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SUMMARY: The Food and Drug Administration (FDA) is proposing to

amend its pre- and postmarketing safety reporting regulations for

human drug and biological products to implement definitions and

reporting formats apd standards recommended by the International

Conference on Harmonisatjon of Technical Requirements for

Registration of Pharmaceuticals for Humarl Use (ICH) and by the

World Health Qfganization's (WHO’s) Council for International

Organizations of Medical Sciences (CIOMS); codify the agency's

expectations for timely acquisition, evaluation, and submission
\

of relevant safety information for marketed drugs and licensed

biological products; require that certain information, such as

domestic reports og medidation errors, be submitted to the agency

in an expedited manner; clarify certain requirements; and make

other minor revisions. FDA is also proposing to amend its
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post mar ket i ng annual reporting regulations for human drug and

| i censed bi ol ogi cal products by revising the content for these
reports. FDA is taking this action to strengthen its ability to
nonitor the safety of human drugs and bi ol ogi cal products. The
i ntended effect of these changes is to further worl dw de
consistency in the collection of safety information and

subm ssion of safety reports, increase the quality of safety
reports, expedite FDA's review of critical safety information,
and enabl e the agency to protect and pronote public health.
These proposed changes woul d be an inportant step toward gl obal
har noni zati on of safety reporting requirenents and additiona
efforts are underway within the Departnent of Health and Human
Services to harnonize the reporting requirenents of U S. Federa
agencies (e.g., FDA and the National Institutes of Health (N H)
are continuing to work together to address the best ways to
streanine information sharing and harnoni ze, to the extent
possi bl e, the safety reporting requirenents of the two agencies).

DATES: Submit witten conments by [insert date 120 days after

date of publication in the FEDERAL REA STER]. Submt witten

coments on the collection of information by [insert date 30 days

after date of publication in the FEDERAL REG STER].

ADDRESSES: Submt witten comments to the Dockets Managenent
Branch (HFA-305), Food and Drug Adm nistration, 5630 Fishers

Lane, rm 1061, Rockville, NMD 20852, e-mail:



FDADocket s@c.fda.gov or to the Internet at

http://ww. accessdat a. f da. gov/ scri pt s/ oc/ docket s/ conmrent s/ conmrent
docket.cfm Fax witten coments on the information collection
provisions to the Ofice of Information and Regulatory Affairs,

O fice of Managenent and Budget (OvB), Attn: Stuart Shapiro, Desk
Oficer for FDA, FAX 202-395-6974.

FOR FURTHER | NFORMATI ON CONTACT:

For informati on concerni ng hunan drug products:

Audrey A. Thonas,

Center for Drug Eval uation and Research (HFD-7),
Food and Drug Adm nistration,

5600 Fi shers Lane,

Rockville, MD 20857,

301- 594- 5626.

nf or mati on concer ni ng hunman bi ol ogi cal products:

For

M| es Braun,
Center for Biologics Evaluation and Research (HFM 220),
Food and Drug Adm nistration,
1401 Rockville Pike,
Rockvill e, MD 20852-1448,
301-827-6079.
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|. Previous Safety Reporting Rul emaki ng and Current Gui dances
FDA has undertaken a major effort to clarify and revise its

regul ati ons regardi ng pre- and postnmarketing safety reporting for
human drug and bi ol ogi cal products. Since 1990, several rules
and gui dances have been issued regarding these regulations. Sone
of these gui dances have been issued by international
organi zations (i.e., ICH and C1OV5), while others have been
issued by FDA. In figure 1 of this docunent, FDA illustrates how
these rul es and gui dances relate to the current proposed rule.

[insert figure 1]
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In the FEDERAL REGQ STER of Cctober 27, 1994 (59 FR 54046),
FDA published a proposed rule to anmend its expedited and periodic
pre- and postmarketing safety reporting regulations for human
drug and biol ogi cal products (the Cctober 1994 proposal). In the
FEDERAL REG STER of Cctober 7, 1997 (62 FR 52237), FDA publi shed
a final rule anending its expedited pre- and postnarketing safety
reporting regulations for human drug and biol ogi cal products (the
Cctober 1997 final rule). The October 1997 final rule
i npl enmented certain international standards recommended in an | CH
gui dance entitled "dinical Safety Data Managenent: Definitions
and Standards for Expedited Reporting” (60 FR 11284, March 1
1995) (the I CH E2A guidance). FDA is now proposing additional
amendnents to its expedited pre- and postmarketing safety
reporting regul ati ons based on recomendations in the | CH E2A
gui dance that were not included in the Cctober 1994 proposal.
Al t hough the I CH E2A gui dance pertains to expedited safety
reporting during the premarketi ng phase of drug devel opnent, the
agency has determ ned that nmany of the definitions and standards
al so should apply to FDA's expedited postmarketing safety
reporting requirenents.

The proposed anmendnents to the postmarketing periodic safety
reporting requirenments in the Cctober 1994 proposal were based on
recomrendations in a CCOMS || report issued in 1992

(“I'nternational Reporting of Periodic Drug-Safety Update

14



Summaries”) (Ref. 28). As explained in the Cctober 1997 fi nal
rul e, the agency decided not to finalize these proposed
anmendnents (62 FR 52237 at 52238) until FDA considered ICH s
recommendations on this topic. These recommendati ons were
published in an ICH final guidance entitled “Clinical Safety Data
Managenent: Periodic Safety Update Reports for Marketed Drugs”
(PSURs) (the ICH E2C gui dance) (62 FR 27470, May 19, 1997).
After review of the | CH E2C gui dance, FDA decided to repropose
t he postmarketing periodic safety reporting amendnents in the
Cct ober 1994 proposal. These amendnents are being reproposed in
t hi s rul emaki ng based on recommendations in the I CH E2C gui dance
and comrents submtted in response to the October 1994 proposal.
An addendumto the | CH E2C gui dance has been prepared by I CH
based on experience gained over the past 5 years in preparation
of PSUR reports by conpanies and review of them by regul ators
(the ICH V1 draft guidance) (67 FR 79939; Decenber 31, 2002).
FDA is interested in harnonizing, to the extent possible, its
post mar keting periodic safety reporting regulations with the
recommendations in the ICH V1 draft guidance. In this regard, FDA
is interested in comment fromthe public on whether the agency
shoul d i npl enment these recommendations (e.g., permt use of
summary bridging reports, include an executive sumary in PSURs,

permt use of different versions of reference safety information
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within a reporting interval or use of the version in effect at
the end of the reporting interval).
Sonme of the comrents submitted in response to the October
1994 proposal noted that several of the proposed anendnments to
t he postnmarketing periodic safety reporting regul ati ons would
result in duplicative reporting of information currently required
i n postmarketing approved new drug application (NDA) annual
reports. The comments questioned the value of submtting simlar
information to FDA in two different reports and requested that
the agency require inclusion of this information in either one
report or the other, but not in both of them |In light of these
coments, FDA is proposing to revoke the requirenent for safety-
related information in postmarketing approved NDA annual reports.
| n the FEDERAL REG STER of Decenber 2, 1998 (63 FR 66632),
FDA issued a final rule amending its postmarketing approved
NDA annual reports regulations to require reporting of specific
information regarding studies in pediatric populations (the
1998 pediatric final rule). The 1998 pediatric final rule
al so required a new annual report for biological products
wi th approved biologics |icense applications (BLAs) that
contains the sane type of information on studies of |icensed
bi ol ogi cal products in pediatric populations. FDA is proposing
to anend the annual reporting requirenments for |icensed

bi ol ogi cal products to revoke the requirenment to submt safety-
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related information in these reports. This proposal is
consistent with the proposed anendnents to the postmarketing
approved NDA annual reporting requirenments.

I n the FEDERAL REG STER of June 25, 1997 (62 FR 34166), FDA
publ i shed a final rule revoking the postnarketing safety
reporting requirenment for subm ssion of increased frequency
reports in an expedited manner (the increased frequency reports
final rule). These reports contained information regarding a
significant increase in frequency of an adverse drug experience
(synonynous with adverse experience) that is both serious and
expected for marketed human drug and |icensed bi ol ogi cal
products. FDA is now proposing to anend its regulations to
requi re subm ssion of increased frequency type information for
mar ket ed human drugs and |icensed bi ol ogi cal products in
post mar ket i ng periodic safety reports.

I n the FEDERAL REG STER of August 27, 1997 (62 FR 45425),
FDA published a notice of availability of a guidance for industry
entitled "Postnmarketing Adverse Experience Reporting for Human
Drug and Licensed Biol ogical Products; Carification of Wat to
Report"” (the clarification guidance of 1997). This gui dance
clarifies the agency's policy concerning certain postmarketing
safety reporting requirenents for human drugs and |icensed
bi ol ogi cal products. The guidance: (1) Describes the information

t hat shoul d be obtained before an individual case safety report
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(i.e., FDA Form 3500A, CIOM5 | Form Vacci ne Adverse Event
Reporting System (VAERS) Fornm) of an adverse experience should be
consi dered for subm ssion to FDA; (2) clarifies how solicited
safety information from planned contacts with patients should be
handl ed; and (3) inforns applicants that FDA will entertain
wai ver requests for periodic subm ssion of individual case safety
reports for adverse experiences that are determned to be
nonseri ous and expect ed.

FDA received 28 comments from nedi cal centers, physicians,
and consuners regarding the clarification guidance of 1997. Al
of these comments pertained to the itemregardi ng wai ver requests
for periodic subm ssion of individual case safety reports for
adverse experiences that are determ ned to be nonserious and
expected. The agency considered these comments in devel opi ng
this proposed rule. Al of the comments requested that FDA
post pone granting these waivers until this new policy receives
nore conplete public scrutiny and debate. The comrents stated
that the new wai ver policy would deprive the public of access to
i nportant safety informati on about adverse reactions to approved
drugs and biol ogi cal products. The coments noted that, in sone
cases, adverse reactions classified as "nonserious" may, in fact,
be related to very serious reactions. The coments al so

i ndi cated that the new wai ver policy provides industry with an
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i ncentive to classify serious reactions as "nonserious"” so that
t he reactions would not have to be reported to FDA

Even t hough applicants may currently request waivers for
subm ssion of individual case safety reports for nonserious,
expect ed adverse experiences, the agency should continue to
receive information regardi ng these experiences. The
clarification guidance of 1997 provides that sunmary tabul ations
of nonserious, expected adverse experiences be included in
post mar keti ng periodic safety reports. |If warranted, FDA could
request subm ssion of an individual case safety report for any
nonseri ous, expected adverse experience. Thus, even if a waiver
is granted, the agency will continue to receive sufficient
information to nonitor the safety of nmarketed drugs and |icensed
bi ol ogi cal products. FDA is now proposing anendnents to its
post mar keting periodic safety reporting regulations that woul d
require that nonserious, expected adverse experiences' be
submtted to the agency in sunmary tabul ations consistent with
the clarification guidance of 1997. At this tinme, FDA is al so
proposing to codify the other recomendations in the

clarification guidance of 1997 (i.e., require a mninmum data set

! Adverse experiences are proposed to be called suspected
adverse drug reactions (SADRs) in this proposed rule; see section
[11.A 1 of this docunent; the term “adverse experiences” or
“adverse drug experiences” will be used in this docunent when
di scussions pertain to FDA's current regul ations and the term
“SADR” will wused in this docunment when discussions pertain to
proposals in this rule.
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for individual case safety reports, describe how solicited safety
i nformation from pl anned contacts with patients nust be handl ed).
In the FEDERAL REGQ STER of March 12, 2001 (66 FR 14391), FDA
publ i shed a notice of availability of a draft gui dance for
industry entitled "Postmarketing Safety Reporting for Human Drug
and Bi ol ogi cal Products Including Vaccines" (the draft gui dance
of 2001). The draft gui dance of 2001 represents the agency's
current thinking on reporting of postmarketing adverse drug
experiences for human nmarketed drug and biol ogi cal products
i ncl udi ng vaccines in accordance with FDA' s postmarketing safety
reporting regulations for these products in effect at the tine
the draft guidance of 2001 was issued. The draft guidance of
2001 consol i dates the agency's existing guidances on this topic
and revises them based on the Cctober 1997 final rule and the
i ncreased frequency reports final rule. The draft guidance of
2001, once finalized, will replace FDA s guidances entitled
"Post mar keti ng Reporting of Adverse Drug Experiences"
(57 FR 61437, Decenber 24, 1992) (the guidance of 1992), "Adverse
Experience Reporting for Licensed Biological Products" (the
gui dance of 1993), and the clarification guidance of 1997. The
agency will issue a final guidance for industry on this topic
after considering the comments received on the draft gui dance of

2001.
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FDA is now proposing to codify certain expectations
described in the draft guidance of 2001 to inprove the quality of
post marketing safety reports submitted to the agency for human
mar ket ed drug and bi ol ogi cal products, and also to clarify
certain postmarketing safety reporting requirenments. Once this
proposed rule is finalized, the draft guidance of 2001, as
finalized, will be updated to provide industry with assistance in
fulfilling the new safety reporting requirenents for human
mar ket ed drug and bi ol ogi cal products.

In June 2001, CIOVS issued a new report entitled “Current
Chal | enges in Pharnmacovigilance: Pragmatic Approaches” (Cl OV V
report) (Ref. 29). This report provides recomendations for
sinplification, clarification, and harnonization of certain drug
safety practices. Mny of these recomendati ons serve to provide
gui dance for industry and woul d not be subject to requirenments of
i ndi vidual regulatory authorities (e.g., FDA). Those that are the
subj ect of our proposed rule are essentially consistent with what
we are proposing. However, in sone cases, there may be
differences (see section Ill.A 6 of this docunent for discussion
of use of active query and witten requests for acquisition of
foll owup information).

In the FEDERAL REG STER of Novenber 5, 1998 (63 FR 59746)),
FDA publ i shed an advance notice of proposed rul emaki ng announci ng

that it is considering a proposal to require persons subject to
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the postnarketing safety reporting regulations to submt
post mar ket i ng expedited individual case safety reports and
i ndi vi dual case safety reports contained in postmnarketing
periodic safety reports to the agency electronically using a
st andar di zed nedi cal term nol ogy, standardized data el enents, and
el ectronic transm ssion standards reconmended by the I1CH  Under
t he auspices of ICH standard nedical term nology for regulatory
pur poses, MedDRA, the nedical dictionary for regulatory
activities (ICH ML), has been devel oped (63 FR 59746 at 59748).
On Novenber 24, 1998, an international maintenance and support
servi ces organi zati on (MsSSO was established to maintain and
update MedDRA in response to nedical/scientific advances and
regul atory changes and to serve as the |licensing agent for
di stribution of MedDRA. This proposed rule on safety reporting
woul d require that postmarketing individual case safety reports
be coded using MedDRA prior to submission to the agency. 1In a
separate rul emaki ng, FDA plans to propose that postmarketing
i ndi vi dual case safety reports be submtted to the agency
el ectronically using standardi zed data el ements and el ectronic
transm ssi on standards. The proposed anendnents for electronic
subm ssions are beyond the scope of this proposed rule.

1. Introduction

1. A Persons Subject to the Safety Reporting Requl ati ons

I1.A 1. Premarketing Expedited Safety Reporting Regul ati ons
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Section 312.32 (21 CFR 312.32),

requi res expedited reports

of premarketing adverse experiences associated with the use of an

i nvesti gati onal

Sponsors of

reporting regul ations.

human drug or bi ol ogi cal

product (see table 1).

| NDs are subject to the premarketing expedited safety

Table 1.--Currently Required Prenarketing Expedited

Saf ety Reports

Saf ety Type of 21 CFR | Submi ssion | Persons
Repor t I nformati on Section [Timefrane |wth
Reporti ng
Responsibility

Witten IND |+ Serious and 312.32 |15 Sponsor s
safety unexpect ed cal endar
report adver se days

experience

associated with

t he use of the

drug

* Findings from

tests in

| aborat ory

ani mal s t hat

suggest a

significant risk

for humans
Tel ephone Unexpected fatal |[312.32 |7 calendar | Sponsors
and or life- days
facsimle t hr eat eni ng
transm ssi on | experi ence
safety associated with
report the use of the

drug
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I1.A 2. Postmarketing Safety Reporting Regul ati ons

Sections 310. 305, 314.80, 314.98, and 600.80 (21 CFR
310. 305, 314.80, 314.98, and 600.80) require expedited reports of
post mar ket i ng adverse drug experiences (see table 2). The
foll ow ng persons are subject to these postnarketing expedited
safety reporting regul ati ons:

e Applicants with approved NDAs (8§ 314.80) and abbrevi at ed
new drug applications (ANDAs) (8§ 314.98);

e Licensed manufacturers with approved BLAs (8§ 600. 80);

* Manufacturers, packers, and distributors (also shared
manuf acturers, joint manufacturers, or any other participant
i nvol ved in divided manufacturing for 8 600.80) whose nane
appears on the |label of a product with an approved NDA, ANDA, or
BLA (88 314.80, 314.98 and 600.80); and

* Manufacturers, packers, and distributors whose nane
appears on the |abel of a prescription drug product marketed
wi t hout an approved NDA or ANDA (8§ 310. 305).
In this docunment, the term “applicant” will be used instead of

the term“licensed manufacturer” for persons with approved BLAs.
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Tabl e 2.

--Currently Required Postmarketing Safety Reports

Type of Saf ety Report Type of Information 21 CFR Submi ssi on Persons with
Report Section Ti nef rame Reporting
Responsibility
Expedited | 15-day Alert Serious and 310. 305, 15 cal endar days Manuf act urers? and
report report unexpect ed adverse 314. 80, appl i cant s®
drug experience? 314. 98,
600. 80
15-day Alert New i nformation for 310. 305, 15 cal endar days Manuf act ur er s? and
report-foll owp 15-day Alert report 314. 80, appl i cant s®
314. 98,
600. 80
Reports to Serious adverse drug | 310. 305 5 cal endar days Packers and
manuf act ur er experi ences!? distributors
instead of FDA
Reports to Serious adverse drug | 314. 80, 5 cal endar days Manuf act urers
appl i cant instead experi ences? 314. 98, packers, and
of FDA 600. 80 distributors

(88 314.80, 314.98,
and 600.80) and joint
manuf acturers, shared
manuf acturers, or any
parti ci pant invol ved
in divided
manuf act uri ng

(& 600. 80)
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Table 2.--Currently Required Postmarketing Safety Reports (Continued)

Type of Report Safety Type of Information 21 CFR Section Submi ssion Tineframe | Persons with
Report Reporting
Responsibility
Expedi t ed Bl ood Fatalities 606. 170 As soon as possible Bl ood
report safety (oral or witten) establ i shment s
report and 7 days (witten)
Peri odi c Peri odi c « Narrative summary and 314. 80, 314.98, Quarterly for 3 Applicants
report. adver se anal ysis of adverse drug 600. 80 years fromthe date
drug experiences that occurred of U S. approval of
experience during the reporting the application and
report interval including 15-day then annual l'y
Alert reports previously thereafter
submtted to FDA!
e Individual case safety
report for each adverse
drug experience not
subnmitted to FDA as a 15-
day Alert report,
excl uding reports from
post mar keti ng studi es,
reports in the scientific
literature, and foreign
mar keti ng experi ence?
e History of actions
t aken.
For spontaneous reports, adverse drug experiences are submtted whether or not they are considered drug rel ated;

for study reports,

adverse drug experience.

2Section 310. 305 al so includes packers and distributors.

3Sections 314.80 and 314.98 al so i ncl ude manufacturers,

manuf act urers,
manuf act uri ng.

packers,

distributors

joi nt manufacturers,
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adverse drug experiences are submitted if there is a reasonable possibility that the drug caused the

Section 600.80 al so includes

invol ved in divided




Applicants with approved NDAs, ANDAs, and BLAs nust al so
subnmit periodic reports of postmarketing adverse drug experiences
under 88 314.80, 314.98 and 600.80 (see table 2). Mnufacturers
of prescription drug products marketed w thout an approved NDA or
ANDA are not required to submt periodic reports of postmarketing
adverse drug experiences (8§ 310.305).

Exi sting regul ati ons, under 8 606.170 (21 CFR 606.170),
require expedited reports of fatalities associated wi th bl ood
collection or transfusion (see table 2). The report nust be
submtted to FDA by the collecting facility in the event of a
donor reaction and by the facility that perforned the
conpatibility tests in the event of a transfusion reaction.

Current safety reporting regul ations under 88 310. 305,

314. 80, 314.98, 600.80 and 606. 170, as well as the provisions of
this proposed rule, do not apply to voluntary reporting of
adverse drug experiences to conpanies or regulatory authorities
(e.g., FDA) by an individual (e.g., health care professional,
consuner) .

Il.A.3. Terms Used in This Docunent

The terns “sponsors,” “manufacturers,” and “applicants” are
used in this proposed rule to describe, as appropriate, persons
with safety reporting responsibilities. “Sponsors” is used to
descri be persons subject to the premarketing safety reporting

regul ations. “Manufacturers” is used, unless otherw se
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specified, to describe persons subject to the postnmarketing
safety reporting regul ati ons under § 310. 305 for prescription
drug products narketed w thout an approved NDA or ANDA.
“Applicants” is used to describe persons subject to the
post mar keting safety reporting regul ati ons under 88 314. 80,
314.98, and 600.80 for products with an approved NDA, ANDA, or
BLA;, for 8 600.80, “applicants” includes participants involved in
di vi ded manuf acturi ng.

1. B. Rati onale for This Proposal

I1.B.1. International Standards

Many of the anendnents that are being proposed in this
rul emeki ng are intended to harnoni ze our safety reporting
requi renents with international standards devel oped by Cl OVS and
| CH (see table 4 of this docunent). These organi zations were
formed to facilitate international consideration of issues,
particularly safety issues, concerning the use of global data in
t he devel opment and use of drugs and bi ol ogi cal products.

The Cl OM5 wor ki ng groups have been conprised of
representatives fromregulatory authorities, including FDA and
t he pharnmaceutical industry. These groups have worked to devel op
recomrendati ons for standardization of international reporting of
post mar ket i ng adverse reactions by the pharmaceutical industry to

regul atory authorities.
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| CH was organi zed to provide an opportunity for tripartite
harnoni zation initiatives to be devel oped with input from
regul atory and industry representatives. |CH has worked to
pronote the harnoni zati on of technical requirenments for the
regi stration of pharnaceutical products anong three regions: The
Eur opean Uni on, Japan, and the United States. The six I CH
sponsors are the European Conm ssion; the European Federation of
Phar maceuti cal I ndustry Associations; the Japanese Mnistry of
Heal th and Wl fare; the Japanese Pharmaceutical Manufacturers
Associ ation; FDA; and the Pharmaceutical Research and
Manuf acturers of America.

One ICH initiative is to harnonize certain safety reporting
requi renents of the three regions. Through the |ICH process,
recommendat i ons have been devel oped regardi ng the content,
format, and reporting frequency for expedited and periodic safety
reports for human drugs and biol ogical products (the |ICH E2A and
E2C gui dances). In addition, a standard nedical term nology for
regul atory purposes, MdDRA, has been devel oped (I CH M).
Wor | dwi de i npl enentation of this initiative is in process. FDA
whi ch has been actively involved in the devel opnent of these
recommendati ons, has inplenmented sonme of them (the Cctober 1997
final rule) and is proposing to inplement others in this

r ul emaki ng.
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FDA bel i eves the changes recommended by ICH and Cl OVS wil |
result in nmore effective and efficient safety reporting to
regul atory authorities worldw de. For exanple, postmarketing
periodic safety reports are, for the nost part, currently
submitted to regulatory authorities in the three regions at
different times with different formats and content. |nternational
har noni zation efforts are beginning to decrease sone of these
di fferences, but harnonization of the format and content, as well
as the reporting frequency, of these reports by all countries in
the three regions is essential to elimnate unnecessary reporting
burdens on industry so that conpani es can focus on the safety
profiles of their products and not on the different reporting
requirenents of different regions. The PSUR recomended for
post marketing periodic safety reporting in the | CH E2C gui dance
provi des regulatory authorities with a conprehensive overvi ew of
the safety profile of a product along with other rel evant
i nformation such as estinmates of worl dwi de patient exposure and
wor | dwi de mar keting status of the product. In this rul emaking,
FDA is proposing to require subm ssion of PSURs for certain
products (see sections IIl.E. 2 and Ill1.E. 5.a of this docunent).
FDA is also interested in receipt of additional information and
is proposing to require that such information be submtted with
t hese reports as appendices (e.g., copy of current U S. approved

| abel ing, information on nedication errors, resistance to
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antim crobial drug products and class action |lawsuits) (see
section IIl.E 2.k of this docunent). Thus, conpani es can prepare
t he sane core docunent for all three regions and any additional
information required by FDA would sinply be attached to this
docunent .

Anot her international harnonization effort is
standardi zati on of nedical term nology used for regul atory
pur poses. As noted previously, |ICH has devel oped MedDRA for this
purpose. Currently, conpanies use various nedical term nol ogies
for safety reporting purposes (e.g., WHO s Adverse Reaction
Ter m nol ogy (WHOART), Coding Synbols for a Thesaurus of Adverse
Reaction Terns (COSTART), Japan’s Adverse Reaction Term nol ogy
(J-ART)). The established term nol ogi es have been criticized for
a nunber of reasons, including: Lack of specificity, limted data
retrieval options, and an inability to effectively handl e conpl ex
conbi nati ons of signs and synptons (syndromes). In addition, use
of different term nol ogies at different stages in the devel opnent
and use of products conplicates data retrieval and anal ysis of
information and nmakes it difficult to effectively cross-reference
data through the lifetime of a product. Internationally,
communi cation is inpaired between regulatory authorities because
of the delays and distortions caused by the translation of data

fromone term nol ogy to anot her.
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Use of different term nol ogies al so has significant
consequences for pharmaceutical firnms. Conpanies operating in
nore than one jurisdiction have had to adjust to subsidiaries or
clinical research organi zations that use different term nol ogies
because of variations in data subm ssion requirenments. The
difficulty of analyzing data conprehensively nmay be conpounded by
use of inconpatible term nologies and could lead to delays in
recogni zi ng potential public health problens.

For these reasons, it is critical that a single nedical
term nol ogy be used internationally for coding postmarketing
safety reports. FDA is proposing to use MedDRA for this purpose
(see section Il1.F. 2 of this docunent). MedDRA is the best
choi ce because it was devel oped with input fromregul atory
authorities and industry and the problens associated with the
ot her term nol ogi es were taken into consideration during
devel opnent of MedDRA. Some conpani es have begun to voluntarily
subnmit their postmarketing safety reports to FDA coded using
MedDRA

Even though FDA is proposing to use MedDRA as the standard
medi cal term nol ogy for reporting purposes under this rule, the
agency recogni zes that alternative standard cl assification
systens for clinical information exist in the United States and

supports the national health data standardization initiatives
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underway in the United States under the Health Insurance
Portability and Accountability Act.

Al t hough this proposed rul e does not inpose reporting
requi renents on health care providers, the agency recogni zes that
clinicians, nedical centers, hospitals and others may report
safety information to pharmaceutical conpanies. These third
parties may enploy clinical term nol ogy standards that differ
fromthose proposed here. Therefore, the agency invites conment
on the unintended potential inpact of this proposed rule on those
parties not subject to FDA's safety reporting requirenments. The
agency al so invites cornment on the potential strategies and
approaches for facilitating seanl ess cross-standard
comuni cati ons, such as mappi ng between alternative term nol ogi es
and MedDRA.
I1.B.2. Quality of Postmarketing Safety Reports

In light of the recomrendations of |ICH and Cl OVM5, FDA has
reviewed its postmarketing safety reporting regulations for hunman
drugs and |icensed bi ol ogi cal products and identified additional
changes that the agency believes would further enhance
surveillance of marketed products. Many of the postmarketing
safety reports that FDA receives are conplete and of very high
quality. Ohers are inconplete, of nediocre or poor quality or
both, making it difficult to ascertain the significance of these

reports. In the latter cases, FDA is unnecessarily spending
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consi derabl e anobunts of tinme trying to collect additional
information for the reports.

To address this problem FDA is proposing anendnents to its
post mar keting safety reporting requirenents. For nost of these
anendnents, a risk-based approach is being proposed (i.e.,
greater enphasis and effort would be required for reports of
serious adverse drug experiences while less information woul d be
required for nonserious adverse drug experiences (adverse drug
experiences proposed to be called SADRs in this proposed rule;
see section Il1l1.A 1 of this docunent)). For exanple, FDA is
proposi ng that conplete information be submtted for reports of
serious SADRs (see section Il11.C. 5 of this docunent). If
conplete information is not available, in sone cases, a followp
report would be required (e.g., for serious, unexpected SADRs)
(see section Il11.D.6 of this docunent). On the other hand, for
SADRs that are determ ned to be nonserious, not as nuch
i nformati on woul d need to be acquired (see section Il1.C. 5 of
this docunent).

Anot her anmendnent would require direct contact with the
initial reporter of an SADR by a health care professional at the
conpany for collection of certain postnmarketing safety
information (e.g., collection of followp information for a
serious SADR) (see section Ill.A 6 of this docunent). Currently,

sonme conpani es use this approach for collecting information,
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whereas others send the initial reporter a letter. The latter
case is a passive approach which, in FDA's experience, results in
limted acquisition of newinformation. |n nost cases, the
initial reporter sinply does not respond to the letter. Instead,
usi ng an active approach, as proposed by FDA, conpanies would
nore |ikely obtain the additional information needed for an SADR
Thus, use of this approach should result in subm ssion of higher
quality reports to FDA for review

Anot her anmendnent would require that a |icensed physician at
t he conpany be responsible for the content of postmarketing
safety reports submtted to FDA (see sections IIl.E. 1.h,
I11.E.2.k.xi, and Il.F. 4 of this docunent). As in the previous
exanpl es, sonme conpanies currently use licensed physicians for
this purpose, whereas others have their postnmarketing safety
reports prepared and submtted by clerical personnel with no
health care training. The nedical significance of postmnarketing
safety reports warrants review by a |icensed physician. The
agency believes that |icensed physicians would ensure subm ssion
of high quality reports to FDA that articul ately conveys al
clinically relevant information associated with an SADR
I1.B.3. New Postnmarketing Expedited Safety Reports

FDA currently requires postmarketing expedited safety
reports for serious and unexpected adverse drug experiences

(adverse drug experiences proposed to be called SADRs in this
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proposed rule; see section IIl.A 1 of this docunent). To
facilitate identification of significant safety problens, FDA is
proposi ng that additional safety information be submtted
expeditiously to the agency for marketed drugs and bi ol ogi cal
products. Some of this information is currently submtted to the
agency but not in an expedited manner. In other cases, the
information is not currently required to be submtted to the
agency.

l[1.B.3.a. Medication errors. In 1999, the Institute of

Medicine (1OM issued a report, “To Err is Human: Building a
Safer Health System” that cited studies and articles estimating
t he nunber of Anericans dying each year as a result of nedical

m st akes to be between 44,000 and 98,000 (Ref. 10). The I OM
report concluded that preventabl e adverse drug events inpose
significant nedical, personal, and economc costs to the United
St at es.

Requiring nmedication errors to be reported in an expedited
manner to a centralized |ocation would provide a systematic
approach for collecting conprehensive information on these errors
and result in tinmely assessnent of the information. Various
organi zati ons and heal th care professional associations,

i ncluding the 1999 IOMreport, have advocated nandatory
medi cation error reporting efforts, as well as encouragenent of

voluntary efforts, ainmed at naking sure the system continues to
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be made safer for patients. Such a systemwould provide the
public with a higher level of protection by assuring that the
nost serious errors are investigated and reported, and that
appropriate followp action is taken both by FDA and t he conpany
whose product is associated with the error. Second, it would
provi de conpanies with an incentive to inprove patient safety
regardi ng nmedi cation errors associated with their products.
Finally, it would require that FDA and the pharnmaceuti cal

i ndustry make sone | evel of investnent in preventing nedication
errors and inproving patient safety. 1In sone instances,

i nformati on gathered through this type of a reporting system and
anal yzed for root causes can lead to various changes within the
health care systemto prevent or mnimze recurrence.

Currently, FDA nmaintains both a voluntary adverse event
reporting systemfor health care professionals, through MedWatch
(the Medical Products Reporting Progran), and a mandatory adverse
event reporting systemfor conpani es subject to the agency’s
post mar keting safety reporting regul ations. Through these
systens, FDA receives only about 3,000 reports of nedication
errors annually. FDA believes that these safety reporting
systens do not adequately address the nature and extent of
probl ens caused by nedication errors. |n nost cases, safety
reports associated with a nedication error are not identified in

the report as being associated with an error. Instead, the
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report only highlights the effect of the nedication error (e.g.,
patient experienced a seizure). This information is not
sufficient for FDA to identify medication errors that could be
avoided in the future. For cases that involve a nedication
error, the safety report needs to be identified as a suspected
medi cation error so that the report can be appropriately anal yzed
and addressed. FDA concludes that an explicit requirenment for
reporting nmedication errors by conpani es subject to the agency’s
post marketing safety reporting regulations is needed to
adequately assess and respond to the problem

FDA is therefore proposing to require that these conpanies
submt to the agency expeditiously all donestic reports of actual
and potential nedication errors (see section I11.D.5 of this
docunent). FDA would review information about suspected
nmedi cation errors to determ ne an appropriate risk nanagenent
plan (e.g., changes to the proprietary name, |abels, |abeling or
packagi ng of the drug or biol ogical product or educational
initiatives to protect public health). This proposal, which is
consistent wwth one of the Departnment of Health and Human
Services’” major health initiatives, would allow FDA to formthe
framework for building a conprehensive risk assessnent and
managenent system for preventable SADRs. This proposal is also
responsive to the 1999 IOMreport, which states that “the Food

and Drug Adm nistration (FDA) should increase attention to the
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safe use of drugs in both pre and postmarketing process” by
“establ i shing appropriate responses to problens identified

t hrough post-marketing surveill ance, especially for concerns that
are perceived to require i mMmedi ate response to protect the safety
of patients.”

I1.B.3.b. Unexpected SADRs with unknown out cone. FDA i s

al so proposing to require that compani es subject to the agency’s
post mar keting safety reporting regulations subnmt to FDA in an
expedited report SADRs that are unexpected and for which a

determ nati on of serious or nonserious cannot be nade (i.e., SADR
wi t h unknown out cone) (see section I11.D.3 of this docunent).
This information is currently submtted to FDA, but, in npst
cases, not in an expedited nanner. A conpany that receives a
report of an adverse drug experience is able, in nost cases, to
determine if it is serious or nonserious (i.e., whether it neets
the regulatory definition of serious), but in sonme cases, this
may not be possible. Currently, nbst conpanies that are not able
to make this determ nation designate the adverse drug experience
as nonserious and include it in their next quarterly or annual
post mar keting periodic safety report. 1In sone of these cases,

t he adverse drug experience is, in fact, serious even though the
conpany was not able to rmake this determ nation. FDA needs to
receive reports of SADRs with unknown outcone expeditiously if

the SADR is unexpected so that the agency can evaluate the report
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in light of other data and information available to FDA to
attenpt to determine if the SADR is serious. FDA would do this
by conparing information on the unexpected SADR wi th unknown
outcone with information on other simlar unexpected SADRs with a
known serious outcone that are on file with the agency.

11.B.3.c. Always expedited reports. FDA is al so proposing

t hat conpani es subject to the agency’s postnarketing safety
reporting regul ations always submt to FDA in an expedited report
certain SADRs, which may jeopardi ze the patient or subject and/or
require medical or surgical intervention to treat the patient or
subject (e.g., ventricular fibrillation, |liver necrosis,

transm ssion of an infectious agent by an approved product) (see
section I11.D. 4 of this docunent). Currently, all of these
adverse drug experiences are submtted to the agency for review,
but only sone of themare submtted in an expedited safety report
(i.e., if the adverse drug experience is serious and unexpected).
FDA is proposing that all of them be submtted expeditiously

whet her the SADR i s unexpected or expected and whether or not the
SADR | eads to a serious outcone. This is because of the nedical
gravity of these SADRs. For exanple, even though the | abeling
for a product indicates that ventricular fibrillation nay be
associated with use of the product and thus not subject to
expedited reporting to FDA (i.e., SADR is expected), the agency

needs to review each new report of ventricular fibrillation for
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this product as quickly as possible to ascertain if there is a
gualitative or quantitative change in the nature of the SADR

I nformation fromthese reports could result in either new studies
bei ng undertaken to evaluate the SADR or appropriate regulatory
action by FDA (e.g., |abeling change, distribution of Dear Health
Care Professional letter, restriction on distribution of product,
wi t hdrawal of product fromthe market).

I1.B.3.d. Blood and bl ood conponent safety reports. Wth

regard to bl ood and bl ood conmponents (e.g., red blood cells,

pl asma, platelets, cryoprecipitated AHF), FDA is proposing that

bl ood establishments submt reports to the agency for all serious
SADRs associated with bl ood collection and transfusion, in
addition to their current requirenment at 8 606.170(b) (21 CFR
606. 170(b)) to submt reports of fatalities (see section Il1.D.12
of this docunent). This proposed safety reporting requirenent
woul d not i npose significant new burdens on bl ood establishnents.
This is because under 8 606.170(a) (21 CFR 606.170(a)) bl ood
collection and transfusion facilities are currently required to
conduct investigations and prepare and maintain reports of al
adverse events associated either with the collection or
transfusi on of bl ood or blood conponents. The proposal woul d
sinply require that reports of serious SADRs that are currently
mai ntai ned by the facility, be submtted to the agency within 45

cal endar days of occurrence rather than only having these reports
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be reviewed by FDA at the tinme of an inspection. Thus, not al
serious SADRs are reported to FDA for blood and bl ood conponents.
FDA believes that it is critical that we receive all such reports
to enhance donor safety and also to ensure the safety, purity and
pot ency of blood and bl ood conponents for admi nistration to
patients.

In the past, the agency has received sone voluntary reports
t hat have helped to identify errors in manufacturing and defects
in products used to collect blood. For exanple, in 1997, FDA
received reports froma bl ood establishnment of allergic adverse
reactions to red blood cells that had been | eukoreduced using a
bedside filtration nmethod in hematol ogy or oncol ogy patients
receiving multiple transfusions. The reactions were related to
several lots of Hemasure Leukonet filters. The synptons included
bil ateral conjunctival edemn, severe headaches, eye pain, nhausea
soneti mes associated with vomting and joint pain. After
i nvestigation and analysis of the reports by FDA the
manuf act urer di sconti nued production of the filter. Voluntary
reporting of the adverse reactions by the bl ood establishnment
brought the issue to the attention of FDA. However, the tinme to
resol uti on may have been shortened had these been required to be
reported to FDA fromall blood centers.

Wth regard to the safety of donors, FDA review of adverse

event reports is inportant and has resulted in detection and
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correction of problematic collection procedures. During an
i nspection, FDA field officers identified a blood collection
center that had nunmerous donors with vasovagal reactions that
required treatnent by energency nedical personnel. |In sone of
t hese cases, the donors had to be transported to a hospital
energency roomfor treatnment. Upon investigation, FDA determ ned
that the center had failed to establish a lower Iimt for blood
pressure neasurenents for donors as required by 21 CFR 640. 3.
Had t hese serious adverse events been required to be reported to
FDA, immedi ate analysis of themis likely to have identified the
pr obl em sooner.

Thus, required reporting of all serious SADRs related to
bl ood col | ection and transfusion woul d enhance FDA's ability to
take appropriate action to protect the blood supply nore
consistently. Currently, there is no assurance that FDA w ||
receive reports of serious SADRs that have the potential to
adversely affect both the donors and recipients of the nation's
bl ood supply. Such information is essential for evaluating the
agency’s scientific and regulatory policies and for nonitoring
industry practices and their inplications on blood safety.

I1.B.4. Bioavailability and Bi oequi val ence Studies Not
Subj ect to an Investigational New Drug Application (IND)

FDA is al so proposing to anend its bioavailability and

bi oequi val ence regul ati ons under part 320 (21 CFR part 320) (see
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section Il1l.K of this docunent). Under the existing regulations
at 8 320.31, persons conducting a bioavailability or

bi oequi val ence study in humans are only required to conply with
the IND requirenents of part 312 (21 CFR part 312) for certain
products or for certain types of studies. This proposed rule
woul d require subm ssion of expedited safety reports for serious,
unexpect ed adverse experiences (adverse experiences proposed to
be called SADRs in this proposed rule; see section Il1.A 1 of
this docunent) as prescribed under § 312.32 for human

bi oavai l ability and bi oequi val ence studi es that are not being
conducted under an IND. FDA believes that bioavailability and

bi oequi val ence studies that are not being conducted under an | ND
are, in general, safe. However, the agency is occasionally nmade
aware of safety-related information associated with these types
of studies. This information could either reflect a problemwth
t he drug product being evaluated or with the study desi gn being
used. Tinely review of serious, unexpected SADRs fromthese
studies is critical to ensure the safety of study subjects. FDA
woul d use this information to determine if the study design needs

to be altered or if the study needs to be stopped.
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I1.C New Saf ety Reporting Abbreviations

Table 3 provides a |ist of new safety reporting

abbrevi ations that are used in this docunent.

Tabl e 3.--New Safety Reporting Abbreviations

Phr ase

Abbrevi ati on

Ref erence in Section
Il of this Docunment

Company core safety information CCsl A. 9
Interimperiodic safety report | PSR E. 3
Nbd!cgl_dictionary for regul atory Me dDRA F.2
activities

Periodic safety update report PSUR E. 2
Suspect ed adverse drug reaction SADR Al
Traditional periodic safety report TPSR E. 1

I1.D. Hi ghlights of Proposed Changes to FDA's Safety Reporting

Requl ati ons

Specific changes to FDA' s safety reporting requirenents, as

described in this proposed rul e,

are identified in table 4.
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Table 4.--Highlights of Proposed Changes to FDA's Safety Reporting Requirenents

21 CFR Section Proposed Change (reference in section IIl of this docunent) Is the change based
on ICH (ICH
gui dance) ?
Changes apply to: e "Associated with the use of the drug" and "adverse drug Yes
310. 305, 312. 32, experience" changed to "suspected adverse drug reaction (SADR)" (E2A)
314. 80, 314.98, and “adverse experience” changed to “suspected adverse reaction
and 600. 80.* (SAR)” (A 1)
e« Mnimumdata set required for all individual case safety reports Yes
of SADRs (A5, B.2.a, C5, E4) (E2A)
» Reporting requirenents for |ack of efficacy reports revised Yes
(B.2.c, C7, D2, El.c, E2.h, E2k.vi) (E2A and E2C)
e Sources of safety information revised (B.1, C 2, D. 8) No
e Individual case safety reports fromclinical trials based on Yes
opi nion of either the sponsor/applicant or investigator (B.2.b, (E2A)
B.3, C. 6)
e Narrative format required for safety reports of overall findings No
or data in the aggregate (B.2.d, F.1)
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Table 4.--Highlights of Proposed Changes to FDA's Safety Reporting Requirenents

(Conti nued)
21 CFR Section Proposed Change (reference in section IIl of this docunent) Is the change based
on ICH (ICH
gui dance) ?
Changes only apply e Determination of a life-threatening SADR based on opini on of Yes
to 312.32 either sponsor or investigator (A 2) (E2A)
e Expedited reports of findings fromtests in |aboratory aninmals Yes
revised to include other information sufficient to consider (E2A)

product adnministration changes (B. 2.c)

Changes only apply New Safety Reports Yes
to 310. 305, 314. 80, e Expedited report for information sufficient to consider product (E2A)
314.98, and 600. 80 admi ni stration changes (D. 2)
« Expedited report for unexpected SADRs wi th unknown outcone (A 3, No
D. 3)
e Always expedited reports for certain nedically significant SADRs No

whet her unexpected or expected and whether or not the SADR | eads
to a serious outcome (D.4)

e Expedited report for nedication errors (D.5) No

e 30-day followp report for initial serious and unexpected SADR No
reports, always expedited reports, and nedication error reports
that do not contain a full data set (D.6)

G her Changes No
e Active query required to acquire certain safety information (A 6,

C.5 D6, D7)

e Full data set required for reports of serious SADRs, always No
expedited reports, and nedication error reports (A5 C5, D1,
D.4, D.5, E. 4)

e Safety reporting requirenents for contractors and shared No
manuf acturers (A 4, D.9)
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Tabl e 4.--Hi ghlights of Proposed Changes to FDA' s Safety Reporting Requirenents

(Conti nued)

21 CFR Section

Proposed Change (reference in section |1l of this docunent)

I s the Change Based
on ICH (ICH
gui dance) ?

Changes only apply
to 310. 305, 314. 80,
314.98, and 600. 80

Reporting requirenents for spontaneous reports codified (A 7,
C. 6)

Yes
(E2A and E20Q)

Supporting docurmentation required for expedited reports No
concerning a death or hospitalization (D.7)

FDA request for subm ssion of safety reports at tines other No
than prescribed by regul ations (C. 4)

I ndi vi dual case safety reports required to be coded using Yes
MedDRA (F. 2). (‘ML)
SADR i nformation fromclass action lawsuits (A 7, E 1. e, No
E.2.k.v, E3)

Cont act person for postmarketing safety reports (E. 1.h, No
E.2.k.xi, E 3, F.4)

Use of computer-generated facsimle of FDA Form 3500A or VAERS No
formpermtted wi thout approval by FDA (F.5)

Locati on of safety records (D.10, E.1.g, E 2.k.x, E. 3) No
FDA request for subm ssion of safety related records (D.7, H). No
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Table 4.--H ghlights of Proposed Changes to FDA's Safety Reporting Requirenents

(Cont i nued)

21 CFR Section

Proposed Change (reference in section |1l of this docunent)

Is the Change Based
on ICH (ICH
gui dance) ?

Changes only apply
to 314.80, 314.98
and 600. 80

New or Revised Safety Reports No
* Sem annual subm ssion of certain spontaneously reported
i ndi vi dual case safety reports (E 4, E. 5.a)
e TPSR, PSUR, or |IPSR for applications approved prior to January No
1, 1998 (E. 1, E. 2, E. 3, E 5.a)
e PSUR/I PSR for applications approved on or after January 1, 1998 Yes
(E.2, E. 3, E 5. 4a) (E20)
e PSUR/I PSR for pediatric use supplenments (E. 5. a) No
& her Changes Yes
e Periodicity of periodic safety reports (E. 5.a, 1) (E20)
e Subm ssion date for periodic safety reports Yes
(A. 10, E 5. b, 1) (E20)
e CCSI for determination of listed and unlisted SADRs for certain Yes
periodic safety reports (A9, E 2, E 3, E 4) (E20)
e Information in addition to the mininumdata set not required to No
be acquired for nonserious SADRs, except for nonserious SADRs
resulting froma nedication error, which require a full data set
(A3, C5, E4)
 Individual case safety reports forwarded to applicant by FDA No
required to be included in conprehensive safety analysis (C. 2)
e Information on resistance to antinicrobial drug products No
(E.2.k.vii, E3)
¢ Nunber of copies of periodic safety reports required to be No

subnmitted to FDA (C. 3)

49




Table 4.--H ghlights of Proposed Changes to FDA' s Safety Reporting Requirenents

(Conti nued)

21 CFR Section Proposed Change (reference in section |1l of this docunent) Is the Change Based
on ICH (ICH
gui dance) ?

Change only applies |+ Requirement to subnit safety-related information in No

to 314.81 and post mar keti ng annual report revoked (J)

601. 282

Change only applies | Investigator safety reporting requirenments revised No

to 312.64(b)?®

Change only applies |+« Subnission of expedited safety reports required for human No

to 320.31(d)* bi oequi val ence and bi oavailability studies which are exenpt from

subm ssion of an I ND (K)
Change only applies |« Al serious SARs required to be subnitted to FDA for bl ood and No
to 606.170° bl ood products (D. 12).

“Section 310.305 describes postmarketing safety reporting regul ations for prescription drug products market ed
for human use w thout an approved application; § 312.32 describes premarketing safety reporting regulations for
i nvestigational drugs and biol ogi cal products; § 314.80 describes postmarketing safety reporting regulations for human
drugs with approved NDAs; 8§ 314.98 describes postmarketing safety reporting regulations for human drugs w th approved
ANDAs; and 8 600.80 descri bes postmarketing safety reporting regulations for human |icensed biol ogi cal products with
approved BLAs.

2Section 314.81 describes postmarketing annual reporting regulations for human marketed drugs with
approved NDAs; § 601.28 describes postmarketing annual reporting regulations for pediatric studies of human
l'i censed biol ogical products with approved BLAs.

3Section 312.64(b) describes requirements for safety reporting to sponsors by investigators.

“Section 320.31 (d) describes bioequival ence and bioavailability requirements for studies which are
exempt from submi ssion of an I ND

5Section 606.170 describes safety reporting and recordkeeping requirements for blood and bl ood
products.
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[11. Description of the Proposed Rule

1. A Definitions

I[11.A 1. Suspected Adverse Drug Reaction ( SADR)
FDA' s existing premarketing safety reporting regulations in
§ 312.32(a) define "associated with the use of the drug" to nean:
“There is a reasonabl e possibility that the experience may have
been caused by the drug.”
FDA' s existing postmarketing safety reporting regulations in

88 310. 305(b), 314.80(a), and 600.80(a) define "adverse drug
experi ence ("adverse experience" for § 600.80(a))" to nean:

Any adverse event associated with the use of

a drug ("biological product” for 8§ 600.80(a))

i n humans, whether or not considered drug

("product" for 8 600.80(a)) related,

including the follow ng: An adverse event

occurring in the course of the use of a drug

("biological" for 8 600.80(a)) product in

prof essi onal practice; an adverse event

occurring fromdrug overdose ("from overdose

of the product” for 8§ 600.80(a)) whether

accidental or intentional; an adverse event

occurring fromdrug abuse ("from abuse of the

product" for 8 600.80(a)), an adverse event

occurring fromdrug withdrawal ("from
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wi t hdrawal of the product" for § 600.80(a));

and any failure of expected pharnacol ogi cal action.
Proposed 8 312.32(a) would replace the term"associated with the
use of the drug” with the term "suspected adverse drug reaction
(SADR)." Proposed 88 310.305(a) and 314.80(a) would replace the
term "adverse drug experience” with the term "suspected adverse
drug reaction (SADR)" (see section II1.C 1 of this docunent
regardi ng reorgani zati on of § 310.305). Proposed § 600. 80(a)
woul d repl ace the term “adverse experience” with the term
"suspect ed adverse reaction (SAR)." In this docunent the term
"adverse drug experience" is synonynous with the term "adverse
experience" and the abbreviation "SADR' will be used for both
"SADR' and "SAR, " except when reference is only being made to an
“SAR,” in which case the abbreviation “SAR" will be used.
Proposed 88 310.305(a), 312.32(a), 314.80(a), and 600.80(a) would
al so replace the definitions for "associated with the use of the

drug," "adverse drug experience" and "adverse experience" wth
the follow ng definition for “SADR

A noxi ous and uni ntended response to any dose

of a drug ("biological" for proposed

8§ 600.80(a)) product for which there is a

reasonabl e possibility that the product

caused the response. In this definition, the
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phrase “a reasonabl e possibility” neans that
the rel ati onship cannot be rul ed out.

The phrase "the relationship cannot be ruled out" clarifies which
i ndi vi dual cases would be reported to FDA. Cassifying a case as
"probably related,” "possibly related,” "renotely related,” or
"unlikely related" to the drug or biological product would
signify that a causal relationship between the product and an
adverse event could not be ruled out and, thus, the adverse event
woul d be considered an SADR. For exanple, in sone cases an
adverse event may nost probably have occurred as a result of a
patient's underlying disease and not as a result of a drug or
bi ol ogi cal product the patient was taking, but it cannot usually
be said with certainty that the product did not cause the adverse
event. Therefore, such an adverse event would be classified as
an SADR because there would be at |east a "reasonabl e
possibility" that the drug or biol ogical product nay have caused
t he adverse event. O course, this classification would not
establish causality (attributability) by itself, it would only
indicate that causality could not be ruled out with certainty.

These proposed changes are consistent with the | CH E2A
gui dance (60 FR 11284 at 11285), which defines "adverse drug
reaction” as:

Al'l noxious and uni ntended responses to a nedici nal product

related to any dose shoul d be considered adverse drug
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reactions. The phrase "response to medicinal products”

neans that a causal relationship between a nedicinal product

and an adverse event is at |east a reasonable possibility,

i.e., the relationship cannot be rul ed out.
These proposed anendnments woul d harnoni ze the agency's
premar keti ng and postmarketing safety reporting definition for
SADR, as well|l as safety reporting worl dw de.

Even t hough FDA has harnoni zed its proposed definition of
SADR with the definition of adverse drug reaction recomrended by
| CH, the agency would |ike comment on an alternative definition
for SADR “A noxious and uni ntended response to any dose of a
drug product for which a relationship between the product and the
response to the product cannot be ruled out”. The alternative
and proposed definitions for SADR have the sane neaning (i.e., a
response to a product is an SADR unless one is sure that the
product did not cause the response). The difference between
these definitions is that the alternative definition of SADR does
not include the phrase “a reasonable possibility.” This is
because use of this phrase is potentially confusing. The phrase
“a reasonabl e possibility” mght be interpreted differently than
the phrase “the relationship cannot be ruled out.” The agency
defines “a reasonable possibility” as “the rel ati onship cannot be
ruled out” to be consistent with ICH  FDA seeks comment as to

whet her the agency should use the alternative definition of SADR
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i nstead of the proposed definition of SADR. The agency al so
requests conment from sponsors, manufacturers and applicants if
their interpretation of these definitions is different than FDA s
i nterpretation.

As explained in the foll ow ng paragraphs, FDA believes that
t he proposed definition of SADR woul d not affect the nunber of
safety reports that are currently submtted to FDA from
spont aneous sources, but it could increase the nunber of safety
reports that would be submtted fromclinical studies. FDA seeks
comment as to whether use of the proposed or alternative
definition of SADR would |ead to significant increases in
reporting to the agency beyond what FDA has identified in the
foll ow ng paragraphs. FDA is particularly interested in |earning
of exanples of events beyond those identified by the agency that
are not currently reported to FDA but would be required to be
reported under these definitions.

Al t hough FDA is proposing to renmove the definition for
"adverse drug experience" fromits postmarketing safety reporting
regul ations and replace it with the proposed definition for
"SADR, " this change would not affect the nunber of safety reports
from spont aneous sources that would be submitted to the agency
because every spontaneous report currently nmust be submtted to
FDA, irrespective of whether the manufacturer or applicant

considers it to be drug related (see current definition of
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adverse drug experience at 88 310.305(c), 314.80(c), and
600.80(c)). Under this proposed rule, every spontaneous report
woul d continue to be submtted to FDA, because, for spontaneous
reports, manufacturers and applicants would al ways be required to
assune, for safety reporting purposes only, that there was at
| east a reasonable possibility in the opinion of the initial
reporter that the drug or biological product caused the
spont aneously reported event (see sections IlII.A 7 and II11.C.6 of
this docunment for the proposed definition of spontaneous report
and for discussion of the proposed reporting requirenent for
SADRs from spont aneous sources).

On the other hand, with regard to clinical studies of
i nvestigational and marketed drugs and bi ol ogi cal products, the
proposed definition of SADRis likely to result in an increase in
t he nunber of safety reports that are currently submtted to FDA
fromsone studies. Current regulations at 88 310.305(c)(1)(ii),
312.32(c) (1), 314.80(e)(1), and 600.80(e)(1) require that
serious, unexpected adverse experiences froma study be reported
to FDA only if there is a reasonable possibility that the drug
caused the adverse experience. The phrase "reasonable
possibility" is typically interpreted by sponsors, manufacturers
and applicants to nean that there is a possible causal
rel ati onshi p between an adverse experience and a drug or
bi ol ogi cal product. It would not include adverse experiences

considered to be unlikely or renotely related to the product.
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The proposed definition of SADR maintains the phrase "reasonabl e
possibility" as part of the definition, but defines the phrase to
nmean that the rel ationship between a product and a response to

t he product cannot be ruled out. 1In sone cases, this proposed
change woul d result in subm ssion of nore safety reports to FDA
For exanpl e, under the current regulations if a sponsor or
appl i cant concl udes that the existence of a causal relationship
between a drug and an adverse event is unlikely or renote, but
not inpossible, (e.g., because the event is a recogni zed
consequence of the patient's underlying disease) it would not
submt a safety report to FDA. In contrast, under the proposed
rule, the sponsor or applicant would be required to submt a
safety report to the agency for this SADR, because, although the
rel ati onship of the adverse event to the drug is unlikely or
renot e because of the patient's underlying di sease, a causa

rel ati onship cannot, nonethel ess, be ruled out. FDA is proposing
the new definition for SADR to mnim ze situations in which an
adverse event that proves ultimately to be due to a drug or

bi ol ogi cal product is not reported as soon as possible to the
agency because the etiology of the adverse event is attributed to
the patient's underlying di sease by the sponsor, manufacturer or
applicant (e.g., a patient's hepatic deterioration is judged to
be related to the patient's viral hepatitis and not to the

hepatotoxicity of the drug the patient received.)
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FDA recogni zes, however, that particularly for those
patients who have certain diseases (e.g., fatal diseases such as
cancer), the proposed definition of SADR may result in submnm ssion
of nunerous safety reports to the agency for which the reported
SADR is not informative as a single report because it is very
likely to have been a consequence of the patient's disease. This
woul d be true, for exanple, for nost non-acute deaths in a
clinical trial evaluating a drug in cancer patients. These
deat hs woul d have to be reported to FDA as SADRs because a
rel ati onship between the drug and the deaths could not be rul ed
out with certainty. Because such "over-reporting"” may nmake it
nmore difficult for FDA and the sponsor, manufacturer or applicant
to recogni ze adverse events that are really caused by a drug or
bi ol ogi cal product, the agency wants to mnimze receipt of this
type of safety report, but in a way that does not conproni se
recei pt of useful safety reports that are perceived as renotely
related to an adm ni stered drug or biological product but that
occur, in fact, as a result of the product. |If sponsors,
manuf acturers or applicants believe that, in a specific
situation, there is an alternative way(s) to handl e adverse
events occurring during clinical studies that would mnim ze
"over-reporting” while assuring that reporting of SADRs woul d not
be conprom sed, they are invited to propose any such
alternative(s) reporting nethod to the agency. In such

situations, if FDA does not oppose the proposed alternative
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reporting nethod, the sponsor, manufacturer or applicant woul d be
permtted to report SADRs to the agency according to the
alternative nethod. For exanple, one such alternative would be
to include in study protocols or other docunentation a |ist of
known consequences of the disease that would not be subnmitted to
FDA in an expedited manner as individual case safety reports
(e.g., events that are the endpoints of the study). These
adverse events woul d, however, be nonitored by the sponsor,

manuf acturer, or applicant and, if they indicated in the
aggregate by conparison to a control group or historica
experience, that the product in the clinical study may be causing
t hese events, the information would be submtted to FDA in an
expedi ted manner as an information sufficient to consider product
adm ni stration changes report (see sections Il11.B.2.c and I11.D. 2
of this docunent for discussion of this type of report). FDA
invites cooment fromthe public on this alternative and requests
suggestions for other alternatives as well that would m ninm ze
"over-reporting” of uninformative events and assure subm ssion of
meani ngf ul reports of unexpected events. FDA also invites
comment on reporting of these types of clinical events that occur
in studies not being conducted under an IND (e.g., drug or

bi ol ogi cal product is nmarketed in the United States for a
particul ar indication and being investigated in a clinical trial

abroad for the same or other indication).
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The proposed definition of SADR nay result in subm ssion to
FDA of sone reports fromclinical studies and the scientific
[iterature in which the reported SADR i s suspected to be
associated with the product, but, in fact, it is ultimately
denonstrated not to be due to the product. This is also true for
reports from spontaneous sources in which manufacturers and
applicants nmust always assune, for safety reporting purposes,
that there is at |east a reasonable possibility that the drug or
bi ol ogi cal product caused the spontaneously reported event and
submt the report to FDA. Thus, SADR reports are required to be
submtted to FDA based on a suspected, not established, causal
rel ati onshi p between an adverse event and a drug. This type of
reporting programallows the agency to determ ne nore quickly
whi ch SADRs warrant regulatory action by FDA to protect public
health (e.g., change in product |abeling, wthdrawal of product
fromthe market). FDA receives hundreds of thousands of such
reports each year, nost of which do not result in any regul atory
action. But for those reports that do represent a significant
change in the benefit-to-risk profile of a product, this system
is critical for developing a signal necessitating further
eval uati on of an SADR

Sonme nenbers of the public have maintained that subm ssion
of voluntary SADR reports by health care professionals or
consuners to manufacturers or to FDA m ght be di scouraged because

of concern that a person or entity mght be inplicated in a
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product liability action. In addition, industry has expressed its
concern that these reports, taken out of context and used in a
manner for which they were never intended, can create a product
liability vulnerability. FDA is concerned that such liability
m suse of these reports could inperil the credibility and
functionality of this critical public health reporting system
Qur current safety reporting regulations at 88 310.305(g),
312. 32(e), 314.80(k), and 600.80(!1) provide manufacturers,
applicants, and sponsors with a disclainmer that permts themto
deny that the safety report or other information required to be
submtted to FDA under these regul atory provisions constitutes an
adm ssion that the drug or biological product caused or
contributed to an adverse effect. For exanple, 8§ 314.80(k)
currently reads in pertinent part:
Disclainmer. Areport or information submtted by an
applicant under this section (and any rel ease by FDA of that
report or information) does not necessarily reflect a
concl usion by the applicant or FDA that the report or
information constitutes an adm ssion that the drug caused or
contributed to an adverse effect. An applicant need not
adm t, and may deny, that the report or information
submitted under this section constitutes an adm ssion that
the drug caused or contributed to an adverse effect.
Additionally, a "disclainer” is included on the first page

of the voluntary reporting formused by health care professionals
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and consumers, FDA Form 3500, stating "Subm ssion of a report
does not constitute an admi ssion that nedical personnel or the
product caused or contributed to the event." A simlar disclainer
is included on the mandatory reporting formused by manufacturers
and applicants, FDA Form 3500A. In its notice of availability
announci ng FDA Form 3500 and 3500A, the agency reiterated that
"Al though the underlying information may be rel evant to product
l[Tability issues, submtting the formitself, as is clearly
stated on the form does not constitute an adm ssion that the
product caused the adverse event" (58 FR 31596 at 31600, June 3,
1993) .

FDA seeks comment as to whether these "disclainmers" are
sufficient to protect manufacturers, applicants, and sponsors,
fromthe use of SADR reports in product liability actions. For
i nstance, perhaps the agency shoul d consider al so prohibiting use
of SADR reports the agency receives in product liability actions.

Accordi ngly, FDA seeks comment on the need for any further
action to pronote subm ssion of SADR reports to the agency and
guard against their msuse, as well as FDA's |legal authority to
take any such acti on.

FDA is proposing to renmove the current provisions in
88 310.305(c)(1)(ii), 314.80(e)(1), and 600.80(e)(1). The agency
is proposing this anmendnent because the information contained in
t hese paragraphs is included in the proposed definition of SADR

[11.A 2. A Life-Threateni ng SADR
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FDA' s existing prenmarketing safety reporting regul ations at

§ 312.32(a) define a life-threatening adverse drug experience as:

Any adverse drug experience that places the

patient or subject, in the view of the

investigator, at inmmediate risk of death from

the reaction as it occurred, i.e., it does

not include a reaction that, had it occurred

in a nore severe form mght have caused

deat h.
FDA is proposing to anmend this definition by adding the phrase
"or sponsor" after the word "investigator." Thus, reports of
life-threatening SADRs woul d be based on the opinion of either
the investigator or sponsor. In sone cases, the opinions of the
i nvestigator and sponsor may be discordant. In these situations,
t he sponsor would subnit an IND safety report to FDA for the
life-threatening SADR and include in the report the reason(s) for
any differences in opinions. This proposed revision is
consistent wwth the I CH E2A gui dance (60 FR 11286): "Causality
assessnent is required for clinical investigation cases. Al
cases judged by either the reporting health care professional or
t he sponsor as having a reasonabl e suspected causal relationship
to the nedicinal product qualify as ADR s [adverse drug

reactions].”
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FDA' s existing postmarketing safety reporting regul ati ons at

88 310. 305(b), 314.80(a), and 600.80(a) define a “life-
t hreat eni ng adverse drug experience” as:

Any adverse [drug] experience that places the

patient, in the view of the initial reporter,

at immedi ate risk of death fromthe adverse

[drug] experience as it occurred, i.e., it

does not include an adverse [drug] experience

that, had it occurred in a nore severe form

m ght have caused deat h.
Proposed 88 310.305(a), 312.32(a), 314.80(a), and 600.80(a) would
anend the premarketing and postmarketing definition of life-
t hreat eni ng adverse drug experience by naking m nor revisions.
FDA is proposing to nove the phrase “places the patient”
(“patient or subject” for proposed 8§ 312.32(a)) before the phrase
“at immediate risk of death” and also to replace the phrase
“adverse drug experience” with the abbreviation “SADR. ”
[11.A 3. Serious SADR, Nonserious SADR, and SADR Wth Unknown
Qut cone

FDA' s existing premarketing and postrmarketing safety

reporting regul ations at 88 310.305(b), 312.32(a), 314.80(a), and
600. 80(a) define a serious adverse drug experience as:

Any adverse [drug] experience occurring at

any dose that results in any of the follow ng

outcones: Death, a life-threatening adverse
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[ drug] experience, inpatient hospitalization

or prolongation of existing hospitalization,

a persistent or significant disability/

i ncapacity, or a congenital anonmaly/birth

defect. * * *
Proposed 88 310.305(a), 312.32(a), 314.80(a), and 600.80(a) would
amend this definition by renoving the phrase "occurring at any
dose," because the proposed definition of SADR includes the
phrase "response to any dose of a drug (“biological” for proposed
8 600.80(a)) product” and it is unnecessary to refer to "any
dose" in both definitions. FDA is also proposing to anend this
definition by replacing the phrase "adverse drug experience" with
t he abbreviation "SADR' for consistency as proposed previously.

Under proposed 88 310.305(a), 314.80(a), and 600.80(a), FDA

woul d amend its postmarketing safety reporting regulations to
define the term "nonserious SADR' to nean: “Any SADR that is
determ ned not to be a serious SADR” FDA is proposing to add
this definition to clarify what constitutes a nonserious SADR
SADRs woul d only be classified as "nonserious"” if manufacturers
and applicants have determ ned that the reaction does not neet
the definition of a serious SADR |If the outconme for an SADR i s
not known, a determ nation of seriousness cannot be made; the
SADR woul d not default to a "nonserious" designation, but would
rather be classified as an "SADR wi th unknown outconme" as

descri bed bel ow.
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Under proposed 88 310.305(a), 314.80(a), and 600.80(a), FDA
woul d amend its postmarketing safety reporting regulations to
define the term " SADR wi th unknown outcome” to mean: “An SADR
that cannot be classified, after active query, as either serious
or nonserious.” FDA is proposing to define this termto describe
t hose SADRs for which an outcone (i.e., classification as either
serious or nonserious) cannot be determ ned. FDA believes that,
in nost cases, manufacturers and applicants are usually able to
determ ne the outcone of an SADR  However, in a few cases, this
may not be possible, even after active query, and these SADRs
woul d be designated as "SADR wi th unknown outcone" (see section
I11.A. 6 of this docunent for proposed definition of active
query).

I[11.A 4. Contractor

Under proposed § 310.305(a), FDA would anend its
post mar keting safety reporting regulations to define the term
"contractor" to mean:

Any person (e.g., packer or distributor

whet her or not its name appears on the | abel
of the product; |icensee; contract research
organi zation) that has entered into a
contract with the manufacturer to
manuf act ure, pack, sell, distribute, or

devel op the drug or to maintain, create, or
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submt records regarding SADRs or nedication
errors.

Under proposed 8§ 314.80(a), the term*“contractor” is defined
as persons (e.g., manufacturer, packer, or distributor whether or
not its name appears on the |abel of the product; |icensee;
contract research organi zation) that have entered into a contract
with the applicant. Under proposed 8 600.80(a), the term
“contractor” is defined as persons (e.g., manufacturer, joint
manuf act urer, packer, or distributor whether or not its nane
appears on the | abel of the product; |icensee; contract research
organi zati on) that have entered into a contract with the
applicant (includes participants involved in divided
manufacturing). FDA would define this termto specify which
contractors would be subject to the agency's postnarketing safety
reporting requirements under proposed 88 310.305(c)(2)(xi),
314.80(c)(2)(x), and 600.80(c)(2)(x) (see section I11.D.9 of this
docunent). Persons under contract to manufacture, pack, sell,

di stribute, or develop the drug or licensed biol ogical product,

or to maintain, create, or submt records regardi ng SADRs or

nmedi cation errors (whether or not the nedication error results in
an SADR;, see section I1l1.A 8 of this docunent) would have
post mar keting safety reporting responsibilities.

[11.A'5. MninmumData Set and Full Data Set for an Individua

Case Safety Report
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Proposed 88 310.305(a), 312.32(a), 314.80(a), and 600.80(a),
woul d amend FDA' s premarketing and postnarketing safety reporting
regul ations to define the term"mninumdata set.” A "mnimum
data set” for an individual case safety report of an SADR woul d
include: an identifiable patient, an identifiable reporter, a
suspect drug (biological for proposed § 600.80(a)) product, and
an SADR.

Proposed 88 310.305(a), 314.80(a), and 600.80(a), would al so
amend FDA's postmarketing safety reporting regulations to define
the term"full data set." A "full data set" for a postmarketing
i ndi vi dual case safety report would incl ude:

Conmpl etion of all the applicable el enents on
FDA For m 3500A (or the Vaccine Adverse Event
Reporting System (VAERS) form for proposed

§ 600.80(a))(or on a Council for

| nt ernati onal Organizations of Medical
Sciences (CIOMS) | formfor reports of
foreign SADRs) including a concise nedical
narrative of the case (i.e., an accurate
summary of the relevant data and information
pertaining to an SADR or nedication error).

The proposed rule would define these terns to clarify the
type of information that manufacturers and applicants woul d be
required to submt to FDA for SADRs and nedication errors. The

proposed rul e woul d, as descri bed below, require at |east a
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m ni mum data set for all individual case safety reports, except
for certain reports of nedication errors (see sections I11.B.2.a
and I11.C.5 of this docunent). In addition, a full data set
woul d be required for postnmarketing individual case safety
reports of serious SADRs, always expedited reports, and
nmedi cation error reports (see sections II1.C.5, 111.D.1, 111.D.4,
[11.D.5 and I1l.E 4 of this docunent). Reports of nonserious
SADRs with a m nimum data set would include all safety
information recei ved or otherw se obtained by the manufacturer or
applicant for the SADR  However, except for reports of
nonserious SADRs resulting froma nedication error, information
in addition to the mnimumdata set would not be required to be
acquired by the manufacturer or applicant (see sections II11.C 5
and Il1.E. 4 of this docunent). WManufacturers and applicants
woul d be required to submit a full data set for reports of
nonseri ous SADRs resulting froma nmedication error (see sections
I11.C.5 and Il1.D.5 of this docunent).

As noted previously, for each individual case safety report,
a suspect product would be required to be identified. Reports
fromblinded clinical studies (i.e., the sponsor and investigator
are blinded to individual patient treatnent) should be submtted
to FDA only after the code is broken for the patient or subject
t hat experiences an SADR  The blind should be broken for each
patient or subject who experiences a serious, unexpected SADR

unl ess arrangenents have been nmade otherwi se with the FDA revi ew
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di vision that has responsibility for review of the IND (e.g., the
protocol or other docunentation clearly defines specific
alternative arrangenents for naintaining the blind). Exceptions
to breaking the blind for a study usually involve situations in
which nortality or certain serious norbidities are indeed the
clinical endpoint of the study. This is consistent with the
di scussi on of managi ng blinded therapy cases in the | CH E2A
gui dance (60 FR 11266):
* * * Although it is advantageous to retain the blind for
all patients prior to final study analysis, when a serious
adverse reaction is judged reportable on an expedited basis,
it is reconmended that the blind be broken only for the
specific patient by the sponsor even if the investigator has
not broken the blind. * * * However, when a fatal or other
"serious" outcome is the primary efficacy endpoint in a
clinical investigation, the integrity of the clinical
i nvestigation may be conpromised if the blind is broken.
Under these and simlar circunstances, it may be appropriate
to reach agreenment with regulatory authorities in advance
concerning serious events that would be treated as
di sease-rel ated and not subject to routine expedited
reporting.
In addition to the exception for breaking the blind nentioned
above, FDA is also interested in considering whether the blind

shoul d be broken for other serious SADRs that are not the
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clinical endpoint of the study, but occur at a rate high enough
that the overall study blind would be threatened if each such
case were individually unblinded. FDA invites conment fromthe
public on how reporting of these SADRs shoul d be handl ed.
I[11.A 6. Active Query
Under proposed 88 310.305(a), 314.80(a), and 600.80(a), FDA

woul d anmend its postmarketing safety reporting regulations to
define the term"active query" to nean:

Direct verbal contact (i.e., in person or by

t el ephone or other interactive nmeans such as

a videoconference) with the initial reporter

of a suspected adverse drug reaction (SADR)

or nedication error by a health care

prof essional (e.g., physician, physician

assi stant, pharmacist, dentist, nurse, any

i ndi vidual with sone formof health care

trai ning) representing the manufacturer

(applicant for proposed 88 314.80(a) and

600.80(a)). For SADRs, active query entails,

at a mninmum a focused |line of questioning

designed to capture clinically rel evant

i nformati on associated with the drug product

(l'i censed biol ogi cal product for proposed

8§ 600.80(a)) and the SADR, including, but not

limted to, informati on such as baseline
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data, patient history, physical exam

di agnostic results, and supportive |ab

results.
The agency would define this termto describe the process that
manuf acturers and applicants would be required to use to acquire
safety information expeditiously. Active query would be used to:

. Det erm ne whether an SADR i s serious or nonserious if
the manufacturer or applicant is not able to
i mredi ately make this determ nation (see section
I11.C.5 of this docunent),

. Qotain at |least the mninumdata set for all SADRs and
the mninmuminformation for nedication errors that do
not result in an SADR if the manufacturer or applicant
is not able to imediately obtain this information (see
section I11.C. 5 of this docunent),

. obtain a full data set for individual case safety
reports of serious SADRs, always expedited reports, and
medi cation error reports if a full data set is not
avai l abl e for the report (see section II11.C.5 of this
docunent), and

. ot ain supporting docunentation for a report of a death
or hospitalization (e.g., autopsy report, hospital
di scharge summary) (see section [11.D.7 of this

docunent) .
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Active query would entail direct verbal contact either in person
or by tel ephone or other interactive nmeans (e.g., a
vi deoconference) with the initial reporter of an SADR or
medi cation error. FDA believes that, in many cases, use of
active query during initial contact with these reporters would
provi de manufacturers and applicants with adequate safety
information and could elimnate or decrease followp tine
expended by manufacturers, applicants, and the agency. The
agency does not believe that it is sufficient for manufacturers
and applicants just to send a letter to reporters of SADRs and
medi cation errors requesting further information. These
reporters could, however, submt witten materials to
manuf acturers and applicants to clarify or provide support for
ver bal di scussi ons.

Even though the agency is not proposing that manufacturers
and applicants request followp information for SADR and
nmedi cation error reports in witing, the CIOVMS V report describes
i nstances when it mght be appropriate to do so. FDA seeks
comment as to whether the agency should permt witten requests
for followp information and, if so, in which situations should
t hese requests be permtted.

Active query would be conducted by a health care
prof essional, such as a physician, physician's assistant,
phar maci st, dentist, nurse, or any individual with sone form of

health care training. The agency believes that a health care
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pr of essi onal woul d be able to understand better the nedical
consequences of a case and ask reporters of SADRs and nedi cation
errors appropriate questions to acquire nore conplete safety
information effectively and rapidly.

The proposed definition of active query would provide that,
at a mnimum a focused line of questioning be used to acquire
further information on SADRs. For this purpose, questions would
be designed to capture clinically relevant information associ ated
with the drug or |icensed biological product and the SADR.  This
information would include, but would not be |imted to, baseline
data, patient history, physical exam diagnostic results, and
supportive |lab results.

[11.A. 7. Spontaneous Report

Under proposed 88 310.305(a), 314.80(a), and 600.80(a), FDA
woul d amend its postmarketing safety reporting regulations to
define the term "spontaneous report" to mean:

A conmmuni cation froman individual (e.g.

heal th care professional, consuner) to a
conpany or regulatory authority that

descri bes an SADR or nedication error. It
does not include cases identified from
information solicited by the manufacturer or
contractor (applicant or contractor for
proposed § 314.80(a); applicant, shared

manuf acturer, or contractor for proposed
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8 600.80(a)), such as individual case safety
reports or findings derived froma study,
conpany-sponsored patient support program

di sease managenent program patient registry,
i ncl udi ng pregnancy registries, or any

organi zed data collection schene. It also
does not include information conpiled in
support of class action |lawsuits.

The agency would define this termto clarify which reports
woul d be consi dered "spontaneous." Over the years, changes in
mar keting practices in the United States have | ed to expanded
contacts between consunmers and manufacturers, applicants,
contractors, and shared manufacturers. This has resulted in the
acquisition of new types of solicited safety information. Under
t he proposed rule, only unsolicited safety information from an
i ndi vi dual, such as a health care professional or consumer, to a
conpany or regulatory authority would be considered a
"spont aneous report."

Cases identified frominformation solicited by conpani es,
such as individual case safety reports or findings obtained from
a study, conpany-sponsored patient support program disease
managenent program patient registry, including pregnancy
registries, or any organi zed data collection schene woul d not be
consi dered spontaneous. Instead, safety information fromthese

sources woul d be considered "study" information and woul d be
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handl ed according to the postmarketing safety reporting

requi renents for a "study." As proposed, study information would

be subject to reporting as di scussed bel ow

Expedited reports for serious and unexpected SADRs from
a study (see section I11.D. 1 of this docunent),
Expedited reports for information froma study that
woul d be sufficient to consider product adm nistration
changes (see section II1.D.2 of this docunent),
Expedited reports for an unexpected SADR wi th unknown
outcone froma study (see section Il1.D.3 of this
docunent),

Al ways expedited reports froma study (see section
I11.D. 4 of this docunent),

Medi cation error reports froma study (see section
I11.D.5 of this docunent),

Summary tabul ations of all serious SADRs from studies
or individual patient INDs in PSURs (see section
I11.E.2.f.ii of this docunent), and

Di scussion of inportant safety information from studies
in PSURs and | PSRs (see sections IIl.E.2.g and Il1.E. 3

of this docunent).

The proposed rul e woul d consi der SADR i nformation conpil ed

in support of class action lawsuits to be neither spontaneous nor

"study" information. FDA believes that the vast mpjority of SADR

information fromclass action lawsuits is duplicative (i.e., the
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same SADR information is reported by nmultiple individuals). In
many cases, information in addition to the mninumdata set is
not available for these SADR reports and followup is unlikely to
result in acquisition of new information. For these reasons, the
agency is proposing to require in TPSRs, PSURs and | PSRs summary
information for SADRs fromclass action |awsuits (see sections
I11.E 1l.e, IIl.E 2. k.v, and Il1.E. 3 of this docunent).

Any safety information obtained froman individual (e.g.,
heal th care professional, consuner) who has initiated contact
with a conpany or regulatory authority woul d be consi dered
spont aneous. For exanple, if an individual calls a conpany and
asks if a particular SADR has been observed with one of the
conpany's drug or licensed biol ogical products because the
i ndi vi dual or soneone the individual knows has experienced such
an SADR, the call would be considered spontaneous. The agency
woul d consi der these calls spontaneous because the individual
maki ng the call has a belief or suspicion that the drug or
i censed biol ogi cal product may have caused t he SADR

The proposed definition for spontaneous report is consistent
with the definition of "spontaneous report or spontaneous
notification” in the |ICH E2C gui dance (62 FR 27475)):

An unsolicited conmunication to a conpany,
regul atory authority, or other organization
t hat descri bes an adverse reaction in a

patient given one or nore nedicinal products
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and whi ch does not derive froma study or any
organi zed data col |l ecti on schene.
[11.A 8. Medication Error
Proposed 88 310. 305(a), 314.80(a), and 600.80(a) would anend
FDA' s postmarketing safety reporting regulations to define the

terns "nedication error,"” "actual nedication error," and
"potential nedication error.” A "nedication error” would be
defined as:
Any preventable event that nmay cause or |ead
to i nappropriate nedication use or patient
harmwhile the nmedication is in the contro
of the health care professional, patient, or
consuner. Such events may be related to
prof essi onal practice, health care products,
procedures, and systens incl udi ng:
Prescri bi ng; order communi cation; product
| abel i ng, packagi ng, and nonencl at ur e;
conmpoundi ng; di spensing; distribution;
adm ni stration; education; nonitoring; and
use.
An “actual nedication error” would be defined as:
A nedi cation error that involves an
identifiable patient whether the error was
prevented prior to adm nistration of the

product or, if the product was adm ni stered,
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whet her the error results in a serious SADR
nonserious SADR, or no SADR

A “potential nedication error” would be defined as:
An i ndividual case safety report of
i nformation or conplaint about product nane,
| abel ing, or packaging simlarities that does
not involve a patient.

The proposed rule woul d define these terns to clarify what
woul d be considered a nedication error. The proposed definition
for “medication error” was devel oped by the National Coordinating
Council for Medication Error Reporting and Prevention, of which
FDA is a nenber. FDA would not consider a case in which a
patient deliberately took an overdose of a drug to be a
“medi cation error” because the agency does not believe that this
type of situation is “preventable.” Instead, it would be
consi dered a “non-acci dental overdose.”

The proposed definitions for actual and potential nedication
errors were devel oped by FDA. Actual nedication errors involve
an identifiable patient whether or not the product is
adm nistered and, if the product is adm nistered, whether or not
an SADR occurs. Potential nedication errors do not involve a
patient, but rather describe information or conplaint about
product nane, |abeling, or packaging simlarities that could

result in a nedication error in the future.
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I[11.A 9. Conpany Core Data Sheet, Conpany Core Safety
I nfformation (CCSI), Listed SADR, Unlisted SADR, and Unexpected
SADR

Proposed 88 314.80(a) and 600.80(a) would amend FDA' s
post mar keting safety reporting regulations to define the terns

"conpany core data sheet,” "conpany core safety information
(CCsl)," "listed SADR " and "unlisted SADR " The "conpany core
data sheet” woul d be defined as:

A docunent prepared by the applicant

containing, in addition to safety

information, material relating to

i ndi cations, dosing, pharnmacol ogy, and ot her

i nformati on concerning the drug substance

(bi ol ogi cal product for proposed

§ 600.80(a)). The only purpose of this

docunent is to provide the conpany core

safety information (CCSI) for periodic safety

update reports (PSURs), interimperiodic

safety reports (1 PSRs), and certain

i ndi vi dual case safety reports--sem annual

subm ssions (i.e., if PSURs are submtted for

t he product).
The "CCSI" woul d be defined as:

Al'l relevant safety information contained in

t he conpany core data sheet that the
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appl i cant proposes to include in the approved
product labeling in all countries where the
applicant markets the drug substance

(bi ol ogi cal product for proposed

§ 600.80(a)). It is the reference

i nformation by which an SADR is determned to
be “listed” or “unlisted” for PSURs, |PSRs,
and certain individual case safety reports--
sem annual subm ssions (i.e., if PSURs are
submtted for the product).

A "listed SADR' woul d be defined as: "an SADR whose nature,
specificity, severity, and outcone are consistent with the
information in the CCSl.”

An "unlisted SADR' woul d be defined as: "an SADR whose
nature, specificity, severity, or outcome is not consistent with
the information included in the CCSI."

The proposed rule woul d define these ternms to help
applicants determ ne which SADRs nust be reported in PSURs,
| PSRs, and certain individual case safety reports--sem annual
subm ssions (i.e., if PSURs are submtted for the product) (see
sections II1.E 2, Il1.E. 3, and IIl.E. 4 of this docunent). For
this purpose, the CCSI woul d be used as the reference docunent by
whi ch an SADR woul d be judged as "listed" or "unlisted.”

Conmpany core data sheets would usually be prepared by

applicants for a drug substance rather than a drug product
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because postmarketing PSURs and | PSRs woul d be based on a drug
substance. Under the existing regulations at 8§ 314.3(b) (21 CFR
314.3(b)), a drug substance is defined as:

An active ingredient that is intended to

furni sh pharmacol ogi cal activity or other

direct effect in the diagnosis, cure,

mtigation, treatnment, or prevention of

di sease or to affect the structure or any

function of the human body, but does not

i nclude internedi ates use[d] in the synthesis

of such ingredient.
Under these sane reqgul ations, a drug product is defined as:

a finished dosage form for exanple, tablet,

capsul e, or solution, that contains a drug

substance, generally, but not necessarily, in

association with one or nore other

i ngredi ents.
Thus, drug substances refer to active noieties of drug products.

In the United States, the conpany core data sheet would be

used only to provide the CCSI for a drug or biological product to
determ ne whether an SADR is listed or unlisted. Conmpany core
data sheets would not require approval from FDA, unlike the U S
| abeling for a marketed drug or licensed biol ogical product which
does require approval from FDA. Conpany core data sheets would

not be used in the United States as the | abeling for an approved
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drug or licensed biological product. FDA believes that
preparation of a conpany core data sheet would not inpose a new
burden on nost applicants because it codifies a common practice
in the pharmaceutical industry (see the |ICH E2C gui dance, 62 FR
27470 at 27472).

Post mar keti ng PSURs nmay be submtted by applicants to
mul ti ple countries, and the drug or |icensed biol ogical product
may have different approved labeling in the different countries.
The CCSI for the product should not be a conpilation of all the
safety informati on contained in the various approved | abelings
for the product. Instead, the CCSI should contain the critical
safety information for the product that would be relevant in al
countries where the product is approved for marketing. |In sone
cases, the CCSI and an approved | abeling for the product would
contain the sane safety information (i.e., all the safety
information in an approved | abeling for the product is rel evant
in all countries where the product is approved for nmarketing or
the product is only approved for marketing in one country). 1In
ot her cases, an approved | abeling for a product may contain nore
safety information than the CCSI for the product because the
| abeling may contain safety information specific to the country
in which the product is approved for marketing (e.g., safety
information regarding a specific indication for which the product
is approved for marketing in one country but not other

countries). In these cases, the use of the CCSI as the reference
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docunent for determ ning whether an SADRis |listed or unlisted

for the postmarketing PSURs may result in overreporting of sone
SADRs to FDA as "unlisted" when they actually are "expected" by
t he approved U. S. |abeling.

Thi s proposal woul d not affect the reference docunment used
to determ ne expectedness (i.e., unexpected or expected SADR) for
SADRs reported in premarketing |IND safety reports, postmarketing
expedited reports, postmarketing TPSRs, and certain postmarketing
i ndi vi dual case safety reports--sem annual subm ssions (i.e., if
TPSRs are submtted for the product) (see table 5 and sections
1.8, 111.D, Il'l.E.1, and Ill.E. 4 of this docunent). Under the
exi sting regul ations at 88 310.305(b), 314.80(a), and 600. 80(a),
the definition of "unexpected adverse drug experience" designates
the current approved |abeling for the drug or |icensed bi ol ogi cal
product as the reference docunent to be used to detern ne what
woul d be considered "unexpected." Proposed 88 310. 305(a),
314.80(a), and 600.80(a) would include in the definition of
"unexpected SADR' the abbreviation "U S." before the word
"l abeling” to clarify that the approved U.S. | abeling would be
used to determ ne whether or not an SADR is "unexpected." FDA
woul d al so anmend this definition by replacing the word “event”
with the word “reaction” and by clarifying that the phrase
“differ fromthe event because of greater severity or
specificity” refers to a “l abel ed reaction.” Under proposed

88 310.305(a), 312.32(a), 314.80(a), and 600.80(a), the agency
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woul d al so replace the word "listed" with the word "included" in
the definition of "unexpected SADR' to m ninm ze confusion with
"“listed SADRs" in the CCSI. FDA would al so revise the sentence
“Unexpected, as used in this definition, refers to an SADR t hat
has not been previously observed * * * rather than fromthe

per spective of such reaction not being anticipated fromthe

phar macol ogi cal properties of the drug product” in this
definition for clarity.

Tabl e 5.--Proposed Reference Docunents for Safety Reports

Mar ket i ng Saf ety Report Ref erence Docunent
St at us
Premar keting I ND saf ety report I nvestigator’s brochure. I f not

avail able, risk information in
general investigational plan or
el sewhere in the current
application.

Post marketi ng |Expedited reports U.S. | abeling
TPSRs U.S. | abeling
PSURs and | PSRs CcCsil
I ndi vi dual If TPSR is U.S. labeling
case safety |[submtted
reports-- for the
sem annual product
subm ssion

If PSUR is CcCsl
subm tted

for the

product

These proposed anendnents are consistent with the I CH E2C
gui dance (62 FR 27470 at 27472):
For purposes of periodic safety reporting,
CCSlI forms the basis for determ ning whether

an ADR is already Listed or is stil
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Unlisted, terns that are introduced to

di stingui sh themfromthe usual term nol ogy
of "expectedness" or "l abel edness” that is
used in association with official |abeling.
Thus, the | ocal approved product information
continues to be the reference docunent upon
whi ch | abel edness/ expect edness i s based for
t he purpose of |ocal expedited postmarketing
safety reporting.

Under proposed 88 310.305(a), 312.32(a), 314.80(a), and
600. 80(a), FDA would include the followi ng sentence in the
definition of "unexpected SADR "~

SADRs that are nentioned in the U S. |abeling
(i nvestigator’s brochure for proposed

§ 312.32(a)) as occurring with a class of
drugs (products for proposed 8§ 600.80(a)) but
not specifically mentioned as occurring with
the particular drug (product for proposed

8 600.80(a)) are considered unexpect ed.

This information is currently included in the draft guidance
of 2001. FDA is now proposing to codify this information to
clarify which SADRs woul d be considered "unexpected."

[11.A 10. Data Lock Point and International Birth Date

Proposed 88 314.80(a) and 600.80(a) would amend FDA' s

post mar keting safety reporting requirenents to define the terns

86



"data lock point" and "international birth date.” The "data | ock
poi nt" woul d be defined as:

The date designated as the cut-off date for

data to be included in a postmarketing

periodic safety report.
The "international birth date" would be defined as:

The date the first regulatory authority in

the world approved the first marketing

application for a human drug product

contai ning the drug substance (human

bi ol ogi cal product for proposed § 600.80(a)).

The agency woul d define these terns to hel p standardi ze the

subm ssion date (i.e., nonth and day of subm ssion) for
post marketing periodic safety reports (i.e., PSURs, |PSRs, TPSRs,
i ndi vi dual case safety reports--sem annual subm ssions). The
data | ock point would signify the end of a reporting period for
data to be included in a specific postnarketing periodic safety
report. The nonth and day of the international birth date woul d
serve as a reference point for determ ning the data | ock point.
On the date of the data |ock point, safety information that is
avai l abl e to applicants woul d be reviewed and eval uated prior to
being submtted to FDA. Postmarketing periodic safety reports
woul d be submtted to FDA within 60 days of the data |ock point
(see section Il11.E. 5. b of this docunent). For exanple, for a

drug or biol ogi cal product approved by FDA on June 15 with a 6-
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month periodic reporting period and an international birth date
of April 1, the first data | ock point would be Cctober 1, which
is less than 6 nonths after FDA approval, but is the 6-nonth

anni versary of the international birth date. Therefore, the
first postmarketing periodic safety report would cover the period
fromApril 1 through Cctober 1 even though the product had only
been approved in the United States on June 15. The second
periodic report would cover the period from Qctober 2 through
April 1.

An international birth date would be determ ned and decl ared
by applicants. Applicants would determ ne an international birth
date for a product based on the date of approval of the first
mar keting application in the world for a human drug product
containing the drug substance or a biological product. A single
international birth date would enconpass all different dosage
forms, fornulations, or uses (e.g., indications, routes of
adm ni stration, popul ations) of a drug substance or |icensed
bi ol ogi cal product. Thus, postnmarketing periodic safety reports
for different drug products containing the sane drug substance
woul d be submtted to FDA at the sane tine.

The nmonth and day of the international birth date would be
used, as noted previously, to determ ne the data | ock point
(i.e., nonth and day) for postmarketing periodic safety reports.
It would not, except as noted bel ow, be used to determ ne the

frequency for subm ssion of these reports (i.e., 6-nonth
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intervals or nultiples of 6 nonths). Instead, the date (i.e.,
year) of U. S. approval of the application for the drug or

bi ol ogi cal product (e.g., NDA, ANDA, BLA) would be used to
determ ne the frequency for subm ssion of postmarketing periodic
safety reports to FDA (see section IIl.E. 5.a of this docunent).
The international birth date would be used to determ ne both the
data | ock point and reporting frequency for postmarketing

peri odic safety reports only when the U S. approval date is used
to determine the international birth date (e.g., FDA is the first
regul atory authority in the world to approve the human drug
product containing the drug substance or biological product for
mar ket i ng) .

The use of a standardi zed subm ssion date (i.e., nonth and
day), which is consistent with the | CH E2C gui dance (62 FR 27470
at 27472), woul d enable applicants to submt a single core report
(PSUR excl udi ng appendices) to regulatory authorities worldw de.
Currently, different regulatory authorities require submn ssion of
post mar keting periodic safety reports on varying tine schedul es.
The subm ssion of a single core report to nultiple regulatory
authorities would significantly reduce the tinme spent preparing
these reports, thereby permtting nore tine for the evaluation of
t he medi cal significance of any safety information reported.

I11.B. | ND Saf ety Reports

[11.B.1. Review of Safety Information
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Current I ND safety reporting regulations in § 312.32(b)
require that sponsors pronptly review all information relevant to
the safety of the drug under investigation obtained or otherw se
recei ved by the sponsor fromany source, foreign or donestic.
Sources of information include any clinical or epidem ol ogical
i nvestigations, animal investigations, comrercial marketing
experience, reports in the scientific literature, and unpublished
scientific papers, and reports fromforeign regulatory
authorities that have not already been previously reported to FDA
by the sponsor. FDA is proposing to anmend this requirenent by
adding "in vitro studies" to the list of exanples because sone in
vitro studies report relevant safety-related information (e.g.,
carcinogenicity studies perfornmed in cell lines). FDA is also
proposi ng to nove the phrase "comrercial marketing experience" to
the end of the list and to revise it to read "and reports of
foreign conmerci al marketing experience for drugs that are not
marketed in the United States” to clarify that sponsors are not
required to review safety information from comrercial marketing
experience for drugs that are marketed in the United States and
are being further studied under an IND. Safety reports from
commerci al marketing experience for these drugs woul d be revi ewed
for safety information as prescribed by FDA' s postmarketing
safety reporting regulations (see section II1.C. 2 of this
docunent). This proposed revision is consistent with existing

regul ations at 8 312.32(c)(4) and proposed anendnments to
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8 312.32(c)(4) described below (see section Il1.B. 4 of this
docunent). The proposed amendnents would further clarify sone of
the types of safety information that nust be exam ned to
determ ne whether the information nust be submtted in an I ND
safety report.
[11.B.2. Witten IND Safety Reports

Current |IND safety reporting regulations at
8§ 312.32(c)(1)(i) require sponsors to notify FDA and al
participating investigators in a witten IND safety report of any
adverse experience associated with the use of the drug that is
bot h serious and unexpected or any finding fromtests in
| aboratory animals that suggests a significant risk for human
subj ects, including reports of nmutagenicity, teratogenicity, or
carcinogenicity. These witten IND safety reports nust be nade
as soon as possible and in no event |ater than 15 cal endar days
after the sponsor's initial receipt of the information. For
clarity, FDA is proposing to amend § 312.32(c)(1) by reorganizing
and renunbering this paragraph.

I11.B.2.a. Mninumdata set. FDA is proposing to anend

8§ 312.32(c) to state that sponsors nmust not submt an IND safety
report for an SADR to the agency if the report does not contain a
m ni mum data set (i.e., identifiable patient, identifiable
reporter, suspect drug or biological product, and SADR). If a

m ni mum data set is not avail able, a sponsor would be required to

mai ntai n records of any information received or otherw se
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obtained for the SADR along with a record of its efforts to
obtain a mninmmdata set for the IND safety report. This
proposed amendnent would clarify for sponsors that, at a m ni mum
certain information nmust be submtted to FDA for each IND safety
report of an SADR to allow an initial evaluation of the
significance of the SADR  This proposed revision is consistent
with the I CH E2A gui dance (60 FR 11284 at 11287):

The m ni muminformation required for

expedited reporting purposes is: an

identifiable patient; the name of a suspect

medi ci nal product; an identifiable reporting

source; and an event or outconme * * *,

[11.B.2.b. Serious and unexpected SADRs. FDA is al so

proposing to anmend 8 312.32(c)(1)(i) by replacing the phrase "any
adverse experience associated with the use of the drug that is
bot h serious and unexpected"” with the phrase "any SADR t hat,
based on the opinion of the investigator or sponsor, is both
serious and unexpected, as soon as possible, but in no case |ater
than 15 cal endar days after receipt by the sponsor of the m nimum
data set for the serious, unexpected SADR " This proposed
amendnent would require that the determ nation of the possibility
of causality (attributability) of an SADR to an investigational
drug be based on the opinion of either the investigator or
sponsor, which is consistent wwth the | CH E2A gui dance (60 FR

11284 at 11286):
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Causal ity assessnent is required for clinica

i nvestigation cases. Al cases judged by

either the reporting health care professional

or the sponsor as having a reasonable

suspected causal relationship to the

medi ci nal product qualify as ADR s.
In situations in which a sponsor does not believe that there is a
reasonabl e possibility that an investigational drug caused a
response, but an investigator believes that such a possibility
exi sts, the proposed rule would require that the sponsor submt a
witten IND safety report to FDA for the SADR In the opposite
situation, the same would al so be true.

The proposed rule would also require that witten IND safety
reports be submtted to FDA no |ater than 15 cal endar days after
recei pt by the sponsor of the mninumdata set for the serious,
unexpected SADR. This proposed revision would clarify when the
15 cal endar day tineframe woul d begin. FDA expects sponsors to
use due diligence to acquire imediately the mninmum data set for
a report and to determ ne the outconme (whether the SADR is
serious or nonserious) and expectedness of an SADR upon initi al
recei pt of the SADR  Sponsors should include in any witten |IND
safety reports subsequently filed with FDA a chronol ogi cal
history of their efforts to acquire this information if there is
a delay in obtaining the information (it is not necessary to

i nclude the chronological history in IND safety reports sent to
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investigators). This proposed anendnent is consistent with the
| CH E2A gui dance (60 FR 11284 at 11286):
Information for final description and
eval uation of a case report may not be
avai lable within the required tinefranmes for
reporting * * *. Nevertheless, for regulatory
pur poses, initial reports should be submtted
within the prescribed tine as long as the
followng mnimumcriteria are nmet: An
identifiable patient; a suspect nedicinal
product; an identifiable reporting source;
and an event or outcome that can be
identified as serious and unexpected, and for
which, in clinical investigation cases, there
is a reasonabl e suspected causal
relationship. * * *

FDA is al so proposing to anend 8 312.32(c)(1)(i) by renoving
the foll owi ng sentence: “Each notification shall be nade as soon
as possible and in no event later than 15 cal endar days after the
sponsor's initial receipt of the information.” The agency is
proposing this revision because the information in this sentence
is redundant with a provision of proposed § 312.32(c)(1)(i).

[11.B.2.c. | nformati on sufficient to consi der product

adm ni stration changes. Under proposed 8§ 312.32(c)(21)(ii), FDA

woul d anmend 8 312.32(c)(1)(i) by replacing the phrase "Any
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finding fromtests in |aboratory animals that suggests a
significant risk for human subjects including reports of
nmut agenicity, teratogenicity, or carcinogenicity" with the
sent ence:
The sponsor nust al so notify FDA and al
participating investigators in a witten |IND
safety report of information that, based upon
appropriate nedical judgnment, m ght
materially influence the benefit-risk
assessnment of an investigational drug or that
woul d be sufficient to consider changes in
ei ther product admnistration or in the
overall conduct of a clinical investigation.
The sponsor must submt this information to
FDA and all participating investigators as
soon as possible, but in no case later than
15 cal endar days after determ nation by the
sponsor that the information qualifies for
reporting under this paragraph. Exanples of
such information include any significant
unantici pated safety finding or data in the
aggregate froman in vitro, aninal
epi dem ol ogi cal, or clinical study, whether

or not conducted under an IND, that suggests
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a significant human risk, such as reports of

nmut agenicity, teratogenicity, or

carcinogenicity or reports of a |lack of

efficacy with a drug product used in treating

a life-threatening or serious disease.

Thi s proposed anendnent is consistent with the | CH E2A

gui dance (60 FR 11284 at 11286):

There are situations in addition to single

case reports of "serious" adverse events or

reactions that may necessitate rapid

comuni cation to regulatory authorities;

appropriate nmedical and scientific judgnent

shoul d be applied for each situation. In

general, information that mght materially

i nfluence the benefit-risk assessment of a

nmedi ci nal product or that would be sufficient

to consi der changes in nedicinal product

adm nistration or in the overall conduct of a

clinical investigation represents such

situations. Exanples include:

a. For an "expected, serious ADR[”] an

increase in the rate of occurrence which

is judged to be clinically inportant.
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b. A significant hazard to the patient
popul ati on, such as |ack of efficacy with
a medi cal product used in treating life-
t hr eat eni ng di sease.

c. A mjor safety finding froma newy
conpl eted ani mal study (such as
carcinogenicity).

In contrast to the I CH recommendati ons, the proposed rule
woul d not require reports of an increase in the rate of
occurrence of expected, serious SADRs to be submtted to the
agency in an expedited manner. However, sponsors should report
this information to FDA in their I ND annual reports under
8§ 312.33(b)(1). Proposed 8 312.32(c)(1)(ii) would be consistent
with the increased frequency reports final rule that revoked the
post mar keting safety reporting requirenent for subm ssion of
i ncreased frequency reports in an expedited nmanner. Although the
i ncreased frequency reports final rule pertains to postnarketing
expedited safety reporting, FDA has decided to apply this rule to
its requirements for premarketing expedited safety reports
because of the limted reliability of increased frequency
reports. See the increased frequency reports final rule (62 FR
34166) for a discussion of the limted reliability of increased
frequency reports. Wth regard to premarketing clinical trials

in progress, FDA does not believe that baseline incidence rates
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woul d be avail able for serious expected SADRs which woul d make it
difficult for sponsors to predict an increase in the rate of
occurrence of these SADRs.

I11.B.2.d. Reporting format. Current |IND safety reporting

regul ations at 8 312.32(c)(1)(i) require sponsors to submt
witten IND safety reports from ani mal or epidem ol ogi cal studies
inanarrative format. Proposed 8§ 312.32(c)(1)(iii) would anend
t hese regul ations by replacing the phrase "reports from ani mal or
epi dem ol ogi cal studies” with the phrase "reports of overal
findings or data in the aggregate from published and unpubli shed
invitro, animal, epidemological, or clinical studies.” The
proposed rule woul d require sponsors to submt reports of overal
findings or data in the aggregate in a narrative format rather
t han on FDA For m 3500A because the formis designed for reporting
safety information for an individual case.
[11.B.3. Telephone Safety Reports

Current IND safety reporting regulations at § 312.32(c)(2)
requi re sponsors to notify FDA by tel ephone or by facsimle
transm ssi on of any unexpected fatal or life-threatening
experience associated with the use of an investigational drug as
soon as possible but in no event later than 7 cal endar days after
the sponsor's initial receipt of the information. FDA is

proposing to anend this requirenent to read:
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The sponsor nust also notify FDA by tel ephone

or by facsimle transm ssion of any

unexpected fatal or |ife-threatening SADR

based on the opinion of the investigator or

sponsor as soon as possible but in no case

| ater than 7 cal endar days after receipt by

t he sponsor of the m ninum data set for the

unexpected fatal or life-threatening SADR
These proposed revisions are consistent, as described previously,
wi th the proposed anmendnents to 8 312.32(c)(21)(i) for witten IND
safety reports and the | CH E2A gui dance (60 FR 11284 at 11286).
[11.B.4. |IND Safety Reporting for Drugs Marketed in the United
St at es

Current IND safety reporting regulations at 8 312.32(c)(4)

state that a sponsor of a clinical study of a marketed drug is
not required to nake a safety report for any adverse experience
associated with the use of the drug that is not fromthe clinica
study itself. FDA is proposing to anend this regulation by
maki ng the foll ow ng revisions:

A sponsor of a clinical study under an |IND

for a drug marketed in the United States is

only required to submt IND safety reports to

FDA (review division that has responsibility

for the IND) for SADRs fromthe clinical
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study itself, whether from donestic or

foreign study sites of the IND. The sponsor

must al so submit to FDA safety information

fromthese clinical studies as prescribed by

t he postmarketing safety reporting

requi rements under 8§ 310. 305, 314.80, and

600. 80 of this chapter.
FDA i s proposing this change to clarify, for sponsors
i nvestigating under an I ND drugs and bi ol ogi cal products that are
al ready marketed in the United States, what SADRs nust be
reported in IND safety reports under 8 312.32. The agency notes
t hat sponsors investigating under an I ND drug and bi ol ogi cal
products that are not marketed in the United States are required,
under 8§ 312.32, to report to FDA safety information obtained or
ot herwi se received for the product from any source, donestic or
foreign, including safety information from foreign comerci al
mar ket i ng experience (see section I11.B.1 of this docunent).
Proposed 8§ 312.32(c)(4) also clarifies that sponsors
i nvestigating under an I ND drugs and biol ogical products that are
already marketed in the United States nust submt safety
information for these clinical studies as prescribed by the
post marketing safety reporting requirenments in 8§ 310. 305,
314.80, and 600. 80.

[11.B.5. Investigator Reporting

100



Current investigator safety reporting regulations at

§ 312.64(b) state that the investigator shall pronptly report to
t he sponsor any adverse effect that nmay reasonably be regarded as
caused by, or probably caused by, the drug. |If the adverse
effect is alarmng, the investigator shall report the adverse
effect imrediately. FDA is proposing to revise this requirenent
as follows:

An investigator nust report to the

sponsor any serious SADR (as defined

in 8§ 312.32(a)) imrediately and any

ot her SADR (as defined in 8 312.32(a))

pronmptly unless the protocol or

i nvestigator’s brochure specifies a

different tinetable for reporting

t he SADR
FDA is proposing this revision to be consistent with the proposed
definition for SADR and to clarify what information investigators
must submit to sponsors expeditiously.

I11.C. Postmarketi ng Safety Reporting

[11.C. 1. Prescription Drugs Marketed for Human Use Wt hout an
Approved Application

Current regulations (8 310.305) require manufacturers,
packers, and distributors of marketed prescription drug products

that are not the subject of an approved NDA or ANDA to establish
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and nmaintain records of and report to FDA all serious, unexpected
adverse drug experiences associated with the use of their drug
products. The proposed rule would anend these regul ati ons by
revising the language in this section to be consistent with the
| anguage for the postmarketing expedited safety reporting
requi renments under 8§ 314.80. FDA is also proposing to reorganize
and renunber 8 310.305 to be consistent with § 314.80. FDA is
proposi ng these revisions to harnonize, to the extent possible,
t he postnmarketing expedited safety reporting requirenents for
human mar keted drugs with approved applications (i.e., NDAs,
ANDAs) and prescription drugs marketed for human use w thout an
approved application.
I[11.C. 2. Review of Safety Information

Current postmarketing safety reporting regul ati ons under
88 314.80(b) and 600.80(b) require applicants to pronptly review
all safety infornmation obtained or otherw se received from any
source, foreign or donestic, including information derived from
commerci al marketing experience, postmarketing clinical
i nvestigations, postmarketing epidem ol ogi cal/surveillance
studies, reports in the scientific literature, and unpublished
scientific papers. FDA is proposing to anend these regul ations
by adding "animal and in vitro studies,” "electronic
communi cations with applicants via the Internet (e.g., e-mail),"

and "reports fromforeign regulatory authorities that have not
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been previously reported to FDA by the applicant” to the list of
exanples. FDA is proposing to add aninmal and in vitro studies to
the list of exanples because many of these studies report

rel evant safety-related information (e.g., carcinogenicity,

nmut agenicity, teratogenicity).

FDA is proposing to add el ectronic conmuni cations with
applicants via the Internet (e.g., e-mail) to the list of
exanples to clarify for applicants what safety information on the
Internet would be required to be reviewed. An applicant would be
required to review information received on an Internet site(s)
that it sponsors, but would not be required to review Internet
sites that it does not sponsor. However, if an applicant becones
aware of safety information on an Internet site that it does not
sponsor, the applicant would be responsible for review ng the
i nformati on.

FDA woul d not expect applicants to review safety data bases
generated by foreign regulatory authorities. However, proposed
88 314.80(b) (1) and 600.80(b)(1) would require that any safety
information acquired or received froma foreign regulatory
authority be reviewed to determ ne whether the information nust
be reported to FDA. The agency is proposing these anmendnents to
further clarify some of the types of safety information that nust
be exam ned to determ ne whether the information nust be

subm tted in postmarketing safety reports.
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Proposed 8§ 310. 305(b)(1) would anmend FDA' s post nmarketi ng
safety reporting regulations for prescription drugs marketed for
human use without an approved application by adding the foll ow ng
sent ence:
Each manufacturer of a prescription drug
product marketed for human use w t hout an
approved application nust pronptly review all
safety information pertaining to its product
obt ai ned or otherw se received by the
manuf acturer from any source, foreign or
donestic, including information derived from
commerci al marketing experience,
post marketing clinical investigations,
post mar ket i ng epi dem ol ogy/ surveil |l ance
studies, animal or in vitro studies,
el ectroni ¢ comruni cati ons with manufacturers
via the Internet (e.g., e-mail), reports in
the scientific literature, and unpublished
scientific papers, as well as reports from
foreign regulatory authorities that have not
been previously reported to FDA by the
manuf act urer .

Thi s proposed anendnent would further clarify sonme of the types

of safety information that nust be exami ned to determ ne whether
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the information nust be submtted in postnmarketing expedited
safety reports (see section II1l.D of this docunent). This
proposed revision would provide uniformty between FDA' s safety
reporting requirenents for human marketed drugs w th approved
applications (i.e., NDAs, ANDAs) and prescription drugs marketed
for human use w thout an approved application (i.e., w thout an
approved NDA or ANDA).

Current postmarketing safety reporting regulations in
88 314.80(b) and 600.80(b) state that applicants are not required
to resubmt to FDA safety reports forwarded to the applicant by
FDA; however, applicants nust submt all followip information on
such reports. Proposed 88 314.80(b)(2) and 600.80(b)(2) would
amend these regulations to state that individual case safety
reports forwarded to the applicant by FDA must not be resubmtted
to the agency by applicants. FDA is proposing this revision to
prevent duplicate reports frombeing entered into the agency’s
safety reporting database. Applicants that inadvertently
resubmt such reports to FDAwll be inforned not to do so in the
future

Proposed 88 314.80(b)(2) and 600.80(b)(2) would al so anend
these regulations to require that applicants include information
fromindividual case safety reports forwarded to the applicant by
FDA in any conprehensive safety anal ysis subsequently submtted

to the agency. This proposed anmendnent, which was di scussed in
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the preanbl e but inadvertently omtted fromthe codified section
of the October 1994 proposal (59 FR 54046 at 54053), would
clarify how safety information received from FDA nust be handl ed.

Current postmarketing safety reporting regul ati ons at
88 314.80(b) and 600.80(b) state that applicants nust devel op
witten procedures for the surveillance, receipt, evaluation, and
reporting of postmarketing adverse drug experiences to FDA. FDA
is proposing to anmend this provision by adding the phrase “and
mai ntain” after the phrase “nust develop.” This proposed
anmendnent would clarify that applicants nust maintain records of
the witten procedures for review by FDA. FDA woul d review t he
written procedures either upon request by the agency (proposed
88 314.80(f) and 600.80(f)) or during inspections by the agency.
FDA is al so proposing to replace the phrase “adverse drug
experiences” with the phrase “postnarketing safety information.”
For organi zational purposes, FDA is proposing to nove the witten
procedures provision to proposed 88 314.80(g) and 600.80(g). FDA
is proposing the sanme type of anendnments to § 310. 305.

Current 8 314.80(b) applies to applicants having an approved
application under 8 314.50 or, in the case of a 505(b)(2)
application, an effective approved application. FDA is proposing
to anend this provision by replacing the phrase “under 8§ 314.50
or, in the case of a 505(b)(2) application, an effective approved

application” wth the phrase “under section 505(c) of the act.”
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Al t hough NDAs, including those referred to in section 505(b)(2)
of the Federal Food, Drug and Cosnetic Act (the act) (21 U S.C
355(b)(2)) are filed under section 505(b)(1) of the act, they are
approved under section 505(c) of the act. FDA is proposing to
use the phrase “section 505(c) of the act” because it nore
appropriately references the cite for approval of NDAs.

The agency is proposing to renove the phrase “in the case of
a 505(b)(2) application, an effective approved application”
because FDA no | onger issues approvals with a del ayed effective
date for 505(b)(2) applications, as it did at the tine this
regul ati on was i ssued. The agency now i ssues tentative approvals
for 505(b)(2) applications when the (final) approval is blocked
by patent or exclusivity rights. As described in the preanble to
the final rule on “Abbreviated New Drug Application Regul ati ons;
Pat ent and Exclusivity Provisions” (59 FR 50338 at 50351 to
50352, COctober 3, 1994), a 505(b)(2) application that has a
tentative approval is not approved for marketing until a final
approval letter for the drug product is received fromFDA  Thus,
applicants having a 505(b)(2) application with a tentative
approval woul d not be subject to the postmarketing safety
reporting requirements under 8 314.80 until final approval of the
application is in effect. For consistency, FDA is proposing a
simlar change to § 314.98(a).

[11.C.3. Reporting Requirenents
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Current postmarketing safety reporting requirenents at
88 310.305(c), 314.80(c), and 600.80(c) state that persons
subj ect to these requirenents shall report to FDA adverse drug
experience informati on as descri bed under these sections. FDA is
proposing to renove these provisions fromits postmarketing
safety reporting regul ati ons because they are redundant (see
proposed 88 310.305(c), 314.80(c), and 600.80(c)).

Current postmarketing safety reporting requirenments at
88 314.80(c) and 600.80(c) state that two copies of each report
must be submtted to FDA. For drug products, proposed
8§ 314.80(c) would require that applicants submt to FDA two
copi es of each postnarketing expedited report and one copy of
each postmarketing periodic safety report of an individual case
safety reports--sem annual subm ssion pertaining to its product
(see tables 6 and 7 for proposed postmarketing expedited and
periodic safety reports). For nonvacci ne biol ogi cal products,
proposed 8 600.80(c) would require that applicants subnmt to FDA
two copi es of each postnarketing expedited report and each
post mar keting periodic safety report of an individual case safety
reports--sem annual subm ssion pertaining to its product. For
drugs and nonvacci ne bi ol ogi cs, proposed 88 314.80(c) and
600. 80(c) would also require that one copy of a PSUR |PSR, or
TPSR be submtted to FDA along with one copy for each approved

application for a human drug or |icensed biol ogi cal product
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(e.g., NDA, ANDA, BLA) covered by the report (see table 7 for
proposed postmarketing periodic safety reports). For vaccines,
proposed 8 600.80(c) would require that applicants submt to
VAERS two copi es of each safety report required under § 600. 80
and pertaining to its product. These proposed anmendnents woul d
provi de FDA with enough copies of safety reports for efficient
review by the agency. Electronic subm ssion of these reports
will obviate the need for subm ssion of two copies. At this
time, manufacturers and applicants can voluntarily submt certain
post marketing safety reports in an electronic fornat (see Docket
92S- 0251 regardi ng postmarketing expedited and periodic

i ndi vi dual case safety reports; available on the Internet at
http://ww. f da. gov/ ohr ns/ docket s/ docket s/ 92s0251/ 92s0251. ht m .
Capabilities for electronic subm ssion of other postmarketing
safety reports (e.g., safety reports for vaccines) will be

available in the future.
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Tabl e 6. --Proposed Postnarketing Expedited Safety Reports

Expedi ted Safety Type of Information Submi ssi on Persons with Reference in
Report to FDA-- Reporting Section |1
Ti mefrane Responsibility of this
Docunent
Serious & I ndi vi dual case safety reports. 15 cal endar Manuf act urers D1
unexpect ed SADRs days and applicants
I nformation I nformati on based upon appropriate 15 cal endar Manuf act urers D. 2
sufficient to medi cal judgrent. For exanple, any days and applicants
consi der product significant unanticipated safety
admi ni stration finding or data in the aggregate
changes froman in vitro, aninal
epi dem ol ogi cal, or clinical study
that suggests a significant human
risk.
Unexpect ed SADRs I ndi vi dual case safety reports of 45 cal endar Manuf act urers D. 3
wi th unknown unexpected SADRs for which a days and applicants
out cone determ nation of serious or
nonserious cannot be nade.
Al ways expedited I ndi vi dual case safety reports of 15 cal endar Manuf act urers D 4
reports certain nedically significant SADRs days and applicants
whet her unexpected or expected and
whet her or not the SADR | eads to a
serious outcone.
Medi cation errors Al'l domestic reports of medication 15 cal endar |Manufacturers D.5

errors, whether actua

or potential.

days

and applicants
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Tabl e 6. --Proposed Post narketi ng

Expedited Safety Reports (Continued)

Expedited Safety Type of Information Subni ssion to |[Persons with Ref erence in
Report FDA- - Reporting Section |11
Ti mef rane Responsibility of this
Docunent
30-day foll owp Fol | omup report for initial 30 cal endar Manuf acturers D. 6
serious and unexpected SADR days and applicants
reports, always expedited reports
and medi cation error reports that
do not contain a full data set
15-day fol |l owmup New i nformation for expedited or 15 cal endar Manuf act urers D. 6
foll owmup reports, except initial days and applicants
expedi ted reports for which
30-day followp reports must be
submitted
SADR reports to Al |  SADRs 5 cal endar Contractors D. 9
manuf act urer days to
manuf act urer
SADR reports to Al |  SADRs 5 cal endar Contractors and D. 9
appl i cant days to shared
appl i cant manuf acturers
Bl ood safety-- Fatalities As soon as Bl ood D. 12

oral or written

possi bl e

Bl ood safety--
written

Fatalities

7 cal endar
days

Al'l serious SARs except
fatalities

45 cal endar
days

establi shments
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Table 7.--Proposed Postnarketing Periodic Safety Reports

Peri odic Safety
Report

Type of Information

Subm ssi on
t o FDA- -
Ti meframe

Persons with
Reporting
Responsibility

Ref erence in
Section |1l of
this document

I ndi vi dual case
safety reports--
sem annual
subm ssi on

. Serious, expected SADRs
(domestic and foreign) and
nonseri ous, unexpected SADRs
(domestic) if TPSR is submtted
for the product!?

e Serious, listed SADRs
(domestic and foreign) and
nonserious, unlisted SADRs
(domestic) if PSUR is submtted
for the product?

Every 6 nonths
after U. S.
approval of
application®

Applicants

E. 4
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Table 7.--Proposed Postnarketing Periodic Safety Reports (Conti nued)

Peri odi c Safety Type of Information Submi ssi on Persons with Ref erence
Report t o FDA- - Reporting in Section
Ti meframe Responsibility Il of this
document
TPSR- - f or « Narrative summary At 5, 7.5, 10, 12.5, Applicants E 1l

applications
approved before
January 1, 1998%

and anal ysi s of

i ndi vi dual case safety
reports
e Increased frequency
reports

« Safety-related
actions to be taken
e« Summary tabul ations
of individual case
safety reports

e History of safety-
rel ated actions taken
e Location of safety
records

¢ Contact person

i nformation

and 15 years after
U. S. approval of
application and then
every 5 years
thereafter?®

113




Table 7.--Proposed Postnarketing Periodic Safety Reports (Conti nued)

Periodic Safety

Type of Information

Subm ssi on

Persons with

Reference in

Report to FDA-- Reporting Section |11
Ti mef r ame Responsibility of this
docunent
PSUR- - f or Cor e Docunent Every 6 mont hs | Applicants E. 2

appl i cations
approved on or
after January 1,
1998.

e Introduction

e Worldwi de marketing status
e Actions taken for safety
reasons.

« Changes to CCS|

e Wrldw de patient exposure
e Summary tabul ations

e Safety studies

e Other information

e Overall safety evaluation
* Concl usion

Appendi ces

e Company core data sheet

« U S. labeling

e Spontaneous reports from

i ndi vi dual s ot her than

health care professionals

e SADRs with unknown outconme
e« SADRs from class action

|l awsuits.

e Lack of efficacy reports

« Information on resistance
to antimcrobial drug
products.

e Medication errors

« U S. patient exposure

e Location of safety records
« Contact person

after U. S.
approval of
application
for 2 years,
annual l'y for
the next 3
years, and
then every 5
years
thereafter?
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Table 7.--Proposed Postnarketing Periodic Safety Reports (Conti nued)

Peri odic Safety Type of Information Submi ssi on Persons with Ref erence
Report to FDA- - Reporting in Section
Ti meframe Responsibility Il of this
document
| PSR- - f or An "abbreviated PSUR;" same At 7.5 and Appl i cants E. 3
applications informati on as PSUR 12.5 years
approved on or excluding summary after U. S
after January 1, tabul ati ons approval of
1998 application?®

“Nonseri ous, expected SARs (domestic) and expected SARs with unknown outcome (domestic) would also be
subm tted for vaccines.

2Nonserious,

listed SARs (domestic) and listed SARs with unknown outcome (donmestic) would also be submtted
for vaccines.

3The data | ock point for the report would be the month and day of the international birth date or any other
mont h and day agreed on by the applicant and FDA. The subm ssion date for the report would be within 60
cal endar days of the data | ock point.

4A PSUR may be submtted in lieu of a TPSR if an applicant so desires.
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Current 88 310.305(c), 314.80(c), 314.98(b), and 600. 80(c)
provi de mailing addresses for the subm ssion of postmarketing
safety reports. FDA is proposing to renove the mailing addresses
from 88 310.305(c), 314.80(c), 314.98(b), and 600.80(c) because
this information is provided in the draft gui dance of 2001.
I11.C. 4. Request for Alternative Reporting Freqguency

FDA is proposing to anend its postmarketing safety reporting
regul ati ons at 88 310. 305(c), 314.80(c), and 600.80(c) to state
that, upon witten notice, the agency may require, when
appropriate, that manufacturers and applicants submt
post marketing safety reports (i.e., expedited, followp, or
periodic safety reports) to FDA at tines other than prescribed by
t he regul ati ons (see tables 8 and 9 regardi ng proposed reporting
frequencies for postnarketing safety reports). In nost cases,
FDA woul d not request alternative reporting periods for these
safety reports. In sone cases, however, FDA may need to receive
reports nore frequently (e.g., nmarketed product approved for a
new i ndi cati on, dosage form or population) or less frequently
(e.g., product on the nmarket for over 30 years with no new safety

concerns identified).
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Tabl e 8.

--Proposed Reporting Frequency for

Post mar keti ng Expedited Safety Reports

Submit as
Soon as
Possi bl e

Submit Wthin 5
Cal endar Days

Submit Wthin 7
Cal endar Days

Submit Wthin 15
Cal endar Days

Submit Wthin 30
Cal endar Days

Submit Wthin 45
Cal endar Days

* Bl ood
safety report
- tel ephone
(fatality)
(D.12)*

¢ | ndivi dual
case safety
reports from
contractors to
nmanuf act ur er
(D.9)

e | ndi vi dual

case safety
reports from
contractors and
shar ed

manuf acturers to
applicant (D.9)

* Blood safety
report - witten
(fatality)

(D. 12)

e Serious and
unexpect ed SADR report
(D. 1)

e Information
sufficient to consider
product adm nistration
changes (D. 2)

« Always expedited
report (D.4)

e Medication error
report (D.5)

e 15-day fol |l owmp
report (D.6)

e 30-day followp
report (D.6)

¢ Unexpected SADR
w t h unknown out cone
(D.3)

* Blood safety
report - witten
(all serious SARs
except fatalities)
(D.12)

'Ref erences in parentheses refer to location in section |11
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Tabl e 9.--Proposed Reporting Frequency for Postnarketing Periodic Safety Reports

Persons with Reporting Submt Every 6 Months Submt at Submit at Submt at 10 Years and
Responsibility 0.5, 1, 7.5 and 12.5 [ Every 5 Years

1.5, 2, 3, Years Thereafter

4, and 5

Years
Applicants with NDAs! or I ndi vi dual case safety PSUR I PSR PSUR
BLAs approved on or after reports--sem annual (E. 2) (E. 3)
1/1/98 and applicants with subm ssion (E.4)2
approved pediatric use
suppl ement s
Applicants with NDAs or BLAs |Individual case safety NA TPSR (E. 1) TPSR or PSUR
approved before 1/1/98 reports--sem annual or I PSR

subm ssion

1Applicants wi th approved ANDAs woul d determ ne the type of postmarketing periodic safety report
required to be submtted to FDA (i.e., TPSR, PSUR, |IPSR) and the frequency of subm ssion for
based on the U.S. approval date of

these reports
the application for the innovator NDA product
document) .

(see section IlIl.1 of this

2References in parent heses refer to section IIl of this document.
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FDA is also proposing to anend its postmarketing safety
reporting regulations at 88 314.80(c) and 600.80(c) to state that
applicants who wish to submt postnmarketing safety reports at
times other than prescribed by these regul ations may request a
wai ver for this purpose under 88 314.90 or 600.90. This proposed
revi sion does not represent a new provision, but rather provides
a cross-reference to the existing waiver requirenents under
88 314.90 and 600. 90.

FDA is al so proposing to anend its postmarketing periodic
safety reporting regulations at 88 314.80(c)(2)(i) and
600.80(c)(2) (i) by renmoving the third and fourth sentences in
t hese paragraphs. These sentences state that, upon witten
noti ce, FDA may request subm ssion of periodic safety reports at
different tines than stated under 88 314.80(c)(2)(i) and
600.80(c)(2)(i) (e.g., follow ng the approval of a nmjor
supplement). FDA is proposing to renove these sentences because
this informati on woul d now be stated under proposed 88 314.80(c)
and 600.80(c). This proposed revision represents an
organi zati onal change that clarifies that FDA may request a
different time period for subm ssion of not only postmarketing
periodic safety reports, but also postmarketing expedited safety
reports.

[11.C.5. Determnation of Qutcone, MninmmData Set, and Ful

Dat a Set
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Proposed 88 310.305(c)(1)(i)(A), 314.80(c)(1)(i)(A), and
600.80(c) (1) (i) (A would amend FDA s postmarketing safety
reporting regulations to require that nmanufacturers and
applicants imediately, upon initial receipt of an SADR report,
determ ne the outconme for the SADR (whether the SADR i s serious
or nonserious) and at | east the m ninumdata set for the
i ndi vi dual case safety report (i.e., identifiable patient,
identifiable reporter, suspect drug or biological product, and
SADR). If the manufacturer or applicant is not able to
i medi ately determne this information, active query would be
required to be used by the manufacturer or applicant to obtain
the information as soon as possible. FDA is proposing this
change to clarify that tinely acquisition of information is
critical to determ ne whether an SADR nust be submtted to FDA
and, for those reactions that would be reported, whether the SADR
woul d be submitted in a postnarketing expedited safety report or
a postmarketing periodic safety report.

Proposed 88 310.305(c)(21)(i)(A), 314.80(c)(1)(i)(A), and
600.80(c)(1)(i)(A would al so require manufacturers and
applicants to i medi ately determ ne the mninmum information for
actual nedication errors that do not result in an SADR and
potential medication errors (mninmuminformation described bel ow
and at proposed 88 310.305(c)(1)(iii)(B) and (c)(1)(iii)(Q,
314.80(c)(1)(iii)(B) and (c)(1)(iii)(C, and 600.80(c)(1)(iii)(B)
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and (¢)(1)(iii)(©). If the manufacturer or applicant is not
able to immediately deternmine this information, active query
woul d be required to be used by the manufacturer or applicant to
obtain the informati on as soon as possi bl e.

Proposed 88 310.305(c)(21)(ii), 314.80(c)(1)(ii), and
600.80(c)(1)(ii) would require manufacturers and applicants who
are unable to i medi ately determ ne the outcone of an SADR
(whether the SADR is serious or nonserious) to continue to use
active query to attenpt to determ ne the outcone within 30
cal endar days after initial receipt of the SADR report by the
manuf acturer or applicant. The proposed rule would require that
manuf acturers and applicants maintain records of their efforts to
obtain this informati on. These proposed revisions clarify that
due diligence nust be used to obtain the outcone for SADRs.
Unknown out cones should not be classified arbitrarily as
nonserious SADRs. Instead, each of the outcomes in the
definition of serious SADR shoul d be considered as a possibility.

Under proposed 88 310.305(c)(1)(iii) (A,
314.80(c) (1) (iii)(A), and 600.80(c)(1)(iii)(A), individual case
safety reports for SADRs that do not contain a mnimum data set
woul d not be submitted to the agency. | nst ead, the proposed
rule would require that manufacturers and applicants maintain
records of any information received or otherw se obtained for the

SADR along with a record of their efforts to obtain a m ni mum
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data set for the individual case safety report. These proposed
anendnents are consistent with proposed revisions to the
premarketing safety reporting regulations at proposed 8§ 312. 32(c)
(see section Il1.B.2.a of this docunent). This change woul d
clarify that, at a mninum certain informati on nust be submtted
to FDA to provide the agency with enough information to all ow an
initial evaluation of the significance of an SADR

Proposed 88 310.305(c)(1)(iii)(B), 314.80(c)(1)(iii)(B), and
600.80(c) (1) (iii)(B) would require that reports of actual
medi cation errors that do not result in an SADR be submtted to
FDA even though the report does not contain a m ninmum data set
(i.e., does not have an SADR). In these cases, individual case
safety reports would be required to contain at |east an
identifiable patient, an identifiable reporter, and a suspect
drug or bi ol ogi cal product.

Proposed 88 310.305(c)(1)(iii)(C, 314.80(c)(1)(iii)(C, and
600.80(c)(1)(iii)(C would require that reports of potenti al
medi cation errors be submtted to FDA even though the report does
not contain a mninumdata set (i.e., does not have an
identifiable patient or an SADR). 1In these cases, individual
case safety reports would be required to contain at |east an
identifiable reporter and a suspect drug or biological product.

FDA is requiring subm ssion of individual case safety

reports for actual nedication errors that do not result in an
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SADR and potential nedication errors because of their potenti al
significance and the need for intervention to mnimze future
errors. For exanple, if an adult is given the wong nedicati on,
no SADR may occur, but if the same error occurs with a child, an
SADR may occur. Also, if an error is prevented prior to
adm ni stration of a product, this information could be used to
prevent the error fromoccurring in other situations. For
exanpl e, the proprietary nane, |abel, |abeling or packagi ng of
t he product could be changed if sufficient evidence suggests such
a change is warranted, or education announcenents could be
comuni cated to health care professionals and/ or consuners.
Proposed 88 310.305(c)(1)(iv), 314.80(c)(1)(iv), and
600.80(c)(1)(iv) state that, for reports of serious SADRs, always
expedited reports, and nedication error reports, manufacturers

and applicants would be required to submt a full data set for

the report (see section I11.D. 4 of this docunent for discussion
of always expedited reports and section Il1.D.5 of this docunent
for discussion of nedication error reports). |If a full data set

is not available for the report, the manufacturer or applicant
woul d be required to use active query to obtain this information.
If a full data set is not available, after active query, the
manuf acturer or applicant would provide the foll ow ng

i nformati on:
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. Al safety information, received or otherw se obtained,
for the report;
. The reason(s) for their inability to acquire a ful
data set; and
. Docunentation of their efforts to obtain a full data
set (i.e., description of unsuccessful steps taken to
obtain this information).
In sonme cases, the agency has received inconplete safety reports
for serious SADRs, nmaking interpretation of their significance
difficult. This proposed anmendnent woul d require subm ssion of
conplete information for reports of serious SADRs, always
expedited reports, and nedication error reports, which would
facilitate their expeditious review.
Proposed 88 310.305(c)(1)(v), 314.80(c)(1)(v), and
600. 80(c)(1)(v) state that:
For a serious SADR that was not initially
reported to the manufacturer (applicant for
proposed 88 314.80(c)(1)(v) and
600.80(c)(1)(v)) by a health care
professional (e.g., report froma consuner),
t he manufacturer (applicant for proposed
88 314.80(c)(1)(v) and 600.80(c)(1)(v)) nust
contact the health care professional

associated with the care of the patient using
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active query to gather further nedical

perspective on the case and to acquire a ful

data set for the report. |f the manufacturer

(applicant for proposed 88 314.80(c)(1)(v)

and 600.80(c)(1)(v)) is unable to contact the

health care professional, it nust include in

the report for the serious SADR. (A) The

reason(s) for its inability to contact the

health care professional and (B) a

description of its efforts to contact the

health care professional.
The agency believes that contact with a health care professiona
is warranted for serious SADRs because of the critical nature of
t hese reactions. However, in those situations in which a
manuf acturer or applicant is unable to contact the health care
prof essional (e.g., health care professional does not return
phone calls, consuner does not permt nmanufacturer or applicant
to contact its health care provider), it would include inits
report to FDA the reason(s) for its inability to contact the
heal th care professional and a description of its efforts to
contact the health care professional.

For nonserious SADRs with a mninum data set, proposed

88 314.80(c)(1)(vi) and 600.80(c)(1)(vi) would require applicants

to submt to FDA all safety information received or otherw se
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obtained. Applicants would not be required to acquire
information in addition to the m ninmum data set, except that
reports of nonserious SADRs resulting froma nedication error
woul d require a full data set. Thus, followp would not be
required for reports of nonserious SADRs that contain a m ni num
data set and do not occur because of a nedication error.
[11.C. 6. Spontaneous Reports and Reports Fromdinical Trials

Proposed 88 310.305(c)(1)(i)(B), 314.80(c)(1)(i)(B), and
600.80(c) (1) (i)(B) would require that, for spontaneous reports,
manuf acturers and applicants nust always assune, for safety
reporting purposes only, that there is at |east a reasonabl e
possibility, in the opinion of the initial reporter, that the
drug or biol ogical product caused the spontaneously reported
event. Proposed 88 310.305(c)(1)(i)(Q, 314.80(c)(1)(i)(C, and
600.80(c)(1)(i)(C) state that, for a clinical trial, the
possibility that the drug or biological product caused the SADR
or that a nedication error has occurred would be assuned if
either the investigator or the applicant/mnufacturer believes
t hat such a reasonable possibility exists.

These proposed changes would clarify that all spontaneous
reports received by manufacturers and applicants that contain a
m ninum data set (mnimuminformation for a report of a
medi cation error that does not result in SADR) would be reported

to FDA (i.e., as an individual case safety report and/or in a
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summary tabul ation). These changes are consistent wth the
premarketing safety reporting requirenments described in section
I11.B.2. b of this docunent (i.e., determ nation of the
possibility of causality (attributability) of an SADR to the drug
or biological product in a clinical investigation would be based
on the opinion of either the applicant/sponsor or investigator).
These proposed amendnents are al so consistent with the | CH E2A
gui dance (60 FR 11284 at 11286):

Causal ity assessnent is required for clinical

i nvestigation cases. All cases judged by

either the reporting health care professional

or the sponsor as having a reasonable

suspected causal relationship to the

medi ci nal product qualify as ADR s. For

pur poses of reporting, adverse event reports

associ ated wth marketed drugs (spontaneous

reports) usually inply causality.
I11.C. 7. Lack of Efficacy Reports

Wth regard to reports of a |lack of efficacy for an approved

drug or biol ogical product, the guidance of 1992 and gui dance of
1993 advi se applicants to submt all individual cases of such
reports that occur in the United States in postmarketing periodic
safety reports. In this proposed rule, FDA would not require

submi ssion of individual case safety reports for reports of a
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| ack of efficacy. |Instead, applicants would be required to
subnmit to FDA expedited reports of information sufficient to
consi der a product adm ni stration change, based upon appropriate
medi cal judgenment, for any significant unanticipated safety
finding or data in the aggregate froma study that suggests a
significant human risk. For exanple, applicants woul d be
required to submt information concerning reports of a |ack of
efficacy with a drug or biological product used in treating a
life-threatening or serious disease (see section I11.D.2 of this
docunent). In addition, applicants would be required to include
in postmarketing periodic safety reports (i.e., TPSRs, PSURs,

| PSRs) an assessnent of whether it is believed that the frequency
of lack of efficacy reports is greater than would be predicted by
the premarketing clinical trials for the drug or biol ogical
product (see sections IlIl.E. 1.c, IIl.E 2. k.vi, and Il1.E. 3 of
this docunment). This assessnent woul d be provided for reports of
a lack of efficacy whether a serious SADR, nonserious SADR, or no
SADR occurs. Applicants that submt PSURs and I PSRs to FDA woul d
also include in these reports a discussion of nedically rel evant

| ack of efficacy reports (e.g., mght represent a significant
hazard to the treated popul ation) for a product(s) used to treat
serious or life-threatening diseases (see sections IIl1.E 2. h and
I11.E 3 of this docunent).

I11.D. Postmarketi ng Expedited Reports
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Current postmarketing expedited safety reporting regul ations
at 88 310.305(c), 314.80(c), and 600.80(c) require subm ssion of
"15-day Alert reports" to FDA. FDA is proposing to anend these
regul ations by renoving the term"15-day Alert report" and
replacing it with the term"expedited report”™ to be consistent
with term nol ogy used in the | CH E2A gui dance. FDA is al so
proposing the followng revisions to its postmarketing expedited
safety reporting regul ations.

[11.D. 1. Serious and Unexpect ed SADRs

Under the existing postmarketing expedited safety reporting
regul ations at 8 310.305(c)(1)(i), persons subject to this
requi renent nust report to FDA each adverse drug experience
received or otherw se obtained that is both serious and
unexpected as soon as possible, but in no case later than 15
cal endar days of initial receipt of the information by the
person. Under the existing postmarketing expedited safety
reporting regulations at 88 314.80(c)(1)(i) and 600.80(c) (1) (i),
persons subject to these requirenents nust report each adverse
drug experience that is both serious and unexpected, whether
foreign or donestic, as soon as possible, but in no case |ater
than 15 cal endar days of initial receipt of the information by
t he person.

FDA is proposing mnor revisions to these regul ations for

consi stency. Proposed 8§ 310.305(c)(2)(i) would anmend

129



8 310.305(c) (1) (i) by adding the phrase "whether foreign or
domestic" after the phrase "that is both serious and unexpected."
Proposed 88 314.80(c)(2)(i) and 600.80(c)(2)(i) would amend

88 314.80(c)(1)(i) and 600.80(c)(1)(i) by adding the phrase "to
FDA" after the word "report” and by adding the phrase "received
or otherw se obtained" before the phrase "that is both serious
and unexpected."”

Proposed 88 310.305(c)(2)(i), 314.80(c)(2)(i), and
600.80(c)(2) (i) would amend 88 310.305(c)(1)(i), 314.80(c)(1)(i),
and 600.80(c)(1)(i) by renoving the phrase "of initial receipt of
the informati on by the person whose nanme appears on the | abel
("by the applicant” for 8 314.80(c)(1)(i), and "by the |icensed
manuf acturer™ for 8 600.80(c)(1)(i)) and replacing it with the
phrase "after receipt by the manufacturer ("applicant” for
proposed 88 314.80(c)(2)(i), and 600.80(c)(2)(i)) of the m ninmm
data set for the serious, unexpected SADR " This proposed
anmendnent is consistent with proposed revisions to the
premar keti ng expedited safety reporting regul ati ons at proposed
§ 312.32(c)(1)(i) (see section II1.B.2.b of this docunent). The
amendnment would clarify that the 15 cal endar day ti nmeframe woul d
begi n as soon as manufacturers and applicants have know edge of
the m ninumdata set for an SADR that is serious and unexpect ed.
Manuf acturers and applicants nust use due diligence to acquire

this information. For this purpose, they would be required, as
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described in section I11.C.5 of this docunent, to use active
gquery to deternmine the outcome for the SADR (whether the SADR is
serious or nonserious) and acquire at |east the mnimum data set
for the individual case safety report if they are not able to

i medi ately obtain this information. Mnufacturers and
applicants should include in postmarketing expedited safety
reports a chronol ogical history of their efforts to acquire a

m ni mum data set and to determ ne the seriousness and
expectedness of an SADR if there is a delay in obtaining such

i nformati on.

Proposed 88 310.305(c)(2)(i), 314.80(c)(2)(i) and
600.80(c)(2) (i) state that if a full data set is not available
for a serious and unexpected SADR report at the tine of initial
subm ssion of the report to FDA, manufacturers and applicants
nmust submit the information required under proposed
88 310.305(c)(1)(iv), 314.80(c)(1)(iv) and 600.80(c)(1)(iv) as
described in section I11.C.5 of this docunent and al so submt a
30-day followup report as described in section Il11.D.6 of this
docunent. FDA is proposing this action to clarify the inportance
of acquiring conplete information for serious SADRs.

[11.D.2. Information Sufficient to Consider Product
Adm ni strati on Changes
Proposed 88 310.305(c)(2)(ii), 314.80(c)(2)(ii), and

600.80(c)(2)(ii) would require that manufacturers and applicants
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submt to FDA information, received or otherw se obtained,

whet her foreign or donmestic, that would be sufficient, based upon
appropriate nedical judgnment, to consider changes in product

adm ni stration. Mnufacturers and applicants would be required
to submt this information to the agency as soon as possible, but
in no case later than 15 cal endar days after the nmanufacturer or
applicant determnes that the information qualifies for expedited
reporting. Exanples of such information include any significant
unantici pated safety finding or data in the aggregate froman in
vitro, animal, epidemological, or clinical study, whether or not
conducted under an IND, that suggests a significant human ri sk,
such as reports of nmutagenicity, teratogenicity, or
carcinogenicity, or reports of a lack of efficacy with a drug or
bi ol ogi cal product used in treating a life-threatening or serious
di sease. The proposed rule would require that nmanufacturers and
applicants maintain records of their efforts to determ ne whet her
information that they have received or otherw se obtained would
qualify for expedited reporting under this proposed requirenent.
Thi s proposed requirenment is consistent with the proposed
revisions to the premarketing expedited safety reporting

regul ations at proposed 8 312.32(c)(1)(ii) (see section IIl.B.2.c
of this docunent) and with the I CH E2A gui dance (60 FR 11284 at

11286). The proposed anendnent would further clarify sone of the
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types of safety information that nust be submtted to FDA in an
expedi t ed manner.
[11.D. 3. Unexpected SADRs Wth Unknown CQutcone

FDA expects that, in nost cases, nmanufacturers and
applicants will be able to determ ne the outcone for an SADR
(whether the SADR is serious or nonserious). However, in those
few cases where a determ nation nmay not be possible, FDA would
requi re subm ssion of unexpected SADRs wi th unknown outcone in an
expedi ted manner (proposed 88 310.305(c)(2)(iii),
314.80(c)(2)(iii), and 600.80(c)(2)(iii)). Expedited safety
reports for unexpected SADRs with unknown outcone woul d be
submtted to FDA within 45 cal endar days after initial receipt by
t he manufacturer or applicant of the m ninumdata set for the
unexpected SADR. FDA is proposing this action to expedite review
of potentially serious SADRs.

The proposed rule would require that manufacturers and
applicants reporting an unexpected SADR wi t h unknown out cone
include in the expedited safety report the reason(s) for their
inability to classify an SADR as either serious or nonserious
(i.e., unknown outcone). For this purpose, manufacturers and
applicants should include in the expedited report a chronol ogi cal
history of their efforts to determ ne the outcone of the SADR

Manuf acturers and applicants reporting an unexpected SADR

wi th unknown out come nmust exercise due diligence to determ ne the
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expect edness for the SADR and to acquire at |east the m ni num
data set for the individual case safety report. For this
pur pose, these persons would be required to use active query to
acquire this information (see section Il11.C. 5 of this docunent).
These persons should include in postmarketing expedited safety
reports a chronol ogical history of their efforts to acquire this
information if there is a delay in obtaining it.
[11.D.4. A ways Expedited Reports

Proposed 88 310.305(c)(2)(iv), 314.80(c)(2)(iv), and
600. 80(c)(2)(iv) would require manufacturers and applicants to
submt to FDA individual case safety reports for SADRs, received
or ot herw se obtained, whether foreign or donestic, that are the
subj ect of an always expedited report. These al ways expedited
reports would be submtted to the agency as soon as possible, but
in no case later than 15 cal endar days after receipt by the
manuf acturer ("applicant” for proposed 88 314.80(c)(2)(iv), and
600.80(c)(2)(iv)) of the m ninumdata set for the report. The
following nedically significant SADRs, which nmay jeopardize the
patient or subject and/or require nedical or surgical
intervention to treat the patient or subject, would be subject to

an al ways expedited report:

. Congeni tal anomali es,
. Acute respiratory failure
. Ventricular fibrillation,
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Tor sades de poi nte,

Mal i gnant hypert ensi on,

Sei zur e,

Agr anul ocyt osi s,

Apl astic anem a,

Toxi ¢ epi dermal necrol ysis,

Li ver necrosi s,

Acute liver failure,

Anaphyl axi s,

Acute renal failure,

Scl er osi ng syndr ones,

Pul nonary hypertensi on,

Pul monary fi brosis,

Confirmed or suspected transm ssion of an infectious
agent by a marketed drug or biol ogi cal product,
Confirmed or suspected endotoxi n shock, and

Any other nedically significant SADR t hat FDA
determ nes to be the subject of an al ways expedited
report (i.e., may jeopardi ze the patient or subject
and/ or require nedical or surgical intervention to

treat the patient or subject).

These SADRs woul d be submitted to the agency in an expedited

manner whet her unexpected or expected and whether or not the SADR

| eads to a serious outconme. The nedical gravity of these SADRs

requires expedited reporting.
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The agency is proposing that a confirnmed or suspected
transm ssion of an infectious agent by a narketed drug or
bi ol ogi cal product would be the subject of an al ways expedited
report. Exanples of such transm ssions include human
i mrunodeficiency virus (H V) transm ssion by anti-henophilic
factor, hepatitis C transm ssion by intravenous i munogl obulin,
bacterial contam nation of albumn |eading to sepsis, and
parvovirus contam nation of anti-henmophilic factor causing an
SADR. These SADRs indicate a public health problemthat requires
expedi ted revi ew by the agency.

The proposal provides that the agency coul d nake a new SADR
the subject of an always expedited report. Such an SADR woul d
only becone the subject of these reports if FDA determ nes that
the SADR is nedically significant (i.e., nay jeopardize the
patient or subject and/or require nedical or surgical
intervention to treat the patient or subject). New SADRs that
beconme t he subject of always expedited reports would be included
in the agency’s current guidance for industry on postnarketing
safety reporting for human drugs and |icensed bi ol ogi cal
products.

Proposed 88 310.305(c)(2)(iv)(B), 314.80(c)(2)(iv)(B), and
600.80(c)(2)(iv)(B) would require that if a full data set is not

avai l abl e for always expedited reports at the tinme of initial
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subm ssion of the report to FDA, manufacturers and applicants
woul d submt the information required under proposed
88 310.305(c)(1)(iv), 314.80(c)(1)(iv) and 600.80(c)(21)(iv) as
described in section I11.C.5 of this docunent and al so submt a
30-day followup report as described in section Il11.D.6 of this
docunent. FDA is proposing this action to clarify the inportance
of acquiring conplete information for nedically significant SADRs
that are the subject of always expedited reports.
[11.D.5. Medication Errors

Proposed 88 310.305(c)(2)(v)(A), 314.80(c)(2)(v)(A), and
600. 80(c)(2)(v) (A would require that each donmestic report of an
actual nedication error, received or otherw se obtained, be
submtted to the agency as soon as possible, but in no case |later
than 15 cal endar days after recei pt by the manufacturer
("applicant” for proposed 88 314.80(c)(2)(v)(A) and
600.80(c)(2)(v)(A)) of the m ninumdata set for a report of an
SADR or, if an SADR does not occur, the mninuminformation for
the report as described in section I11.C. 5 of this docunent
(i.e., an identifiable patient, an identifiable reporter, and a
suspect drug or biological product). For postmarketing safety
reporting purposes, all reports of nedication errors would be
consi dered unexpected. FDA is proposing this new type of

expedited report to protect public health.
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Proposed 88 310.305(c)(2)(v)(B), 314.80(c)(2)(v)(B), and
600.80(c)(2)(v)(B) would require that reports of potenti al
nmedi cation errors, received or otherw se obtained, be subnmtted
to the agency as soon as possible, but in no case |ater than 15
cal endar days after receipt by the manufacturer ("applicant” for
proposed 88 314.80(c)(2)(v)(B) and 600.80(c)(2)(v)(B)) of the
m ni mum i nformation described in section Il11.C.5 of this docunent
(i.e., an identifiable reporter and a suspect drug or bi ol ogi cal
product). FDA is proposing subm ssion of this infornation to the
agency in an expedited manner to attenpt to prevent actual
medi cation errors.

Proposed 88 310.305(c)(2)(v)(C, 314.80(c)(2)(v)(©, and
600.80(c)(2)(v)(C state that if a full data set is not available
for an actual or potential nmedication error report at the time of
initial subm ssion of the report to FDA, manufacturers and
applicants would submt the information required under proposed
88 310.305(c)(1)(iv), 314.80(c)(1)(iv) and 600.80(c)(1)(iv) as
described in section I11.C.5 of this docunent and al so submt a
30-day followup report as described in section I11.D.6 of this
docunent. FDA is proposing this action to clarify the inportance
of acquiring conplete information for reports of nedication
errors.

[11.D. 6. Followp Reports
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Current postmarketing expedited safety reporting regul ations
at 88 310.305(c)(2), 314.80(c)(1)(ii), and 600.80(c)(1)(ii)
require persons subject to these regulations to pronptly
i nvestigate all serious, unexpected adverse drug experiences that
are the subject of expedited reports and to submt foll owp
reports within 15 cal endar days of receipt of new information or
as requested by FDA. If additional information is not
obt ai nabl e, records should be maintained of the unsuccessful
steps taken to seek additional information. Thus, followp
reports are currently only required to be submtted to FDA if
requested by the agency or if new information is obtained or
ot herw se received by the manufacturer or applicant for an
adverse drug experience previously reported to FDA

In this rul emaki ng, FDA continues to require subm ssion of
these followp reports. 1In addition, as described in the
fol | owi ng paragraph, a 30-day foll owp report would be required
to be submitted in certain cases (i.e., initial serious and
unexpected SADR reports, always expedited reports and nedi cation
error reports that do not contain a full data set). |If a 30-day
followp report is required and no new information is avail able
for the report, then the manufacturer or applicant would still be
required to submt the 30-day followp report, indicate in the
report that no new informati on was avail abl e and include a

description of the reason(s) for its inability to acquire
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conplete information and its efforts to obtain conplete
information. In all other cases, if there is no new information
to report to FDA on a previously submtted SADR no foll owp
report would be required to be submtted to the agency.

Proposed 88 310.305(c)(2)(vi), 314.80(c)(2)(vi), and
600.80(c)(2)(vi) would require nmanufacturers and applicants to
use active query to obtain additional information for any serious
and unexpected SADR submitted to FDA in an expedited report under
proposed 88 310.305(c)(2)(i), 314.80(c)(2)(i), and
600. 80(c)(2) (i) that does not contain a full data set. The
proposed anendnment woul d al so require these persons to use active
guery to obtain additional information for any al ways expedited
report under proposed 88 310.305(c)(2)(iv), 314.80(c)(2)(iv), and
600. 80(c)(2)(iv) or any medication error report under proposed
88 310.305(c)(2)(v), 314.80(c)(2)(v), and 600.80(c)(2)(v) that
does not contain a full data set. This information would be
subnmitted to the agency in a followip report within 30 cal endar
days after initial subm ssion of the expedited report to FDA by
t he manufacturer or applicant (30-day followup report). This
proposed anmendnent woul d provide the agency with tinely
acqui sition of nore conplete information for SADRs and nedi cation
errors that are the subject of these reports.

Proposed 88 310.305(c)(2)(vi), 314.80(c)(2)(vi), and

600.80(c)(2)(vi) would also state that:
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* * * |f afull data set is still not

obt ai nabl e, the 30-day followp report nust

contain the information required under

paragraph (c)(1)(iv) of this section. Any

new safety information in the 30-day foll owp

report nust be highlighted. Any new

information, received or otherw se obtained,

after subm ssion of a 30-day followp report

must be submtted to FDA as a 15-day foll omp

report under paragraph (c)(2)(vii) of this

section.
Thi s proposed anendnent would clarify the information that would
be required in a 30-day followp report if a full data set is
still not available for the report. It would also clarify that
FDA woul d require a 15-day followp report, as described in the
par agr aphs that follow, for any new information obtained or
ot herwi se received for the report after subm ssion of the 30-day
foll omup report. The proposed anendnment woul d ensure that
manuf acturers and applicants woul d exercise due diligence to
obtain conplete information for SADRs that are the subject of 30-
day foll owp reports.

Proposed 88 310.305(c)(2)(vii), 314.80(c)(2)(vii), and

600.80(c)(2)(vii) would amend 88 310.305(c)(2), 314.80(c)(1)(ii),
and 600.80(c)(1)(ii) to clarify that manufacturers and applicants

must submt 15-day followp reports to FDA of any new i nformation
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recei ved or otherw se obtained for any expedited or foll owp
report (except for initial expedited reports under proposed
88 310.305(c)(2)(i), (c)(2)(iv), and (c)(2)(v), 314.80 (c)(2)(i),
(c)(2)(iv), and (c)(2)(v), and 600.80(c)(2)(i), (¢c)(2)(iv), and
(c)(2)(v) that do not contain a full data set) within 15 cal endar
days of initial receipt of new information by the manufacturer or
applicant. Proposed 88 310.305(c)(2)(vii), 314.80(c)(2)(vii),
and 600.80(c)(2)(vii) would also state that:

* * * Expedited reports under paragraphs

(c)(2)(i), (e)(2)(iv), and (c)(2)(v) of this

section that do not contain a full data set

at the time of initial subm ssion of the

report to FDA are subject to the 30-day

foll omup reporting requirenents under

par agraph (c)(2)(vi) of this section rather

than the 15-day foll owup reporting

requi renents under this paragraph.
Thus, 15-day followp reports would be submtted for the
followi ng types of expedited and foll owp reports:

« Serious and unexpected SADR reports that contain a
full data set,
« Information sufficient to consider product
adm ni strati on changes,

+ Unexpected SADRs wi th unknown out cones,
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« Always expedited reports that contain a full data

set,

e Actual and potential nedication error reports that

contain a full data set,

« 30-day followp reports, and

« 15-day foll owp reports.

These proposed revisions clarify the types of expedited reports
t hat woul d be subject to the 15-day foll owup reporting
requirenents.

FDA notes that a 15-day followp report, rather than a
serious and unexpected SADR report, should be submtted to FDA
for an SADR that is initially reported to the agency as serious
and expected or nonserious and unexpected, but is subsequently
determ ned to be serious and unexpected. |In these cases,
manuf acturers and applicants should include in the 15-day
foll omup report a chronol ogi cal history describing the events
that transpired which resulted in determ nation of the serious
and unexpected character of the SADR

FDA is proposing to anend its postmarketing expedited safety
reporting regulations at 88 310.305(c)(2), 314.80(c)(21)(ii), and
600.80(c)(1)(ii) by renmoving the second sentence in these
par agr aphs regardi ng mai ntaining records if additional
information is not obtainable for a serious and unexpected

adverse drug experience. The agency is proposing this anendnent
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because postmarketing safety reporting requirenents for serious
and unexpected SADR reports that do not contain a full data set
are now prescribed under proposed 88 310.305(c)(1)(iv) and
(c)(2)(vi), 314.80(c)(1)(iv) and (c)(2)(vi), and 600.80(c)(1)(iv)
and (c)(2)(vi).
[11.D. 7. Supporting Docunentation

Proposed 88 310.305(c)(2)(viii)(A), 314.80(c)(2)(viii) (A,
and 600.80(c)(2)(viii)(A would require that manufacturers and
applicants submt to FDA, if available, a copy of the autopsy
report if the patient dies. |f an autopsy report is not
avai l abl e, the proposed rule would require that manufacturers and
applicants submt a death certificate to FDA. [|If an autopsy
report becones avail able after the manufacturer or applicant has
submtted a death certificate to the agency, the manufacturer or
applicant nust submt the autopsy report to FDA. |f the patient
was hospitalized, manufacturers and applicants would be required
to submt to FDA, if available, a copy of the hospital discharge
summary. | f any of these docunents is not in English, an English
transl ation of the docunment would be required. FDA is proposing
t hat manufacturers and applicants submt these docunents to
provi de the agency with conplete information for SADRs that
result in a death or hospitalization

Proposed 88 310.305(c)(2)(viii)(A), 314.80(c)(2)(viii) (A,

and 600.80(c)(2)(viii)(A would require that manufacturers and
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applicants use active query to obtain the docunents required to
be submitted to FDA under this paragraph. These docunents woul d
be required to be submtted to FDA as 15-day fol |l owmup reports
(see section I11.D.6 of this docunent) within 15 cal endar days of
initial receipt of the docunent by the manufacturer or applicant.
I n i nstances when a docunent is not submtted to FDA in a 15-day
followmup report within 3 nonths after subm ssion of the initial
expedited report for the death or hospitalization, the agency
woul d assune that active query by the manufacturer or applicant
did not result in access to these docunents. |In this case, a
record of the reason(s) for the lack of docunentation and the
effort that was made to obtain the docunentati on would be
required to be nmai ntained by the manufacturer and applicant.
Proposed 88 310.305(c)(2)(viii)(B), 314.80(c)(2)(viii)(B)
and 600.80(c)(2)(viii)(B) would require that each expedited
report contain in the narrative a list of other rel evant
docunents (e.g., nmedical records, |aboratory results, data from
studi es) regarding the report that are maintai ned by
manuf acturers and applicants. FDA may require, when appropriate,
that copies of one or nore of these docunents be submtted to the
agency within 5 cal endar days after receipt of the request. FDA
woul d usual Iy request such records in response to a suspected
safety problem associated with the use of a drug or licensed

bi ol ogi cal product.
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[11.D.8. Scientific Literature

Current postmarketing expedited safety reporting regul ations
at 88 314.80(d)(1) and 600.80(d)(1) require that expedited
reports based on information fromthe scientific literature be
acconpani ed by a copy of the published article. These
regul ations apply only to reports found in scientific and nedi cal
journals either as case reports or as the result of a forma
clinical trial. Proposed 88 314.80(c)(2)(ix) and
600. 80(c) (2)(ix) would anmend the current regul ations by renoving
the phrase "either as case reports or as the result of a forma
clinical trial" to clarify that all reports fromthe scientific
l[iterature, including case reports, and results of a fornmal
clinical trial, epidemological study, in vitro study, or anim
study, that qualify for expedited reporting under proposed
88 314.80(c)(2) and 600.80(c)(2) would be required to be
submtted to FDA

The proposed rule would al so renove 88 314.80(d)(2) and
600. 80(d)(2). These paragraphs provide that reports based on the
scientific literature nust be submtted on FDA Form 3500A or
conpar abl e format prescribed by the regulations and that, in
cases where persons subject to the postmarketing safety reporting
regul ati ons believe that preparing the FDA Form 3500A constitutes
an undue hardshi p, arrangenents can be nade with the agency for

use of an acceptable alternative reporting format. FDA is
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proposing to renove these paragraphs because the reporting formt
for reports based on information in the scientific literature
woul d be specified under proposed 88 314.80(c)(4) and
600. 80(c)(4) (see section IlIl.F of this docunent).

For organi zational purposes, FDA is proposing to nove
88 314.80(d) and 600.80(d), as revised by this proposed rule, to
proposed 88 314.80(c)(2)(ix) and 600.80(c)(2)(ix). Proposed
§ 310.305(c)(2)(ix) would amend § 310.305(c) by adding the
par agr aph:

Scientific literature. An expedited report

based on information fromthe scientific

literature applies only to reports found in

scientific and nedical journals. These

expedited reports nust be acconpani ed by a

copy of the published article.
Thi s proposed anmendnent would clarify for prescription drug
products narketed for human use wi thout an approved application
the types of safety information found in scientific literature
that would qualify for expedited reporting. The proposed
amendnment woul d al so require that these reports include a copy of
the published article that is the subject of the expedited
report. The proposed anmendnent woul d provide the agency with
nore conplete information for review of safety information from

the scientific literature and would al so provide uniformty
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bet ween FDA' s postmarketing expedited safety reporting
requi renents for prescription drugs marketed for hunman use
wi t hout an approved application and rmarketed drugs with an
approved application.
[11.D.9. Contractors and Shared Manufacturers

Current regulations at 88 310.305(c)(1)(i) and (c)(3),
314.80(c)(1)(iii), and 600.80(c)(1)(iii) require any person whose
name appears on the |abel of a marketed drug product or |icensed
bi ol ogi cal product as a packer or distributor to submt either
expedited reports of serious and unexpected adverse drug
experiences directly to FDA or reports of all serious adverse
drug experiences to the manufacturer (8 310.305(c)(3) or
applicant (88 314.80(c)(1)(iii) and 600.80(c)(1)(iii)) instead of
FDA in 5 cal endar days. This provision also applies to
manuf acturers for 88 314.80(c)(1)(iii) and 600.80(c)(1)(iii) and
to shared nanufacturers, joint manufacturers, and any
partici pants involved in divided manufacturing for
§ 600.80(c)(1)(iii). Proposed 88 310.305(c)(2)(xi)(A),
314.80(c)(2)(x)(A), and 600.80(c)(2)(x)(A would anend these
regul ations to require contractors, as defined in proposed
88 310. 305(a), 314.80(a) and 600.80(a) (see section IIl.A 4 of
this docunent), to submt to the manufacturer (proposed
8§ 310.305(c)(2)(xi)(A)) or applicant (proposed
88 314.80(c)(2)(x)(A) and 600.80(c)(2)(x)(A)) safety reports of
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all SADRs (serious and nonserious) and nedication errors for the
manuf acturer’s (proposed 8 310.305(c)(2)(xi)) or applicant’s
(proposed 88 314.80(c)(2)(x) and 600.80(c)(2)(x)) drug or

bi ol ogi cal product, obtained or otherw se received, within 5

cal endar days of initial receipt of the report by the contractor.
This provision would al so apply to shared manufacturers of

I i censed biol ogical products for proposed § 600.80(c)(2)(x)(A
(i.e., all SARs and nedication errors would be required to be
submtted to the applicant within 5 cal endar days). The
contractor would be required to submt a report of an SADR to the
manuf acturer (proposed 8 310.305(c)(2)(xi)(A)) or applicant
(proposed 88 314.80(c)(2)(x)(A) and 600.80(c)(2)(x)(A)) even if
the report does not contain a mninumdata set. Contractors and
shared manufacturers would only be required to convey to

manuf acturers (proposed § 310.305(c)(2)(xi)(A)) or applicants
(proposed 88 314.80(c)(2)(x) (A and 600.80(c)(2)(x)(A)) whatever
safety information was obtai ned or otherw se received. They
woul d not be required to use active query to acquire safety
information, to conduct followup, or to submt postmarketing
safety reports to FDA. Upon receipt of a safety report froma
contractor or shared manufacturer, the manufacturer (proposed

8§ 310.305(c)(2)(xi)(A)) or applicant (proposed

88 314.80(c)(2)(x)(A) and 600.80(c)(2)(x)(A)) would be required

to conply with the postmarketing safety reporting requirenents
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under proposed 88 310. 305, 314.80 and 600.80 (e.g., use active
guery, if necessary, to acquire safety information, conduct
foll omup, submt postnarketing safety reports to FDA). These
proposed anmendnents woul d provi de manufacturers and applicants
with conplete safety information regarding its products.
Proposed 88 310. 305(c)(2)(xi)(B), 314.80(c)(2)(x)(B), and
600.80(c)(2)(x)(B) would require that contracts between
manuf acturers and contractors (8 310.305(c)(2)(xi)(B)) and
applicants and contractors (88 314.80(c)(2)(x)(B) and
600. 80(c) (2)(x)(B)) specify the postmarketing safety reporting
responsibilities of the contractor. Although contractors and
shared manuf acturers have postmarketing safety reporting
responsibilities, the manufacturer (proposed
8 310.305(c)(2)(xi)(B)) or applicant (proposed
88 314.80(c)(2)(x)(B) and 600.80(c)(2)(x)(B)) would be
responsi bl e for ensuring that the contractors and shared
manuf acturers of its products conply with these postmarketing
safety reporting responsibilities. FDA believes that, in
general, this proposal represents a practice that is already
customary and usual in the pharmaceutical industry because
contractors are typically considered agents of the manufacturer
or applicant.
Proposed 88 310.305(c)(2)(xi)(C, 314.80(c)(2)(x)(C©, and

600.80(c)(2)(x)(C) would require that contractors and shared
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manuf acturers maintain records of SADR reports and nedi cation
errors. This proposal is consistent with current postnmarketing
safety reporting requirenents.

Proposed 88 310.305(c)(2)(xi)(D), 314.80(c)(2)(x)(D, and
600.80(c)(2)(x)(D) state that the recordkeeping, witten
procedures, and discl ai mer provisions under proposed 88 310. 305,
314. 80 and 600. 80 woul d apply to contractors and shared
manuf acturers. This proposal clarifies for contractors and
shared manufacturers which of the postmarketing safety reporting
provi sions would apply to them
[11.D.10. Prescription Drugs Marketed for Human Use Wt hout an
Approved Application

Proposed 8§ 310.305(c)(2)(x) would amend 8 310.305(c)(1)(i)
to require that expedited reports for prescription drugs marketed
for human use w thout an approved application be acconpani ed by a
list of the current addresses where all safety reports and ot her
safety-related records for the drug product are maintai ned by
manuf acturers and contractors. In the Cctober 1994 proposal, FDA
proposed to include, under 88 314.80(c)(2) and 600.80(c)(2), a
section in its postmarketing periodic safety reports on | ocation
of adverse drug experience records (59 FR 54046 at 54061). FDA
IS now reproposing this anmendnent for its postmarketing periodic
safety reports (see sections IIl.E.1.g, IIl.E.2.k.x, and Ill.E. 3

of this docunent). The agency is also proposing to require the
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list of addresses in expedited reports for drugs covered under
§ 310. 305 because manufacturers of these drugs are not required
to submt postmarketing periodic safety reports to FDA. The |i st
of addresses woul d provide rapid access to safety-rel ated records
for FDA inspections and for requests by FDA for additional
i nformati on concerning safety issues.
[11.D.11. Cass Action Lawsuits

Manuf acturers and applicants should not submt SADRs from
class action lawsuits to FDA in an expedited report. The agency
bel i eves that SADRs from class action |lawsuits would be submtted
to FDA from ot her sources (e.g., spontaneous reports) prior to
initiation of the class action lawsuit. Sunmary tabul ations of
SADRs from cl ass action |lawsuits would be required in
post marketing periodic safety reports (see sections Ill1.E 1.e and
I1l.E 2. k.v of this docunent).
I11.D.12. Blood and Bl ood Conponent Safety Reports

Current 8 606.170(a) requires a bl ood establishnment to
t horoughly investigate any conplaint of an adverse reaction
arising as a result of blood collection or transfusion and to
prepare and maintain a witten report of the investigation,
including foll omp and concl usions, as part of the record for
that lot or unit of final product. |If appropriate, the report
nmust be forwarded to the manufacturer of the blood or bl ood

conponent or the collection facility. Under 8 606.170(b), a
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conplication of a blood collection or blood transfusion resulting
ina fatality nust be reported to FDA as soon as possi bl e by

t el ephone or other rapid nmeans of communication, and a witten
report of the investigation nust be submtted to FDA within 7
days of the fatality. Each year, in accordance with

8§ 606.170(b), FDA receives between 50 and 80 reports of
fatalities.

Current 8 606.171 requires |licensed manufacturers of bl ood
and bl ood conponents, unlicensed registered bl ood establishnments
and transfusion services to report biological product deviations.
A bi ol ogi cal product deviation is an event that represents
either: (1) A deviation fromcurrent good manufacturing
practices, applicable regulations, applicable standards, or
established specifications that may affect the safety, purity, or
pot ency of a product; or (2) an unexpected or unforseeabl e event
that may affect the safety, purity, or potency of a product. In
some cases, a biological product deviation reportable under
8§ 606.171 may actually result in an adverse reaction in the
transfusion recipient. In many other cases, the biol ogical
product deviation may be di scovered before the affected products
are adm nistered or adm nistration of the product may not result
in an adverse reaction.

Al t hough manuf acturers of bl ood and bl ood conponents are

currently exenpt fromthe safety reporting requirenents under
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8 600. 80, FDA receives reports of fatal adverse reactions rel ated
to bl ood and bl ood conponents and nay recei ve sone additional

i nformation through biol ogi cal product deviation reporting.
However, the agency does not currently receive adequate
information to nonitor and assess safety-related information
concerning the collection and transfusion of blood and bl ood
conmponents. Such information is essential for evaluating the
agency’s scientific and regulatory policies and for nonitoring

i ndustry practices and their inplications on blood safety. For
t hese purposes, FDA is proposing to anmend 8 606.170 to require
the reporting of all serious SARs, in addition to fatalities,
that are related to the collection or transfusion of blood and
bl ood conmponents (e.g., red blood cells, plasma, platelets, and
cryoprecipitate). For fatal SARs, proposed 8 606.170(c) would
continue the current requirenment that a fatal SAR be reported

i medi ately by tel ephone, facsimle, express mail, or

el ectronically transmtted nail and in a witten report within 7
cal endar days of the fatality. Because blood establishnments are
already required to investigate all conplaints of an adverse
reaction related to the collection and transfusion of blood and
bl ood conponents and many of these reactions are well recognized
and understood by bl ood establishnments and by FDA, the agency is

not proposing to require the subm ssion of postmarketing periodic

154



safety reports (i.e., TPSRs, PSURs, |IPSRs and individual case
safety reports--sem annual subm ssions).

Specifically, FDA is proposing to amend 8 606. 170 by
revising the title of the section to read “Suspected adverse
reaction investigation and reporting”; by nmaking editorial
changes to § 606.170(a), which prescribes requirements for the
i nvestigation and recording of any conplaint of an SAR related to
the collection or transfusion of blood or blood conponents; by
adding a new requirenent for reporting of serious SARs related to
transfusion or collection procedures (proposed § 606.170(b)); and
by redesignating current 8 606.170(b) as § 606.170(c) and
revising the paragraph as discussed below. FDA is al so proposing
that the ternms “SAR’ and “serious SAR,” as used in proposed
8 606. 170, have the sane neaning as defined in proposed
8§ 600.80(a)(see sections II1l.A 1 and Il1l1.A 3 of this docunent).

In general, FDA believes that any SAR rel ated to bl ood
donation or transfusion that requires imredi ate nedi cal
intervention or foll owp nedical attention should be reported.

For the purpose of reporting serious SARs related to bl ood
collection, FDA interprets the termto include:

. Vasovagal reactions with syncope (hypotension and

bradycardia) requiring nedical intervention;

. Citrate reactions requiring significant nedical

i ntervention;
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. Anaphyl axi s or any major allergic reactions;

. Sei zure of any type or duration;
. Cer ebr ovascul ar acci dents;
. Cardi ac arrhythm a, angina of any duration, nyocardi al

infarction, or cardiac arrest;

. Clinically significant hypotension

. Bronchospasm respiratory insufficiency;

. Arterial puncture, air enbol us;

. Phl ebot onmy-rel at ed nerve damage; and,

. Thr onbophl ebitis, phlebitis, or any procedure-rel ated
i nfection.

For SARs related to donation, FDA interprets the term “serious

SAR’ not to include:

. Self-limted vasovagal reactions (henodynam cally
st abl e) ;

. Self-limted citrate reactions;

. Local i zed hemat oma, unconplicated; and,

. Localized skin irritation, unconplicat ed.

For the purposes of reporting serious SARs related to
recei pt of a blood transfusion, FDA interprets the termto
i ncl ude:
. Any conmplication fromthe use of an unsuitable unit,

i ncludi ng i nfusion of henolyzed bl ood;
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. Any conplication frominproper blood adm nistration,
including failure to use a standard blood filter (e.g.,

air enbolism

. | nduced henol ysis, acute or del ayed;

. Transmitted infections, including bacterial infections;
. Associ ated graft versus host disease;

. Rel at ed hypersensitivity wth respiratory insufficiency

and/ or hypotension (e.g., anaphyl axis);
. Transfusion-rel ated acute lung injury (TRALI);
. | nduced al | oi mmuni zati on which prevents effective
transfusion therapy (e.g., posttransfusion purpura);
. | nduced congestive heart failure; and
. | nduced cardi ac arrhythm as, including those resulting
from et abol i ¢ i nbal ance.
For SARs related to recei pt of a blood transfusion, FDA
interprets the term*“SAR’ not to include:
. Febril e nonhenolytic transfusion reactions;
. Rel at ed hypersensitivity w thout respiratory
i nsufficiency nor hypotension;
. | nduced al | oi mruni zati on whi ch does not prevent
ef fective transfusion therapy;
. I nfections not clinically significant to the recipient,
such as cytonegal ovirus (CW) infection in an

i mmunoconpet ent adul t; and,
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. | nduced henochronat osi s.

FDA is proposing to require that for a serious SAR rel ated
to bl ood collection, the establishnent perform ng the bl ood
col l ection be responsible for reporting the serious SAR to FDA
and for a serious SAR related to transfusion, the establishnment
responsi ble for the conpatibility testing be responsible for
reporting the serious SAR to FDA (proposed 8 606.170(b)). FDA is
proposing to require that reports of serious SARs, including
fatal SARs under proposed 8 606.170(c), be reported to FDA using
the reporting fornmat described in proposed 8§ 600.80(c)(4). Thus
the reporting facility would be required to submt a report for
each individual patient on FDA Form 3500A or a conputer-generated
facsimle of FDA Form 3500A using the appropriate “preferred
term in the | atest version of MedDRA (see section IIl.F of this
docunent) .

Current 8 606.171 requires reports of biological product
devi ations be submitted as soon as possible, but not to exceed 45
cal endar days. Because there will be instances when an SAR
occurs and a biol ogical product deviation nmay have contributed to
an SAR, FDA is proposing to require reporting of serious SARs to
t he agency within 45 cal endar days (for fatal SARs, within 7
cal endar days) of the determ nation that a serious SAR related to
bl ood col l ection or transfusion has occurred. This wll permt a

bl ood establishnment to investigate and report both a biol ogi cal
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product deviation and an SAR rel ated to the biological product

deviation at the sanme time and will limt the reporting burden.
In the case of a reported serious SAR that subsequently results
ina fatality, FDA would not require two separate reports, one

reporting the serious SAR and the other reporting the fatality.
However, if the fatality occurs after the report of the serious
SAR is submtted to the agency, the blood establishnment shoul d

update the initial report to report the fatality.

I11.E. Post nar keti ng Periodic Safety Reporting

The proposed rule would require all applicants to submt to
FDA sem annual |y on an FDA Form 3500A (VAERS form for vacci nes,
CCOVMS | Form if desired, for foreign SADRsS) certain
spont aneously reported SADRs (see tables 7 and 9 and section
I11.E. 4 of this docunent regarding individual case safety
reports--sem annual subm ssions). Applicants would al so be
required to submt other postnmarketing periodic safety reports
(i.e., traditional periodic safety reports (TPSRs), periodic
safety update reports (PSURs), or interimperiodic safety reports
(IPSRs)) to FDA with a frequency as described in section
I1'l.E.5.a of this docunent (see tables 7 and 9). PSURs, |PSRs,
and TPSRs woul d provide FDA with an overview or summary of the
safety profile of a drug or |icensed biol ogical product
(excludi ng individual case safety reports). A TPSR woul d

essentially contain the same format and content as the periodic
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safety report currently required by the agency's postnmarketing
periodic safety reporting regulations (see table 10 and section
I1l.E. 1 of this docunment). A PSUR would essentially be
consistent with the format and content of the periodic safety
report described in the ICH E2C gui dance (see section II1I.E 2 of
this docunent), and an I PSR woul d represent an abbreviated form
of a PSUR (see section IlIl.E 3 of this docunent). Applicants

wi th drugs and |icensed bi ol ogi cal products approved prior to
January 1, 1998, would have the option to submt either a TPSR or
PSUR to FDA, whereas applicants with products approved on or
after January 1, 1998, would be required to submt a PSUR (see
tables 7 and 9 and section IIl.E. 5.a of this docunent). FDAis
proposing to require subm ssion of periodic safety reports in a
PSUR format for products approved on or after January 1, 1998, to
be consistent with the | CH E2C gui dance. FDA is not proposing to
requi re subm ssion of PSURs for products approved prior to
January 1, 1998, because the agency recogni zes that the nost
significant new safety information on a product is usually
acquired in the first few years after it has been on the market.
It is not necessary for applicants to reformat periodic safety
reports for products approved prior to January 1, 1998. In
addition, in sone cases, it will be sufficient for FDA to review
an abbreviated formof the PSUR (i.e., at 7.5 and 12.5 years

after U S. approval of a product). For these cases, the agency
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IS proposing to require subm ssion of an I PSR i nstead of a PSUR
(see tables 7 and 9 and sections IIl1.E.3 and IIl.E.5.a of this
docunent).

I[11.E. 1. Traditional Periodic Safety Reports (TPSRs)

Current regulations (88 314.80(c)(2)(ii)(a) through
(c)(2(ii)(c) and 600.80(c)(2)(ii)(A) through (c)(2)(ii)(Q)
require the subm ssion of postmarketing periodic adverse drug
experience reports that contain:

A narrative summary and analysis of the information in
the report and an analysis of the 15-day postnarketing Alert
reports submtted during the reporting period (all 15-day Alert
reports being appropriately referenced by the applicant's patient
i dentification nunber, adverse reaction term(s), and date of
submi ssion to FDA)

* An FDA Form 3500A describing each adverse drug experience
not previously reported (with an index consisting of a line
listing of the applicant's patient identification nunber and
adverse reaction tern(s)); and

A history of actions taken since the |ast periodic
report.

Proposed 88 314.80(c)(3)(i) and 600.80(c)(3)(i) would amend these
regul ati ons by replacing the term"periodic adverse drug
experience report” wth the term"traditional periodic safety

report (TPSR)." FDA is proposing this revision to differentiate
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t he exi sting postmarketing periodic safety report fromthe
proposed new postmarketing periodic safety reports (i.e., PSURs
and | PSRs, see sections IIl.E. 2 and Il1.E. 3 of this docunent).

I[1l1.E. 1.a. Narrative summary and anal ysis of individual case

safety reports. Proposed 88 314.80(c)(3)(i)(A) and

600.80(c)(3)(i)(A) would anmend 88 314.80(c)(2)(ii)(a) and
600.80(c)(2)(ii)(A) by providing paragraph headi ngs and
reorgani zi ng and revising these paragraphs. Proposed
88 314.80(c)(3)(i)(A (1) and 600.80(c)(3)(i)(A) (1) would anend
88 314.80(c)(2)(ii)(a) and 600.80(c)(2)(ii)(A) by replacing the
phrase "the information in the report”™ wth the foll ow ng:
serious, expected SADRs and nonserious, unexpected
SADRs occurring in the United States that were
submtted to the applicant during the reporting period
fromall spontaneous sources (i.e., health care
prof essi onal s and ot her individuals) (with an index
consisting of aline listing of the applicant's
manuf acturer report nunber and SADR term(s)). The
narrative summary and anal ysis woul d i ncl ude
spont aneous reports submtted to the applicant by
heal th care professionals and other individuals (e.g.,
consumers).
Proposed 88 314.80(c)(3)(i)(A)(2) and 600.80(c)(3)(i)(A(2)
woul d anmend 88 314.80(c)(2)(ii)(a) and 600.80(c)(2)(ii)(A) by
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repl aci ng the phrase "an analysis of the 15-day Alert reports * *
* date of submission to FDA)" with the phrase:

An anal ysis of the expedited reports submtted

during the reporting period under paragraphs

(c)(2) (i) through (c)(2)(vii) of this section (al

expedited reports nust be appropriately referenced

by the applicant's manufacturer report nunber,

SADR tern(s), if appropriate, and date of

subm ssion to FDA)

Current regul ations at 88 314.80(c)(2)(iii) and
600.80(c)(2)(iii) state that periodic reporting, except for
information regardi ng 15-day Alert reports, does not apply to
adverse drug experience information obtained from postmarketing
studi es (whether or not conducted under an IND), fromreports in
the scientific literature, and fromforeign marketing experience.
FDA is proposing to renove this statenent because proposed
88§ 314.80(c)(3)(i)(A (1) and 600.80(c)(3)(i)(A) (1) specifies the
type of information that FDA would require in a TPSR

IIl.E.1.b. Individual case safety reports. FDA is al so

proposing to renove 88 314.80(c)(2)(ii)(b) and
600.80(c)(2)(ii)(B) fromthese regulations. FDA is proposing
t his change because the requirenent to submt individual case

safety reports to FDA on FDA Form 3500A (VAERS form for vaccines)
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woul d be required in a separate subm ssion on a sem annual basis
(see section Il1.E 4 of this docunent).

I11.E. 1.c. Increased frequency reports. Proposed

88 314.80(c)(3)(i)(A(3) and 600.80(c)(3)(i)(A)(3) would anend

88 314.80(c)(2)(ii)(a) and 600.80(c)(2)(ii)(A to require
applicants to include in TPSRs a di scussion of any increased
reporting frequency of serious, expected SADRs, i ncluding
comrents on whether it is believed that the data reflect a

meani ngf ul change in SADR occurrence. Even though the agency has
revoked the requirenment to submt increased frequency reports in
an expedited manner (62 FR 34166), FDA is interested in review ng
periodically informati on on increased frequencies of serious,
expected SADRs and is proposing that this type of information be
submtted to the agency in TPSRs.

The proposed rule would also require that this section of
the TPSR include an assessnment of whether it is believed that the
frequency of lack of efficacy reports, obtained or otherw se
received during the reporting period, is greater than would be
predi cted by the premarketing clinical trials for the drug or
bi ol ogi cal product. This assessnment woul d be provi ded whether a
serious SADR, nonserious SADR, or no SADR occurs as a result of a
| ack of efficacy of the product.

I11.E.1.d. Safety-related actions to be taken. Proposed

88 314.80(c)(3)(i)(A(4) and 600.80(c)(3)(i)(A(4) would require
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applicants to include in TPSRs the applicant’s conclusion as to
what, if any, safety-related actions should be taken based on the
anal ysis of the safety data in the TPSR (e.g., |abeling changes,
studies initiated). FDA is proposing this amendnment to highlight
safety-related actions that may be necessary.

I11.E.1.e. Summary tabulations. Proposed

88 314.80(c)(3)(i)(B), and 600.80(c)(3)(i)(B) would require that
a new section of summary tabulations (i.e., lists of all SADR
terms and counts of occurrences) be included in TPSRs for al
serious, expected SADRs; nonserious, unexpected SADRs;

nonseri ous, expected SADRs; and expected SADRs wi th unknown

out cone occurring in the United States that are submtted to the
applicant during the reporting period fromall spontaneous
sources (i.e., health care professionals and other individuals).
These tabul ati ons woul d i ncl ude SADRs that were previously
submtted to FDA in an expedited report (i.e., serious,
unexpect ed SADRs, unexpected SADRs wi th unknown outcone, and

al ways expedited reports) and reports of SADRs not previously
subnmitted to FDA by applicants (e.g., reports subnmtted to
applicants by FDA; reports obtained fromFDA from freedom of
information requests at the discretion of applicants; reports
fromclass action |lawsuits). The proposed rule would require
that cumul ative data be provided for SADRs that are determned to

be both serious and unexpected (i.e., all cases reported to
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date). These summary tabul ati ons woul d be presented by body
system or standard organ system classification schene (e.g.,
cardi ovascul ar, central nervous system endocrine, renal). The
proposed rule woul d al so require summary tabul ations for al
donestic reports of actual nedication errors (i.e., serious
SADRs, nonserious SADRs, no SADRs) and potential nedication
errors (i.e., nunber of reports for specific errors) that were
previously submtted to the agency as an expedited report.

In the guidance of 1992, FDA advi ses applicants to include
in their postmarketing periodic safety reports a |listing by body
system of all adverse drug experience terns and counts of
occurrences submtted during the reporting period. FDA is now
proposing to clarify and codify this expectation.

[11.E.1.f. H story of safety-related actions taken.

Proposed 88 314.80(c)(3)(i)(C, and 600.80(c)(3)(i)(C would
amend 88 314.80(c)(2)(ii)(c) and 600.80(c)(2)(ii)(C by adding
the phrase "safety-rel ated" before the word "actions"” and by
renovi ng the phrase "because of adverse drug experiences."” FDA

I s proposing these changes because actions may be taken for
safety-rel ated reasons other than SADRs. The proposed rule
woul d al so anmend t hese regul ati ons by addi ng the phrase "periodic
safety” before the word "report™ for clarification.

[11.E. 1.g. Location of safety records. Proposed

88 314.80(c)(3)(i)(D and 600.80(c)(3)(i)(D would require
anot her new section in TPSRs that would contain a |list of the
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current address(es) where all safety reports and other safety-
related records for the drug product or |icensed biol ogical
product are maintained. FDA is proposing to require a |list of

t hese addresses to provide rapid access to safety-related records
for FDA inspections and for requests by FDA for additional

i nformati on concerning safety issues.

I11.E.1.h. Contact person. Proposed 88 314.80(c)(3)(i)(E)

and 600.80(c)(3)(i)(E) would require another new section in TPSRs
that woul d contain the nanme and tel ephone nunber of the |icensed
physi cian or |icensed physicians responsible for the content and
nmedi cal interpretation of the data and i nfornmati on contained
within the TPSR  The fax nunber and e-nmail address for the
I i censed physician would al so be included, if available. This
proposal woul d provide the agency with someone to contact with
any questions that may arise during review of a TPSR FDA is
proposi ng that the contact persons be |icensed physicians because
of their crucial know edge of the nedical significance of the
information provided in a TPSR

Tabl e 10 highlights the differences in content between the
currently required postmarketing periodic adverse drug experience

reports and proposed TPSRs.
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Table 10.--Differences Between the Current Requirenent for the
Content of Postmarketing Periodic Adverse Drug Experience Reports
and the Proposed Content of TPSRs.

Content of Periodic Adverse Drug Proposed Revi sions to Content of
Experi ence Report Periodi c Adverse Drug Experience
Report (Proposed TPSRs)

Narrative summary and analysis of the |Excludes nonserious expected SADRs.
informati on contained in the report.

I ncludes discussion of increased
frequency of serious expected SADRs
and |l ack of efficacy reports.

I ncludes applicant's recommendati ons
for safety-related actions to be

taken.
Anal ysis of expedited reports Not revised
subm tted to FDA during the reporting
interval
FDA Form 3500A (VAERS form for Revoked requirement?

vacci nes) for each adverse drug
experience not submtted to FDA as an
expedited report.

I ndex consisting of a line listing of [Not revised
the applicant's patient
identification nunber and adverse
reaction term(s).

Hi story of actions taken since the Not revised
|l ast report because of adverse drug
experiences.

_____________ Requi re subm ssion summary
t abul ati ons. ?

............. New section added for location of
safety records.

------------- New section added for contact
information for licensed physician
responsi ble for information in TPSR

! I'ndividual case safety reports would be submtted to FDA separately on

a sem annual basis (see section IlIl.E. 4 of this docunent).

2 Summary tabulations are currently requested (see the guidance of 1992)
but not required for postmarketing periodic adverse drug experience reports.
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I11.E. 2. Periodic Safety Update Reports (PSURs)

Proposed 88 314.80(c)(3)(ii) and 600.80(c)(3)(ii) would
anmend FDA' s postnarketing periodic safety reporting regul ations
by addi ng a new type of postmarketing periodic safety report.
This new report would be identified as a "periodic safety update
report (PSUR)." The proposed content and format for the PSUR, as
descri bed bel ow, are consistent with the I CH E2C gui dance (62 FR
27470) and woul d enabl e applicants to submt a single core
docunent (PSUR excl udi ng appendi ces) to regulatory authorities
wor | dwi de. All dosage fornms, fornulations, and indications for
whi ch applicants hold an approved application (i.e., NDA, ANDA,
BLA) for a given drug substance or |icensed biol ogical product
shoul d usually be covered in one PSUR The PSUR may i ncl ude
separate presentations of these data as well as other data (e.g.,
popul ations) if such presentations would facilitate review of the
PSUR. FDA is proposing that a PSUR contain the foll ow ng
i nformation:

[Il.E.2.a. Title page, table of contents, and introduction.

The title page would include, at a m ninum the follow ng

i nf ormati on:
e Nane and international birth date of the drug substance
or licensed biological product that is the subject of the

PSUR,
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* Various dosage forns and formul ati ons of the drug

substance or biol ogical product covered by the PSUR

e Nane and address of the applicant,

* Reporting period covered by the PSUR, and

« Date of the PSUR
The introduction would provide a brief description of how this
PSUR rel ates to previous reports and circunstances, woul d
reference rel evant drug products, drug substances, or biol ogical
products reported in other periodic safety reports (e.g., a
conbi nation product reported in a separate PSUR), and woul d
i ndi cate any data duplication with other PSURs. If two or nore
conpani es co-narket the sane drug substance or |icensed
bi ol ogi cal product, the safety reporting responsibilities of each
of the conpani es should be specified clearly in the introduction.

[I11.E.2.b. Wrldwide marketing status. This section of the

PSUR woul d contain a table of the chronol ogical history of the
wor | dwi de mar keting status of the drug or biological product(s)
covered by the PSUR fromthe date the product was first approved
(i.e., the international birth date) through its current status

(i.e., cunulative information). The table would include:

Dat es of drug or biological product approval and renewal,

Safety-related restrictions on product use,
* Indications for use and special popul ati ons covered by

the drug or biological product approval,
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» Lack of approval of the drug substance or biol ogical
product in any dosage formor for any indication for use by any
regul atory authority(ies),

* Wthdrawal of a pending drug or biological product
mar keti ng application by the applicant for safety- or efficacy-
rel ated reasons,

« Dates of market |aunches, and

» Trade name(s).

Drug or biological products that are approved in a country for a
particul ar indication, popul ation, or dosage formthat may result
in different types of patient exposure in that country should be
identified, particularly if there are neaningful differences in
the safety information reported in the PSUR due to the difference
in patient exposures.

[Il1.E.2.c. Actions taken for safety reasons. This section

of the PSUR would contain details on regulatory authority-
initiated (e.g., FDA) and/or applicant-initiated actions rel ated
to safety that were taken during the period covered by the PSUR
and between the data | ock point and PSUR subm ssion (i.e., "late-
breaki ng" safety concerns) including:

e Wthdrawal or suspension of product approval or
i ndi cation for use approval,

* Failure to obtain a narketing authorization renewal or to

obtain an approval for a new indication for use,
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* Restrictions on distribution (e.g., products recalled for
saf ety reasons),

e Cinical trial suspension,

» Dosage nodification

« Changes in target population or indications, and

* Formul ati on changes.
This section of the PSUR would al so contain a narrative
identifying the safety-related reasons that led to these actions
with rel evant docunentati on appended when appropriate. Any
communi cation with health care professionals (e.g., Dear
Heal t hcare Professional letters) resulting fromsuch actions
woul d al so be described with copies appended.

[I1.E.2.d. Changes to CCSI. This section of the PSUR woul d

descri be changes to the CCSI (e.g., new contraindications,
precautions, warnings, SADRs, or interactions) made during the
period covered by the PSUR A copy of any nodified section of
the CCSI would be included. Applicants would use the CCSI in
effect at the beginning of the reporting period for the PSUR
The revised CCSI woul d be used as the reference docunent for the
next reporting period.

[11.E.2.e. Wrldw de patient exposure. This section of the

PSUR woul d include, for the reporting period, an estimte of the
wor | dwi de patient exposure to the drug or biological product(s)

covered by the PSUR (i.e., nunmber of patients, average or nedian
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dose received, and average or nedian length of treatnent). |In
many cases, accurate patient exposure data for a reporting period
may be difficult to obtain. However, applicants shoul d exercise
due diligence to obtain an estimate of this exposure. The nethod
used to estimte patient exposure would al ways be described. |If
the patient exposure is inpossible to estimate or is neaningl ess,
an expl anation of and justification for such conclusions would be
provided. |[|f patient exposure is inpossible to estimate, other
measures of exposure, such as patient-days, nunber of
prescriptions, or nunber of dosage units, could be used. |If
these or other nore precise neasures are not avail able and an
adequat e explanation for the lack of such information is

provi ded, bulk sales could be used with estimtes of what such
nunbers may nean in terns of patient exposure.

When possi bl e, data broken down by gender and age
(especially pediatric versus adult) would be provided. Data for
the pediatric popul ation would be reported, if possible, by age
group (e.g., neonates, infants, children, adolescents). If these
data are not avail able, an explanation for the |ack of such
i nformati on would be included. |In addition, when a pattern of
reports indicates a potential problem details by country (with
| ocal |y recomrended dosage regi nens) or other segnentation (e.g.,

i ndi cation, dosage form would al so be presented.
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Patient exposure for clinical studies should also be
provi ded when SADR data fromthese types of studies are included
in the PSUR  For ongoing or blinded clinical studies, an
estimate of patient exposure should be provided.

I[11.E.2.f. |Individual case safety reports.

[11.E.2.f.i. VLine listings. Individual line listings of

vari ous data points fromindividual case safety reports are

i ncluded as part of the format for international PSURs agreed to
by 1CH (1 CH E2C gui dance, 62 FR 27470 at 27473 and 27474). FDA
wi Il not require subm ssion of such line listings in PSURs
because, instead, the agency is proposing to require a separate
sem annual subm ssion of certain individual case safety reports
on FDA Form 3500A (VAERS formfor vaccines, CTOMS | form if
desired, for foreign SADRs) (see section III.E 4 of this
docunent). However, FDA is willing to accept line listings in
PSURs as described in the | CH E2C gui dance if applicants wish to
i nclude them FDA believes that such an approach will help
further the goal of harnoni zing PSUR generation, formatting, and
subni ssi on gl obal ly.

[I1.E.2.f.ii. Summary tabulations. This section of the

PSUR woul d consi st of sunmary tabul ations of individual case
safety reports (e.g., serious unlisted SADRs, serious |isted

SADRs, nonserious unlisted SADRs, nonserious |listed SADRs) for
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the foll owm ng SADRs obtained or otherw se received during the
reporting period:
e Al serious and nonserious SADRs from spont aneous sources
that were submtted to applicants by a health care
pr of essi onal ,
e Al serious SADRs from studi es, individual patient |NDs,
or, in foreign countries, from named-patient "conpassionate"
use,
* Al serious SADRs and nonserious unlisted SADRs fromthe
scientific literature,
e Al serious SADRs fromregulatory authorities, and
e Serious SADRs from ot her sources such as reports created
by poison control centers and epi dem ol ogi cal data bases.
These summary tabul ati ons woul d be nade up of lists by body
system or standard organ system classification schene (e.g.,
cardi ovascul ar, central nervous system endocrine, renal) of al
SADR ternms and counts of occurrences. For SADRs that are
determ ned to be both serious and unlisted, cunul ative data woul d
al so be provided (i.e., all cases reported to date). Applicants
may provide information for this section of the PSUR in a
narrative rather than a summary tabul ation if the nunber of cases
is small or the information is inadequate for any of the

t abul ati ons.
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As noted previously, FDA would consider “study” information
to include the follow ng: safety information from conpany-
sponsored patient support prograns, di sease management prograns,
patient registries, including pregnancy registries, or any
organi zed data coll ection schenme (see section IIl1.A 7 of this
docunent). FDA is proposing to include summary tabul ations for
serious |isted SADRs fromstudy information in PSURs to be
consistent with the I CH E2C gui dance (62 FR 27470 at 27474), even
t hough the agency indicated in the clarification guidance of 1997
that only serious and unexpected adverse drug experiences for
which there is a reasonable possibility that the drug or
bi ol ogi cal product caused the adverse drug experience shoul d be
reported to FDA from studi es.

This section of the PSUR would al so contain a brief
di scussion of the individual case data in the summary tabul ati ons
(e.g., discussion of medical significance or nmechanisn). This
section of the PSUR should be used to conment on specific cases
rather than to provide an overall assessnent of the cases.

II1.E 2.9. Safety studies. This section of the PSUR woul d

contain a discussion (not just a listing of the studies) of
nonclinical, clinical, and epi dem ol ogi cal studies concerning
i nportant safety information including:

« Al applicant-sponsored studies newy anal yzed during the

reporting period;
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* New studies specifically planned, initiated, or

continuing during the reporting period that exan ne a safety

i ssue, whether actual or hypothetical; and

* Published safety studies in the scientific and nedi cal

literature, including relevant published abstracts from

nmeetings (provide citations for all reports fromthe
literature).
As noted previously, FDA would consider “study” information to
include the followng: safety information from conpany-sponsored
patient support prograns, di sease nmanagenent prograns, patient
regi stries, including pregnancy registries, or any organi zed data
col l ection schene (see section Il1.A 7 of this docunent).

The study design and results of newly anal yzed studies
shoul d be clearly and concisely presented with attention to the
usual standards of data anal ysis and description that are applied
to nonclinical and clinical study reports. Copies of ful
reports for these studies should be appended only if new safety
i ssues are raised or confirned. FDA may request copies of other
studies, if necessary.

For new or ongoi ng studies, the objective, starting date,
proj ected conpl etion date, nunber of subjects (planned and
enroll ed), and protocol abstract for each study shoul d be
provi ded. Wen possible and relevant, interimresults of ongoi ng

studi es shoul d be presented.
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[11.E. 2. h. O her information. This section of the PSUR

woul d contain a discussion of nedically relevant |ack of efficacy
reports (e.g., mght represent a significant hazard to the
treated popul ation) for a product(s) used to treat serious or
life-threatening diseases, or any inportant new i nformation
received after the data | ock point (e.g., significant new cases).

[11.E.2.i. Overall safety evaluation. This section of the

PSUR woul d contain a concise, yet conprehensive, analysis of al
of the safety information provided in the PSUR, including new
i nformati on provi ded under the section entitled "Q her
Information.” In addition, the section would include an
assessnment by applicants of the significance of the data
collected during the reporting period, as well as fromthe
perspective of cumul ative experience. Applicants would highlight
any new i nformation on:

» Serious, unlisted SADRs;

* Increased reporting frequencies of |isted SADRs,

i ncl udi ng conments on whether it is believed that the data

refl ect a meani ngful change in SADR occurrence;

* A change in characteristics of |listed SADRs (e.qg.,

severity, outcone, target population); and

* Nonserious, unlisted SADRs.
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As part of the overall safety evaluation, applicants would
al so explicitly address any new safety issue including but not
limted to the foll ow ng:

e Drug interactions;

* Experience with overdose, whether deliberate or

accidental, and its treatnent;

* Drug abuse or intentional m suse;

» Positive or negative experiences during pregnancy or

| act ati on;

 FEffects wwth long-termtreatnent; and

* Experience in special patient groups (e.g., pediatric

popul ati on eval uated, if possible, by age group; geriatric;

organ inpaired).
Applicants would note a | ack of significant new infornmation for
any of these categories.

II'1.E.2.j. Conclusion. This section of the PSUR woul d

I ndi cate new safety information that is not in accord with

previ ous cunul ative experience and with the CCSI in use at the
begi nning of the reporting period (e.g., new evidence that
strengthens a possi bl e causal rel ationship between the drug or

bi ol ogi cal product and an SADR, such as positive rechall enge, an
epi dem ol ogi cal associ ation, or new | aboratory studies). This
section of the PSUR woul d al so specify and justify any action

reconmended or initiated, including changes in the CCSI
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[11.E 2. k. Appendices. This section of the PSUR woul d

i nclude the follow ng informati on as appendi ces:

I11.E 2. k.i. Conpany core data sheet. A copy of the conpany

core data sheet covered by the PSUR (i.e., in effect at the
begi nni ng of the period covered by the PSUR) woul d be provided.
The conpany core data sheet woul d be nunbered and dated and
include the date of last revision. |In addition, a copy of the
conpany core data sheet for the next reporting period wuld be
provi ded.

I11.E 2. k.ii. US. labeling. A copy of the current

approved U. S. | abeling would be provided. Any safety information
that is included in the CCSI but not in the U S. |abeling would
be identified and an explanation for the discrepancy provided.
Any safety-rel ated changes or proposed changes to the U S

| abel i ng nade during the reporting period would be descri bed,

i ncl udi ng the suppl enent nunbers and dates of subm ssion for the
suppl ements. Any suggested change or changes in the U S.

| abel ing that shoul d be considered based on the safety anal ysis
in the PSUR woul d al so be described. (If appropriate, a

suppl enental application would be filed with FDA concerning those
changes as prescribed under 88 314.70 or 601.12.)

[11.E.2.k.iii. Spontaneous reports subnmtted to the

applicant by an individual other than a health care professional

Thi s appendi x woul d contain summary tabul ations (e.g., serious
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unlisted SADRs, serious |listed SADRs, nonserious unlisted SADRs,
nonserious |isted SADRs) for all spontaneously reported serious
SADRs, whet her domestic or foreign, and all spontaneously
reported nonserious SADRs occurring in the United States,
obt ai ned or otherw se received during the reporting period by the
applicant froman individual other than a health care
professional (e.g., SADR reports fromconsuners). These summary
tabul ati ons woul d consist of lists by body systemor by standard
organ systemcl assification schene (e.g., cardiovascular, central
nervous system endocrine, renal) of all SADR terns and counts of
occurrences. For those SADRs that are determ ned to be both
serious and unlisted, cunulative data (i.e., all cases reported
to date by individuals other than a health care professional)
woul d al so be provided. The inpact of these spontaneous reports
on the overall safety evaluation would be discussed briefly. FDA
may require applicants to subnmit to the agency, when appropriate,
SADR reports (e.g., FDA Form 3500As), within 5 cal endar days
after receipt of the request, for any or all of the SADRs
contained within this appendi x (see section IIl.H of this
docunent) .

I11.E 2. k.iv. SADRs with unknown outcone. This appendi x

woul d contain sumrary tabul ations for unlisted and |isted SADRs
wi th unknown outconme fromall spontaneous sources (i.e., health

care professionals and ot her individuals), obtained or otherw se
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recei ved by the applicant during the reporting period. These
sumary tabul ati ons woul d consist of lists by body system or by
standard organ system cl assification schene of all SADR ternms and
counts of occurrences. The inpact of these spontaneous reports
on the overall safety evaluation would be discussed briefly. FDA
may require applicants to submt to the agency, when appropriate,
i ndi vi dual case safety reports (e.g., FDA Form 3500As), within 5
cal endar days after receipt of the request, for any or all of the
listed SADRs with unknown outcone contained within this appendi X
(see section Ill1.H of this docunent).

I11.E. 2. k.v. dass action lawsuits. This appendi x woul d

contain sunmary tabulations (e.g., serious unlisted SADRs,
serious |listed SADRs, nonserious unlisted SADRs, nonserious
listed SADRs) for all SADRs obtained or otherw se received during
the reporting period by the applicant fromclass action | awsuits.
These sunmary tabul ati ons woul d consist of |ists by body system
or by standard organ system classification schene of all SADR
terns and counts of occurrences. For SADRs that are both serious
and unlisted, cunulative data would al so be provided. The inpact
of these reports on the overall safety eval uation would be

di scussed briefly. FDA may require applicants to submt to the
agency, when appropriate, individual case safety reports (e.g.,

FDA Form 3500As), within 5 cal endar days after receipt of the
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request, for any or all of the SADRs contained within this
appendi x (see section Il1.H of this docunent).

I11.E 2. k.vi. Lack of efficacy reports. This appendix would

contain an assessnment of whether it is believed that the
frequency of lack of efficacy reports, obtained or otherw se
received during the reporting period, is greater than would be
predi cted by the premarketing clinical trials for the drug or

bi ol ogi cal product. This assessnment woul d be provi ded whet her a
serious SADR, nonserious SADR, or no SADR results froma |ack of
efficacy of the product.

[11.E 2. k. vii. I nformati on on resi stance to anti m crobi al

drug products. This appendi x would contain information, received

or otherw se obtained by the applicant, on resistance to
antimcrobial drug products intended to treat infectious
di seases. Information would incl ude:
e Changes in U S. mcrobial in vitro susceptibility,
e The relationship of changes in U.S. mcrobial in vitro
susceptibility and clinical outcones,
* Therapeutic failure that may possibly be due to
resi stance to the antimcrobial drug product, and
» \Wether the U S. |abeling should be revised because of
the information on antim crobial resistance |earned during

t he period covered by the report.
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I11.E 2. k.viii. Medication errors. This appendi x woul d

contain summary tabul ations for all donestic reports of

medi cation errors submtted during the reporting period as an
expedited report. For actual nedication errors, sunmary

t abul ati ons woul d be provided for serious SADRs, nonserious
SADRs, and no SADRs. For serious SADRs, cunul ative data (i.e.,
all cases reported to date) would al so be provided. For potenti al
medi cation errors, the nunber of reports for specific errors
woul d be provided. |[|f an SADR occurs, the summary tabul ations
woul d consist of lists by body systemor by standard organ system
classification schene of all SADR terms and counts of
occurrences. The inpact of these reports on the overall safety
eval uati on woul d be di scussed briefly.

[11.E 2. k.ix. U.S. patient exposure. Thi s appendi x woul d

contain, for the reporting period, an estimate of the U S

patient exposure to the drug product(s) or biological product(s)
covered by the PSUR (i.e., nunber of patients, average or nedi an
dose received, and average or nedian length of treatnment). The
nmet hod used to estinmate patient exposure woul d al ways be
described. |If the patient exposure is inpossible to estimate or

i s meani ngl ess, an explanation of and justification for such
concl usions woul d be provided. |[If patient exposure is inpossible
to estimate, other neasures of exposure, such as patient-days,

nunber of prescriptions, or nunber of dosage units, may be used.
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| f these or other nore precise neasures are not avail able and an
adequat e explanation for the lack of such information is
provi ded, bul k sales may be used.

I11.E 2. k.x. Location of safety records. This appendi x

woul d contain a list of the current address(es) where all safety
reports and other safety-related records for the drug product or
i censed biological product are maintained. The |ist of
addresses woul d provide rapid access to safety-related records
for FDA inspections and for requests by FDA for additional

i nformati on concerning safety issues.

I1l1.E. 2. k.xi. GContact person. The nanme and tel ephone

nunber of the |icensed physician or |icensed physicians
responsi ble for the content and nedical interpretation of the
data and information contained within the PSUR woul d be provided.
The fax nunber and e-nmil address of the |icensed physician would
al so be included, if available. This proposal would provide the
agency with soneone to contact with any questions that may arise
during review of a PSUR. FDA is proposing that the contact
persons be |icensed physicians because of their crucial know edge
of the medical significance of the information provided in a
PSUR.

The PSUR excl udi ng appendi ces, as proposed in this rule,

woul d represent a harnoni zed core docunent for worl dw de
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post marketing periodic safety reporting for marketed drugs and
I i censed biol ogi cal products.
I11.E. 3. InterimPeriodic Safety Reports (I PSRs)

Proposed 88 314.80(c)(3)(iii) and 600.80(c)(3)(iii) would
anmend FDA's postnarketing periodic safety reporting regul ations
by addi ng anot her new type of postmarketing periodic safety
report. FDA is proposing that this new report be identified as
an "interimperiodic safety report (IPSR)." An |IPSR woul d
contain the sane information as a PSUR, except that the foll ow ng
i nformati on woul d not be provided:

e Sunmmary tabulations for individual case safety reports,

obt ai ned or otherw se received during the reporting period

and brief discussion of the data concerning these reports

(see section IIl1.E. 2.f.ii of this docunent),

e Any inportant new information received after the data

| ock point (e.g., significant new cases) (see section

I1l1.E. 2. h of this docunent),

e Sunmmary tabul ations for spontaneous reports of SADRs

submtted to the applicant by an individual other than a

health care professional (see section IIl.E 2. k.iii of this

docunent),

e Sunmmary tabul ations for spontaneous reports of SADRs with

unknown outcome submitted to the applicant by health care
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prof essional s and other individuals (see section
I11.E 2. k.iv of this docunent),
e Sunmmary tabulations for reports of SADRs from cl ass
action lawsuits (see section IlIl1.E 2.k.v of this docunent),
e Summary tabul ations of donestic reports of nedication
errors (see section Ill1.E 2. k.viii of this docunent).
The 1 PSR woul d provi de the agency with an overview of the safety
profile of a drug product containing a drug substance or
bi ol ogi cal product without requiring summary information on
i ndi vi dual case safety reports.
I[11.E 4. Sem annual Subm ssion of Individual Case Safety Reports
Currently, postmarketing periodic safety reporting
regul ati ons (88 314.80(c)(2)(ii)(b) and 600.80(c)(2)(ii)(B))
require applicants to submt to FDA in periodic adverse drug
experience reports an FDA Form 3500A (VAERS form for vacci nes)
for each spontaneously reported adverse drug experience occurring
in the United States that has not been subnitted to the agency as
an expedited report (i.e., serious, expected adverse drug
experiences and all nonserious adverse drug experiences, whether
unexpected or expected). FDA is proposing to renove this
requi renment (see section IIl.E 1.b of this docunment). |Instead,
under proposed 88 314.80(c)(3)(v) and 600.80(c)(3)(v), the agency
woul d require applicants to submt sem annually a separate report

to FDA consisting of a conpilation of FDA Form 3500As (VAERS
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forms for vaccines, CIOVMS | forns, if desired, for foreign SADRs)
for certain spontaneously reported individual case safety reports
as described in the follow ng explanation. This report would be
identified as "Individual Case Safety Reports--Sem annual
Submi ssion. "

The sem annual subm ssion from applicants that submt TPSRs
for a drug or licensed biological product would include an
i ndi vi dual case safety report for each serious, expected SADR
whet her domestic or foreign, and each nonserious, unexpected SADR
occurring in the United States that is submtted to the applicant
during the reporting period fromall spontaneous sources (i.e.,
heal th care professionals and other individuals). The sem annual
subm ssion for vacci nes would al so i nclude an individual case
safety report for each nonserious, expected SADR and each
expected SADR with unknown out cone occurring in the United States
that is submitted to the applicant during the reporting period
fromall spontaneous sources. For drugs and |icensed bi ol ogi cal
products that are not vacci nes, nonserious, expected SADRs and
expected SADRs wi th an unknown outcone woul d not be submtted as
i ndi vi dual case safety reports in a sem annual subm ssion.
| nstead, they would be reported as part of a summary tabul ation
in a TPSR (see section Il1l.E. 1.e of this docunent).

The sem annual subm ssion from applicants that submt PSURs

for a drug product containing a drug substance or |icensed
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bi ol ogi cal product would include an individual case safety report
for each serious, |listed SADR, whether donestic or foreign, and
each nonserious, unlisted SADR occurring in the United States
that is submtted to the applicant during the reporting period
fromall spontaneous sources. The sem annual subm ssion for
vacci nes woul d al so include an individual case safety report for
each nonserious, |listed SADR and each |isted SADR with unknown
out cone occurring in the United States that is submtted to the
applicant during the reporting period fromall spontaneous
sources. For drugs and |licensed biol ogical products that are not
vacci nes, nonserious, listed SADRs and |isted SADRs with an
unknown out cone woul d not be submtted as individual case safety
reports in a sem annual subm ssion. Instead, they would be
reported as part of a summary tabulation in a PSUR (see sections
I11.E2.f.ii and Ill.E 2. k.iii of this docunment). The
sem annual subni ssion should not include individual case safety
reports for serious, listed SADRs that were previously submtted
to FDA as a serious, unexpected SADR in an expedited report
(i.e., the agency does not want to receive duplicative reports
for the same SADR).

FDA needs to continue to receive informati on on serious,
expected/listed SADRs and nonserious SADRs, whet her
unexpected/ unlisted or expected/listed, to nonitor the safety

profile of marketed products to determine if studies need to be
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undertaken to evaluate a particular issue and/or to take
appropriate regulatory action (e.g., |abeling change,
di stribution of Dear Healthcare Professional letter, restriction
on distribution of product, wthdrawal of product fromthe
mar ket). Reports of serious, expected/listed SADRs are used to
nmoni t or changes in the frequency of occurrence or severity of a
serious, expected/listed SADR (e.g., frequency of serious,
expected/listed SADR i ncreases because product interacts with a
new approved product that is frequently used concomtantly with
the product). The agency’s proposal to require subm ssion of
spont aneously reported serious, expected/listed SADRs from
foreign sources would provide FDA with inportant information that
t he agency currently does not receive (e.g., reports fromforeign
countries in which the product is approved for nore indications
than in the United States or the product results in exposure to
certain populations that are limted in the United States).
Reports of nonserious, unexpected/unlisted SADRs are used to
i dentify new nonserious SADRs that are associated with the use of
a product (e.g., sedation, sexual dysfunction, gastrointestinal
distress). This information is valuable for individuals taking
t he product because, if one of these SADRs occurs, the individual
m ght suspect that it was due to the product and not due to the
onset of a new disorder. These reports may al so serve to signa

t he emergence of a serious, unexpected/unlisted SADR (e.g., an
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aggregate of reports of decreased white blood cell counts nay be
an early indicator of a serious condition such as bone marrow
suppressi ve di sorder).
The reports (i.e., individual case safety reports for
vacci nes or summary tabul ations for drugs and |icensed bi ol ogi cal
products that are not vacci nes) of nonserious, expected/listed
SADRs are used to nonitor changes in the frequency of occurrence
or severity of a nonserious, expected/listed SADR  Such
information could indicate a potential safety problemthat is
worthy of further investigation (e.g., a new drug or food
interaction not previously associated with use of the product).
Proposed changes to FDA's current reporting requirenents for
t hese types of SADRs include: (1) Dfferent reporting
frequencies for the SADRs, (2) receipt of spontaneously reported
serious, expected/listed SADRs from foreign sources and (3)
submi ssi on of nonserious, expected/listed SADRs in a sumary
tabul ati on instead of as individual case safety reports for drugs
and licensed biological products that are not vaccines. Wth
regard to different reporting frequencies, some SADRs woul d be
reported | ess frequently (e.g., sem annually rather than every 3
nont hs) and ot hers would be reported nore frequently (e.g.,
sem annual |y rather than annually). FDA seeks comment on these

proposed changes.
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The current approved U.S. |abeling would be used as the
reference docunent to determ ne whether an SADR i s unexpected or
expected, and the CCSI would be used to determ ne whet her an SADR
is unlisted or listed.

As described previously, a mninmumdata set would be
required for all individual case safety reports of an SADR (see
section Il11.C. 5 of this docunent). In addition, a full data set
woul d be required for reports of serious, expected SADRs and
serious, listed SADRs. |If a full data set is not available for
t hese SADR reports, the information required under proposed
88 314.80(c)(1)(iv) and 600.80(c)(1)(iv) would be provided. For
nonserious SADRs with a mninum data set, the proposal woul d
require that all safety information received or otherw se
obt ai ned be submtted. The proposal would not require that
information in addition to the m nimum data set be acquired.

Thus, followp would not be required for nonserious SADRs that
contain a mnimum data set.

Fol l owup informati on on SADRs submitted in an individual
case safety report--sem annual subm ssion may be submtted in the
next individual case safety report--sem annual subm ssion, unless
such information changes the classification of the SADR to a
serious, unexpected SADR In these cases, the foll owp
i nformati on would be submtted to FDA as an expedited 15-day

foll owup report (see section Il11.D.6 of this docunent).
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Appl i cants should not submt any reports of |ack of efficacy
in an individual case safety report--sem annual subnission. As
not ed previously, applicants would be required to subnmit to FDA
in an expedited manner information regarding certain | ack of
efficacy reports for the product (i.e., expedited reports of
information sufficient to consider product adm nistration
changes) and also to provide in postmarketing periodic safety
reports an assessnment of all lack of efficacy reports for the
product as conpared to premarketing clinical trials for the
product (see section II1.C 7 of this docunent).

Applicants should not submt SADRs from class action
lawsuits to FDA in an individual case safety report--sem annua
subm ssion. The agency believes, as noted previously, that SADRs
fromclass action | awsuits would be submtted to FDA from ot her
sources (e.g., spontaneous report) prior to initiation of the
class action lawsuit (see section I11.D. 11 of this docunent).
Summary tabul ati ons of these SADRs woul d be required to be
i ncluded in postmarketing periodic safety reports (see sections
I1l.E.1.e and Il1.E. 2. k.v of this docunent).

Applicants should not submt reports of nmedication errors in
an individual case safety report--sem annual subm ssion. These
reports would be submtted, as previously noted, as an expedited
report (see section I11.D.5 of this docunment).

1. E. 5. Reporting Requirenents
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I11.E.5.a. Reporting intervals. Current regul ations

(88 314.80(c)(2)(i) and 600.80(c)(2)(i)) require the subni ssion
of postmarketing periodic safety reports at quarterly intervals
for 3 years fromthe date of approval of the application in the
United States and then annually thereafter. Quarterly safety
reports nust be submitted within 30 days of the close of the
quarter (the first quarter beginning on the date of U S. approval
of the application); annual safety reports nust be submtted
within 60 days of the anniversary date of U. S. approval of the
application. FDA is proposing revisions to these reporting

requi renents. The proposals are consistent with the
recommendations of ICH (62 FR 27470 at 27472): “Therefore, it is
recommended that the preparation of PSUR s for all regulatory
authorities should be based on data sets of 6 nonths or nultiples
t hereof.”

Products approved before January 1, 1998. Proposed

88 314.80(c)(3)(i) and 600.80(c)(3)(i) would require applicants
hol di ng an NDA, ANDA, or BLA that was approved for initial

mar keti ng of a drug product containing a drug substance or

i censed biol ogi cal product before January 1, 1998, to submt
either a TPSR or a PSUR every 5 years after U S. approval of the
application. The proposed rule would also require these
applicants to submt a TPSR or an IPSR 7.5 years and 12.5 years

after U. S. approval of the application. Under proposed
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88 314.80(c)(3)(iii) and 600.80(c)(3)(iii), the reporting period
for an I PSR woul d cover the period between the | ast PSUR or TPSR
and the data | ock point for the PSR (e.g., between years 5 and
7.5 for an IPSRwith a data |lock point at 7.5 years after U S.
approval of the application).

Pr oducts approved on or after January 1, 1998. Under

proposed 88 314.80(c)(3)(ii) and 600.80(c)(3)(ii), applicants
hol di ng an NDA, ANDA, or BLA that was approved for initial
mar keti ng of a drug product containing a drug substance or
I i censed biological product on or after January 1, 1998, woul d be
required to submt a PSURto FDA with the foll owi ng schedul e:

e Semannually (i.e., every 6 nonths) for 2 years after

U.S. approval of the application,

* Annually for the next 3 years, and then

» Every 5 years thereafter
The proposed rule woul d al so require applicants to submt an | PSR
7.5 years and 12.5 years after U S. approval of the application.

Products with approved pediatric use supplenents. Proposed

88 314.80(c)(3)(iv) and 600.80(c)(3)(iv) would require applicants
hol di ng an approved pediatric use supplenent to an approved
application (i.e., a supplenent for use of the human drug or
bi ol ogi cal product in the pediatric population) to submt a PSUR

to FDA with the follow ng schedul e:
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e Semannually (i.e., every 6 nonths) for 2 years after

U.S. approval of the supplenment,

e Annually for the next 3 years, and

* Then every 5 years thereafter.
The proposed rule would al so require these applicants to submt
an PSR 7.5 years and 12.5 years after U S. approval of the
suppl enent . These applicants would be required to submt PSURs
and IPSRs to FDA even if the pediatric use supplement or original
application was approved prior to January 1, 1998. FDA is
proposing this action to harnoni ze acquisition of new safety
information regardi ng pediatric populations for tinely review by
t he agency.

Al'l products. Under proposed 88 314.80(c)(3)(v) and

600. 80(c)(3)(v), applicants holding an NDA, ANDA, or BLA woul d be
required to submt an individual case safety reports--sem annual
subnmi ssion to FDA every 6 nonths after U S. approval of an

appl i cation. The 6-nonth interval for these reports would
coincide with the reporting interval (6-nonth or nultiples of 6
nont hs) for TPSRs, PSURs or | PSRs.

Alternative reporting frequency. Proposed 88 314.80(c) and

600. 80(c) would provide that, when appropriate, FDA may require
in witing that applicants submt postmarketing periodic safety
reports at tine intervals other than prescribed by the

regul ations (see section I11.C 4 of this docunent). Usually such
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variations would occur if new safety concerns arose requiring
nore tinely reporting (e.g., approval of a new indication or
dosage formfor the product, approval for use of the product in a
new popul ati on, new safety issues in individual case safety
reports submtted to FDA for the product). Wen anticipated, FDA
woul d state the revised reporting interval in the approval letter
for the new indication, new popul ation, or new dosage form In
ot her cases, such revisions to the reporting interval would be
conveyed to applicants in a witten letter fromthe director of
the responsible review division in FDA with an expl anati on of why
such a new reporting tine interval is required.

I11.E. 5 b. Subm ssion date. Proposed 88 314.80(c)(3) and

600.80(c)(3) would require that the data | ock point for

post marketing periodic safety reports be the nonth and day of the
international birth date of the drug product (proposed

88 314.80(c)(3)(i) and 314.80(c)(3)(v)), drug substance (proposed
88 314.80(c)(3)(ii), 314.80(c)(3)(iii), and 314.80(c)(3)(iv)) or

| i censed bi ol ogi cal product (proposed 88 600.80(c)(3)(i) through
600.80(c)(3)(v)) or any other nonth and day agreed on by the
applicant and FDA. For exanple, applicants that are submtting
PSURs on an every 5 year basis may, in agreenent with FDA, change
the data |l ock point to facilitate international reporting so |ong
as there is never a tine period of greater than 5 years in which

FDA has not received a PSUR O, the applicant and FDA nmay agree
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to change the data | ock point to the nonth and day of U. S.
approval of the application if this date would result in better
use of the applicant's resources.

Proposed 88 314.80(c)(3) and 600.80(c)(3) would require that
all postmarketing periodic safety reports be submtted to FDA
wi thin 60 cal endar days after the data | ock point for the report.
As noted previously, the data | ock point (i.e., nonth and day)
for postmarketing periodic safety reports would be based on the
nmonth and day of the international birth date for the product and
t he frequency for subm ssion of these reports would be based on
the product’s date (i.e., year) of U S. approval (see section
[11.A 10 of this docunent).

I11.E.5.c. Cover letter. Proposed 88 314.80(c)(3) and

600. 80(c)(3) would require that applicants include a cover letter
with all postmarketing periodic safety reports (i.e., TPSRs,
PSURs, |PSRs, individual case safety reports--sen annual

submi ssions). This cover letter would contain a |ist of the NDA
and/ or ANDA nunbers for the human drug products or BLA nunbers
for the human biol ogi cal products covered by the report.

[11.E. 5.d. International birth date for conbi nation

products. Proposed 88 314.80(c)(3) and 600.80(c)(3) would al so
state that the international birth date for conbination products
woul d be the international birth date of the human drug product

contai ning the drug substance or licensed biol ogical product that
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was nost recently approved for marketing. For conbination
products that are also marketed individually, applicants may
subnmit either a separate PSUR for the conbination product or

i nclude information for the conbination product as a separate
presentation in the PSUR for one of the individual conponents.

1. F. Reporti ng For nat

Current postmarketing safety reporting regul ati ons at
88 310.305(d)(1), 314.80(f)(1), and 600.80(f)(1) require persons
subj ect to these requirenments to submt an FDA Form 3500A ( VAERS
form for vaccines) for each report of an adverse drug experience.
Forei gn SADRs, including those associated with the use of
vacci nes, nmay be submitted on an FDA Form 3500A or, if preferred,
on a CIOVS | form
[11.F.1. Forns Versus Narrative Format
Proposed 88 310.305(d) (1), 314.80(c)(4)(i), and
600.80(c)(4) (i) would anmend the current postnarketing safety
reporting format regul ations by reorgani zi ng these regul ati ons
and by adding new information. Proposed 88 310.305(d) (1) (i)
woul d prescribe, except as provided in the regulations, that:
* * * the manufacturer nust conplete an FDA
For m 3500A for each individual case safety
report of an SADR  Reports based on

i nformati on about i ndividual cases or case
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series in the scientific literature nust be

subnmitted on an FDA For m 3500A(S).
Proposed 88 314.80(c)(4)(i)(A) and 600.80(c)(4)(i)(A would
prescri be the sane requirenments for subm ssion of postmarketing
i ndi vi dual case safety reports by applicants. Proposed
8§ 600.80(c)(4)(i)(A would also describe requirenents for use of
t he VAERS form for vaccines. Proposed 88 310.305(d)(1)(ii),
314.80(c)(4)(i)(B) and 600.80(c)(4)(i)(B) would prescribe that:

Forei gn SADRs may be submitted either on an

FDA Form 3500A or, if preferred, on a ClOMS

form (foreign SARs for vacci nes, may be

submtted either on a VAERS form or, if

preferred, on a CCOVMS | form for proposed

§ 600.80(c)(4)(i)(B)).
Proposed 88 310.305(d) (1) (iii), 314.80(c)(4)(i)(O and
600.80(c)(4)(i)(C would prescribe that:

Each donestic report of an actual or potenti al

medi cation error nust be subm tted on an FDA

For m 3500A (or, for vaccines, on a VAERS form

for proposed 8 600.80(c)(4)(i)(Q)).
Proposed 88 310.305(d)(1)(iv), 314.80(c)(4)(i)(D and
600.80(c)(4)(i)(D) would prescribe that:

Reports of overall findings or data in the

aggregate from published and unpublished in
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vitro, animal, epidemological, or clinica

studi es nust be submitted in a narrative

format.
These proposed anmendnents would clarify the reporting format that
woul d be required for individual case safety reports or other
safety information (i.e., overall findings or data in the
aggregate). Reports of actual and potential nedication errors
woul d be required to be submtted on an FDA Form 3500A (or VAERS
form as appropriate) because these reports describe an
i ndi vidual case even if an SADR does not occur or a patient is
not identifiable. Reports of overall findings or data in the
aggregate would be submtted in a narrative format rather than on
FDA For m 3500A because FDA Form 3500A has been designed for
reporting of data from an individual case.
I[11.F. 2. Medical Dictionary for Regulatory Activities (MdDRA)

| CH has devel oped an international nedical term nol ogy,

MedDRA (the medical dictionary for regulatory activities), to
support the conputerization and transm ssion of information
related to many aspects of the regul ation of nedical products
(ICH ML). Use of a single nedical termnology internationally
woul d facilitate gl obal conmmunication of safety information for
human drug and bi ol ogi cal products (see section II.B.1 of this

docunent) .
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Proposed 88 310.305(d)(2), 314.80(c)(4)(ii), and
600.80(c)(4)(ii) would require that each SADR in an i ndivi dual
case safety report be coded on the FDA Form 3500A, CIOVS | Form
or VAERS Form using the appropriate "preferred term in the
| atest version of MedDRA in use at the tine the manufacturer or
appl i cant becones aware of the individual case safety report.

FDA is proposing to require use of MedDRA to be consistent with
| CH ML.

Proposed 88 310.305(d)(2), 314.80(c)(4)(ii), and
600.80(c)(4)(ii) would also require that each individual case
safety report of a nedication error be coded both as a nedication
error and, if applicable, wth the preferred termfor any SADRs
associated wth the nmedication error. The proposal clarifies how
actual and potential nedication errors would be coded.

MedDRA nust be licensed for a fee froman internationa
MSSO. TRWwas sel ected as the MSSO by I CH and the International
Federati on of Pharmaceutical Mnufacturers Associations (| FPMVA)

t hrough a contract process that involved bids from conpanies
globally. FDA was involved in this process. The costs that
woul d be inposed on industry to |license MedDRA was a
consideration in the selection of the MSSO

Conmpani es may |icense the | atest version of MedDRA 5.1 by
contacting TRWin Reston, VA toll free nunmber 877-258-8280 (703-

345-7799 in Washi ngton, DC area), FAX 703-345-7755, e-nai
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subscri b@reddransso. com I nternet at www. neddransso.com Updated
versions of MedDRA will be provided to subscribers as part of the
annual |icensing fee.

MedDRA is a hierarchical system conposed of various |evels
of term nology (i.e., systemorgan class, high |evel group term
high level term preferred term |ower level term. The agency
is proposing to require use of the preferred termfor reporting
to FDA because each preferred termrepresents a uni que nedi cal
concept accepted internationally, which will aid in the
transm ssion and translation of reports fromvarious parts of the
world. The preferred term provides nedically validated
representations of colloquial ternms, which will result in fewer
m srepresentati ons and m sunder standi ngs of colloquial reports
fromvarious parts of the world. The preferred term al so
provi des nedically validated representati ons of noncurrent terns
in other previously widely used coding termnm nol ogi es such as
COSTART and WHOART.

FDA believes that use of MedDRA, a standardi zed nedi ca
term nol ogy, will be wel coned by nost of industry. However, for
some manufacturers and applicants, use of MedDRA may result in a
signi ficant econom c hardshi p. Appl i cants may request, under
88 314.90 or 600.90, that FDA waive the requirenent that each
SADR in an individual case safety report be coded using MedDRA

If FDA finds that this requirenment is econom cally burdensone for
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a small conpany, the agency intends to grant the conpany a
wai ver. A large conpany may al so be granted a waiver if, for
instance, it only markets a single product that generates a few
safety reports a year. FDA intends to grant all reasonable
wai ver requests. This determination will be nmade on a
case- by-case basis.
[11.F.3. Single Formfor Each Identifiable Patient

Current postmarketing safety reporting regulations, at
88 310.305(d)(2), 314.80(f)(2), and 600.80(f)(2), state that each
conpl eted FDA Form 3500A, VAERS Form or CIOVS | Form shoul d
refer only to an individual patient or a single attached
publication. Under proposed 88 310.305(d)(3), 314.80(c)(4)(iii),
and 600.80(c)(4)(iii) FDA would renpove the phrase "or a single
attached publication" and replace the word “patient” with the
word “case.” This proposed amendnent would clarify that an FDA
For m 3500A shoul d be conpleted for each identifiable patient
described in a scientific article (e.g., six FDA Form 3500As
shoul d be conpleted for an article describing six patients
experiencing a particular SADR). This would also clarify that an
FDA For m 3500A woul d be used to describe a potential nedication
error that does not involve a patient.
[Il1.F. 4. Contact Person

Proposed 88 310.305(d)(4), 314.80(c)(4)(iv), and
600.80(c)(4)(iv) would state:
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Each conpl eted FDA For m 3500A (VAERS Form f or

proposed 8 600.80(c)(4)(iv)) or CTOVS | Form

nmust include the name and tel ephone nunber

(and fax nunber and e-nmmil address, if

avai l able) for the licensed physician

responsi bl e for the content and nedi cal

interpretation of the data contained within

the form (i.e., contact person for the

conpany).
This informati on shoul d be provided on FDA For m 3500A under the
"contact office" box (box Gl on FDA Form 3500A). This proposed
revi sion would provide FDA with a person to contact wth any
questions that may arise during review of an individual case
safety report. The agency believes that the potential nedical
significance of these safety reports warrants oversight by a
| i censed physi ci an.
I11.F.5  Computer-Generated Facsimle of FDA Form 3500A or
Vacci ne Adverse Event Reporting System (VAERS) Form

Current 88 310.305(d)(3), 314.80(f)(3), and 600.80(f)(3)

state that instead of using an FDA Form 3500A, manufacturers and
applicants may use a conputer-generated FDA Form 3500A or ot her
alternative format provided that the content of the alternative
format is equivalent in all elenents to those specified in FDA

Form 3500A and the format is agreed to in advance by MedWat ch:
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The FDA Medi cal Products Reporting Program Alternative formats
to the Center for Biologics Evaluation and Research’s VAERS Form
nmust be approved by the Division of Biostatistics and
Epi dem ol ogy (8 600.80(f)(3)).

Proposed 88 310.305(d)(5), 314.80(c)(4)(v), and
600. 80(c)(4)(v) would renmove the use of alternative formats to
FDA For m 3500A and the requirenment to obtain preapproval by
MedWat ch for use of a conputer-generated FDA Form 3500A.
Proposed 8§ 600.80(c)(4)(v) would al so renove the use of
alternative formats to the VAERS Form and the requirenment to
obtai n preapproval by the Division of Biostatistics and
Epi dem ol ogy for use of a conmputer-generated VAERS Form
| nstead, the proposed rule would permt manufacturers and
applicants to use a conputer-generated facsimle of FDA Form
3500A (or VAERS Form for vaccines) provided that it is readable,
i ncl udes appropriate identifying information and contains all the
el enents (i.e., format, sections, blocks, titles, descriptors
wi thin bl ocks, text for disclainmer) of FDA Form 3500A (or the
VAERS Form for vaccines) in the identical enunerated sequence of
the form The proposed rule would also permt use of a one-page
FDA For m 3500A for individual case safety reports in which no
suspect nedical device is involved. For one-page reports, the

box, Section D. Suspect Medical Device, on the front page of FDA
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Form 3500A woul d be replaced with the box, Section G Al

Manuf acturers, |ocated on the back page of the form

To be considered “readabl e’ by FDA, the conputer-generated
facsimle should be formatted as foll ows.
. The facsimle should have at least a 1/4 inch margi n around
the entire formso that information is not |ost during scanning,
copying, or faxing of the docunent. The left-hand margin nay be
increased up to % inch to permit binding (e.g., hole-punching) of
the form all other margins should continue to be at |east 1/4
i nch.
. The data and text that is contained within the boxes shoul d
be in a font size of not |ess than 10 point.
. The data and text that is contained within the boxes shoul d
be in a font type that is easy to read (e.g., CG Tines, Arial)
and not condensed, because the form may be copied or faxed
multiple times. For visual contrast, the font type that is used
for the data and text should, if possible, be different than the
font type used to create the FDA Form 3500A or VAERS Form

. Al data and text should be contained within each of the

boxes, e.g., an “x” mark should be centered within the box, and
narratives should include margins so that letters of the text are
not obscured or nade anbi guous by |ines defining a box.

FDA woul d consider “appropriate identifying information” to

i ncl ude:
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. The nane of the conpany centered on the top of the front
page;
. In the lower |left hand corner of the front page, the phrase
“3500A Facsim | e” instead of the phrase “FDA Form 3500A (date of
form[e.g., 6/93])” or the phrase “VAERS facsim|e” instead of
t he phrase “Form VAERS- 1";
. The phrase “continued” at the end of each field that has
addi tional information continued onto another page; and
. On each continuation page containing additional information,
t he page nunber identified as Page _ of _, the manufacturer
report nunber in the upper right corner, the nane of the conpany
in the upper right corner, and the section and bl ock nunber
(e.g., Block B5) for each narrative entry.
This information is included in the draft gui dance of 2001. Any
revisions to these paraneters would be included in updated
versi ons of the guidance.
[11.F.6. Qher Revisions

The proposed rule would renove 88 310.305(d) (4),
314.80(f)(4), and 600.80(f)(4). These paragraphs provide
manuf acturers and applicants with addresses for obtaining copies
of FDA Form 3500A and instructions for conpleting the form FDA
is proposing to renove these paragraphs because the addresses are

provided in the draft guidance of 2001.
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The proposed rule would al so renove 88 314.80(e)(2) and
600. 80(e)(2). These paragraphs state that persons subject to the
post mar keting safety reporting regul ati ons nust separate and
clearly mark reports of adverse drug experiences that occur
during a postmarketing study as being distinct fromthose
experiences that are being reported spontaneously to the person.
FDA is proposing this revision because this information would be
submtted to the agency in a conpleted FDA Form 3500A under the
box for "Report source" (box G3 on FDA Form 3500A).

I1.G Pati ent Privacy

Current postmarketing safety reporting regul ati ons at
88 310. 305(e), 314.80(h), and 600.80(h) state that persons
subject to these requirenents should not include the nanes and
addresses of individual patients in reports and, instead, should
assign a uni que code nunber to each report, preferably not nore
t han ei ght characters in length. Proposed 88 310.305(e),
314.80(e), and 600.80(e) would anend these regul ati ons by
removi ng the word "nunber.” This proposed anendnment woul d
clarify that the code selected to identify a patient need not be
l[imted to nunbers (i.e., it could contain letters or a m xture

of letters and nunbers).

1. H Recor dkeepi ng
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Current postmarketing safety recordkeepi ng regul ati ons at

8§ 314.80(i) require applicants to maintain for a period of 10
years records of all adverse drug experiences known to the
applicant, including raw data and any correspondence relating to
t he adverse drug experiences. Under proposed 8 314.80(f), FDA
woul d anmend these regul ations to read:

The applicant nust maintain for a period of

10 years records of all safety information

pertaining to its drug product, received or

ot herwi se obtai ned, including raw data, any

correspondence relating to the safety

information, and any reports of SADRs or

medi cation errors not submtted to FDA or

only provided to FDA in a sunmary tabul ati on.

The applicant must also retain for a period

of 10 years any records required to be

mai nt ai ned under this section. \Wen

appropriate, FDA may require an applicant to

submt any or all of these records to the

agency within 5 cal endar days after receipt

of the request.
This proposed revision clarifies the type of safety records that
applicants would be required to maintain for its drug products.

Wth regard to a request for these records by FDA, the agency

210



woul d usual |y make such a request either in response to a
suspected safety problem associated with the use of a drug or to
deternmi ne a conpany's conpliance with the postmarketing safety
reporting requirenments. Under proposed 8 600.80(f), the agency
is proposing simlar revisions to the recordkeepi ng requirenents
for licensed biological products at 8 600.80(i). FDAis
proposing these revisions to clarify what types of postmarketing
safety reporting records nmust be maintai ned.

Current 8 310.305(f)(1) requires manufacturers, packers, and
distributors to maintain for a period of 10 years records of al
adverse drug experiences required under 8§ 310. 305, including raw
data, any correspondence relating to adverse drug experiences,
and the records required to be nmaintai ned under 8 310.305. FDA
i's proposing to anmend these regulations to be consistent wth the
post mar ket i ng safety recordkeepi ng regul ati ons at proposed
88 314.80(f) and 600. 80(f).

I11.1. Abbreviated New Drug Application (ANDA) Products

Current 8 314.98 requires applicants hol ding an approved
ANDA to conmply with the postnarketing safety reporting
requi renents under 8§ 314.80. The proposed anendnents to § 314. 80
inthis rule would apply to applicants hol ding an approved ANDA.
For postmarketing periodic safety reporting purposes, proposed
8§ 314.98(a) would require applicants hol ding an approved ANDA to

determ ne the data lock point (i.e., nmonth and day of the
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international birth date or any other nonth and day agreed by the
applicant and FDA) for their periodic safety reports based on the
data | ock point of postmarketing periodic safety reports for

ot her drug products containing the same drug substance (i.e.,

i nnovat or NDA product that is the sanme drug product as the ANDA
product or other ANDA products with the sane drug substance if

t he i nnovator NDA product is no |onger on the market). Thus,
post mar keting periodic safety reports fromdifferent applicants
for drug products containing the sane drug substance woul d be
submtted to FDA at the sanme tinme. Applicants holding an
approved ANDA may contact FDA, if necessary, for assistance in
determ ning the data | ock point for postmarketing periodic safety
reports.

Proposed § 314.98(a) would also state that applicants
hol di ng an approved ANDA woul d determ ne the type of
post mar keting periodic safety report that would be required to be
subnmitted to FDA (i.e., TPSR, PSUR, or |PSR) based on the U.S.
approval date of the application for the innovator NDA product.

I f the innovator NDA product (even if no | onger on the market)
was approved for marketing before January 1, 1998, applicants
hol di ng an approved ANDA for the drug product would have the
option of submtting either TPSRs or PSURs and IPSRs to FDA. In
t hese cases, an applicant hol di ng an approved ANDA may choose to

submt TPSRs to FDA even though other applicants with approved
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applications for the drug product submt PSURs and IPSRs. |f the
i nnovat or NDA product was approved for marketing on or after
January 1, 1998, applicants hol ding an approved ANDA for the drug
product would be required to submt PSURs and I PSRs to FDA
Proposed § 314.98(a) al so provides that applicants hol ding
an approved ANDA woul d determ ne the frequency of subm ssion for
post mar keting periodic safety reports based on the U S. approval
date of the application for the innovator NDA product. For
exanple, if the innovator NDA product is the first human drug
product containing the drug substance approved in the world and
the application is approved for marketing on June 15, 1980,
applicants of the innovator NDA product and all ANDA products
with the sane drug product would either submt a TPSR or PSUR to
FDA every 5 years based on the U S. approval date of the
i nnovat or NDA product (e.g., data |ock point of June 15, 2000,
June 15, 2005). 1In this case, an applicant with an ANDA approved
on January 1, 1999, would have a data | ock point of June 15,
2000, even though the reporting period for the drug product is
| ess than 5 years; the next reporting period for the drug product
woul d cover a 5-year period (i.e., June 16, 2000 through June 15,
2005). If the first human drug product containing the drug
subst ance was approved for marketing in Europe on February 1,
1980, and the sanme drug product was approved in the United States

on June 15, 1980, applicants of this drug product and all ANDA
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products with the sanme drug product would either submt a TPSR or
PSUR to FDA with a 5-year frequency based on the U S. approval
date and with a date | ock point based on the European approval
date (e.g., February 1, 2000, February 1, 2005).

Al'l applicants hol ding an approved NDA or ANDA woul d be
required to submt postmarketing individual case safety reports--
sem annual subm ssions to FDA every 6 nonths (see section IIl.E 4
in this docunent). Thus, even though the agency woul d not be
recei ving TPSRs, PSURs, and I PSRs for drug products with approved
ANDAs frequently after approval of the product, FDA would receive
in a tinmely manner individual case safety reports for the product
(i.e., expedited reports, individual case safety reports--
sem annual subm ssion) that would identify any potential problens
associated with the fornulation of the product. It is not
necessary to receive TPSRs, PSURs, or IPSRs for drugs with
approved ANDAs nore frequently because the innovator NDA product
has been eval uated for a nunber of years.

. J. Post mar keti ng Approved New Drug Applicati on (NDA) and

Bi ol ogi cs License Application (BLA) Annual Reports

Current 8 314.81(b)(2) requires applicants of marketed drug
products subject to an NDA to submt an annual report to FDA
wi thin 60 days of the anniversary date of U S. approval of the
application. This annual report nust contain a brief summary of

significant new information fromthe previous year that m ght
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affect the safety, effectiveness, or |abeling of the drug product
and a description of actions the applicant has taken or intends
to take as a result of new information, such as submtting a

| abel i ng suppl enment, adding a warning to the |abeling, or
initiating a new study (8 314.81(b)(2)(i)). This summary section
must al so contain, in accordance with the 1998 pediatric final
rule, a statenment of whether |abeling supplenents for pediatric
use were submtted and whether new studies in the pediatric

popul ation to support appropriate |abeling for the pediatric
popul ation were initiated. The 1998 pediatric final rule also
requires that the summary section include, where possible, an
estimate of the patient exposure to the drug product, with
special reference to the pediatric popul ation (neonates, infants,
chil dren, and adol escents), including dosage form The annual
report also nmust contain a section on nonclinical |aboratory
studi es that includes copies of unpublished reports and sunmari es
of published reports of new toxicological findings in ani ma
studies and in vitro studies (e.g., nutagenicity) conducted by,
or otherw se obtained by, the applicant concerning the
ingredients in the drug product (8 314.81(b)(2)(v)). The
applicant nust submt a copy of a published report if requested
by FDA. The annual report also nust contain a section on
clinical data that includes, anong other data, published clinical

trials on safety of the drug (or abstracts of them and reports
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of clinical experience pertinent to safety (for exanple,

epi denmi ol ogi cal studies or anal yses of experience in a nonitored
series of patients) conducted by or otherw se obtained by the
applicant (8 314.81(b)(2)(vi)). The clinical data section also
must contain, in accordance with the 1998 pediatric final rule,
an anal ysis of available safety and efficacy data in the

pedi atri c popul ati on, changes proposed in the | abeling based on
this informati on, and an assessnent of data needed to ensure
appropriate labeling for the pediatric popul ation.

Current 8 601.28 requires applicants of |icensed biol ogical
products to submt an annual report to FDA within 60 days of the
anni versary date of U S. approval of the application. This
annual report nust contain, anong other information, a brief
summary stating whet her |abeling supplenents for pediatric use
were submtted and whether new studies in the pediatric
popul ation to support appropriate |labeling for the pediatric
popul ation were initiated (8 601.28(a)). This summary section
al so nust contain, where possible, an estimate of the patient
exposure to the product, with special reference to the pediatric
popul ati on (neonates, infants, children, and adol escents),

i ncludi ng dosage form The annual report also nust contain a
section on clinical data that includes an analysis of avail able
safety and efficacy data in the pediatric popul ati on and changes

proposed in the | abeling based on this information (8 601.28(b)).
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This clinical data section also nust contain an assessnent of
data needed to ensure appropriate |labeling for the pediatric
popul ati on.

As noted in section | of this docunment, FDA received
comments on the QOctober 1994 proposal that noted that the
proposed anmendnents to the agency's postnarketing safety
reporting requirenments woul d duplicate certain information
required in postmarketing approved NDA annual reports. In |ight
of these comments, FDA is proposing to revoke the requirenent for
safety-related information in postmarketing approved NDA and BLA
annual reports to elimnate duplicative reporting.

FDA is proposing to renove the requirenent in
8§ 314.81(b)(2)(i) to report safety information or safety-rel ated
| abel i ng changes in the summary section of approved NDA annual
reports. FDA is also proposing to renove the requirenent in
88 314.81(b)(2)(i) and 601.28(a) to submt an estimte of patient
exposure to the drug product with special reference to the
pedi atric population. FDA is also proposing to renove the
requirenment in 8 314.81(b)(2)(v) to include the section on
nonclinical |aboratory studies in approved NDA annual reports.
FDA is al so proposing to renove the requirenment in
88 314.81(b)(2)(vi) and 601.28(b) to submt safety-rel ated
information in the clinical data section of approved NDA and BLA

annual reports. FDA is proposing these changes because this
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safety-related information for a drug or |icensed biol ogi cal
product would be provided to the agency in postmarketing safety
reports (i.e., expedited reports, TPSRs, PSURs, |PSRs, individual
case safety reports--sem annual subm ssions). For exanple,
proposed 88 314.80(c)(2)(ii) and 600.80(c)(2)(ii) would require
post mar keting expedited reports for certain information that
woul d be sufficient, based on appropriate nedical judgnment, to
consi der changes in product adm nistration (e.g., any significant
unantici pated safety finding or data in the aggregate froman in
vitro, animal, epidemological, or clinical study, whether or not
conducted under an IND, that suggests a significant human ri sk
such as reports of nmutagenicity, teratogenicity, or
carcinogenicity, or reports of a lack of efficacy with a drug or
bi ol ogi cal product used in treating a life-threatening or serious
di sease). Under proposed 88 314.80(c)(3)(ii)(E)
314.80(c)(3)(iii)(E), 600.80(c)(3)(ii)(E), and
600.80(c)(3)(iii)(E), PSURs and | PSRs woul d contain a section on
wor | dwi de patient exposure that includes, when possible, data

br oken down by gender and age (especially pediatric versus
adult). Under proposed 88 314.80(c)(3)(ii)(Q,
314.80(c)(3)(iii)(F), 600.80(c)(3)(ii)(Q and
600.80(c)(3)(iii)(F), PSURs and | PSRs woul d i nclude a section on
safety studies that would contain a discussion of nonclinical,

clinical, and epidem ol ogi cal studies that contain inportant
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safety information. This safety studies section would include
al |l applicant-sponsored studies newly anal yzed during the
reporting period; new studies specifically planned, initiated, or
continuing during the reporting period; and published safety
studies in the scientific and nedical literature.

I11.K. Safety Reporting for In Vivo Bioavailability and

Bi oequi val ence St udi es

FDA' s existing in vivo bioavailability and bi oequi val ence
study regul ations, under 8 320.31(a), require subm ssion of an
| ND, as prescribed under part 312, for certain studies in humans
(i.e., studies that involve a new chemical entity, a
radi oactively | abel ed drug product, or a cytotoxic drug product).
Section 320.31(b) requires an IND for certain studies in humans
using a drug product that contains an already approved, non-new
chem cal entity (i.e., a single-dose study where either the
maxi mum single or total daily dose exceeds that specified in the
approved | abeling for the drug product, a nultiple-dose study
where either the single or total daily dose exceeds that
specified in the approved | abeling of the drug product, a
mul ti pl e-dose study on a controlled rel ease product on which no
si ngl e-dose study has been conpleted). Section 320.31(d) exenpts
all other in vivo bioavailability and bi oequival ence studies in
humans fromthe requirenents of part 312 if certain conditions

are satisfied (i.e., sanples of any test article and reference
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standard are reserved by the person conducting the study and
rel eased to FDA upon request, studies are conducted in conpliance
with the requirenments for institutional review set forth in 21
CFR part 56 and informed consent set forth in 21 CFR part 50).

FDA believes that drug products that are being investigated
in human bioavailability and bi oequi val ence studi es that are not
subject to an IND are, in general, safe. However, as noted in
section I1.B.4 of this docunent, FDA receives sone safety
information periodically regarding drugs in these studies, thus
maki ng the agency uncertain whether it is receiving all necessary
safety information regarding the specificity and severity of
SADRs related to these drugs or any new SADRs that may be rel ated
to them FDA has determ ned that a nore conprehensive and
orderly systemfor collecting safety information for these
studies is needed. For this purpose, the agency is proposing to
require persons conducting human bioavailability and
bi oequi val ence studies that are not subject to an IND to submt
expedited safety reports to FDA to alert the agency to potenti al
safety problens quickly. The proposed rule would not require
t hese persons to submit an IND to FDA for the studies.

FDA believes that this new proposed safety reporting
requirement will result in subm ssion of mninmal reports to the
agency (~ 200/year; see table 13 for estimte). FDA seeks

comment on the reasonabl eness of this estimate and requests that
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comments provide information to support any alternative
esti mat es.

The act provides authority to FDA to require safety reports
for human bioavailability and bi oequi val ence studies that are not
subject to an IND. Section 505(i) of the act provides broad
authority for FDA to issue regul ations governing the clinical
i nvestigation of new drugs to protect the rights, safety, and
wel fare of human subjects and otherwi se to protect the public
health. In addition, section 701 of the act (21 U S. C 371)
provi des that the agency has authority to issue regul ations for
the efficient enforcenent of the act.

FDA is proposing to anend its regulations at 8§ 320.31(d) to
require persons conducting human bi oequi val ence and
bi oavail ability studies that are not subject to an IND to submt
safety reports to FDA as prescribed under § 312.32 for drug
products subject to an IND. Under proposed 8§ 312.32(c)(1), a
witten safety report nust be submtted within 15 cal endar days
to FDA and all participating investigators for any SADR that,
based on the opinion of the investigator or sponsor, is both
serious and unexpected and for information that, based upon
appropriate nedical judgnment, mght materially influence the
benefit-risk assessnent of an investigational drug, or that would
be sufficient to consider changes in either product

adm nistration or in the overall conduct of a clinical
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i nvestigation. Exanples of reportable information would include
any significant unanticipated safety finding or data in the
aggregate froman in vitro, animal, epidemological, or clinica
study, whether or not conducted under an IND, that suggests a
significant human ri sk, such as reports of nutagenicity,
teratogenicity, or carcinogenicity, or reports of a |ack of
efficacy with a drug or biological product used in treating a
life-threatening or serious disease. |In addition, under proposed
8§ 312.32(c)(2), a telephone or facsimle transm ssion safety
report nust be submtted within 7 cal endar days to FDA for any
unexpected fatal or |ife-threatening SADR

Proposed 8§ 320.31(d)(3) would require that these safety
reports be transmtted to all participating investigators and the
appropriate FDA division in the Center for Drug Eval uation and
Research. Thus, safety reports for the reference |isted drug
woul d be sent to the new drug review division responsible for
that drug; safety reports for the investigational drug product
woul d be sent to the Director, Division of Bioequivalence, Ofice
of Ceneric Drugs. The proposed rule would also require that each
witten notification bear prom nent identification of its
contents, i.e., "Bioavailability/Bioequival ence Safety Report."
Each report should clearly identify the sponsor of the
bi oavail ability or bioequival ence study and the contract research

organi zation, if applicable. 1In each witten
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Bi oavai |l abi | i ty/ Bi oequi val ence Safety Report, the sponsor would
be required to identify all safety reports previously filed for
t he bi oavailability or bioequival ence study concerning a simlar
SADR and to analyze the SADR in |light of previous simlar
reports, as required under proposed 8§ 312.32(c)(1)(i) for IND
safety reports.
An unexpect ed adverse drug experience is currently defined,

under 8§ 312.32(a), as:

Any adverse drug experience, the specificity

or severity of which is not consistent with

the current investigator brochure; or, if an

i nvestigator brochure is not required or

avail abl e, the specificity or severity of

which is not consistent with the risk

i nformati on described in the general

i nvestigational plan or elsewhere in the

current application, as anended. * * *
For reporting purposes under proposed § 320.31(d), an unexpected
SADR woul d be any SADR, the specificity or severity of which is
not consistent with the U S. |abeling for the reference listed
drug. FDA is proposing use of the U S. labeling for the
reference listed drug for this purpose because studies that are
not subject to an IND are unlikely to have an investigator

brochure for use as a reference docunent.
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Under proposed 8 312.32(c)(4), a sponsor of a clinical study
under an IND for a drug marketed in the United States is only
required to submt IND safety reports to FDA (review division
that has responsibility for the IND) for SADRs that occur during
the clinical study itself, whether fromdonmestic or foreign study
sites of the IND. Proposed 8§ 312.32(c)(4) would apply to human
bi oavai l ability and bi oequi val ence studies that are the subject
of proposed 8§ 320.31(d). In these cases, the reference listed
drug woul d be the marketed drug and persons conducting human
bi oequi val ence and bioavailability studies that are not subject
to an IND would only be required to submt safety reports to FDA
fromtheir studies

I11.L. Pr oposed | npl enent ati on Schene

FDA proposes that any final rule that may issue regarding
the proposal to require that SADRs in individual case safety
reports be coded usi ng MedDRA becone effective 1 year after its
date of publication in the FEDERAL REA STER. FDA proposes t hat
any final rule that may i ssue based on all other proposals becone
effective 180 days after its date of publication in the FEDERAL
REGQ STER

V. Environnental | npact

The agency has determ ned under 21 CFR 25.30(h) that this

action is of a type that does not individually or cunulatively

have a significant effect on the human environnent. Therefore,
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nei t her an environnental assessnent nor an environnmental i npact
statenent is required.
V. Analysis of Inpacts

V. A. Background and Sunmary

FDA has exam ned the inpacts of the proposed rul e under
Executive Order 12866, the Regulatory Flexibility Act (5 U S. C
601-612), and the Unfunded Mandates Reform Act of 1995 (2 U S.C
1501 et seq.). Executive Order 12866 directs agencies to assess
all costs and benefits of available regulatory alternatives and,
when regul ation is necessary, to select regulatory approaches
that maxi m ze net benefits (including potential economc,
environnmental, public health and safety, and other advantages;
distributive inpacts; and equity). Under the Regul atory
Flexibility Act, if a rule has a significant inpact on a
substanti al nunber of snall entities, an agency nust anal yze
regul atory options that would mnimze any significant inpact of
the rule on small entities. Title Il of the Unfunded Mandat es
Ref orm Act of 1995 requires that agencies prepare a witten
assessnent of anticipated costs and benefits before proposing any
rule that may result in an expenditure by State, |ocal, and
tribal governnments, in the aggregate, or by the private sector
of $100 mllion in any one year (adjusted annually for
inflation). Section 205 of the Unfunded Mandates Reform Act al so

requires that the agency identify and consider a reasonabl e

225



nunber of regulatory alternatives and fromthose alternatives
select the |l east costly, nobst cost-effective, or |east burdensone
alternative that achieves the objective of the rule.

The follow ng analysis, in conjunction with the remai nder of
this docunent, denonstrates that this proposed rule is consistent
with the regul atory phil osophy and principles identified in
Executive Order 12866 and in the other two statutes. The
proposed rule woul d anmend current safety reporting requirenents
for human drug and bi ol ogi cal products. Based on the analysis
bel ow, as summari zed in table 11, FDA projects that the annual
benefits woul d exceed the costs if this proposed rule resulted in
a 2 percent reduction in hospital-related SADRs. The agency
believes that a reduction in hospital related SADRs of at |east 2
percent is a reasonable and |ikely outcone of this rule. The
agency has determ ned that the proposed rule is an econonically
significant rule as described in the Executive Order. As
required by the Regulatory Flexibility Act, the agency’s Initial
Regul atory Flexibility Analysis is included in this section.
Because the rule may i npose a mandate on the private sector that
will result in a 1l-year expenditure of $110 nmillion or nore (the
current inflation adjusted threshold), FDA has conducted a cost-
benefit analysis according to the Unfunded Mandates Reform Act.
The rel ationship of this proposed rule with other agency

rul emaking i s described in the background section (e.qg.,
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reproposal of postmarketing periodic safety reporting
requi renents) (see section | of this docunent).

The proposed rule covers a small part of a broader based set
of international initiatives (ICH and ClOVS) that, taken
col lectively, have the potential to generate substanti al
benefits, savings, and efficiencies for consuners, nmanufacturers,
and regulators. The full benefits of this proposed rule wll
accrue when international regulatory inconsistencies are
addressed, safety reporting subm ssion requirenents are
har noni zed internationally, and el ectronic information exchange
is uniformand conpatible for the major participants involved in
monitoring drug safety. A primary objective of the proposed rule
is the harnoni zation of FDA's safety reporting requirenents with
international initiatives. The proposed rule would also inprove
the quality of information contained in postmarketing individual
case safety reports for human drug and bi ol ogi cal products. By
provi ding nmore conplete information for individual case safety
reports, the revised reports would enhance the ability of the
drug and bi ol ogi cs manufacturers and the agency to identify,
nmoni tor, and communi cate the risks and benefits of nmarketed drug
and bi ol ogi cal products. Monitoring these risks and benefits is
especially critical for newWy approved products introduced to
| arge and di verse patient popul ations.

Specifically, the proposed rule would clarify and codify the

agency’ s expectations for tinely acquisition, evaluation, and
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subm ssion of relevant safety information for marketed human drug
and bi ol ogi cal products. The proposed rule woul d expand
post mar ket i ng expedited safety reporting to include unexpected
SADRs that cannot be classified as either serious or nonserious,
information that is sufficient to consider changes in product
adm nistration, certain nmedically significant SADRs, and actual
and potential medication errors as specified in the proposal.
The proposed rule would require that each SADR i n postmarketing
i ndi vidual case safety reports be coded using a single nedical
dictionary, MedDRA. The proposed rule would al so require
applicants to conduct a nore thorough review and anal ysis of the
safety profile of marketed drug and bi ol ogi cal products. Finally,
the proposed rule would codify current best practices in
post mar keting safety reporting.

The proposed rule would al so anend FDA's regul ati on on
post mar ket i ng annual reports for human drugs and |i censed
bi ol ogi cal products to revoke the requirenment for submnm ssion of
safety-related information. The agency woul d al so require the
subm ssi on of expedited safety reports for certain
bi oavai l ability and bi oequi val ence studies that are exenpt from
subm ssion of an | ND

The summary of the costs and benefits of this proposed rule
are presented in table 11. The total one-tine costs of $144.2

mllion are primarily for adopti ng MedDRA and i ncl ude pl anni ng
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for inplenmentation of the MedDRA requirenents, purchasing
mat eri al s, and converting existing systens to the new dictionary.
Firms woul d al so i ncur annual operating costs of about $106.6
mllion for conplying with the revised safety reporting and

recor dkeepi ng requirenments and $28.5 million for maintaining the
new MedDRA system Total annualized costs are $155.6 nillion
(assum ng a 10-year regulatory period and a 7 percent discount
rate). A 10-year regulatory period for annualizing the costs and
benefits of this proposed rule was selected as a reasonable tine
frame to adjust for investnents, returns and savings given the
potential for unforseen advances in both nedical and information
technology. |In addition, by the fourth year savings and costs
remai n constant.

The expected health benefits of the rule would result from
the inmproved tineliness and quality of the safety reports and
anal yses. Subni ssion of nore conplete safety information would
reduce the nunber and duration of hospitalizations due to SADRs.
| f the proposed rule reduced the incidence of SADR-rel ated
hospitalizations by 2 percent, these annual savings could be
$368.5 million (see table 11). A 1 percent reduction in hospital
rel ated events would save $184 nmillion annually; a 3 percent
reduction woul d save $553 million annually. |In addition,
industry will experience econom c benefits due to the nore

efficient allocation of resources permtted by the international
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har noni zation of the safety reporting requirenents. The
annual i zed present value of these savings is $28.5 mllion
assumng a 7 percent discount over 10 years (see table 11). The
agency believes this represents only a partial estimate of future

i ndustry savi ngs.
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Tabl e 11.--Sunmmary of the Costs and Benefits ($ mllion)

Benefits Assumi ng a 2 Percent Reduction in Annua
Hospital Rel ated SADRs
Reduci ng hospital costs 368.5
More efficient use of resources 28. 5¢
Total benefits 397.0
Cost s One-Ti me Annual Annual i zed
Safety Reporting and
Recor dkeepi ng:
Expedi ted reports (Except - 29.0 29.0
medi cati on errors)
Expedited reports - - 68.0 68.0
medi cati on errors
Peri odi c/ ot her reports - 9.6 9.6
I mpl enmenti ng MedDRA 144. 2 28.5 49. 0
Tot al 144. 2 135.1 155. 6

This is the annualized present value of the estimated savings assumng a 7
percent discount over 10 years.

V.B. Market Failure

The host of international requirenents and procedures that
currently govern safety reporting for drugs and biol ogics creates
substantial economc inefficiencies for firns. Manufacturers of
drug and bi ol ogi cal products operating in global narkets nust
nmeet the regulatory safety reporting requirenents of each country
in which the product is marketed. |In many cases, these safety
reporting requirenents, in particular subm ssion tineframes for

SADR reports, vary substantially anong countries. Thus, drug and
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bi ol ogi cs manufacturers nust devote consi derable resources to
reformatting the data and information pertaining to each SADR
according to specific national requirenents. Al so, because the
timng of report submi ssions is typically determ ned by product
approval dates for each country, manufacturers nust submt
reports to different countries at different intervals. Such
activities inpose substantial costs on both industry and

regul atory authorities. Mreover, product safety can be
conprom sed due to the difficulty of analyzing SADR reports based
on the inconsistent use of terns derived fromnultiple

di ctionari es.

Despite the general recognition that manufacturers coul d
realize substantial gains if safety reporting and term nol ogi es
wer e standardi zed gl obally, conpanies currently have limted
incentives to invest capital and resources in standardized
reporting systens (e.g., MdDRA) unless the standards are
required by regulation. This shortfall in industry incentives
occurs because the econom c gains of harnonization cannot be
attained by individual firms acting alone. Although nost
regul atory authorities have agreed in principal to inplenent
i nternational standardized reporting procedures, forma
procedures have not yet been established. A few conpanies have
voluntarily invested in the standardi zed process, but in the

absence of gl obal standards, these firns are uncertain of
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potential gains. FDA believes that the proposed rule is a
necessary step toward achi eving the desired international
standardi zation and its correspondi ng econom ¢ and health
benefits.

| ndustry woul d benefit from FDA action to reduce
uncertainties associated with investnents in harnonization and
fromthe ability to nore efficiently all ocate resources
associated wth safety reporting. Society would benefit fromthe
i nproved quality of adverse event information that is a critical
conponent to reducing health care costs associated with avoi dabl e
SADRs. Mre tinely and i nproved informati on on SADRs i s needed
to ensure the safe use of products and to nonitor early warnings
and unexpected risks associated with drugs, drug-drug
interactions, drug-food interactions, and risks to certain
pati ent popul ati ons.

V.C. Benefits

The benefits of the proposed rule would result both fromthe
public health gains attributable to the inproved scope,
uniformty, and quality of information and anal yses submtted in
safety reports and the econom c savings attributable to the nore
efficient use of industry and regul atory resources.

This proposed rule would require inproved factual and

anal ytic data underlying safety reporting and anal ysis, provide
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for nore tinely safety information for certain serious SADRs, and
woul d require a comon nedi cal dictionary, MedDRA

The tinely identification of SADRs is critical to nmanagi ng
risk information and to the safe prescribing and use of new
drugs. Accurate and tinely risk information is especially
significant in the early nonths after product |aunch to devel op
appropriate prescribing and use behaviors as health care
practitioners and consuners are | earning about the product safety
and use. New 'y approved product use can quickly grow froma few
t housand patients (the population in clinical trials) to many
t housands or mllions. Rare but serious SADRs are detected only
after exposure to very l|large patient popul ations. Forty percent
of SADR reports are for drugs approved within the |ast 3 years.
Conmpounding this need for tinely serious SADR information, U S
patients are increasingly the first in the world to have access
to new nedi cations (49 percent of new drugs were first approved
in the United States between 1996 and 1998, conpared with 31
percent in 1991-1995).

More tinely and inproved factual information would al so
enhance the identification of other inportant factors associ ated
with the risks of SADRs. These factors include subpopul ati ons
that may differ fromclinical trial participants, patients taking
mul ti pl e nmedications or medications that require therapeutic

noni toring, and patients with concurrent conorbidities.
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This rule would require affected entities to conplete either
a mnimumor full set of data in safety reports, reflecting
| evels of risk. That is, nore detail is required for higher risk
events and reduced reporting for lower risk events. This rule
woul d al so require the use of MedDRA, a nedical dictionary
devel oped by the ICH, in coding SADR terns. MdDRA will provide
a uniform consistent and specific presentation of medical terns.
By elimnating the use of nultiple dictionaries, MedDRA woul d
facilitate the retrieval, presentation, and summari zati on of SADR
data and enhance the gl obal comuni cati on and accept ance of
safety information and reports. The use of a single dictionary
w Il substantially upgrade the quality of safety analysis by
incorporating uniformty of terns. MdDRA wll aid in nore
expedi ti ous and broader international drug use conparisons within
a class, and prescribing and use decisions. Providing nore
conplete information and nore tinely safety assessnments woul d
enhance the ability of the manufacturers to nore quickly
identify, nmonitor, and comruni cate the potential risks and
benefits of marketed drugs and bi ol ogics.

It is well recognized that drug safety information is a
critical elenent in the risk nmanagenent of marketed drugs and
biologics. 1In addition, the nedical |iterature provides
substanti al docunentation of avoi dable hospitalizations

associated with SADRs. Inproving the quality and tineliness of
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safety informati on and accel erating the communi cation of risk
information will enable health care practitioners and consumers
to take appropriate corrective actions (in the case of nedication
errors) and to nmake nore infornmed decisions about treatnents.
Mor eover, the managenent of risk information is an essenti al
conponent of risk-based decisions that determ ne the continued
mar keting or withdrawal of effective products with newy
identified serious SADRs. W discuss benefits nore fully bel ow
and show that a small reduction in the nunber of hospitalizations
due to SADRs (as |low as 0.85 percent), due to inproved
prescribing and use decisions, would result in the annual
benefits outwei ghing the total costs.
V.C. 1. Expanded Safety Information

New drug approval decisions are based on safety and testing
information derived fromclinical trials that typically include
several thousands of patients. However, the nunber of
i ndividuals tested in preapproval trials is not sufficiently
large to reliably detect rare, serious SADRs. Patient exposure
can qui ckly grow fromthousands to mllions after product |aunch.
Thus, especially in the first few years after product |aunch,
post mar keting surveillance is a critical conponent of the overal
continuing review and assessnment of drug safety (Ref. 1). Recent
studi es have identified common factors associated with increased

ri sks of SADRs. These factors include subpopul ati ons who differ
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fromthe clinical trial participants, e.g., the elderly, patients
taking multiple nmedications or medications that require
t herapeutic nonitoring, and patients with concurrent
conorbidities (Refs. 2 through 5). The proposed rule would
require conpanies to collect proactively nore conplete safety
information, inproving the factual and anal ytical data underlying
the safety analyses. This expanded risk information would enabl e
health care practitioners and consuners to take appropriate
corrective actions (in cases of avoidable nedication errors) and
to make nore informed decisions about treatnents.
V.C.2. Inproved Uniformty and Quality of Safety Information

For years, nunerous health care organizations, teaching
hospitals, health care professionals, and educators have
recogni zed the inportance to public health of nonitoring SADRs.
Subst antial evidence denonstrates that effective nonitoring and
anal yzing of SADRs facilitate the identification of trends and
warni ng signals that result in inproved nmedication use and
patient care (Refs. 6 through 10). Yet, the current drug and
bi ol ogi cs safety reporting system enconpassing raw nmateri al
suppliers, manufacturers, health care providers, and consuners,
is fragnented with respect to its oversight and | acks common
reporting procedures and tools for evaluating SADRs. For
exanpl e, FDA oversees mandatory safety reporting by manufacturers

of drug and bi ol ogi cal products and voluntary reporting from
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health care providers and consuners. Health care facilities, on
t he other hand, may be subject to safety reporting oversight by

i ndi vidual state regulatory prograns, although not all states
have oversight systens. The Joint Comm ssion on Accreditation of
Heal th Care Organi zations (JCAHO), which accredits health care
facilities, has had standards for establishing SADR reporting
systens for hospitalized patients for many years. Hospitals may
establish their own systens independently and al nost all conform
to the JCAHO standards (Ref. 11). Despite grow ng evidence that
avoi dabl e SADRs and serious SADRs are inportant public health
probl ens and wi despread acknow edgnent that nonitoring SADRs
provi des public health benefits, FDA continues to receive reports
of only a snmall percentage of the serious and avoi dabl e SADRs
that occur in health care facilities (Ref. 12). This proposed
rul e would i nprove safety reporting by drug and bi ol ogi cs

manuf acturers, which may serve to provide a national framework
for inmproved data collection and anal ysis of safety reports from
a variety of sources.

The proposed rule would al so require the use of MedDRA, a
single, nedical term nol ogy devel oped by ICH that can be used for
the coding of SADR terns. MedDRA is a broad-based dictionary,
devel oped for international use, that conbi nes both SADR and
norbidity term nology to provide a uniform consistent, and

specific presentation of medical ternms. By elimnating the use
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of multiple dictionaries, MedDRA would facilitate the retrieval,
presentation, and sunmarizati on of SADR data and enhance the
gl obal comuni cation and acceptance of safety infornmation and
reports. In addition, the use of a single conprehensive nedical
dictionary by drug safety reporters and reviewers would
substantially upgrade the quality of safety analysis by
incorporating uniformty of ternms. Standardizing the terns and
inmproving the quality of the roughly 250,000 safety reports
submtted annually to FDA would lead to better and nore tinely
safety assessnents and to inproved communi cati on of risk
informati on. The w despread use and acceptance of standardi zed
SADR i nformation by regulators would ultimtely enhance drug
conparisons within a class and drug prescribing and use
deci si ons.
V.C. 3. Potential Savings From Reduced SADR- Rel at ed
Hospitali zati ons

| mproved tineliness and anal ysis of SADR data would | ead to
a better understanding and a nore rapid conmuni cation of the
ri sks of SADRs. By providing such inprovenents, the proposed
rul e woul d reduce the incidence of SADRs. An agency estimate of
t he potential econom c benefits of the rule is presented bel ow
and reflects the value of the expected hospital cost savings and
t he avoi ded | ost wages that mght result fromreduced nunbers of

SADRs.
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V.C. 3. a. Reduced rate of SADR-rel ated hospitali zations.

Nuner ous studi es have docunented drug-rel ated hospitalizations
(60 FR 44182 at 44232, August 24, 1995). A conprehensive review
of 36 articles focused specifically on SADRs as the primary cause
of hospitalization. This study counted the number of reactions
attributed to unintended consequences of drug therapy, excluding
adm ssions due to overdose, intentional poisoning, attenpted
sui ci des, drug abuse, or intoxication. The percentage of
hospitalizations due to SADRs ranged fromO0.2 to 22 percent, with
a mean of 5.5 percent. FDA adjusted this figure to 5 percent to
renove over-the-counter drugs (Ref. 13). Based on 27.8 mllion
hospital adm ssions reported in 1997, excluding obstetrical
adm ssions (Ref. 14), the agency estinmates the annual nunber of
SADR-rel ated hospitalizations at about 1.4 mllion (5 percent x
27.8 mllion). Absent avail able data, the agency assunes the
costs associated with SADR-rel ated hospitalizations are sinmlar
to the average cost of a hospital stay, but requests comrents and
supporting data on this assunption. Therefore, applying an
estimated cost of $9,177 for an average hospital stay (Ref. 15)
inplies total annual SADR-rel ated hospital adm ssion costs of
about $12 billion ($9,177 x 1.4 million).

If the inproved reporting and anal yses of SADRs led to the
avoi dance of only 2 percent of these hospitalizations, the

econom ¢ savings would anbunt to $252.2 million annually.
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V.C. 3. b. Reduced rate of in-hospital SADRs. Bates et al.

conducted a random sanpl e of nonobstetrical admi ssions to two
large tertiary care hospitals in Massachusetts over a 6-nonth
period (Ref. 16). Hi s prospective investigation of SADRs
included interviews with nedical staff and daily reviews of al
nedi cal charts. He estimated the incidence of all SADRs,
i ncluding nedical errors, at 6.5 percent with an average increase
in hospital costs of $2,595 per case. Extrapolating these
findings, FDA estimated the annual nunber of in-hospital SADRs at
1.8 mllion and the total additional hospital cost at $4.7
billion annually. If this proposed rule led to a 2 percent
reduction, the economc benefits would be $93.6 mllion annually.
In a conprehensive review of studies that estimted the
i nci dence of SADRs and/or the magni tude of hospital costs due to
SADRs, the U. S. General Accounting Ofice cited substanti al
variation in estimates (Ref. 17). These differences may be due
to inconsistent definitions of SADRs, different study
nmet hodol ogi es (active prospective investigation versus
retrospective review of patient records), representati veness of
the sanples, and particular nethods used to extrapol ate study
findings to a national level. For exanple, Lazarou et al. and
Classen et al. estimated the incidence of serious SADRs using the
WHO definition of SADR and excludi ng other factors such as

poi soni ngs, intentional overdoses, and therapeutic failure (Refs.
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18 and 19). These two studies had findings sinmlar to Bates et
al. On the other hand, Thonas et al. reviewed randomy sel ected
hospital discharge records in tw states and found a | ower

i ncidence of “drug injury”. However, he used a particularly
restrictive definition of SADR, one that resulted in prol onged
hospitalization or disability at discharge (Ref. 20). Despite
the uncertainties of estimating the incidence and cost of

hospital related SADRs, FDA believes that the $4.7 billion
estimate for in-hospital SADRs derived above provides a plausible
estimate.

V.C. 3.c. Indirect benefits of reducing the hospital costs

of SADRs. The indirect benefits of reduced drug-rel ated

i1l nesses are derived fromestimtes of the costs of m ssed work
or reduced productivity. Several studies on SADR-rel ated
hospital adm ssions stratified findings by patient age. Roughly
58 percent of SADR adm ssions were for patients aged 20 to 59.
The remai ning 42 percent were for patients under 20 years (Il ess
than 10 percent) and over 59 years old (Refs. 21 through 23). To
cal cul ate productivity | osses, the agency assumed 56 hours per
adm ssion for patients aged 20 to 59 years (40 hours of |ost work
per hospitalization plus 16 additional hours for recovery and

foll owup doctor visits)2 and 14 hours for the renaining groups

2 The agency used 40 hours to estimate work productivity
| osses. This estimate is consistent with current hospital
di scharge data and with the length of stay for drug-rel ated
hospitalizations (Ref. 21).
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(to account for lost volunteer tinme or for tinme away from work
for the care givers of dependent patients). The wage rates used
are the average hourly production workers earnings of $15.96 for
patients aged 20 to 59 ($12.28 plus 30 percent for benefits), and
$12.28 for the remaining patients or their care givers (Ref. 14).
The estinmated value of this lost productivity is $812 mllion.

To estimate simlar indirect benefits for in-hospital SADRs,
t he agency assuned the sanme distribution of patient ages.
Rel ated productivity | osses are assuned to be 16 and 6 additi onal
hours respectively, for patients aged 20 to 59, and for the
remai ni ng groups. The estimated value of this |lost productivity
is $323 mllion.

A 2 percent reduction in costs of SADR-rel ated
hospi talizations and prol onged hospitalizations wuld yield
indirect benefit savings of $22.7 million. These estimates may
somewhat overstate the value of |lost productivity for the 20 to
59 age group because all patients are assunmed to be enpl oyed. On
the other hand, indirect benefits for the remaining age groups
are under stated because many of these patients are in the
wor kf orce and for those who are not, data are inadequate to

nmeasure their contribution to society.

V.C.3.d. Sumof SADR-related costs. Summ ng these
estinmates, the total annual direct and indirect benefits of

reduci ng avoi dabl e SADR-rel ated hospitalizations and | onger
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hospital stays by 2 percent would lead to econom c benefits of
$368.5 mllion per year. Varying the assunption of a 2 percent
reduction in hospital costs with a 1, 3, and 5 percent reduction,
woul d yield annual benefits of $184 nmillion, $553 nmillion, and
$921 million, respectively. A reduction of only 0.85 percent in
the hospital costs associated with SADRs woul d be needed to

out wei gh the annualized industry costs of $155 million.
Furthernore, under any of these scenarios, the total SADR-rel ated
hospi tal savings would outweigh the costs of this rule. Wth a 2
percent or greater reduction, the annual benefits would outweigh
the costs beginning in the first year. Nonethel ess, the agency
seeks comrent on our estimates of expected reductions in

hospital -related costs, including the potential for reducing the
i nci dence and length of stay of hospital -rel ated SADRs.

In contrast to focusing only on hospital costs of SADRs, one
study estimated the direct costs of drug-related norbidity and
nortality for the anmbul atory population at $76.6 billion
annual ly, with the |argest conponent $47.4 billion for drug-

rel ated hospitalizations (Ref. 24). The remaining cost

conponents included: $14.4 billion for long-termcare, $7.5
billion for physician visits, $5.3 billion for energency
departnment visits, and $1.9 billion for additional prescriptions.

Agai n, assum ng a 2 percent reduction, savings are approxi mately

$948 m |l lion annually.
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V.C. 4. Cost Savings and More Efficient Use of Resources

The proposed rule is intended to conpl enent and formalize
international efforts by industry representatives and maj or
i nternational regulatory bodies to achieve a nore uniform and
gl obal approach to safety reporting. The content, analyses, and
timng of SADR report subm ssions would closely align with
international initiatives and recommendations. To the extent
that U S. requirenents becone harnonized within a gl obal context,
conpani es that conpete internationally would benefit fromthis
proposed rule. Miltiple international due dates for safety
report subm ssions and reformatting of the sanme information to
nmeet different regulatory requirenents represent opportunity
costs that could be allocated el sewhere. Conpanies woul d accrue
savi ngs through a substantial reduction or elimnation of the
reformatting of postnarketing periodic safety report information
to nmeet varying international requirenments and by synchroni zi ng
report frequencies and due dates internationally. Thus, as the
i nternational community harnoni zes, conpani es woul d achi eve
efficiencies, elimnate duplicative processes, and reallocate
t hose resources nore efficiently.

The agency contracted with the Eastern Research G oup, Inc.
(ERG, an economcs consulting firm to estimate the potenti al
benefits that would accrue to drug and biol ogics conpanies in the

l ong run, as international harnonization efforts align and
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generate cost savings. These savings include nore efficient
regul atory safety reporting, nore efficient sharing of safety

i nformation, and a comon nedi cal term nology. ERG estimted the
foll owi ng specific categories of benefits: Mire efficient
managenent of drug safety data, nore efficient interconpany
agreenents, and international harnoni zation of the postmarketing
periodic safety report format (i.e., use of PSUR format). ERG
applied estimtes of savings by category and firmsize to the
nunber of affected firnms within each affected industry. The

met hodol ogi es and procedures for deriving these estinmates are
fully presented in ERGs final report (Ref. 25).

V.C. 4.a. Savings related to nmintai ning and building data

bases of SADRs and interconpany transfers of drug safety data.

Drug and bi ol ogi cs conpani es maintain safety data bases of al
domestic and foreign SADRs involving their products. The
managenent of these data bases can be quite conpl ex dependi ng on
t he individual circunmstances of nmanufacturing and marketi ng.
Conpani es may have foreign subsidiaries, donmestic and foreign
manufacturing sites, and varied |licensing agreenents w th other
conpani es for marketing products. Foreign subsidiaries and

| icensees generally submt SADR reports to U. S. conpanies by fax.
U S. conpanies then reenter the reports into their own databases.
Use of standardized safety report formats and content

internationally will lend itself to electronic transm ssion of
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safety information. |In these cases, interconpany and

i ntraconpany sharing of safety information will be substantially
facilitated. ERG estinmated these benefits at $3.1 mllion
annual | y.

V.C.4.b. Savings related to greater ease in entering into

i nterconpany agreenents. As requirenents for drug and biol ogics

safety reporting becone harnoni zed, drug and bi ol ogi cs conpani es
will find it easier to coordinate safety reporting efforts when
entering into various agreenents wth other manufacturers or

sal es organi zations. In the current organizational structure of
the industry, conpanies are frequently negotiating |Iicensing
agreenents, nergers, joint ventures, and other contractual
matters with other conpanies. For these arrangenents, conpanies
nmust devel op, share, and nerge drug safety reports from around
the world. At present, negotiation of drug safety data sharing
is often conplicated by reporting formats and requirenents that
differ between regions. ERG estimated the potential savings that
woul d accrue fromsinplified negotiation of |icensing agreenents
due to standardi zed reporting formats and requirenments at $4.2
mllion annually.

V.C. 4. c. Savings related to eventual international

har noni zation to the PSUR format. ERG estinated the potenti al

savings to industry of preparing a single PSUR that would be

accepted by regulatory authorities internationally on the sane
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date. Currently, conpanies are faced with nmany i nconsi stent

requi renents and nust neet the individual requirenents and

ti meframes of each country. ERG estimted these savings at $24.3
mllion annually.

V.C. 4.d. Potential savings in clinical trial managenent.

Sone conpani es noted that they would convert nedical ternms from
clinical trials to MedDRA whether or not it was required by FDA
Assunming that this transition will gradually apply to future
clinical trials, a single nedical term nology, internationally
devel oped, accepted, and applied, would all ow conpanies to nore
easily transmt, integrate, and analyze clinical trial data from
gl obal sites. Subsequent reductions in time and resources woul d
contribute to reduced costs during drug devel opnent. Based on

i nput fromindustry, ERG devel oped a narrow focus of savings
associated with clinical trial data managenment val ued at $7.2
mllion annually.

V.C. 4.e. Leveraging specialized know edge. This proposed

rul e al so provides the groundwork for establishing focused
centers of technical information on drug safety. d obal
conpani es and regul atory agencies will have the opportunity to
create econoni es of expertise by concentrating specialized

know edge of gl obal drug use and product risks and benefits in
centralized |ocations. To the extent that safety information is

better managed, understood, and shared with interested parties,
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substantial benefits will accrue. Neither ERG nor FDA could
guantify these benefits.

V.C.4.f. Total benefits. ERG estimated the total industry

savings fromnore efficient use of resources to be $38.8 mllion
annually. This estimate, however, accounts for only a nodest
portion of the potential benefits of the broader set of
initiatives that enhance el ectronic subm ssions and gl obal

har noni zation of safety reporting. Table 12 sumrarizes the
estimated annual benefits of this proposed rule. The agency
recogni zes, however, that the industry savings conmponent wll not
be fully realized until safety reporting requirenments are
harnoni zed internationally. The agency believes that these
benefits could be achieved in a relatively short period after
this rule becomes final. The agency is ready to accept PSUR
formats and the use of MedDRA for coding of individual case
safety reports at the present tine (see draft gui dance of 2001).
In addition, the European Union and Japan currently accept PSUR

formats and the use of MedDRA.
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Tabl e 12.--Summary of the Annual Benefits
Savi ngs Cat egory $ MIlion
(annual | y)
Public health benefits for a 2 percent
reduction in SADR-rel ated hospit al
costs:
Reduced SADR-rel at ed hospital 252. 2
adm ssi ons
Reduced i n-hospital SADRs 93.6
I ndi rect benefits from reduced 22.7
hospi talizations
Total hospital-rel ated savings 368. 5

Expanded safety information on product
approval s

Not esti nated

| nproved ri sk communi cation and product
sel ection

Not esti nat ed

Future Industry Savi ngs:

Efficiencies in database 3.1
mai nt enance

Facilitation of PSUR subm ssions 24. 3

Facilitation of interconpany 4.2
negoti ati ons

Clinical trial managenent 7.2
Total Industry Savi ngs 38. 8¢

Econom es of Managi ng Drug Expertise

Not esti mated

!Assumi ng 1/3 of these savings begin in year 2 ($11.6 mllion),

year 3 ($23.3 million)
annual i zed present value is $28.5 mllion
over 10 years.

i npacts of medical and conputer technol ogy.

and $38.8 million in years 4 through 10,
di scounted at 7 percent
The 10-year tinme horizon allows a reasonabl e
projection of current information given the unforseen progress and

V.D. Costs of Conpliance

This section presents the estinmated conpliance costs of the

proposed requirenents.
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proposed rule clarifies and expands existing requirenments for
subnmitting premarketing expedited reports, postmarketing expedited
initial and foll omup reports, and postmarketing periodic safety
reports to FDA. Drug and bi ol ogics manufacturers would be required to
use direct verbal contact to collect information sufficient to
deternmine the nature, severity, and outcone of SADRs and to eval uate
and describe the safety profile or changes in the safety profile of
mar ket ed drugs. The proposed regul ation al so specifies criteria for
reporting individual case safety reports and desi gnates data el enents
that nmust be conpleted as a condition for initial and fol |l owmup
reporting. Each SADR in a postmarketing individual case safety report
for human drugs and biol ogi cs nmust be coded using the appropriate
“preferred ternf in the | atest version of MedDRA. The proposal also
requires a physician to review the postmarketi ng expedited and
periodic safety reports. The proposed rule would codify the data

el enents, anal yses, and report format of the required postmarketing
periodi c safety report subm ssions and harnoni ze many of these

requi renments with ICHinitiatives. Applicants holding an approved
mar keti ng application would be required to subnmt sem annua

i ndi vidual case safety reports and nore detail ed postmarketing
periodic safety reports that contain cunul ati ve and conprehensi ve
data, anal yses, tabulations, sumaries, and other information. The
proposed rule also includes revisions to IND safety reporting

requi rements and bioavailability and bi oequival ence study

requi renents.

V.D.1. Costs of New Recordkeeping and Reporting Requirenents
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V.D.1.a. Nunber of reports. In 1998, manufacturers and

applicants of human drug and bi ol ogi cal products subnitted
approxi mat el y 230, 000 i ndi vi dual case safety reports of SADRs to FDA.
Data from about 130,000 of these individual case safety reports in the
agency’ s Adverse Event Reporting System (AERS) were anal yzed to
estimate the annual nunber of future SADR reports expected to be

i ncluded as revi sed expedited and new seni annual subni ssions.

However, not enough data exists to predict the nunber of new expedited
reports the agency may expect each year. For this analysis, estimates
of new expedited reports for human drugs and bi ol ogi cal products were
based on counts of simlar reports received by the agency during 1998.
The estimated nunber of expedited reports for blood products is
derived from published studies (Refs. 26 and 27).

The agency does not know how many TPSRs, and PSURs and | PSRs
woul d be submitted annual |y, because applicants with pre-1998 drug
approval s can submit either format. In addition, applicants with
ANDAs approved on or after January 1, 1998, may choose to submit a
TPSR rather than a PSUR or IPSR if the innovator NDA was approved
before January 1, 1998. Despite this uncertainty, this analysis
estimates the nunber of new filings of postnarketing periodic safety
reports based on average counts of pre- and post-1998 drug approval s.

The nunber of affected reports for prescription drugs marketed
for human use w thout an approved application, IND safety reports,
bi oavai |l ability/ bi oequi val ence safety reports, and other reports were

projected fromcounts of sinilar reports received by FDA. Estinates
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for the total number of reports affected by the proposed rule are

shown in table 13.
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Tabl e 13.--Nunber of Affected Reports by Regul atory Status

Dr ugs

Mar ket ed Bl 0od Bi oavai lability
Type of Report Wt hout an NDA/ ANDA Bi ol ogi cs Product s I ND and Tot al

Appr oved Bi oequi val ence

Appl i cation
Expedi t ed
Serious and unexpected SADRs 350 50, 000 3, 000 0 0 0 53, 350
Al ways expedited report 50 1, 500 100 0 0 0 1, 650
Unexpect ed SADR wit h unknown
out cone 46 912 25 0 0 0 983
Information sufficient to
consi der product
adm ni strati on changes 5 300 4 0 0 0 309
Medi cation errors 1, 000 100, 000 10, 000 0 0 0 111, 000
30-day foll owp 340 43, 000 3, 000 0 0 0 46, 340
Serious SARs - blood products 0 0 0 7,000 0 0 7,000
IND Safety
Information sufficient to
consi der product
adm ni strati on changes 0 0 0 0 600 0 600
Bi oavail ability/
bi oequi val ence safety report 0 0 0 0 0 200 200
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Tabl e 13.--Nunber of Affected Reports by Regul atory Status (Continued)

Dr ugs Bi oavail ability
Mar ket ed Bl ood and
Type of Report Wt hout an NDA/ ANDA Bi ol ogi cs Product s | ND Bi oequi val ence Tot al
Appr oved
Appl i cation
Peri odi c
TPSR 0 1, 400 35 0 0 0 1,435
PSUR 0 2,500 35 0 0 0 2,535
I SUR 0 350 3 0 0 0 353
I ndi vi dual case safety 0
reports--sem annual 4,726 480 0 0 0 5, 206
submi ssi on
O her 4
Reports to nmanufacturer or 4,548 100 0 0 0 4, 652
appl i cant
Subnmit safety records to FDA 2 15 4 0 0 0 21
upon request
Annual reports 0 2,363 69 0 0 0 2,432
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V.D.1.b. New tinme burden. The proposed rule requires

manuf acturers and applicants to use active query to acquire the
outconme (i.e., whether an SADR is serious or nonserious) and required
data set for any spontaneously reported individual case safety report
that they receive pertaining to their marketed human drug or

bi ol ogi cal product. Furthernore, the proposed rule requires that
every individual case safety report subnmitted to the agency be

assi gned an appropriate MedDRA code. Although individual case safety
reports are currently subnitted for nost SADRs, depending on the type
of SADR, the proposed rule may inpose an additional burden on health
prof essi onal personnel if active query is not already used routinely
by a manufacturer or applicant. Regulatory affairs personnel working
with the health professional may spend additional tinme assigning the
MedDRA code and docunenting the active query. The agency seeks
comment on the reasonabl eness of the estimates of the tine burden and
the type of enployee anticipated to fulfill the new requirenents
detailed in the foll ow ng paragraphs.

V.D.1.b.i. Expedited reports. The nature of the SADR (i.e.,

whet her the SADR i s expected or unexpected) and whether the outcone is
known (i.e., SADR is serious or nonserious) will deternine the data
needed and when and if an individual case safety report should be
submtted to FDA. At present, individual case safety reports of SADRs
that are both serious and unexpected are subnmitted as 15-day al ert
reports.

The proposed rul e adds conditions for deternm ning expedited

reports (e.g., mininumdata set required). |In addition, it specifies
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that an expedited report for an individual case safety report nust
contain a full data set, including MedDRA codes, and that supporting
docunent ation such as hospital discharge records, autopsy reports, or
death certificates nust be subnitted, if available. This aspect of
the proposal nmay inpose a new burden estimated at 1 hour each for
health professionals and regulatory affairs personnel (see table 14).

The proposal defines new criteria for determ ni ng when expedited
reports should be submtted. Certain nmedically significant SADRs as
listed in the proposal, whether unexpected or expected, and al
domestic reports of actual and potential nedication errors would be
required to be subnitted to FDA in an expedited nmanner. Furthernore,
when the outcone of a spontaneous, unexpected SADR cannot be
determ ned, an expedited report nmust be submtted to the agency. 1In
t hese circunstances, nanufacturers and applicants are assuned to
allocate from 16 to 24 hours nore time for health professionals and
regul atory affairs and clerical personnel to prepare and submit these
new reports. Table 14 |lists the additional hours each type of
enpl oyee nmay spend conplying with these new requirenents.

In addition to individual case safety reports, nanufacturers and
applicants may receive safety information from donmestic or foreign
studies that is judged to be sufficient to consider a change in
product admnistration. In this case, the proposed rule requires that
a narrative report of these findings be submtted to the agency as an
expedited report. Preparing and submtting this new report may take
up to 8 hours of tinme fromhealth professionals and regulatory affairs

and cl erical personnel as shown in table 14.
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V.D.1.b.ii. Followp reports. The proposed rule establishes

timeframes and data elenments required for subm ssion of expedited

i ndi vi dual case safety reports. |If required data elenments were not
subnmitted with the initial filing of an expedited report of a serious
SADR or a nedication error report, then the applicant nust continue to
use active query to obtain the additional information. This

i nformati on nust be subnitted to FDA in a followp report within 30
cal endar days of the previous filing. |If the full data set is stil
not obtai nable, the 30-day followp report nust include all safety

i nformati on obtained, highlighting new information and stating the
reasons for the inability to obtain conplete information. The agency
estimates that 8 additional hours, as shown in table 14, are needed
for these foll owup reports.

Applicants nust also subnit any new safety information to FDA
for any other expedited or followp report within 15 days of receipt
of the newinformation. This provision is currently required;
therefore, no additional hours are allocated to this provision

V.D.1.b.iii. Blood products. Collection and transfusing

facilities are currently required to i nvestigate, prepare, and
maintain witten reports of conplaints of SARs arising as a result of
bl ood collection or transfusion. Furthernore, if a fatality occurs as
a conplication of blood collection or transfusion, facilities mnust
notify FDA as soon as possible and follow up with a witten report
within 7 cal endar days after the fatality occurs. The proposed rul e
will require that all witten reports submtted to the agency use the

i ndi vi dual case safety report format. This change in reporting format
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is not expected to increase the time needed to prepare and submt
reports of fatalities. |In addition, the proposed rule will require
that any serious nonfatal SAR related to collection or transfusion of
bl ood and bl ood conponents be submitted as a expedited report within
45 cal endar days. As shown in table 14, blood facilities may spend up

to 16 hours nore preparing and submtting each of these expedited

reports.

V.D. 1.b.iv. | ND and bioavail ability/bi oequival ence safety
reports. Sponsors of an IND are currently required to submt witten
and tel ephone safety reports. The proposed rule will add sone

conditions for reporting and require that reportable SADRs include the
m ni mum data set. Sponsors of INDs will be required to subnmit witten
safety reports to FDA and all participating investigators of: (1) Any
SADR t hat, based on the opinion of either the sponsor or investigator,
is both serious and unexpected and (2) any information that m ght
materially influence the benefit-risk assessnment of an investigational
drug or that would be sufficient to consider a change in either
product admnistration or in the overall conduct of a clinical
i nvestigation. The agency is also expanding the current requirenent
for tel ephone and facsimle transm ssion of safety reports of
unexpected death or life-threatening SADRs to include those that neet
these criteria based on the opinion of either the sponsor or
investigator. |In addition, the agency is meking mnor changes to
align current IND safety reporting requirements with the proposed
changes to postmarketing safety reporting.

The agency anticipates that very few investigator-initiated

reports would be subnitted under the proposed rule. Because the
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nunber of new reports (i.e., approximately 10 per year) woul d
represent less than 0.2 percent of all individual |IND safety reports
subnmitted to the agency in a year, no additional burden is estimated.
However, up to 4 hours may be needed for sponsors to acconmpbdate the
new requirements for witten safety reports for information sufficient

to consider a change in product adm nistration (see table 14).
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In addition, the agency woul d require subm ssion of expedited
safety reports for certain bioavailability and bi oequi val ence studies
that are exenpt from subnission of an IND. The agency estimtes 14

hour sper report are needed to conply (see table 14).
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V.D. 1.b.v. Sem annual subm ssions of postnarketing

individual case safety reports. The current regulations require

t hat postmarketing individual case safety reports from donestic
mar ket i ng experi ence for serious expected adverse drug
experiences, nonserious unexpected adverse drug experiences, and
nonseri ous expected adverse drug experiences be submtted to the
agency in postmarketing periodic safety reports. Under the
proposed rul e, nost individual case safety reports not submtted
to FDA as an expedited report would be submtted as a separate
report twce a year. Al reports of actual or potential
nmedi cation errors, whether or not an SADR occurs, would be
submtted as expedited reports and not submtted sem annually.
I ndi vi dual case safety reports of nonserious SADRs that are
expected or listed would no | onger be submtted to the agency.
Exceptions, for vaccines, would be reports of nonseri ous,
expected SARs and expected SARs with an unknown outcone, which
woul d be submtted sem annually. Neverthel ess, applicants would
be expected to maintain these reports and include themin tabul ar
sumaries provided in the postmarketing periodic safety reports
(e.g., PSURs).

Whereas the current postmarketing periodic safety reporting
regul ati ons do not apply to foreign reports of SADRs, the
proposed rule would require that foreign individual case safety

reports of serious and expected or |isted SADRS be submtted
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sem annual ly. The agency is unable to predict how many foreign
reports may be subnitted. For the purpose of this analysis,
t herefore, the nunber of nonserious and expected or |isted
i ndi vi dual case safety reports is assuned to be equal to the
nunber of serious and expected or listed foreign reports, and the
overall nunber of individual case safety reports submtted in a
year woul d remai n unchanged.

Al t hough the nunber of individual case safety reports
subm tted annually as a postmarketing periodic safety report is
expected to remain stable, the timng of these subm ssions nmay
change. Reports will be submtted |l ess frequently (sem annually
rather than quarterly) for products that have been on the market
for less than 3 years and nore frequently (sem annually rather
t han annual ly) for products that have been on the market for nore
than 3 years. Furthernore, additional tine may be needed for an
active query to obtain a full data set for reports of serious and
expected or |listed SADRs and a mninmum data set for all SADRs.
Based on reports to AERS in 1998, the agency estimates that, on
average, approximately 35 individual case safety reports may be
subm tted sem annual ly for each drug product. Regulatory affairs
per sonnel and heal th professionals m ght spend up to 10
addi ti onal hours each to obtain and process information for each

sem annual subm ssion (see table 14).
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Table 14. --Esti mated New Burden for

Reports

Expedited and Sem annual

Type of Report

New or
Revi sed

New Burden (hours)

Heal t h
Pr of essi onal

Regul at ory

Affairs Clerical

Tot al

Expedit ed
Seri ous and

unexpect ed SADR

Revi sed

Al ways expedited
report

12 2

16

Unexpected SADR with
unknown outcone

18 3

24

| nformati on
sufficient to
consi der product
adm ni stration
changes.

Medi cation errors

12 2

16

30-day followp

Serious SARs -
product s

bl ood

Revi sed

12 2

16

| ND Safety
I nformation

sufficient to
consi der product
adm ni stration
changes

Revi sed

Bi oavai |l ability/
bi oequi val ence safety

report

New

11 2

14

| ndi vi dual case
safety reports--
seni annual subm ssi on

Revi sed

10

10 0

20
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V.D.1.b.vi. Post mar keti ng periodic safety reports (TPSR

PSUR, and IPSR). Current agency regulations require applicants

to submt postnarketing periodic safety reports at specified
intervals. Each periodic safety report nust contain a narrative
summary and anal ysis of adverse drug experiences received since
the last periodic report. The proposed regulation would require
applicants to provide nore thorough review and anal ysis of the
safety profile for certain drugs.

For all applications approved on or after January 1, 1998,
t hese reports would be in the PSUR format (wi th sone variation)
that is currently accepted by other regulatory authorities.
These applications would be submtted sem annually for 2 years
after the U S. approval date, annually for the next 3 years, and
every 5 years thereafter. 1In contrast to current regul ations,
post marketing periodic safety reports would have to contain a
nmor e conprehensive anal ysis of the product’s safety record.
Specifically, applicants would be required to submt, as
described in chart 1, sumary tabul ati ons of SADRs (i.e., al
SADR ternms and counts of occurrences) received since the |ast
periodic report categorized by body system or standard organ

system cl assi fication schene.

265



Chart 1--Required Sunmary Tabl uations of SADRs for PSURs

Sour ce Qut cone
Spont aneous subm ssions from Al serious and
heal th care professionals nonseri ous
St udi es or individual patient Al'l serious
| NDs
Scientific literature Al'l serious; al

nonserious unlisted

Regul atory aut horities Al'l serious
O her (e.g. poison control Al'l serious
centers, epidem ol ogical data
bases)

In addition, applicants would have to subnmit cumul ative
sumary tabul ations for SADRs that are both serious and unli sted.
Applicants would be required to include a discussion of these
data including the nedical significance or nechani sm

Applicants would be required to submt a discussion of
safety information from applicant-sponsored studies (either
pl anned or initiated) and published safety studi es and abstracts.
Furt hernore, applicants would be required to include a discussion
of certain lack of efficacy reports and inportant new i nfornmation
received after the data lock point. 1In addition to analysis of
i ndi vi dual case safety reports and studies, applicants would be

required to subnmt a conprehensive analysis of other safety
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information specified in the proposal, such as increased
frequencies of |isted SADRs, specific populations, and drug
i nteractions.

Applicants woul d al so be required to provide other rel evant
safety and baseline information as specified in the proposal.
This information would include worl dw de nmarketing status,
changes to the CCSI, actions taken for safety reasons, and
wor | dwi de patient exposure. Appendices would include additional
safety information as specified in the proposal including
information related to the current (or proposed changes) in the
U.S. labeling and safe use of the product, sunmary tabul ations of
spont aneous i ndi vidual case safety reports fromindividual s ot her
than a health care professional, summary tabul ati ons of
i ndi vi dual case safety reports of SADRs with unknown outcone and
nmedi cation errors, sumary tabul ati ons of SADRs from class action
lawsuits, U S. patient exposure, assessnents of |ack of efficacy
reports and new i nformati on on resistance to antim crobial drug
products. 1In addition, the nanme and tel ephone nunber of the
| i censed physicians responsi ble for the content and nedi cal
interpretation of the information in the PSUR and the addresses
where all safety reports and other safety related records are
mai nt ai ned woul d be i ncl uded.

The proposal also requires IPSRs for approvals on or after

January 1, 1998. Wiile following a simlar format as the PSUR
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the PSR is | ess conprehensive than the PSUR (i.e., does not
require subm ssion of summary tabul ation information). This
report would be submitted 7.5 and 12.5 years after the U. S.
approval date.

Under the proposed regul ation, TPSRs woul d be required for
applications approved before January 1, 1998. Although | ess
conprehensi ve than the PSUR, the TPSR woul d have to contain
product safety information, including sunmary tabul ations and a
narrative summary and anal ysis of individual case safety reports,
and a history of safety-related actions taken during the
reporting period. The timng for these report subm ssions woul d
be at 5, 7.5, 10, 12.5, and 15 years after U S. approval of the
product and then every 5 years thereafter. Applicants would have
the option to file using the PSUR and | PSR formats.

The additional tines required to conplete the proposed
changes to postmarketing periodic safety report subnissions are
shown in table 15. The agency estimates that the new burdens
woul d be 16 hours for TPSRs, 40 hours for PSURs, and 30 hours for
| PSRs. These tinmes represent estinmates of the average tine per
report, recognizing that preparation tinmes for each postmarketing
periodic safety reports may take as little as a day for products
with few or no SADRs or as nmuch as several nonths for other
products that are nore conplex or associated with many SADRs.

Based on reports received by the agency, a few products account
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for the majority of the reports of SADRs. For exanple, 1998 AERS
data showed that approximately 75 percent of the postmarketing
periodic safety reports for drug products included 10 or fewer

i ndi vi dual case safety reports, accounting for only about 5
percent of all of those reports submtted with postnmarketing
periodic safety reports. The other 25 percent of postmarketing
periodic safety reports included the remaining 95 percent of

i ndi vi dual case safety reports submtted in 1998.
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Tabl e 15.--Esti mated New Burden for Periodic Safety Reports
and O her Reports

New Burden (hours)

Heal t h
New or Prof essi ona Regul atory
Type of Report Revi sed | Affairs Clerical Tot al

Peri odi c
TPSR - Revi sed 3 9 4 16
application
approved before
1/ 1/ 95

PSUR - New 8 24 8 40
application
approved on or
after 1/1/95

| PSR - New 6 18 6 30
application
approved on or
after 1/1/95

G her
Reports of New 0 1 0 1
nonseri ous
SADRs and
certain

nmedi cati on
errors to
manuf act ur er
or applicant

Submt safety New 0 4 4 8
records to FDA
upon request

Annual reports | Revised (3)¢ (7.5) (3) (14)

lvalues in parentheses represent an estimate of the decrease in burden.
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V.D.1.b.vii. Oher reports. Currently, persons submtting

post mar keting safety reports may elect to submt reports of
serious adverse drug experiences to the manufacturer or applicant
rat her than submtting serious unexpected adverse drug
experiences directly to FDA. The proposed rule would require
subm ssion of all safety reports (i.e., serious and nonseri ous
SADRs and nedi cation errors) to the manufacturer or applicant
within 5 cal endar days of initial receipt of the information.
Contractors may need to allocate up to 1 additional hour to
prepare and submt each report of a nonserious SADR or nedication
error that does not result in an SADR (see table 15).

Persons mai ntai ning records of SADRs may be asked to submt
any or all records to FDA wthin 5 cal endar days. The agency
estimates that 21 such requests for SADR records would be nmade in
a given year. This new reporting requirenent may take regul atory
affairs and clerical personnel up to 4 hours each to fulfill each
request (see table 15).

FDA will no longer require that applicants subject to an NDA
or BLA submit certain safety related informati on with annual
reports. This reduction in reporting requirenents wll decrease
the burden on these applicants. To prepare and submt each
annual report, applicants nmay save an estimated 13.5 hours

annual ly (see table 15).
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V.D.1.c. Annual cost of the reporting and recordkeepi ng

provi sions. Hourly conpensation estimates for personnel
inplicated in the proposed changes to safety reports are shown in
table 16. The additional cost of the proposed changes for each
type of affected report and the total annual cost of the proposed
rule are summarized in table 17. However, because the annual
costs depend on the actual nunber and type of reports submtted
to FDA, these costs are uncertain and may fluctuate fromyear to
year. For exanple, if there are 50 percent fewer reports than
estimated, annual costs would be approximately $52.2 nmillion
instead of $106.6 mllion. |If the nunber of reports subnmitted is
50 percent nore than shown in table 17, the annual costs would be
about $159.9 mllion. The agency seeks comments on the

reasonabl eness of its estimates of nunmber of reports, burden

hours, and costs.
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Tabl e 16. --Hourly Conpensati on

Health Practitioner!? Regul atory Affairs??3 Clerical?

$67. 31 $36. 92 $17. 39

'Hourly conpensation derived fromthe annual salary range for
clinical research physicians in the pharmaceutical industry from
http://careers.yahoo.com Hourly conpensation includes benefits equa
to 40 percent of hourly wage.

2U.S. Department of Labor, BLS, “Enployer Costs for Enployee
Compensation, Table 12,” March 1999

3I ncl udes biostatisticians.
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Tabl e 17.--Total Annual Cost of New Reporting Burden
Nunber of Per Report
Type of Report Af fect ed Cost of An?éfuﬁ?%St
Reports New Burden
Expedit ed
Serious and unexpected SADRs 53, 350 $104. 23 $5.6
Al ways expedited reports 1, 650 $612. 44 $1.0
Unexpect ed SADR with unknown
out come 983 $918. 65 $0. 9
Information sufficient to
consi der product adm nistration
changes 309 $347. 46 $0.1
Medi cation errors 111, 000 $612. 44 $68.0
30-day followup 46, 340 $366. 99 $17.0
Serious SARs - bl ood products 7,000 $612. 44 $4. 3
IND Safety
Information sufficient to
consi der product adm nistration
changes 600 $158. 54 $0.1
Bi oavail ability/bioequival ence
safety report 200 $508. 21 $0.1
Peri odic
TPSR 1,435 $603. 76 $0.9
PSUR 2,535 $1, 563. 66 $4.0
| PSR 353 $1,172.75 $0. 4
I ndi vi dual case safety reports--
sem annual subm ssion. 5, 206 $1, 042. 28 $5. 4
Ot her
Reports of nonseri ous SADRs and 4,652 $36. 92
certain medication errors to
manuf acturer or applicant $0. 2
Submt safety records to FDA upon
request 21 $217. 24 $0.0
Annual reports 2,432 ($530.99)1 ($1.3)
Total Annual Cost of New Reporting Burden $106. 60
! values in parent heses represent an estimte of cost savings.
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V.D.2. Costs of M:dDRA

FDA contracted with ERGto estimte the industry cost of
using MedDRA terns to code individual case safety reports. In
the fall of 1999, ERG and FDA staff visited three drug conpanies
and conducted tel ephone interviews with several nore conpanies
and industry consultants. The purpose of the interviews was to
collect information to assist in estimating the major cost
conponents of inplenenting MedDRA. ERG s conplete report is on
file wwth the hearing clerk (Ref. 25).

Conpani es were asked to describe costs incurred or
proj ect ed based on conpany experiences. Conpanies identified
maj or cost elenents that include one-tinme inplenentation costs
such as planning and coordi nati on of the conversion, converting
exi sting data and information systens, and training. Recurring
costs include MedDRA subscription and nai nt enance costs.

ERG applied estimtes of cost by category and firmsize to
the nunber of affected firns within each industry. Estinates of
af fected drug and biol ogi ¢ product manufacturers are derived by
appl ying data from 1998 FDA Adverse Drug Event Reports and
Vacci ne Adverse Event Reports to aggregate firmdata fromthe
Smal | Busi ness Admi ni stration, Census of Mnufactures and the
Nati onal Sci ence Foundati on. Esti mates of affected bl ood
facilities are derived fromthe FDA Center for Biologics

Eval uati on and Research dat abase of |icensed and/or registered
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establ i shnments, the National Blood Data Research Center and the
Census Bur eau.

Limtations on ERG cost estinmation include the conplexities
associated with firns’ abilities to separate increnental costs
fromfactors that substantially influence expenditures, such as
i ntegrating operations of one or nore newy nerged corporations,
isolating U S. corporate polices and operations from gl obal
corporate policies and operations, and reachi ng consensus on the
extent and timng of the conversion of historical SADRs and dat a.

V.D.2.a. One-tine costs

V.D.2.a.i. Planning and coordination. Conpanies wll need

to allocate tine to plan and coordi nate the conversion of MedDRA
across their affected operations. Planning costs are affected by
the extent of decentralization of codi ng and pharnmacovi gi | ance
work within the corporate structure. Mnagers for drug and

bi ol ogics firns are expected to spend from 240 hours for very
small firms to 1,400 hours for very large firns (greater than 750
or 500 enpl oyees respectively for drug and biologics firns) for

pl anni ng and coordi nation. Costs per conpany ranged from $10, 800
to $64,500 for drug and biologics firnms. |In contrast to drug and
bi ol ogics firms, blood facilities have a limted range of
products, do not need to convert |egacy data, and typically
operate only in the United States. Therefore, ERG judged that

conpliance costs for blood facilities would be 4 to 5 percent of
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equi val ent-si zed drug and biologics firnms. Estimted costs per
firmrange from $450 to $2,260 for very small and very |arge
firms, respectively.

V.D.2.a.ii. Developnent of information technol ogy support

structure. Conpanies reported that information technology (IT)
personnel will need to nodify existing database systens to:

. Accommodat e addi ng a new nedi cal dictionary,

. Al l ow for MedDRA s conpl ex hierarchical structure and

wi der field w dths,

e Reconcile the conparability of existing dictionaries

with MedDRA (in the short term,

e JIntegrate a Wb browser, and

e Install or nodify an autoencoder system
| T personnel are estimated to need from 720 hours for very snal
firms to 1,920 hours for very large firns to devel op and vali date
conputer data systens that will acconmpdate MedDRA. Costs are
estimated to range from $25,850 to $68, 900 for drug and bi ol ogics
firms. No costs were forecast for blood facilities.

V.D.2.a.iii. Pur chase or devel opnent of an aut oencoder.

Conpani es reported that they currently use an existing database
such as COSTART or WHOART and suppl enent these dictionaries with
their own nedi cal vocabulary. Autoencoders assist with the

aut omat ed conversion of existing nmedical ternms to MedDRA

Conpani es may purchase autoencoders, adapt existing in-house
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versions, or use outside contractors. Converting existing terns
to MedDRA is estimated to cost from $20,000 to $100, 000 for drug
and biologics firms. Costs are not applicable to bl ood
facilities.

V.D.2.a.iv. Conversion of |eqgacy safety data. Sone

conpani es reported that they would convert virtually all of their
| egacy data into MedDRA ternms even though it is not required by
this proposed rule. Sone conpanies maintain that this conversion
includes information fromclinical trials. Nonetheless, sone
conpani es may not convert their |egacy drug safety data into
MedDRA or may convert only sone of their products, based on
criteria associated with experience and history of the drug. ERG
estimated that 75 percent of conpani es would incur conversion
costs to allow for the range of conpany responses. The nunber of
terms that are converted automatically (w th autoencoders) or
manual ly will affect conversion costs. Estimated costs per
conpany for converting existing | egacy data range from about
$16,500 (for converting 15,000 terns) for very small firnms to
$275, 000 (for converting roughly 250,000 terns) for very large
drug firms. Costs for biologics firns of corresponding size
range from $3,300 (for 3,000 terns) to $55,000 (for about 50,000
terms). Costs are not applicable to blood facilities.

V.D.2.a.v. Training of personnel. Conpanies reported that

staff nost likely to receive MedDRA training include nmedica
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coders, biostatisticians, and pharnmacovigilance, IT, and

regul atory affairs personnel. In addition to formal training,
nmedi cal data coders will require several nonths of experience
before they becone proficient with coding in MedDRA. Training
costs are dependent on the nunmber of enployees that nust be
trained in MedDRA and the | evel of training needed for their
rel evant duties. Training costs were estimated to range from
$9, 300 to $330,300 for very small to very large drug

manuf acturers and from $9, 300 to $90, 600 for biologics firns of
corresponding size. ERG estimated training costs from$1,300 to
$4, 300 for very small to very large blood facilities.

V.D. 2.a.vi. Revi si on of standard operati ng procedures

(SOPs). Conpanies will revise a substantial group of SOPs in

I npl ementing MedDRA. Affected procedures include

di ctionary/coding, |IT, and drug safety/pharnacovigilance. Drug
and biologics firms are expected to need from 130 to 1,300 hours
for very snmall to very large firns to revise their SOPs for
MedDRA, with costs ranging from $5,900 to $59, 200. ERG al | ocat ed
8 to 50 hours for devel oping or revising SOPs for blood
facilities. Per firmcosts for SOPs are estinmated to range from
$370 to $2,260 for very small to very large blood facilities.

V.D. 2. b. Recurring costs

V.D.2.b.i. MdDRA core subscription. Conpanies nust pay

subscription costs on an annual basis to the MedDRA MSSO  Core
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subscription costs vary with the size of the conpany and with the
| evel of services. Estimates of costs range from $5,000 to

$40, 000 for drug and biologics firnms. ERG judged that bl ood
facilities would incur only nodest annual costs associated with
MedDRA subscri ption and updat es because of the limted range of

t erm nol ogy descri bing nedi cal outconmes. ERG assuned that bl ood
facilities would either work through industry associations to
negoti ate lower per firm subscription costs or, alternatively,
contract with contract research organi zations to obtain the
necessary MedDRA codes.

V.D.2.b.i1. MedDRA versions and quarterly updates.

Currently the MSSO intends to provide quarterly updates as well
as periodic new versions of MedDRA. Conpanies did not have a
sufficient history with incorporating MedDRA changes to estimate
the costs of updates. Cost conponents woul d include senior |evel
revi ews of each update, communicating the changes to affected
personnel, and I T support to upload and reconcil e new versions.
Costs are estimated to range from $5, 700 to $43,000 for drug and
biologics firms. No costs were assigned to blood facilities.

V.D.2.b.iii. Mai nt enance of existing dictionaries.

Conpani es reported that they may need to maintain their existing
dictionaries for an indetermnate tinme. Conditions that could
I nfl uence whether and for how | ong a conpany would need to

maintain its existing dictionaries are: (1) The conpany uses
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different dictionaries for its postmarketing safety and clinical
study data bases; (2) the conpany has products in |ate-stage
clinical trials; and (3) the conmpany has marketed products near
the end of their useful life. ERG estinmates the nmaintenance
costs for existing dictionaries are expected to range from $4, 300
to $136, 400 annually for drug manufacturers and from $4,300 to
$43, 400 annual Iy for biologics manufacturers. No costs were
assigned to blood facilities.

Tabl e 18 presents the estinmated costs to industry of

I npl ementi ng MedDRA for each cost category.
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Tabl e 18.--Total Conpliance Costs of MedDRA by Cost Category
Drugs and Biol ogics Total Cost? Per cent of
($ mllion) Tot al *
First-Time Costs
Pl anni ng and coordi nation 16. 3 9
Purchase or devel opment of auto-encoder 20.5 12
Personnel training 46. 0 27
Devel opnent of I T structure 14. 7 9
Legacy safety data conversion 31.9 18
Revi si on of SOPs 14.8 9
Total First-tine 144. 2 83
Recurring Costs
Annual MedDRA core subscription 6.6 4
MedDRA versi oni ng 6.9 4
Mai nt enance of additional medical dictionary 15.0 9
Total recurring 28.5 16
Total first year costs (First-time + 172.8 100

recurring)

Totals may not add due to rounding.
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V.E. Small Busi ness Anal ysis

The foll ow ng analysis along with other sections of this
preanbl e constitute the agency’s regulatory flexibility analysis
as required under the Regulatory Flexibility Act.

V.E.1. Need for and Objectives of the Rule

A primary objective of this proposed rule is the
har noni zati on of FDA's safety reporting requirenents with
international initiatives. The proposed rule would al so inprove
the quality of information contained in postrmarketing safety
reports for marketed human drug and bi ol ogi cal products. By
providing nore conplete information for individual case safety
reports, the revised reports would enhance the ability of
manuf acturers, applicants, and the agency to identify, nonitor,
and comuni cate the risks and benefits of marketed drug and
bi ol ogi cal products. Mnitoring these risks and benefits is
especially critical for recently approved products introduced to
| arge and di verse patient popul ations foll ow ng narket approval.
V.E. 2. Description and Estimate of Small Entities

The proposed rule applies to manufacturers, applicants, and
contractors of drug and biol ogical products, and persons involved
in blood collection and transfusion. The Small Business
Adm ni stration (SBA) defines a snmall business in Standard
Industrial Cassification (SIC) 2834 (or North Anerican Industry

Cl assification System (NAICS) code 325412) as one enpl oyi ng fewer
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than 750 enpl oyees and in SIC 2836 (or NAICS code 325414) as one
enpl oyi ng fewer than 500 enpl oyees. According to 1996 U. S.
Bureau of the Census statistics, alnbst 90 percent of the firns
under these SIC codes are considered small businesses. A review
of 1998 AERS data, which contain postmarketing 15-day and
periodic safety reports from manufacturers and applicants of
mar ket ed drug and bi ol ogi cal products, found that about 200 firns
submtted at |east one individual case safety report for a trade
name product and that the majority of these firns were considered
| arge under the SBA definitions. However, the nunber of firns
submtting reports vary fromyear to year. Therefore, using the
1998 AERS data, estimates of the percentages of reporting firns
by size were distributed to the nunber of firns in each SIC,
suggesting that about 230 drug and 72 biologics firnms would be
af fected by the proposed rule, of which 190, or about 60 percent,
woul d be consi dered small

FDA estimates that about 3,200 blood facilities would be
affected by the proposed regulation. Approxinmately 3,000 are
hospitals with bl ood collection and/or conpatibility testing
operations, classified in SIC 8062 (or NAICS code 62211), and 200
are bl ood banks or non-hospital blood and pl asmapheresis centers,
classified in SIC 8099 (or NAICS code 621991). The SBA defines
busi nesses in SIC 8062 and 8099 with annual revenues of $25

mllion and $7.5 mllion or |less, respectively, as small. ERG
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estimated the nunmber of small businesses affected in SIC s 8062

and 8099 at 1,786 and 188, respectively. This is approximtely

60 and 94 percent of the blood facilities in SICs 8062 and 8099,
respectively, that will be inplenenting the MedDRA requirenents.
V.E. 3. Projected Reporting, Recordkeeping, and QG her Conpliance
Requi renent s

V. E. 3. a. Reporting and recordkeeping requirenents. The

proposed rule may i npose an additional burden on manufacturers of
human drug products for which SADRs are reported. In any year,
SADRs may be reported for about half of the products marketed in
the United States. AERS data from 1998 suggest that small firns
manuf actured | ess than 12 percent of the products for which SADRs
were reported. Moreover, during this sane year, only about 2
percent of the postrmarketing 15-day alert reports submtted to
t he agency were fromsmall firnms. Nevertheless, the proposed
changes to the postmarketing safety reporting requirenments may
i npose a substantial burden on a significant nunber of smal
firms, especially small startup firns with only one product on
the market. The extent of the inpact will depend on the tine
that has el apsed since the drug was approved and the nunber and
types of individual case safety reports received in a reporting
peri od.

To illustrate the inpact of the safety reporting and
recor dkeepi ng requi rements of the proposed rule, table 19 shows

t he hypot hetical first-year burden for a drug approved 6 nonths
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prior to the effective date of the final rule. Under this
scenario, the first-year burden incurred for a newly approved
product m ght be as rmuch as $19, 600, assum ng 26 expedited and 6
foll owmup reports, two sem annual reports, and two PSURs had been

subm tted.
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Tabl e 19. --Hypot heti cal

First- Year

Reporting and Recordkeepi ng Burden for
Drug Product

New y Approved

Expedi t ed Expedited I ndi vi dual
pe_ © Expedit ed (unexpect ed Al ways 30- Da Case Safety
(serious, (medi cation SADR wi th Expedit ed - oay Report - - PSUR Tot al
unexpect ed Fol | ow- up i
SADR) errors) unknown Report Sem -'ann'ual
out come) Subm ssi on
Per
eport $104 $612 $919 $612 $367 $1,042| $1, 564
bur den?
Number
of 8 16 1 1 6 2 2 36
reports
Total s? $834 $9, 799 $919 $612 $2, 202 $2,084| $3,128| $19,578

!onl'y whol e dollar values are shown.

2Val ues rounded to the nearest whol e number.
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V.E. 3.b. Inplenenting MedDRA. | nplenenti ng MedDRA woul d

| npose additional significant one-tine and recurring costs on
drug and bi ol ogi cal product manufacturers. Costs would vary
anong i ndividual firns depending on circunstances, including the
nunber of products manufactured, the frequency of SADRs, and the
extent of |egacy data converted. Table 20 displays ERG s
estimates per firmof revenues, annualized conpliance costs and
costs as a percent of revenues. Costs for small entities are

0. 15 percent and 0.28 percent of revenues for drug and bi ol ogi cal
product manufacturers, respectively. Simlarly, average
conpliance costs for small entities are 0.01 percent and 0.03

percent of revenue for SICs 8062 and 8099, respectively.
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Tabl e 20.--Conpliance Costs as a Percent

of Esti mated Revenues for Snal

Entities

. Per Firm :
Nurtber of Per_ Firm Annual i zed Compl i ance Cost
L. . Nunber of Esti mat ed . as a Percent of
I ndustry Classification Affected Compl i ance .
Enpl oyees . Revenues Esti mat ed
Firms ($000) Cost's Revenues
($000)
SI C 2834
Phar maceut i cal < 750 146 44, 265 66. 9 0.15
pr epar ati ons
SI'C 2836 < 500 44 15, 752 44. 4 0.28
Bi ol ogi cal products
SI € 8062 General nedi cal < 500 1,786 13, 366 0.6 0.01
and surgical hospitals
SI C 8099 Bl ood banks
(Health and allied < 500 188 1, 320 0.3 0. 03
services, NEC)
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The reporting, coding, and analysis of SADRs are standard
procedures that manufacturers routinely conduct under current
regul ations. No additional professional skills would be
necessary to conply with this rule. However, current safety
reviewers, analysts, and I T personnel would need training to
i mpl enent MedDRA
V.E.4. Alternatives and Steps to Mnim ze the Inpact on Snal
Entities

The maj or objectives of this proposed rule are to harnoni ze
FDA's safety reporting requirenments with internationa
initiatives and to inprove the quality of safety reports. Wth
t hese objectives in mnd, the agency considered alternatives to
this proposed rule.

V.E.4.a. Do nothing. The agency considered but rejected the

option of not proposing this rule. The proposed rule would align
FDA's safety report ternms, formats and requirenents for human
drugs and bi ol ogi cal products with the recomendati ons of | CH
Wth regard to use of a nedical dictionary for safety reporting
pur poses, at the present tine, nmajor problens exist with
conparing safety data gl obally because nmultiple nedical
dictionaries are being used internationally for coding of SADRs
(see section I1l1.F. 2 of this docunment). |In this rule, the agency
proposes to require the use of MedDRA, the nedical dictionary

devel oped by I CH. FDA believes that “to do nothing” woul d be
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inconsistent wwth the agency’s efforts to harnoni ze safety
reporting with international initiatives.

Anot her objective of this proposed rule is to inprove the
quality of safety reports. In this preanble, the agency cited a
substantial nunmber of studies that estimate the nunmber of SADRs
that have resulted in a hospitalization or that occur in a
hospital and the hospital costs related to SADRs. Safety reports
that are conplete are critical and necessary to reduce SADRs,
nmedi cation errors, and hospital costs. This proposed rule would
i nprove the agency’s ability to nonitor the safety of human drugs
and biol ogical products. In light of this information, “to do
not hi ng” woul d be inconsistent with the agency’s m ssion of
protecting public health.

V.E.4.b. Do not require a nedical dictionary. The agency

considered but rejected the alternative of not requiring the use
of MedDRA terns in individual case safety reports. MdDRA is an
integral part of the postmarket safety reporting systemthat was
devel oped jointly with international stakeholders. Requiring
MedDRA ternms in safety reports will enhance the anal ysis of drug
safety information. Mreover, MedDRA is a nedical dictionary
designed to translate terns in nmultiple |anguages, thus aiding in
nore expeditious and broader international drug use conparisons
and analysis. Not requiring MedDRA woul d conprom se the agency

objective of inmproving drug safety reporting and analysis. In
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addition, continued use of nmultiple nmedical dictionaries to code
SADRs wi || perpetuate the major problens with conparing safety
data globally that currently exist.

V.E. 4.c. Do not require nedication errors as expedited

reports. The agency considered but rejected the alternative of
not requiring nedication errors as expedited reports. Requiring
expedited reports of nedication errors would allow the agency to
review critical information and take appropriate and nore tinely
action on SADRs that are preventable. Not requiring expedited
reports of nmedication errors would ignore a key step in reducing
nmedi cal errors.

V. E. 4.d. Do not require bl ood establishnents to submt

reports for all serious SADRs associated with bl ood collection

and transfusion. The agency considered but rejected the

alternative of not requiring blood establishnments to submt
reports for all serious SADRs associated with bl ood collection
and transfusion, in addition to the current requirenment to submt
reports of fatalities. Because these establishnments are
currently required to conduct investigations and prepare and

mai ntain reports of serious SADRs, this proposal would inpose

m ni mal costs. However, only sone serious SADRs nust be reported
inatinmly manner. The agency believes it is critical that we
receive all such reports. This would inprove the agency’s

ability to take appropriate action to protect the bl ood supply
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nore consistently, to enhance donor safety and to ensure the
safety, purity and potency of blood and bl ood conponents for
adm nistration to patients.

V.E.4.e. Do not require certain bioavailability and

bi oequi val ence reports as expedited reports. The agency

considered but rejected the alternative of not requiring
expedited reports of SADRs for bioavailability and bi oequival ence
studi es not subject to an IND. This requirenment would allow the
agency qui cker access to information and would facilitate
appropriate action to protect those enrolled in clinical trials.

V.E. 4.f. Wiivers for econom ¢ hardship. The agency

recogni zes that requiring individual case safety reports to be
coded using MedDRA will likely inpose significant costs on sone
small firms (see section Il1.F. 2 of this docunent). One
alternative would be to consider the option of allow ng conpanies
to request a wai ver from MedDRA codi ng, based on econonic
hardshi p. The agency is seeking conment on ways to reduce
econonm ¢ hardshi ps of inplenenting MedDRA whi | e mai nt ai ni ng
adequat e procedures to nonitor and assess the safety of products.

V.E.4.9g Small business outreach, training, and assistance.

The agency has received both witten and verbal input from
interested parties, including small businesses, on the
recomendations of I CH regarding safety reporting for human drugs

and bi ol ogi cal products (e.g., the I CH E2A gui dance, the | CH E2C
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gui dance, and ICH ML). These public comrents addressed published
draft versions of the |ICH guidances as well as nunerous agency
presentations at public workshops and foruns (e.g., sponsored by
the Drug Information Association (DA or the Pharnmaceuti cal
Educati on and Research Institute (PERI)). The agency has

consi dered these comrents in devel opnent of this proposed rule.

Once this proposed rule is finalized, the agency will provide
the public with an overview of the provisions in the rule at
wor kshops and forunms (e.g., D A neetings, PER workshops). Al
firms, including small firnms, would have an opportunity to attend
t hese presentations.

Firms can access AERS-rel ated information on the Internet at
www. f da. gov/ cder/aers/index. htm The AERS site includes a
“Reporting Regul ati ons and Gui dances” page that provides a
summary of the rul emaki ng (proposed rules, final rules) and
gui dances regarding the agency’s safety reporting requirenents
for human drugs and biol ogical products. This site is updated as
changes to the safety reporting requirenents are made.

V. F. Unf unded Mandates Reform Act of 1995

On the basis of the preceding discussion, under the Unfunded
Mandat es Reform Act, FDA concludes that if only .85 percent of
the estinmated SADRs are prevented, then the benefits of this
proposed rule will exceed the annualized conpliance costs that it

i nposes on the U.S. econony. In addition, the agency has
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considered other alternatives as discussed in section V.E 4 of
this docunment and determ ned that the proposed rule is the best
alternative that would neet the objectives of this rule
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VI. Paperwork Reduction Act of 1995
Thi s proposed rul e contains collections of information which
are subject to review by the Ofice of Managenent and Budget
(OVB) under the Paperwork Reduction Act of 1995 (44 U S.C. 3501-
3520). "Collection of information"” is defined in 44 U S. C
3502(3) and 5 CFR 1320. 3(c) and includes agency requests or
requi renents that nenbers of the public obtain, maintain, retain,
or report information to the agency, or disclose information to a
third party or to the public. The title, description, and
respondent description of the information collection are shown

bel ow with an estimte of the annual reporting burden. |ncluded
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in the estimate is the tinme for review ng instructions, gathering
and mai ntaining the data needed, and conpl eting and revi ewi ng the
coll ection of information.

FDA invites comments on: (1) Whether the proposed collection
of information is necessary for proper performance of FDA' s
functions, including whether the information will have practi cal
utility; (2) the accuracy of FDA's estimate of the burden of the
proposed col Il ection of information, including the validity of the
nmet hodol ogy and assunptions used; (3) ways to enhance the
quality, utility, and clarity of the information to be coll ected;
and (4) ways to mnimze the burden of the collection of
i nformati on on respondents, including through the use of
aut omat ed col |l ection techni ques, when appropriate, and ot her
forms of information technol ogy.

Title: Safety Reporting Requirenents for Human Drug and
Bi ol ogi cal Products

Description: The proposed rule would anend FDA's safety

reporting regulations for human drug and bi ol ogical products to
i npl ement definitions, and reporting formats and standards as
reconmended by the International Conference on Harnoni sation of
Techni cal Requirenents for Registration of Pharmaceuticals for
Human Use (ICH) and by the Wirld Health Organi zation's Counci
for International Organizations of Medical Sciences (ClQOW);

codify the agency's expectations for tinmely acquisition,

301



eval uation, and subm ssion of relevant safety information for
mar ket ed drugs and |icensed biol ogical products; require that
certain information, such as domestic reports of nedication
errors, be subnmitted to the agency in an expedited manner;
clarify certain safety reporting requirenments; and make ot her

m nor revisions. The proposed rule would al so anmend FDA' s
post mar keti ng annual reports regul ations for human drugs and

i censed biol ogical products by revising the content for these
reports. These changes would further worldw de consistency in
the collection of safety information and subm ssion of safety
reports, increase the quality of safety reports, expedite FDA s
review of critical safety information, and enable the agency to
protect and pronote public health. The estimates provided in
this section are not only attributed to the new proposed
requirenents in this rul emaki ng but al so i nclude burdens
associated with our current safety reporting requirenents.

VI.A Expedited Safety Reporting

Proposed 88 310.305(c)(2)(i), 314.80(c)(2)(i), and
600.80(c)(2)(i) would require manufacturers and applicants to
subnmit a report to FDA for each SADR, received or otherw se
obtained, that is both serious and unexpected, whether foreign or
domestic, as soon as possible, but in no case later than 15
cal endar days after receipt by the manufacturer or applicant of

the m ninum data set for the serious, unexpected SADR Based on
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data concerni ng the nunber of expedited reports currently

recei ved by the agency, FDA estimates that approxi mately 350
expedited reports of serious and unexpected SADRs will be

subm tted annual |y under proposed 8 310.305(c)(2)(i);

approxi mately 50,000 reports will be submtted annually under
proposed 8 314.80(c)(2)(i); and approximtely 3,000 reports wll
be subm tted annually under proposed 8 600.80(c)(2)(i). FDA
estimates that approxi mately 14 manufacturers under proposed

8§ 310.305(c)(2)(i) will submt these reports; approxi mtely 282
appl i cants under proposed 8 314.80(c)(2)(i) will submt these
reports; and approxi mately 69 applicants under proposed

8§ 600.80(c)(2)(i) wll submt these reports. Based on the
agency’'s famliarity with the content of expedited reports for
serious and unexpected SADRs, FDA estimates that it will take an
average of 16 hours for manufacturers and applicants to prepare
and submt one of these reports to FDA. Preparation of an
expedited report for a serious and unexpected SADR woul d i ncl ude
gat hering information (proposed 88 310.305(b) and (c) (1),
314.80(b) and (c)(1), and 600.80(b) and (c)(1)), providing
attachnents, if applicable (proposed 88 310.305(c)(2)(ix) and
(c)(2)(x), 314.80(c)(2)(ix), and 600.80(c)(2)(ix)), and
formatting information (proposed 88 310.305(c)(2)(xii), (d), and
(e), 314.80(c)(2)(xi), (c)(4), and (e), and 600.80(c)(2)(xi),
(c)(4), and (e)).
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Proposed 88 310.305(c)(2)(ii), 314.80(c)(2)(ii), and
600.80(c)(2)(ii) would require nmanufacturers and applicants to
subnmit a report to FDA concerning information, received or
ot herwi se obt ai ned, whether foreign or donestic, that would be
sufficient, based upon appropriate nedical judgnent, to consider
product adm nistration changes (e.g., any significant
unantici pated safety finding or data in the aggregate froman in
vitro, animal, epidemological, or clinical study, whether or not
conducted under an IND, that suggests a significant human ri sk,
such as reports of nmutagenicity, teratogenicity, or
carcinogenicity, or reports of a lack of efficacy with a drug or
bi ol ogi cal product used in treating a |life-threatening or serious
di sease). Manufacturers and applicants would be required to
submt this information to FDA as soon as possible, but in no
case later than 15 cal endar days after determ nation by the
manuf acturer or applicant that the information qualifies for
expedited reporting. Expedited reports containing information
that woul d be sufficient to consider changes in product
adm nistration are a new type of safety report. Based on data
concerning voluntary reporting of this type of information to the
agency, FDA estimates that approximately 5 expedited reports
concerning information sufficient to consider product
adm ni stration changes will be subm tted annually under proposed

8 310.305(c)(2)(ii); approximately 300 reports will be submtted
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annual |y under proposed 8 314.80(c)(2)(ii); and approxinately 4
reports will be submitted annually under proposed
8§ 600.80(c)(2)(ii). FDA estinmates that approximately 5
manuf act urers under proposed § 310.305(c)(2)(ii) wll submt
t hese expedited reports; approximately 50 applicants under
proposed 8 314.80(c)(2)(ii) will submt these expedited reports;
and approximately 4 applicants under proposed 8 600.80(c)(2)(ii)
will submt these expedited reports. Based on the content of the
voluntary reports submtted to the agency, FDA estimates that it
w Il take an average of 8 hours for manufacturers and applicants
to prepare and submt an expedited report to FDA concerning
information sufficient to consider product adm nistration
changes. Preparation of these expedited reports woul d include
gathering information (proposed 88 310.305(b) and (c) (1),
314.80(b) and (c)(1), and 600.80(b) and (c)(1)), providing
attachnents, if applicable (proposed 88 310.305(c)(2)(ix) and
(c)(2)(x), 314.80(c)(2)(ix), and 600.80(c)(2)(ix)), and
formatting information (proposed 88 310.305(c)(2)(xii), (d), and
(e), 314.80(c)(2)(xi), (c)(4), and (e), and 600.80(c)(2)(xi),
(c)(4), and (e)).

Proposed 88 310.305(c)(2)(iii), 314.80(c)(2)(iii), and
600.80(c)(2)(iii) would require manufacturers and applicants to
submt a report to FDA for each SADR that is unexpected and for

whi ch the determination of an outcone is unattainable (i.e., SADR
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w th unknown outcone) within 45 cal endar days after initial
recei pt by the manufacturer or applicant of the mnimum data set
for an unexpected SADR  Expedited reports of unexpected SADRs

wi th an unknown outconme are a new type of safety report. Based
on data concerning the nunber of unexpected SADR reports with an
unknown outcome currently received by the agency, FDA estinmates
that approxinmately 46 expedited reports of an unexpected SADR

wi th an unknown outconme will be subm tted annually under proposed
8 310.305(c)(2)(iii); approximtely 912 reports will be submtted
annual |y under proposed 8 314.80(c)(2)(iii); and approxi mtely 25
reports will be submtted annually under proposed

8 600.80(c)(2)(iii). FDA estimates that approximately 10
manuf act urers under proposed 8§ 310.305(c)(2)(iii) wll submt

t hese expedited reports; approximtely 109 applicants under
proposed 8 314.80(c)(2)(iii) will submt these expedited reports;
and approxi mately 12 applicants under proposed

8§ 600.80(c)(2)(iii) will submt these expedited reports. Based
on the agency’s famliarity with the content of expedited reports
for serious and unexpected SADRs, FDA estimates that it wll take
an average of 24 hours for manufacturers and applicants to
prepare and submit an expedited report for an unexpected SADR

wi th an unknown outconme to FDA. Preparation of expedited reports
for unexpected SADRs with an unknown out come woul d incl ude

gathering information (proposed 88 310. 305(b) and (c)(1),
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314.80(b) and (c)(1), and 600.80(b) and (c)(1)), providing
attachnents, if applicable (proposed 88 310.305(c)(2)(ix) and
(c)(2)(x), 314.80(c)(2)(ix), and 600.80(c)(2)(ix)), and
formatting information (proposed 88 310.305(c)(2)(xii), (d), and
(e), 314.80(c)(2)(xi), (c)(4), and (e), and 600.80(c)(2)(xi),
(c)(4), and (e)).

Proposed 88 310.305(c)(2)(iv), 314.80(c)(2)(iv), and
600.80(c)(2)(iv) would require manufacturers and applicants to
submt to FDA each SADR, received or otherw se obtained, whether
foreign or donmestic, that is the subject of an always expedited
report. Certain nmedically significant SADRs (e.g., ventricular
fibrillation, liver necrosis, confirmed or suspected transm ssion
of an infectious agent by a nmarketed drug or biol ogical product)
whi ch may j eopardi ze the patient or subject and/or require
nmedi cal or surgical intervention to treat the patient or subject
woul d be subject to an al ways expedited report. These SADRs
woul d be submitted to FDA whet her unexpected or expected and
whet her or not the SADR | eads to a serious outcone. Always
expedited reports would be submitted to the agency within 15
cal endar days after initial receipt by the manufacturer or
applicant of the mninumdata set for the report. Al ways
expedited reports are a new type of safety report. Based on data
concerning the nunber of safety reports currently received by the

agency for the SADRs specified under proposed
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88 310.305(c)(2)(iv), 314.80(c)(2)(iv), and 600.80(c)(2)(iv), FDA
estimates that approximately 50 al ways expedited reports will be
subnmitted annual |y under proposed § 310.305(c)(2)(ivV);
approximately 1,500 reports will be submtted annually under
proposed 8 314.80(c)(2)(iv); and approximately 100 reports wl|
be submitted annually under proposed § 600.80(c)(2)(iv). FDA
estimates that approximately 10 manufacturers under proposed

§ 310.305(c)(2)(iv) will submt these expedited reports;

approxi mately 100 applicants under proposed 8 314.80(c)(2)(iv)
wll submt these expedited reports; and approxinately 10
appl i cants under proposed 8 600.80(c)(2)(iv) will submt these
expedited reports. Based on the agency’'s famliarity with the
content of expedited reports for serious and unexpected SADRs,
FDA estimates that it will take an average of 16 hours for

manuf acturers and applicants to prepare and submt an al ways
expedited report to the agency. Preparation of always expedited
reports would include gathering information (proposed

88 310.305(b) and (c)(1), 314.80(b) and (c)(1), and 600.80(b) and
(c)(1)), providing attachnents, if applicable (proposed

88 310.305(c)(2)(ix) and (c)(2)(x), 314.80(c)(2)(ix), and
600.80(c)(2)(ix)), and formatting information (proposed

88 310.305(c)(2)(xii), (d), and (e), 314.80(c)(2)(xi), (c)(4),
and (e), and 600.80(c)(2)(xi), (c)(4), and (e)).
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Proposed 88 310.305(c)(2)(v), 314.80(c)(2)(v), and
600. 80(c)(2)(v) would require manufacturers and applicants to
subnmit all domestic reports of medication errors, whether actua
or potential. Expedited reports of nedication errors are a new
type of safety report. Based on data concerning the nunber of
donmestic reports of medication errors voluntarily submtted to
t he agency, FDA estimates that approximately 1,000 reports of
nmedi cation errors will be submtted annually under proposed
8 310.305(c)(2)(v); approximately 100,000 reports will be
subm tted annual |y under proposed 8 314.80(c)(2)(v); and
approxi mately 10,000 reports will be submtted annually under
proposed 8 600.80(c)(2)(v). FDA estinmates that approxinmately 10
manuf act urers under proposed 8 310.305(c)(2)(v) wll submt these
expedited reports; approximtely 150 applicants under proposed
§ 314.80(c)(2)(v) will submt these expedited reports; and
approxi mately 30 applicants under proposed 8 600.80(c)(2)(v) wll
subnmit these expedited reports. Based on the agency’s
famliarity with the content of expedited reports for serious and
unexpected SADRs, FDA estimates that it wll take an average of
16 hours for manufacturers and applicants to prepare and submt
an expedited report of a nedication error to the agency.
Preparati on of medication error reports would include gathering
i nformation (proposed 88 310.305(b) and (c) (1), 314.80(b) and
(c)(1), and 600.80(b) and (c)(1)), providing attachnents, if
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applicabl e (proposed 88 310.305(c)(2)(ix) and (c)(2)(x),
314.80(c)(2)(ix), and 600.80(c)(2)(ix)), and formatting
i nformation (proposed 88 310.305(c)(2)(xii), (d), and (e),
314.80(c)(2)(xi), (c)(4), and (e), and 600.80(c)(2)(xi), (c)(4),
and (e)).

Proposed 88 310.305(c)(2)(vi), 314.80(c)(2)(vi), and
600. 80(c)(2)(vi) would require manufacturers and applicants to
submt a 30-day followp report to FDA for any expedited report
under proposed 88 310.305(c)(2)(i), (c)(2)(iv), (c)(2)(v),
314.80(c)(2) (i), (c)(2)(iv), (c)(2)(v), 600.80(c)(2)(i),
(c)(2)(iv), and (c)(2)(v) that does not contain a full data set.
These 30-day followp reports would be submtted within 30
cal endar days after subm ssion of the expedited report. Thirty-
day followp reports are a new type of safety report. Based on
data concerning the nunber of followp reports received by the
agency, FDA estinmates that approxi mately 340 30-day foll owp
reports will be submitted annually under proposed
§ 310.305(c)(2)(vi); approximately 43,000 30-day foll owp reports
will be submtted annually under proposed 8 314.80(c)(2)(vi); and
approximately 3,000 30-day followp reports will be submtted
annual | y under proposed 8 600.80(c)(2)(vi). FDA estimates that
approxi mately 7 manufacturers under proposed 8 310.305(c)(2)(vi)
will submt 30-day follow up reports; approximately 140

applicants under proposed 8 314.80(c)(2)(vi) will submt 30-day
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follow up reports; and approxi mately 69 applicants under proposed
8§ 600.80(c)(2)(vi) will submt 30-day followp reports. Based on
the agency’s famliarity with the content of followip reports for
serious and unexpected SADRs, FDA estinmates that it will take an
average of 8 hours for manufacturers and applicants to prepare
and submt a 30-day follow up report to the agency. Preparation
of 30-day follow up reports would include gathering information
(proposed 88 310.305(b) and (c)(1), 314.80(b) and (c)(1), and
600. 80(b) and (c)(1)), providing attachnments, if applicable
(proposed 88 310.305(c)(2)(ix) and (c)(2)(x), 314.80(c)(2)(ix),
and 600.80(c)(2)(ix)), and formatting information (proposed
88 310.305(c)(2)(xii), (d), and (e), 314.80(c)(2)(xi), (c)(4),
and (e), and 600.80(c)(2)(xi), (c)(4), and (e)).

Proposed 88 310.305(c)(2)(vii), 314.80(c)(2)(vii), and
600. 80(c)(2)(vii) would require manufacturers and applicants to
subnmit a 15-day followup report to FDA concerni ng any new
i nformation, received or otherw se obtained, after any initial
expedited report or any followup report, except for expedited
reports which are subject to the 30-day foll owmup reporting
requi rement under proposed 88 310. 305(c)(2)(vi),
314.80(c)(2)(vi), and 600.80(c)(2)(vi). Proposed
88 310.305(b)(2), 314.80(b)(2), and 600.80(b)(2) would al so
requi re manufacturers and applicants to submt 15-day foll owp

reports to FDA with any new i nformati on concerni ng an individual
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case safety report forwarded to the manufacturer or applicant by
FDA. Proposed 88 310.305(c)(2)(viii)(A), 314.80(c)(2)(viii)(A),
and 600.80(c)(2)(viii)(A would also require manufacturers and
applicants to submt to FDA as 15-day foll owup reports any
docunent s requi red under these paragraphs that becone avail abl e
after subm ssion of an expedited report. These 15-day foll owp
reports would be submtted within 15 cal endar days of initial
recei pt of the new information by the manufacturer or applicant.
Based on data concerning the nunber of followip reports currently
recei ved by the agency, FDA estimtes that approxi mately 55 15-
day followp reports will be submtted annually under proposed

§ 310.305(b)(2), (c)(2)(vii), and (c)(2)(viii)(A); approximtely
10,000 15-day followp reports will be submtted annual |y under
proposed 8 314.80(b)(2), (c)(2)(vii), and (c)(2)(viii)(A); and
approximately 1,000 15-day followp reports will be submtted
annual | y under proposed 8 600.80(b)(2), (c)(2)(vii), and
(c)(2)(viii)(A. FDA estimates that approxinately 10
manuf act urers under proposed 8§ 310.305 will submt 15-day

foll omup reports; approximately 184 applicants under proposed

§ 314.80 will submt 15-day foll owp reports; and approximately
69 applicants under proposed 8 600.80 will submt 15-day foll owp
reports. Based on the agency's famliarity with the content of
followp reports for serious and unexpected SADRs, FDA estimates

that it will take an average of 4 hours for manufacturers and
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applicants to prepare and submt a 15-day foll owp report to FDA
Preparation of 15-day followp reports would include gathering
i nformation (proposed 88 310.305(b) and (c) (1), 314.80(b) and
(c)(1), and 600.80(b) and (c)(1)), providing attachnents, if
appl i cabl e (proposed 88 310.305(c)(2)(ix) and (c)(2)(x),
314.80(c)(2)(ix), and 600.80(c)(2)(ix)), and formatting
i nformation (proposed 88 310.305(c)(2)(xii), (d), and (e),
314.80(c)(2)(xi), (c)(4), and (e), and 600.80(c)(2)(xi), (c)(4),
and (e)).

Proposed 88 310.305(c)(2)(xi), 314.80(c)(2)(x), and
600. 80(c) (2)(x) would require contractors and shared
manuf acturers to submt safety reports of any SADRs or nedi cation
errors for the product to the manufacturer (proposed
88 310.305(c)(2)(xi)) or applicant (proposed 88 314.80(c)(2)(x)
and 600.80(c)(2)(x)) within 5 cal endar days of its receipt by the
contractor or shared manufacturer. Based on information included
in individual case safety reports currently submtted to the
agency, FDA estinmates that approxinmately 10 safety reports wll
be submtted to manufacturers annually under proposed
8 310.305(c)(2)(xi); approximately 11,370 safety reports wll be
submtted to applicants annually under proposed
8§ 314.80(c)(2)(x); and approximately 250 safety reports will be
submtted to applicants annually under proposed

8§ 600.80(c)(2)(x). FDA estinmates that approximtely 5
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contractors under proposed 8§ 310.305 wll submt safety reports
to the manufacturer; approximtely 100 contractors under proposed
§ 314.80 will submt safety reports to the applicant; and
approximately 20 contractors and shared nmanufacturers under
proposed 8 600.80 will submt safety reports to the applicant.
Based on the agency’s famliarity with the content of i ndividual
case safety reports, FDA estimates that it will take an average
of 2 hours for contractors and shared manufacturers to prepare
and submt a safety report to a manufacturer or applicant.
Proposed 8 312.32(c)(1)(i) would require sponsors to notify
FDA and all participating investigators in a witten |IND safety
report of any SADR, based on the opinion of the investigator or
sponsor, that is both serious and unexpected, as soon as
possi bl e, but in no case |later than 15 cal endar days after
recei pt by the sponsor of the mninumdata set for the serious,
unexpected SADR. The sponsor would identify all safety reports
previously filed with the IND concerning a simlar SADR and woul d
anal yze the significance of the SADR in |ight of previous,
simlar reports. Based on data concerning the nunber of witten
| ND safety reports currently received by the agency, FDA
estimates that approximately 4,860 witten IND safety reports of
serious and unexpected SADRs wi |l be submtted annual ly under
proposed § 312.32(c)(1)(i) for human drugs, and approxi mately

2,980 witten IND safety reports will be submtted annual ly under
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proposed 8 312.32(c)(1)(i) for human biol ogical products. FDA
estimates that approxi mately 457 sponsors will submt witten IND
safety reports for human drugs, and approxi mately 602 sponsors
will submt witten IND safety reports for human bi ol ogi ca
products. Based on the agency’'s famliarity with the content of
witten IND safety reports for serious and unexpected SADRs, FDA
estimates that it will take an average of 16 hours for sponsors
to prepare and submt one of these reports to FDA. Preparation
of a witten IND safety report for a serious and unexpected SADR
woul d include gathering information (proposed 8 312.32(b)) and
formatting information (proposed 8 312.32(c)(1)(iii)).

Proposed 8 312.32(c)(1)(ii) would require sponsors to
notify FDA and all participating investigators in a witten | ND
safety report of information, based on appropriate nedi cal
judgnment, that mght materially influence the benefit-risk
assessment of an investigational drug, or would be sufficient to
consi der changes in either product adm nistration or in the
overall conduct of a clinical investigation (e.g., any
significant unanticipated safety finding or data in the aggregate
froman in vitro, aninmal, epidemological, or clinical study,
whet her or not conducted under an IND, that suggests a
significant human ri sk, such as reports of nutagenicity,
teratogenicity, or carcinogenicity, or reports of a |ack of

efficacy with a drug or biological product used in treating a
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life-threatening or serious disease). This information would be
subnmitted as soon as possible, but in no case later than 15

cal endar days after determi nation by the sponsor that the
information qualifies for expedited reporting. Based on
information contained in witten IND safety reports that the
agency has received in the past, FDA estimtes that approximtely
300 witten IND safety reports concerning information that m ght
materially influence the benefit-risk assessnent of an

i nvestigational drug, or that would be sufficient to consider
changes in either product admnistration or in the overal

conduct of a clinical investigation will be submtted annually
under proposed 8§ 312.32(c)(1)(ii) for human drugs, and

approxi mately 300 reports will be submtted annually under
proposed 8 312.32(c)(1)(ii) for human biol ogi cal products. FDA
estimates that approximately 100 sponsors will submt these
witten IND safety reports for human drugs, and approxi mately 100
sponsors will submt these reports for human bi ol ogi cal products.
Based on the agency’s famliarity with the content of witten I ND
safety reports, FDA estimates that it will take an average of 8
hours for sponsors to prepare and submt this type of witten I ND
safety report to FDA. Preparation of these witten IND safety
reports would include gathering information (proposed

8§ 312.32(b)) and formatting information (proposed

8§ 312.32(c)(1)(iii)).
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Proposed 8 312.32(c)(2) would require sponsors to notify

FDA by tel ephone or by facsimle transm ssion of any unexpected
fatal or life-threatening SADR based on the opinion of the
i nvestigator or sponsor as soon as possible but in no case |later
than 7 cal endar days after receipt by the sponsor of the m ni num
data set for an unexpected fatal or |ife-threatening SADR Based
on data concerning the nunber of tel ephone IND safety reports
currently received by the agency, FDA estimates that
approxi mately 490 tel ephone and facsimle IND safety reports w |
be subm tted annually under proposed 8§ 312.32(c)(2) for human
drugs, and approximately 290 reports will be submtted annually
under proposed § 312.32(c)(2) for human biol ogical products. FDA
estimates that approximately 135 sponsors will submt these
reports for human drugs, and approximately 180 sponsors wl |l
subnmit these reports for human biol ogi cal products. Based on the
agency’s famliarity with tel ephone and facsinmle IND safety
reports, FDA estimates that it will take an average of 4 hours
for sponsors to prepare and submt one of these reports to FDA
Preparation of a tel ephone or facsimle IND safety report would
i ncl ude gathering information (proposed 8 312.32(b)).

Proposed 8 312.64(b) would require an investigator to notify
t he sponsor of any serious SADR i medi ately and any ot her SADR
pronptly unl ess the protocol or investigator’s brochure specifies

a different tinmetable for reporting the SADR Based on data
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concerning the nunber of sponsors currently conducting clinical

i nvestigations under an IND and the nunber of witten IND safety
reports currently received by the agency, FDA estimates that
approxi mately 100, 000 i nvestigator safety reports will be
submtted to sponsors annually under proposed 8 312.64(b) for
human drugs, and approxi mately 60, 000 investigator safety reports
will be submtted to sponsors annual ly under proposed § 312.64(b)
for human biol ogi cal products. FDA estimates that approximately
10, 000 investigators wll submt safety reports to sponsors for
human drugs, and approximately 6,000 investigators wll submt
safety reports to sponsors for human biol ogical products. Based
on the agency’'s famliarity with the content of IND safety
reports, FDA estimates that it will take an average of 2 hours
for an investigator to prepare and submt one of these reports to
t he sponsor.

Proposed 8 320.31(d)(3) would require persons conducting
human bi oavail ability and bi oequi val ence studi es that are not
subject to an IND to submt to FDA witten safety reports as
prescri bed under proposed 8§ 312.32(c)(1) and tel ephone and
facsimle safety reports as prescribed under proposed
§ 312.32(c)(2). These persons would submt these safety reports
to all participating investigators and the appropriate FDA
division in the Center for Drug Evaluation and Research (i.e.

safety reports for the reference |listed drug would be forwarded
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to the new drug review division that has responsibility for that
drug; safety reports for the investigational drug product would
be forwarded to the Director, Division of Bioequival ence, Ofice
of Generic Drugs). These persons would be required to identify
all safety reports previously filed for the bioavailability or
bi oequi val ence study concerning a simlar SADR, and anal yze the
SADR in light of previous simlar reports, as required under
proposed 8 312.32(c)(1)(i). Witten, telephone, and facsimle
safety reports for bioavailability and bi oequi val ence studi es not
subject to an IND are a new type of safety report. Based on data
concerning voluntary reporting to the agency of safety
information for these bioavailability and bi oequi val ence studi es,
FDA estimates that approximately 200 safety reports will be
subm tted annual |y under proposed 8§ 320.31(d)(3). FDA estimtes
that approximately 10 sponsors will submt these safety reports.
Based on the agency’s famliarity with the content of IND safety
reports, FDA estimates that it will take an average of 14 hours
for sponsors to prepare and submt a safety report to FDA
Proposed 8 606.170(b) would require bl ood establishnents to
notify FDA in a witten report of any serious SAR except a
fatality, within 45 cal endar days after determ nation of a
serious SAR These witten reports would be submtted to FDA
using the reporting format provided in proposed 8 600.80(c)(4).

Based on data fromthe scientific literature and reports
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voluntarily received by the agency, FDA estimates that
approximately 7,000 witten reports will be subnmitted annually
under proposed 8 606.170(b). FDA estinmates that approxi mately
3,062 bl ood establishnents will submt these witten reports.
Based on the agency’s famliarity with the content of expedited
reports for serious and unexpected SADRs, FDA estimates that it
will take an average of 16 hours to prepare and submt each of
these witten reports to FDA

Proposed 8 606.170(c) would require bl ood establishnents to
notify FDA by tel ephone, facsimle, express mail, or
electronically transmtted nmail as soon as possible of an SAR
that results in a fatality. Proposed §8 606.170(c) would al so
require these facilities to submt a witten report to FDA within
7 cal endar days after the fatality. The witten reports would be
subnmitted using the reporting format provided in proposed
8§ 600.80(c)(4). Based on data concerning the nunber of reports
for fatalities associated with blood collection and transfusion
currently received by the agency, FDA estimates that
approximately 75 reports will be submtted annual |y under
proposed § 606.170(c). FDA estimates that approximately 75 bl ood
establishments will submt these reports. Based on the agency’s
famliarity with the content of witten reports for a fatality,
FDA estimates that it will take an average of 20 hours to prepare

and submt each of these reports to FDA
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VI.B. Periodic Safety Reports

Proposed 88 314.80(c)(3)(i) and 600.80(c)(3)(i) would require
persons holding an application (i.e., NDA, ANDA, BLA) approved
before January 1, 1998, to submit a TPSR every 5 years after U. S.
approval of the application. These persons would al so be
required to submt a TPSR at 7.5 and 12.5 years after U. S.
approval of the application. Based on data concerning
post mar keting periodic safety reports currently received by the
agency, FDA estinmates that approximately 1,400 TPSRs will be
subm tted annual |y under proposed § 314.80(c)(3)(i);
approximately 35 TPSRs will be subm tted annually under proposed
8 600.80(c)(3)(i). FDA estimates that approximately 80
applicants under proposed 8 314.80(c)(3)(i) wll submt TPSRs,
and approxi mately 20 applicants under proposed 8§ 600.80(c)(3)(i)
wll submt TPSRs. Based on the agency’s famliarity with the
content of postmarketing periodic safety reports, FDA estinmates
that it will take an average of 20 hours for applicants to
prepare and subnmit a TPSR to FDA. Preparation of a TPSR woul d
i ncl ude gathering information (proposed 88 314.80(b) and
600. 80(b)), and providing attachnents (proposed 88 314.80(c)(3)
and 600.80(c)(3)).

Proposed 88 314.80(c)(3)(ii) and 600.80(c)(3)(ii) would
require persons holding an application (i.e., NDA ANDA BLA)

approved on or after January 1, 1998, to submt a PSUR to FDA
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according to the follow ng schedule: Sem annually for 2 years
after U S. approval of the application, annually for the next 3
years, and then every 5 years thereafter. Proposed

88 314.80(c)(3)(i) and 600.80(c)(3)(i) would permt persons

hol ding an application (i.e., NDA, ANDA, BLA) approved before
January 1, 1998, to submt a PSUR in lieu of a TPSR, every 5
years after U S. approval of the application. Proposed

88 314.80(c)(3)(iv) and 600.80(c)(3)(iv) would require persons
hol di ng an approved suppl enment to an approved application for use
of the human drug or biological product in the pediatric

popul ation to submt a PSUR (even if the supplenent or
application was approved prior to January 1, 1998) to FDA
according to the follow ng schedul e: Sem annually for 2 years
after U S. approval of the supplenent, annually for the next 3
years, and then every 5 years thereafter. Based on data
concerni ng postmarketing periodic safety reports currently

recei ved by the agency, FDA estimates that approxi mately 2,500
PSURs will be submtted annually under proposed

8 314.80(c)(3)(i), (c)(3)(ii), and (c)(3)(iv), and approxi mately
35 PSURs will be submtted annually under proposed

8 600.80(c)(3)(i), (c)(3)(ii), and (c)(3)(iv). FDA estinmates

t hat approxi mately 200 applicants under proposed § 314.80(c)(3)
will submt PSURs, and approximately 20 applicants under proposed

8 600.80(c)(3) will submt PSURs. Based on the agency’s
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famliarity with the content of PSURs voluntarily submtted to
t he agency, FDA estimates that it will take an average of 40
hours for applicants to prepare and submt a PSUR to the agency.
Preparation of a PSUR woul d i nclude gathering information
(proposed 88 314.80(b) and 600.80(b)) and providing attachnents
(proposed 88 314.80(c)(3) and 600.80(c)(3)).

Proposed 88 314.80(c)(3)(iii) and 600.80(c)(3)(iii) would
require persons holding an application (i.e., NDA, ANDA, BLA)
approved on or after January 1, 1998, to submt an IPSR to FDA
7.5 years and 12.5 years after U S. approval of the application.
Proposed 88 314.80(c)(3)(i) and 600.80(c)(3)(i) would permt
persons holding an application (i.e., NDA, ANDA, BLA) approved
before January 1, 1998, to submt an IPSR at 7.5 and 12.5 years
after U. S. approval of the application. Proposed
88 314.80(c)(3)(iv) and 600.80(c)(3)(iv) would require persons
hol di ng an approved suppl enent to an approved application for use
of the human drug or bi ol ogical product in the pediatric
popul ation to submt an IPSR (even if the supplenment or
application was approved prior to January 1, 1998) to FDA at 7.5
and 12.5 years after U S. approval of the supplenent. Based on
data concerni ng postmarketing periodic safety reports currently
recei ved by the agency, FDA estimates that approxi mately 350
| PSRs will be submitted annually under proposed

8§ 314.80(c)(3) (i), (c)(3)(iii), and (c)(3)(iv), and approximately
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3 IPSRs will be submtted annually under proposed

8§ 600.80(c)(3)(i), (c)(3)(iii), and (c)(3)(iv). FDA estimates
t hat approxi mately 40 applicants under proposed § 314.80(c)(3)
will submt |IPSRs, and approximately 3 applicants under proposed
8§ 600.80(c)(3) will submt IPSRs. Based on the agency’s
famliarity with the content of PSURs voluntarily submtted to
t he agency, FDA estimates that it will take an average of 30
hours for applicants to prepare and submt an I PSR to FDA
Preparation of an I PSR woul d include gathering information
(proposed 88 314.80(b) and 600.80(b)) and providing attachnents
(proposed 88 314.80(c)(3) and 600.80(c)(3)).

Proposed 88 314.80(c)(3)(v) and 600.80(c)(3)(v) would require
persons holding an application (i.e., NDA ANDA, BLA) to submt
to FDA every 6 nonths after U S. approval of the application a
report that consists of individual case safety reports (i.e., FDA
Form 3500As, VAERS forns for vaccines, CIOVM5 | forms, if desired,
for foreign SADRs) for certain spontaneously reported SADRs for
mar ket ed human drug and bi ol ogi cal products. Applicants that
submt TPSRs to FDA would submt a report consisting of
i ndi vi dual case safety reports for each spontaneously reported
serious, expected SADR, whether donestic or foreign, and each
spont aneousl y reported nonserious, unexpected SADR occurring in
the United States during the reporting period. Reports for

vacci nes woul d include a VAERS form for each spontaneously

324



reported nonserious, expected SAR and each expected SAR with
unknown outcome occurring in the United States during the
reporting period. Applicants that submt PSURs or | PSRs to FDA
woul d submt a report consisting of individual case safety
reports for each spontaneously reported serious, |isted SADR
whet her domestic or foreign, and each spontaneously reported
nonserious, unlisted SADR occurring in the United States during
the reporting period. Reports for vaccines would include a VAERS
formfor each spontaneously reported nonserious, |listed SAR and
each listed SAR with unknown outcone occurring in the United
States during the reporting period. |If a full data set is not
avai l able for a report of a serious SADR, the reason(s) for the

| ack of such information would be provided. Based on data
concerni ng postmarketing periodic safety reports currently

recei ved by the agency, FDA estimates that approximately 4,726 of
these reports will be submtted annually under proposed

§ 314.80(c)(3)(v), and approximtely 480 of these reports will be
submi tted annual |y under proposed 8 600.80(c)(3)(v). FDA
estimates that approxi mately 285 applicants under proposed

§ 314.80(c)(3) wll submt these reports, and approxi mately 69
appl i cants under proposed 8 600.80(c)(3) will submt reports.
Based on the agency’s famliarity with the content of
post mar keting periodic safety reports, FDA estimates that it wll

take an average of 120 hours for applicants to prepare and submt
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a report under proposed 88 314.80(c)(3)(v) and 600.80(c)(3)(v) to
t he agency. Preparation of a report under proposed

88 314.80(c)(3)(v) and 600.80(c)(3)(v) would include gathering

i nformation (proposed 88 314.80(b) and (c)(1), and 600.80(b) and

(c)(1)), providing attachnents, if applicable (proposed

88 314.80(c)(2)(ix) and (c)(3), and 600.80(c)(2)(ix) and (c)(3)),
and formatting information (proposed 88 314.80(c)(4) and (e), and
600. 80(c)(4) and (e)).

VI.C. Oher Reports

Proposed 88 310.305(f)(1), 314.80(f), and 600.80(f) would
requi re manufacturers, applicants, contractors, and shared
manuf acturers to submt to FDA, when appropriate, any or al
records required to be maintained by these persons. These
records would be required to be submtted within 5 cal endar days
after receipt of the request by the person. Records of al
safety information pertaining to the person’s product, received
or otherw se obtained, including raw data, any correspondence
relating to the safety information, and any reports of SADRs or
medi cation errors not submtted to FDA or only provided to FDA in
a summary tabul ation woul d be included, as well as records
required to be maintained under proposed 8§ 310. 305
(8§ 310.305(c) (1) (ii), (c)(D)(iii)(A), (c)(2)(ii),
(c)(2)(viii)(A), and (c)(2)(xi)(O), proposed § 314.80
(8 314.80(c) (1) (i), (c)(1)(iii)(A, (c)(2)(ii), (c)(2)(viii)(A),
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and (c)(2)(x)(C), and proposed 8 600.80 (8 600.80(c)(1)(ii),
(c)(D)(Ti)(A), (c)(2)(ii), (c)(2)(viii)(A), and (c)(2)(x)(Q).
Subm ssi on of SADR records to FDA represents a new reporting
requi renent. Based on the agency's requests for voluntary
subm ssion of safety records, FDA estinates that approximtely 2
requests for subm ssion of records will be fulfilled annually
under proposed 8§ 310.305(f)(1), approximately 15 requests for
subm ssion of records will be fulfilled annually under proposed
8§ 314.80(f), and approximately 4 requests for subm ssion of
records will be fulfilled annually under proposed 8§ 600.80(f).
FDA estimates that approximately 2 manufacturers and contractors
under proposed 8 310.305 will submt these records, approximtely
15 applicants and contractors under proposed 8 314.80 will submt
t hese records, and approximately 4 applicants, contractors and
shared manuf acturers under proposed 8 600.80 will submt these
records. Based on the volune of safety information voluntarily
subnmitted to FDA in response to an agency request for such
information, FDA estimates that it will take an average of 8
hours for manufacturers, applicants, contractors, and shared
manufacturers to fulfill each request for subm ssion of records
to the agency.

Proposed 8§ 314.81(b)(2) would require applicants of
mar ket ed drug products subject to an NDA to submt an annual

report to FDA within 60 days of the anniversary date of U S
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approval of the application. This report would contain summary
information; distribution data; chem stry, manufacturing, and
controls changes; clinical data; and a status report of any
post mar ket i ng studi es performed by, or on behalf of, the
applicant. Based on data concerning the nunber of approved NDA
annual reports received by the agency, FDA estinates that
approximately 2,363 reports will be submtted under proposed
8§ 314.81(b)(2). FDA estimtes that approximately 286 applicants
wll submt these reports. Based on the agency’'s famliarity
with the content of approved NDA annual reports, FDA estinmates
that it will take an average of 35.5 hours for applicants to
prepare and submt one of these annual reports to FDA

Proposed 8 601.28 would require applicants of |icensed
bi ol ogi cal products to submt an annual report of postmarketing
pediatric studies to FDA within 60 days of the anniversary date
of approval of the application. This report would contain
summary information, clinical data in the pediatric popul ation,
and a status report of any postmarketing studies in the pediatric
popul ati on. Based on data concerning the nunber of approved BLA
annual reports received by the agency, FDA estinmates that
approximately 69 reports will be submtted under proposed
8 601.28. FDA estimates that approximately 69 applicants wll
submt these reports. Based on the agency's famliarity with the

content of approved BLA annual reports, FDA estimates that it
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w Il take an average of 25 hours for applicants to prepare and
subnmit an annual report to the agency.

VI . D. Recor dkeepi ng

Proposed 88 310.305(c)(2)(xi)(B), 314.80(c)(2)(x)(B), and
600. 80(c) (2)(x)(B) would require that contracts between
manuf acturers and contractors (proposed 8 310.305(c)(2)(xi)(B))
and applicants and contractors (proposed 88 314.80(c)(2)(x)(B)
and 600.80(c)(2)(x)(B)) specify the safety reporting
responsibilities of the contractor. For purposes of this
section, a record represents a contract. Based on information
contained in individual case safety reports submtted to the
agency in the past (i.e., report source), FDA estimtes that
approximately 4 records will be maintained annual |y under
proposed 8 310.305(c)(2)(xi)(B), approximately 480 records w ||
be mai ntai ned annual | y under proposed 8 314.80(c)(2)(x)(B), and
approximately 2 records wll be maintained annual |y under
proposed 8§ 600.80(c)(2)(x)(B). FDA estinmates that approxi mately
2 manufacturers under proposed 8§ 310.305 will naintain these
records, approximtely 160 applicants under proposed 8§ 314. 80
will maintain these records, and approximately 2 applicants under
proposed 8 600.80 will maintain these records. Based on the
agency’s famliarity with recordkeepi ng processes, FDA estimates
that it will take an average of 1 hour for nmanufacturers and

applicants to naintain each record annually under proposed
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88 310.305(c)(2)(xi)(B), 314.80(c)(2)(x)(B), and
600. 80(c) (2) (x) (B)

Proposed 88 310. 305(f), 314.80(f), and 600.80(f) would
requi re manufacturers, applicants, contractors, and shared
manufacturers to maintain for a period of 10 years records of al
safety information, received or otherw se obtained, including raw
data; any correspondence relating to the safety information; and
any reports of SADRs or nedication errors not submtted to FDA or
only provided to FDA in a summary tabul ation. These persons
woul d al so be required to retain for a period of 10 years any
records required to be maintained under proposed § 310. 305
(8 310.305(c)(1)(ii), (c)(D)(iii)(A), (c)(2)(ii),

(c)(2)(viii)(A), and (c)(2)(xi)(O), proposed § 314.80

(§ 314.80(c) (1) (ii), (c)(1)(iii)(A), (c)(2)(ii), (c)(2)(viii)(A),
and (c)(2)(x)(Q), and proposed § 600.80 (8§ 600.80(c)(1)(ii),
(c)(D)(Ti)(A), (c)(2)(ii), (c)(2)(viii)(A), and (c)(2)(x)(Q).
For the purposes of this section, a record includes any and al
docunent ati on regardi ng an individual SADR or nedication error.
Based on data concerning the nunber of SADRs currently reported
to the agency, FDA estimates that approxinmately 500 records wl|
be mai ntai ned annual | y under proposed 8§ 310.305(f), approxinmately
220,000 records will be maintai ned annual |y under proposed

§ 314.80(f), and approximately 20,000 records will be maintained

annual 'y under proposed 8§ 600.80(f). FDA estinmates that
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approxi mately 25 manufacturers and contractors under proposed
§ 310.305 will maintain these records, approximtely 700
applicants and contractors under proposed § 314.80 will maintain
t hese records, and approxi mately 69 applicants, contractors, and
shared manuf acturers under proposed 8 600.80 will maintain these
records. Based on the agency’s famliarity with recordkeeping
processes, FDA estimates that it will take an average of 5 hours
for manufacturers, applicants, contractors, and shared
manuf acturers to maintain each record annual |y under proposed
88 310. 305, 314.80, and 600. 80.

Proposed 88 310.305(g), 314.80(g), and 600.80(g) would
requi re manufacturers, applicants, contractors, and shared
manuf acturers to maintain witten procedures for the
surveill ance, receipt, evaluation, and reporting of safety
information to FDA. Based on the nunber of persons subject to
t he postmarketing safety reporting regul ati ons, FDA estinates
that approximately 25 records will be maintai ned annual |y under
proposed 8§ 310.305(g), approximately 700 records will be
mai nt ai ned annual |y under proposed 8§ 314.80(g), and approxinmately
69 records will be maintained annual |y under proposed
8 600.80(g). FDA estimates that approxi mately 25 manufacturers
and contractors under proposed 8§ 310.305 will maintain these
records, approximtely 700 applicants and contractors under

proposed 8 314.80 will maintain these records, and approxi mately
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69 applicants, contractors, and shared manufacturers under
proposed 8 600.80 will maintain these records. Based on the
agency’s famliarity with recordkeepi ng processes, FDA estimates
that it will take an average of 1 hour for nmanufacturers,
applicants, contractors, and shared nanufacturers to nmaintain a
record of the witten procedures annually under proposed

88 310.305(g), 314.80(g), and 600.80(q).

Proposed 8 312.32(c) would require sponsors to maintain
records for reports of SADRs that do not contain a m ni num dat a
set. This would include any information received or otherw se
obtained for the SADR along with a record of their efforts to
obtain a m ninum data set for the report. For the purposes of
this section, a record includes any and all docunentation
regardi ng an individual SADR  Maintaining records of SADRs t hat
do not contain a mninumdata set represents a new recor dkeepi ng
requi renent. Based on information contained in IND safety
reports, FDA estimates that approxinmately 200 records will be
mai nt ai ned annual |y under proposed § 312.32(c) for human drugs;
approximately 240 records wi |l be maintained annual |y under
proposed § 312.32(c) for human biol ogi cal products. FDA
estimates that approximately 50 sponsors will maintain these
records for human drugs and approximately 60 sponsors wl |
mai ntai n these records for human biol ogi cal products. Based on

the agency’s famliarity with recordkeepi ng processes, FDA
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estimates that it wll take an average of 1 hour for sponsors to
mai ntai n each record annual | y under proposed 8§ 312. 32(c).
Proposed 8 606.170(a) would require blood collection and
transfusing facilities to maintain records for conplaints of SARs
regardi ng each unit of blood or blood product. These facilities
must prepare a witten report of the investigation of SARs,
i ncluding foll owmp and concl usi ons. Based on data for records
currently maintained by blood collection and transfusing
facilities, FDA estimates that approximately 4,512 records wl|
be mai ntai ned annual | y under proposed 8 606.170(a). FDA
estimates that approximately 376 facilities will maintain these
records. Based on the agency’s famliarity with recordkeeping
processes, FDA estimates that it will take an average of 12 hours
for facilities to maintain each record annual |y under proposed
§ 606.170(a).

Description of Respondents: Business or other for-profit

or gani zat i ons.

In conpliance with section 3507(d) of the Paperwork Reduction
Act of 1995 (44 U. S.C. 3507(d)), the agency has submtted a copy
of this proposed rule to OVMB for its review and approval of these
information collections. Interested persons are requested to fax
comments regarding this information collection, including
suggestions for reducing this burden, to the Ofice of

I nfformati on and Regul atory Affairs, OvVB, Attn: Stuart Shapiro,

333



Desk O ficer for FDA, FAX 202-395-6974. Submt witten comrents

on the information collection by [insert date 30 days after date

of publication in the FEDERAL REGQ STER].
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Tabl e 21.--Esti nated Annual

Reporting Burden®

21 CFR Section Nunber of Nunmber of Tot al Hour s Per Total Hours
Respondent s Responses per Annual Response
Respondent Responses

310. 305(c) (2)(i)? 14 25 350 16 5, 600
310.305(c)(2)(ii) 5 1 5 8 40
310.305(c)(2)(iii) 10 4.6 46 24 1,104
310. 305(c)(2)(iv) 10 5 50 16 800
310. 305(c) (2)(v) 10 100 1, 000 16 16, 000
310. 305(c) (2)(vi) 7 48.6 340 8 2,720
310.305(b)(2), (c)(2)(vii), and (c)(2) 10 5.5 55 4 220
(viii)(A)

310. 305(c)(2)(xi) 5 2 10 2 20
310. 305(f) (1) 2 1 2 8 16
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Tabl e 21.--Esti mated Annual Reporting Burden® (Conti nued)

21 CFR Section Nunber of Nurber of Tot al Hours Per Total Hours
Respondent s Responses per Annual Response
Respondent Responses

312.32(c)(1)(i)® -- human drugs 457 10. 6 4, 860 16 77,760
312.32(c)(1)(ii) -- human drugs 100 3 300 8 2,400
312.32(c)(2) -- human drugs 135 3.6 490 4 1, 960
312.32(c)(1)(i) -- human bi ol ogi cal 602 4.9 2,980 16 47, 680
products

312.32(c)(1)(ii) -- human bi ol ogi cal 100 3 300 8 2,400
product s

312.32(c)(2) -- hunman biol ogi cal products 180 1.6 290 4 1, 160
312.64(b) -- human drugs 10, 000 10 100, 000 2 200, 000
312.64(b) -- human bi ol ogi cal products 6, 000 10 60, 000 2 120, 000
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Tabl e 21.--Esti nat ed Annual

Reporting Burdent (Conti nued)

21 CFR Section Nunber of Nurber of Tot al Hours Per Total Hours
Respondent s Responses per Annual Response
Respondent Responses

314.80(c)(2)(i)* 282 177.3 50, 000 16 800, 000
314.80(c)(2)(ii) 50 6 300 8 2,400
314.80(c)(2)(iii) 109 8.4 912 24 21, 888
314.80(c)(2)(iv) 100 15 1, 500 16 24,000
314.80(c)(2)(v) 150 666. 7 100, 000 16 1, 600, 000
314.80(c)(2)(vi) 140 307.1 43, 000 8 344, 000
314.80(b)(2), (c)(2)(vii), and 184 54.3 10, 000 4 40, 000
(c)(2)(viii) (A

314.80(c) (2)(x) 100 113.7 11, 370 2 22,740
314.80(c)(3) (i) 80 17.5 1, 400 20 28, 000
314.80(c)(3) (i), (c)(3)(ii), and 200 12.5 2,500 40 100, 000
(c)(3)(iv)

314.80(c)(3) (i), (c)(3)(iii), and 40 8.7 350 30 10, 500
(c)(3)(iv)

314.80(c) (3)(v) 285 16.6 4,726 120 567, 120
314. 80(f) 15 1 15 8 120
314.81(b) (2) 286 8.3 2,363 35.5 83, 886
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Tabl e 21.--Esti nat ed Annual

Reporting Burdent (Conti nued)

21 CFR Section Nunber of Nunber of Tot al Hours Per Total Hours
Respondent s Responses per Annual Response
Respondent Responses

320. 31(d) (3) 10 20 200 14 2,800
600. 80(c) (2)(i)® 69 43. 3,000 16 48, 000
600. 80(c) (2)(ii) 4 1 4 8 32
600. 80(c)(2)(iii) 12 2. 25 24 600
600. 80(c) (2)(iv) 10 10 100 16 1, 600
600. 80(c)(2)(v) 30 333. 10, 000 16 160, 000
600. 80(c) (2)(vi) 69 43. 3, 000 8 24,000
600.80(b)(2), (c)(2)(vii), and 69 14. 1, 000 4 4,000
(e)(2) (viii) (A

600. 80(c) (2) (x) 20 12. 250 2 500
600. 80(c) (3) (i) 20 1. 35 20 700
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Tabl e 21.--Esti nat ed Annual

Reporting Burdent (Conti nued)

21 CFR Section Nunber of Nurber of Tot al Hours Per Total Hours
Respondent s Responses per Annual Response
Respondent Responses

600.80(c)(3) (i), (c)(3)(ii), and 20 1.8 35 40 1, 400
(c)(3)(iv)

600.80(c)(3) (i), (c)(3)(iii), and 3 1 3 30 90
(c)(3)(iv)

600. 80(c) (3)(v) 69 6.9 480 120 57, 600
600. 80(f) 4 1 4 8 32
601. 28 69 1 69 25 1,725
606. 170( b) 3,062 2.3 7,000 16 112, 000
606. 170( c) 75 1 75 20 1, 500
Tot al 23, 283 2,149.7 424,794 896.5 4,541, 113

The estimates provided in this table are not only attributed to the new proposed requirements in this
There are no

rul emaki ng but
capital

costs or

al so include burdens associated with our current safety reporting requirenments.
operating and mai ntai nence costs associated with this collection of

information.

2The paragraphs of § 310.305 cited in the table include burdens associated with gathering information

under § 310.305(b) and (c)(1),

(c)(2)(x),

provi ding attachnents,
and formatting information under

§ 310.305(c)(2)(xii),

if applicable,

under § 310.305(c)(2)(ix) and

(d), and (e).

3The paragraphs of § 312.32 cited in the table include burdens associated with gathering information
under § 312.32(b) and formatting information under

§ 312.32(c)(1)(iii).

“The paragraphs of § 314.80 cited in the table include burdens associated with gathering information
under § 314.80(c)(2)(ix) and (c)(3),

under § 314.80(b) and (c) (1),
formatting information under

provi di ng attachnents,
§ 314.80(c)(2)(xi),

(c)(4),

if applicable,
and (e).
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®The paragraphs of § 600.80 cited in the table include burdens associated with gathering information
under 8§ 600.80(b) and (c)(1), providing attachments, if applicable, under 8 600.80(c)(2)(ix) and (c)(3), and
formatting information under § 600.80(c)(2)(xi), (c)(4), and (e).
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Tabl e 22.--Esti nated Annual

Recor dkeepi ng Bur dent

21 CFR Section Nunber of Annual Tot al Hour s per Total Hours
Recor dkeeper s Frequency of Annual Record
Recor dkeepi ng Recor ds

310. 305(c) (2)(xi)(B) 2 2 4 1 4
310. 305(f)?2 25 20 500 5 2, 500
310. 305( g) 25 1 25 1 25
312. 32(c) --hunman drugs 50 4 200 1 200
312. 32(c)--human bi ol ogi cal products 60 4 240 1 240
314.80(c) (2) (x) (B) 160 3 480 1 480
314.8O(f)3 700 314. 3 220, 000 5 1, 100, 000
314.80(Qg) 700 1 700 1 700
600. 80(c) (2)(x)(B) 2 1 2 1 2
600. 80(f)* 69 289.8 20, 000 5 100, 000
600. 80( g) 69 1 69 1 69
606. 170( a) 376 12 4,512 12 54, 144
Tot al 2,238 653. 1 246, 732 35 1, 258, 364

The estimates provided in this table are not

rul emaki ng but
capital costs or
of $2,025 annually per

requirements (see 67 FR 47821) and $25 annually per

rul emaki ng) .

recordkeeper

al so include burdens associated with our

($2,000 annually per
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only attributed to the new proposed requirements in this

current

operating costs associated with this collection of
recordkeeper for
recordkeeper

safety reporting requirenments.
information.

There are no

There are mai ntenance costs
exi sting recordkeeping

for new proposed requirements in this



2| ncl udes records required to be maintained under 8§ 310.305(c)(1)(ii), (c)(L)(iii)(A), (c)(2)(ii),
(c)(2)(viii)(A), and (c)(2)(xi)(C).

®Includes records required to be maintained under § 314.80(c)(1)(ii), (c)(1)(iii)(A), (c)(2)(ii),
(c)(2)(viii)(A), and (c)(2)(x)(C).

*I'ncl udes records required to be maintained under § 600.80(c)(1)(ii), (c)(L)(iii)(A), (c)y(2)cii),
(c)(2)(viii)(A), and (c)(2)(x)(C0).
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VI1. Executive Order 13132: Federalism

Executive Order 13132 requires Federal agencies to carefully
exam ne regul atory actions to determne if they would have a
significant inpact on federalism Using the criteria and
principles set forth in the Executive order, the agency has
considered the inpact of this proposed rule on the States, on
their relationship with the Federal Governnment, and on the
di stribution of power and responsibilities anong the various
| evel s of governnent.

FDA is publishing this proposed rule to revise its
regul ati ons governing the format, content, and subm ssion of
safety reports to the agency for human drugs and bi ol ogi cal
products. The proposal would revise current regulations to
i npl emrent definitions and reporting formats and standards
recommended by ICH and ClOMS. The proposal would codify the
agency’ s expectations for tinmely acquisition, evaluation, and
submi ssion of relevant safety information for marketed drugs and
bi ol ogi cal products. The proposal would require that
post mar ket i ng individual case safety reports of unexpected SADRs
t hat cannot be classified as either serious or nonserious be
submtted to the agency in an expedited manner. The proposal
woul d al so require that certain nedically significant SADRs
al ways be submtted to FDA in an expedited manner whet her the

SADR i s unexpected or expected. The proposal would also require
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that all donmestic reports of nedication errors, whether actual or
potential, be submitted to FDA in an expedited manner. The
proposal would clarify certain safety reporting requirenments and
make other mnor revisions. The proposal would al so anend the
agency’ s postmarketing annual reports regulations for applicants
of human drugs and |icensed biol ogical products to revise the
content for these reports. The proposal would al so anmend the
agency’s bioavailability and bi oequi val ence study regul ati ons for
sponsors of human drugs to require expedited safety reports for
certain studies which are exenpt from subm ssion of an |IND
Because enforcenent of these safety reporting requirenents would
be a Federal responsibility, there would be little, if any,
i npact on the States fromthis rule if finalized.

FDA has anal yzed this proposed rule in accordance with the
principles set forth in Executive Order 13132. FDA has
determ ned that the rule does not contain policies that have
substantial direct effects on the States, on the relationship
bet ween Nati onal CGovernnent and the States, or on the
di stribution of power and responsibilities anong the various
| evel s of governnent. Accordingly, the agency has concl uded that
the rul e does not contain policies that have federalism
inplications as defined in the Executive order and, consequently,

a federalismsummary inpact statenent is not required.
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Li st of Subjects

21 CFR Part 310

Adm ni strative practice and procedure, Drugs, Labeling,
Medi cal devices, Reporting and recordkeepi ng requirenents.

21 CFR Part 312

Drugs, Exports, Inports, Investigations, Labeling, Mdica
research, Reporting and recordkeeping requirenents, Safety.

21 CFR Part 314

Adm ni strative practice and procedure, Confidential business

i nformation, Drugs, Reporting and recordkeeping requirenents.

21 CFR Part 320

Drugs, Reporting and recordkeeping requirenents.

21 CFR Part 600

Bi ol ogi cs, Reporting and recordkeepi ng requirenents.

21 CFR Part 601

Adm ni strative practice and procedure, Biologics,
Confidential business information.

21 CFR Part 606

Bl ood, Labeling, Laboratories, Reporting and recordkeeping
requirenents.

Therefore, under the Federal Food, Drug, and Cosnetic Act,
the Public Health Service Act, and under authority delegated to

t he Comm ssioner of Food and Drugs, it is proposed that 21 CFR
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parts 310, 312, 314, 320, 600, 601, and 606 be anmended as

foll ows:
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PART 310- - NEW DRUGS

1. The authority citation for 21 CFR part 310 continues to
read as foll ows:

Authority: 21 U S. C 321, 331, 351, 352, 353, 355, 360b-
360f, 360j, 361(a), 371, 374, 375, 379e; 42 U.S.C. 216, 241,
242(a), 262, 263b-263n.

2. Section 310.305 is revised to read as foll ows:

8 310. 305 Safety reporting and recordkeepi ng for manufacturers of

prescription drugs marketed for human use w t hout an approved

appli cation.

(a) Definitions. The follow ng definitions of terns apply

to this section

Active gquery nmeans direct verbal contact (i.e., in person or

by tel ephone or other interactive neans such as a video
conference) with the initial reporter of a suspected adverse drug
reaction (SADR) or a nedication error by a health care

prof essional (e.g., physician, physician assistant, pharmacist,
dentist, nurse, any individual with sone formof health care
training) representing the manufacturer. For SADRs, active query
entails, at a mnimum a focused |line of questioning designed to
capture clinically relevant informati on associated with the drug
product and the SADR, including, but not limted to, information
such as baseline data, patient history, physical exam diagnostic

results, and supportive |ab results.
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Actual nedication error neans a nedication error that

i nvolves an identifiable patient whether the error was prevented
prior to adm nistration of the product or, if the product was
adm ni stered, whether the error results in a serious SADR
nonseri ous SADR, or no SADR

Contractor nmeans any person (e.g., packer or distributor

whet her or not its name appears on the | abel of the product;

| i censee; contract research organi zation) that has entered into a
contract with the manufacturer to nmanufacture, pack, sell,

di stribute, or develop the drug or to naintain, create, or submt
records regarding SADRs or nedication errors.

Disability neans a substantial disruption of a person’s

ability to conduct normal life functions.

Ful | data set nmeans conpletion of all the applicable

el enents on FDA Form 3500A (or on a Council for International
Organi zati ons of Medical Sciences (CIOMS) | formfor reports of
foreign SADRs), including a concise nedical narrative of the case
(i.e., an accurate summary of the relevant data and i nformation
pertaining to an SADR or nedication error).

Life-threateni ng SADR neans any SADR that, in the view of

the initial reporter, places the patient at inmrediate risk of
death fromthe SADR as it occurred. It does not include an SADR
that, had it occurred in a nore severe form mght have caused

deat h.
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Medi cation error means any preventable event that may cause
or lead to inappropriate nedication use or patient harmwhile the
medi cation is in the control of the health care professional,
patient, or consumer. Such events nmay be related to professional
practice, health care products, procedures, and systens
i ncludi ng: Prescribing; order comunication; product | abeling,
packagi ng, and nonencl ature; conpoundi ng; di spensi ng;

di stribution; adm nistration; education; nonitoring;, and use.

M ni num data set nmeans the report includes an identifiable

patient, an identifiable reporter, a suspect drug product, and an
SADR.

Nonseri ous SADR neans any SADR that is determ ned not to be

a serious SADR

Potential nedication error neans an individual case safety

report of information or conplaint about product nane, | abeling,
or packaging simlarities that does not involve a patient.

SADR wi t h unknown outcone neans an SADR t hat cannot be

classified, after active query, as either serious or nonserious.

Serious SADR neans any SADR that results in any of the
foll ow ng outcones: Death, a life-threatening SADR, i npatient
hospitalization or prolongation of existing hospitalization, a
persistent or significant disability/incapacity, or a congenital
anonmal y/birth defect. Inportant nedical events that may not

result in death, be life-threatening, or require hospitalization
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may be considered a serious SADR when, based upon appropriate
nmedi cal judgnent, they may jeopardi ze the patient or subject and
may require nmedical or surgical intervention to prevent one of
the outcones listed in this definition. Exanples of such nedical
events include allergic bronchospasmrequiring intensive
treatment in an energency roomor at hone, blood dyscrasias or
convul sions that do not result in inpatient hospitalization, or

t he devel opnent of drug dependency or drug abuse.

Spont aneous report neans a conmmuni cation from an i ndi vi dual

(e.g., health care professional, consuner) to a conpany or

regul atory authority that describes an SADR or nedication error.
It does not include cases identified frominformation solicited
by the manufacturer or contractor, such as individual case safety
reports or findings derived froma study, conpany-sponsored
patient support program disease nmanagement program patient

regi stry, including pregnancy registries, or any organi zed data
coll ection schenme. It also does not include information conpiled
in support of class action |lawsuits.

Suspect ed adverse drug reaction (SADR) neans a noxi ous and

uni nt ended response to any dose of a drug product for which there
is a reasonabl e possibility that the product caused the response.
In this definition, the phrase “a reasonable possibility” nmeans

that the relationship cannot be rul ed out.
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Unexpected SADR neans any SADR that is not included in the

current U S. labeling for the drug product. Reactions that nmay
be synptomatically and pat hophysiologically related to a reaction
included in the U S. labeling, but differ fromthe | abel ed
reacti on because of greater severity or specificity, would be
unexpected. For exanple, under this definition, hepatic necrosis
woul d be unexpected (by virtue of greater severity) if the U S

| abeling only referred to el evated hepatic enzynes or hepatitis.
Simlarly, cerebral thronboenbolismand cerebral vasculitis would
be unexpected (by virtue of greater specificity) if the U S

| abeling only included cerebral vascul ar accidents.

"Unexpected,” as used in this definition, refers to an SADR t hat
has not been previously observed (i.e., included in the U S

| abeling); it does not refer to an SADR that m ght be anticipated
fromthe pharmacol ogi cal properties of the drug product. SADRs
that are nmentioned in the U S. labeling as occurring with a cl ass
of drugs but not specifically nmentioned as occurring with the
particul ar drug are consi dered unexpect ed.

(b) Review of safety information. (1) Each manufacturer

of a prescription drug product marketed for human use w thout an
approved application nust pronptly review all safety information
pertaining to its product obtained or otherw se received by the
manuf acturer from any source, foreign or donestic, including

informati on derived from comercial nmarketing experience,
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post mar keting clinical investigations, postmarketing
epi dem ol ogy/ surveillance studies, aninmal or in vitro studies,
el ectroni ¢ communi cati ons with manufacturers via the Internet
(e.g., e-nmail), reports in the scientific literature, and
unpubl i shed scientific papers, as well as reports fromforeign
regul atory authorities that have not been previously reported to
t he Food and Drug Administration (FDA) by the manufacturer.

(2) Individual case safety reports that are forwarded to
t he manufacturer by FDA nust not be resubmitted to the agency by
t he manuf acturer; however, manufacturers nust submt to FDA al
follomup information for these reports.

(c) Reporting requirenents. The nmanufacturer nmust submt

to FDA one copy of each expedited report (described under
paragraphs (c)(2)(i) through (c)(2)(vii) of this section)
pertaining to its drug product. Upon witten notice, FDA may
require, when appropriate, that the manufacturer submt reports
under this section to FDA at tines other than those stated.

(1) Determnation of outcone, mninmumdata set, and ful

data set--(i)(A) ILnitial determ nations. Upon initial receipt of

an SADR report, the manufacturer nust imredi ately determ ne, the
outcone for the SADR (whether the SADR i s serious or nonserious)
and at least the mninumdata set for the individual case safety
report. For reports of actual nedication errors that do not

result in an SADR and potential nedication errors, the
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manuf acturer nust imediately determ ne the m nimum i nformation
for the individual case safety report (m ninuminformation

descri bed under paragraphs (c¢)(1)(iii)(B) and (c)(1)(iii)(C of
this section). |If the manufacturer is not able to inmediately
determne the information in this paragraph, active query nust be

used to obtain it as soon as possible.

(B) Spontaneous reports. For spontaneous reports, the
manuf act urer nust al ways assune, for safety reporting purposes
under this section, that there is at |east a reasonable
possibility, in the opinion of the initial reporter, that the
drug product caused the spontaneously reported event.

(C dinical trials. For a clinical trial, the possibility

that the drug product caused the SADR or that a nedication error
has occurred nmust be assuned if either the investigator or the
manuf act urer believes that such a reasonable possibility exists.

(ii) SADRs with unknown outconme. For an SADR with unknown

outcone that cannot be imedi ately determ ned, the manufacturer
must continue to use active query to attenpt to determ ne the
outcone of the SADR within 30 cal endar days after initial receipt
of the SADR report by the manufacturer. The manufacturer nust
maintain a record of its efforts to determne the outcone for an
SADR wi t h unknown out cone.

(ti1)(A) Mnimumdata set for SADR reports. The

manuf acturer nust not submt an individual case safety report for
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an SADR to FDA if the report does not contain a m ni num data set;
i nstead, the manufacturer must nmaintain records of any

i nformation received or otherw se obtained for the SADR al ong
with a record of its efforts to obtain a m ninumdata set.

(B)Y Mninmuminformation for reports of actual nedication

errors that do not result in an SADR  For reports of actual

nmedi cation errors that do not result in an SADR, an individual
case safety report nust be submtted to FDA even though the
report does not contain a mninmmdata set (i.e., does not have
an SADR). These reports nust contain at |east an identifiable
patient, an identifiable reporter, and a suspect drug product.

(©) Mnimuminformation for potential nedication error

reports. For reports of potential nedication errors, an

i ndi vidual case safety report nmust be submtted to FDA even

t hough the report does not contain a mninumdata set (i.e., does
not have an identifiable patient or an SADR). These reports mnust
contain at least an identifiable reporter and a suspect drug

pr oduct .

(iv) Full data set. For reports of serious SADRs, al ways

expedited reports (see paragraph (c)(2)(iv) of this section), and
medi cation error reports (see paragraph (c)(2)(v) of this
section), the manufacturer nust submt a full data set. |If a
full data set is not available for the report, the manufacturer
must use active query to obtain this information. If a full data

set is not obtainable, after active query, the manufacturer mnust:
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(A) Submt all safety information, received or otherw se
obtai ned, for the report;

(B) Indicate the reason(s) for its inability to acquire a
full data set; and

(C Docunent its efforts to obtain a full data set (i.e.,
description of unsuccessful steps taken to obtain this
i nformation).

(v) Serious SADRs not initially reported by health care

professional. For a serious SADR that was not initially reported

to the manufacturer by a health care professional (e.g., report
froma consuner), the manufacturer nust contact the health care
prof essi onal associated with the care of the patient using active
query to gather further nedical perspective on the case and to
acquire a full data set for the report. |If the manufacturer is
unabl e to contact the health care professional, it nust include
in the report for the serious SADR

(A) The reason(s) for its inability to contact the health
care professional; and

(B) A description of its efforts to contact the health care
pr of essi onal .

(2) Postmarketing "expedited reports"--(i) Serious and

unexpected SADR  The manufacturer must report to FDA each SADR

recei ved or otherw se obtained, that is both serious and

unexpect ed, whether foreign or donestic, as soon as possible, but
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in no case later than 15 cal endar days after receipt by the
manuf acturer of the m ninmum data set for the serious, unexpected
SADR. If a full data set is not available for the serious and
unexpected SADR report at the tinme of initial subm ssion of the
report to FDA, the manufacturer nmust submt the information
requi red under paragraph (c)(1)(iv) of this section and al so
submt a 30-day followp report as required by paragraph
(c)(2)(vi) of this section

(i) Information sufficient to consider product

adm ni stration changes. The manufacturer nust also report to FDA

I nformati on, received or otherw se obtained, whether foreign or
donestic, that would be sufficient, based upon appropriate

nmedi cal judgnent, to consider changes in product adm nistration.
The manuf acturer nust submt this information to FDA, as soon as
possi bl e, but in no case later than 15 cal endar days after
determ nation by the manufacturer that the information qualifies
for expedited reporting. Exanples of such information include
any significant unanticipated safety finding or data in the
aggregate froman in vitro, animal, epidemological, or clinica
study, whether or not conducted under an investigational new drug
application (IND), that suggests a significant human risk, such
as reports of nutagenicity, teratogenicity, or carcinogenicity,
or reports of a lack of efficacy wth a drug product used in

treating a life-threatening or serious disease. The manufacturer
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must maintain a record of its efforts to determ ne whether the
information required to be reported under this paragraph
qgualifies for expedited reporting.

(iii1) Unexpected SADR wi th unknown outcone. The

manuf acturer nmust also report to FDA each SADR that is unexpected
and for which the determ nation of an outcone is unattainable
(i.e., SADR with unknown outcone) within 45 cal endar days after
initial receipt by the manufacturer of the mninmum data set for

t he unexpected SADR. The manufacturer nust docunent in the
expedited report the reason(s) for the inability to determ ne the
out cone.

(iv) A ways expedited report. (A) The manufacturer nust

al so report to FDA each SADR, received or otherw se obtained,
whet her foreign or donestic, that is the subject of an al ways
expedited report. These reports nmust be submitted to FDA as soon
as possible, but in no case later than 15 cal endar days after
recei pt by the manufacturer of the mninmumdata set for the
report. The follow ng nedically significant SADRs, which may
j eopardi ze the patient or subject and/or require nedical or
surgical intervention to treat the patient or subject, are
subject to an al ways expedited report:

(1) Congenital anonmalies,

(2) Acute respiratory failure

(3) Ventricular fibrillation,
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(4) Torsades de pointe,

(5) Malignant hypertension,

(6) Seizure,

(7) Agranul ocytosi s,

(8) Aplastic anem a,

(9) Toxic epidermal necrolysis,

(10) Liver necrosis,

(11) Acute liver failure,

(12) Anaphyl axi s,

(13) Acute renal failure,

(14) Sclerosing syndrones,

(15) Pul nonary hypertension,

(16) Pulnonary fibrosis,

(17) Confirnmed or suspected transm ssion of an infectious
agent by a marketed drug or biol ogical product,

(18) Confirmed or suspected endot oxi n shock, and

(19) Any other nedically significant SADR that FDA
deternm nes to be the subject of an always expedited report (i.e.,
may j eopardi ze the patient or subject and/or require nedical or
surgical intervention to treat the patient or subject).

(B) SADRs that are the subject of an al ways expedited
report nust be submitted to FDA whet her unexpected or expected
and whether or not the SADR | eads to a serious outcone. |If a

full data set is not available for an al ways expedited report at
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the tinme of initial subm ssion of the report to FDA, the
manuf act urer must submit the information required under paragraph
(c)(1)(iv) of this section and al so submt a 30-day foll owp
report as required by paragraph (c)(2)(vi) of this section.

(v) Medication errors--(A) Actual nedication error. The

manuf acturer must also submt to FDA each donestic report of an
actual medication error, received or otherw se obtained, as soon
as possible, but in no case later than 15 cal endar days after
recei pt by the manufacturer of the mninmumdata set for a report
of an SADR or, if an SADR does not occur, the m nimum i nfornmation
descri bed under paragraph (c)(1)(iii)(B) of this section (i.e.,
identifiable patient, identifiable reporter, and suspect drug
product).

(B) Potential nedication error. The manufacturer nust al so

subnmit to FDA each donestic report of a potential nedication
error, received or otherw se obtained, as soon as possible, but
in no case later than 15 cal endar days after receipt by the

manuf acturer of the m ninmuminformation described under paragraph
(c)(1)(iii)(C of this section (i.e., identifiable reporter and
suspect drug product).

(C© FRull data set. |If a full data set is not available for

an actual or potential nedication error report at the tine of
initial subm ssion of the report to FDA, the manufacturer nust

submt the information required under paragraph (c)(21)(iv) of
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this section and al so submt a 30-day followp report as required
by paragraph (c)(2)(vi) of this section.

(vi) The 30-day followup report. The manufacturer must use

active query to obtain additional information for any expedited
report under paragraphs (c)(2)(i), (c)(2)(iv), and (c)(2)(v) of
this section that does not contain a full data set and nust
submt a followup report to FDA within 30 cal endar days after
initial subm ssion of the expedited report to FDA by the
manufacturer. |If a full data set is still not obtainable, the
30-day followup report nust contain the information required
under paragraph (c)(21)(iv) of this section. Any new safety
information in the 30-day followup report nust be highlighted.
Any new i nformation, received or otherw se obtained, after

subm ssion of a 30-day followp report nmust be submtted to FDA
as a 15-day followup report under paragraph (c)(2)(vii) of this
section.

(vii) The 15-day followp report. The nmanufacturer nust

report to FDA any new i nformation, received or otherw se
obt ai ned, for any expedited or followp report (except for
initial expedited reports under paragraphs (c)(2)(i), (c)(2)(iv),
and (c)(2)(v) of this section that do not contain a full data
set) within 15 cal endar days of initial receipt of the new
information by the manufacturer. Expedited reports under

par agraphs (c)(2) (i), (c)(2)(iv), and (c)(2)(v) of this section

that do not contain a full data set at the tine of initial
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subm ssion of the report to FDA are subject to the 30-day
foll omup reporting requirenents under paragraph (c)(2)(vi) of
this section rather than the 15-day foll owup reporting

requi renents under this paragraph.

(viii) Supporting docunentation. (A) |If the patient dies,

t he manuf acturer nust submt a copy of the autopsy report to FDA
if it is available. |f an autopsy report is not avail able, the
manuf acturer nust submt a death certificate to FDA. If an

aut opsy report becones avail able after the nanufacturer has
submtted a death certificate to the agency, the autopsy report
must be submitted to FDA. |If the patient was hospitalized, the
manuf act urer nust submit a copy of the hospital discharge summary
to FDA, if it is available. |If any of these docunments is not in
Engli sh, the docunment nust be acconpani ed by an Engli sh

transl ation. Manufacturers nust use active query to obtain these
docunents. These docunents nust be submtted to FDA as 15-day
foll omup reports (see paragraph (c)(2)(vii) in this section)
within 15 cal endar days of initial receipt of the docunent by the
manuf acturer. |f these docunents are not subnmitted to FDA in a
15-day followmp report within 3 nonths after subni ssion of the
initial expedited report for the death or hospitalization, the
agency will assune that active query by the manufacturer has not
resulted in access to these docunents. 1In this case, a record of

the reason(s) for the lack of such docunentation and the effort
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that was made to obtain the docunentati on nust be nmaintai ned by
t he manuf acturer.

(B) Each expedited report nust contain in the narrative a
list of other relevant docunents (e.g., nedical records,
| aboratory results, data fromstudies) for the report that are
mai nt ai ned by the manufacturer. Wen appropriate, FDA may
require a manufacturer to submt copies of one or nore of these
docunents to the agency within 5 cal endar days after receipt of
the request.

(ix) Scientific literature. An expedited report based on

I nformation fromthe scientific literature applies only to
reports found in scientific and nedical journals. These
expedited reports nust be acconpani ed by a copy of the published
article.

(x) Attachnents. Each expedited report nust be acconpani ed

by a copy of the current U S. labeling for the drug product and a
list of current addresses where all safety reports and ot her
safety-related records for the drug product are maintai ned by
manuf acturers and contractors.

(xi) Submission of safety reports by contractors. (A

Contractors nust submt to the manufacturer safety reports of any
SADRs or nedication errors for the manufacturer’s drug product,
obt ai ned or otherw se received, within 5 cal endar days of initial

receipt of the report by the contractor. The contractor nust
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submt a safety report for an SADR to the manufacturer even if
the report does not contain a mninmumdata set. Upon receipt of
the safety report froma contractor, the manufacturer nust conply
with the postmarketing safety reporting requirenents of this
secti on.

(B) A contract between the manufacturer and a contractor
nmust specify the postmarketing safety reporting responsibilities
of the contractor. The manufacturer is responsible for ensuring
that the contractors of its drug products conply wth these
post marketing safety reporting responsibilities.

(C© The contractor nust maintain a record of each
subm ssion to the manufacturer under paragraph (c)(2)(xi)(A) of
this section that includes:

(1) A copy of each safety report;

(2) The date the report was initially received by the
contractor;

(3) The date the report was submtted to the manufacturer;
and

(4) The nane and address of the manufacturer.

(D) The recordkeeping, witten procedures, and disclai ner
provi si ons under paragraphs (f) through (h) of this section apply
to contractors.

(xi1) Report identification. Each expedited report

submtted to FDA under paragraphs (c)(2)(i) through (c)(2)(vii)
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of this section nust bear prom nent identification as to its
contents, e.g., "expedited report--8 310. 305--serious and
unexpect ed SADR " "expedited report--8 310. 305--30-day foll owp
report." Each type of report (e.g., serious and unexpected SADR
reports, 30-day followp reports) nust be submtted to FDA under
separate cover. Reports of nedication errors nust indicate

whet her the error is actual or potential and if actual, whether a
serious SADR, nonserious SADR, or no SADR occurred, e.g.,
“expedited report--8 310. 305--actual nedication error--nonserious
SADR,” “expedited report--8 310. 305--potential nedication error.”

(d) Reporting format. (1)(i) Except as provided in

paragraphs (d)(1)(ii), (d)(1)(iv), and (d)(5) of this section,
t he manuf acturer nust conplete an FDA Form 3500A for each
i ndi vidual case safety report of an SADR. Reports based on
i nformation about individual cases or case series in the
scientific literature nmust be submitted on an FDA Form 3500A(S).
(ii) Foreign SADRs nay be submitted either on an FDA Form
3500A or, if preferred, on a CTOVS | form
(iii) Each donestic report of an actual or potential
medi cation error nust be subm tted on an FDA Form 3500A.
(tv) Reports of overall findings or data in the aggregate
from publi shed and unpublished in vitro, aninmal, epidem ol ogical,

or clinical studies nust be submtted in a narrative fornmat.
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(2) Each SADR in an individual case safety report nust be
coded on the FDA Form 3500A or CIOVS | formusing the appropriate
"preferred ternf in the |latest version of MedDRA (the nedi cal
dictionary for regulatory activities) in use at the tinme the
manuf act urer becomes aware of the individual case safety report.
For individual case safety reports of nedication errors, the
report nust be coded both as a nedication error and, if
applicable, with the preferred termfor any SADRs associated with
t he medi cation error.

(3) Each conpl eted FDA Form 3500A or CIOVS | form shoul d
refer only to an individual case.

(4) Each conpl eted FDA Form 3500A or CIOVS | form nust
i nclude the nanme and tel ephone nunber (and fax nunber and e-nai
address, if available) for the Iicensed physician responsible for
the content and medical interpretation of the data contai ned
within the form (i.e., contact person for the conpany).

(5) Instead of using FDA Form 3500A, the nanufacturer nmay
use a conputer-generated facsimle of FDA Form 3500A provided
that it is readable, includes appropriate identifying
information, and contains all the elenents (i.e., format,
sections, blocks, titles, descriptors within blocks, text for
di scl ai mer) of FDA Form 3500A in the identical enunerated

sequence of the form For individual case safety reports in
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whi ch no suspect nedical device is involved, a one-page FDA Form
3500A i s accept abl e.

(e) Patient privacy. The nanmes and addresses of individual

patients should not be included in reports under this section;

i nstead, the manufacturer and its contractors should assign a
uni que code to each report, preferably not nore than eight
characters (i.e., nunbers/letters) in length. The name of the
reporter fromwhomthe information was received shoul d be

i ncluded. Nanmes of patients, individual reporters, health care
prof essionals, hospitals, and geographic identifiers in safety
reports are not releasable to the public under FDA's public
information regulations in part 20 of this chapter.

(f) Recordkeeping. (1) Each manufacturer nust maintain

for a period of 10 years records of all safety information
pertaining to its drug product, received or otherw se obtained,
i ncluding raw data, any correspondence relating to the safety
i nformation, and any reports of SADRs or nedication errors not
submtted to FDA. The nmanufacturer nust also retain for a period
of 10 years any records required to be maintained under this
section. Wen appropriate, FDA may require a manufacturer to
submt any or all of these records to the agency within 5
cal endar days after receipt of the request.

(2) Manufacturers and packers may retain the records
required in paragraph (f)(1) of this section as part of its

conplaint files maintained under 8§ 211.198 of this chapter.
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(3) Manufacturers nust permt any authorized FDA enpl oyee,
at all reasonable tinmes, to have access to and copy and verify
the records established and nai ntai ned under this section.

(g) Witten procedures. Each manufacturer nust devel op and

mai ntain witten procedures for the surveillance, receipt,
eval uation, and reporting of postmarketing safety information to
FDA.

(h) Disclainmer. A report or information subnmitted by a
manuf act urer under this section (and any rel ease by FDA of that
report or information) does not necessarily reflect a conclusion
by the manufacturer or by FDA, that the report or information
constitutes an adm ssion that the drug caused or contributed to
an SADR. The nmanufacturer need not admt, and nay deny, that the
report or information submtted under this section constitutes an
adm ssion that the drug caused or contributed to an SADR

PART 312--1 NVESTI GATI ONAL NEW DRUG APPLI CATI ON

3. The authority citation for 21 CFR part 312 continues to
read as foll ows:

Authority: 21 U S C 321, 331, 351, 352, 353, 355, 371; 42
US C 262

4. Section 312.32 is anended by revising paragraphs (a),
(b), the introductory text of paragraph (c), paragraphs (c)(1)
and (c)(4), and the first sentence of paragraph (c)(2); in

paragraph (d)(3) by renoving the phrase “adverse drug experience”
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and by adding in its place the abbreviation “SADR’ and by
removi ng the phrase “such experience” and by adding in its place
t he phrase “such reaction”; and in paragraph (e) by renoving the
phrase "adverse experience"” both tinmes it appears and by addi ng
inits place the abbreviation "SADR' to read as foll ows:

§ 312.32 |IND safety reports.

(a) Definitions. The following definitions of terns apply

to this section

Disability neans a substantial disruption of a person’s

ability to conduct normal life functions.

Li fe-threateni ng suspected adverse drug reaction (SADR)

means any SADR that, in the view of the investigator or sponsor,
pl aces the patient or subject at inmmediate risk of death fromthe
SADR as it occurred. It does not include an SADR that, had it
occurred in a nore severe form m ght have caused deat h.

M ni mum data set nmeans the report includes an identifiable

patient, an identifiable reporter, a suspect drug product, and an
SADR.

Serious SADR nmeans any SADR that results in any of the

foll ow ng outcones: Death, a life-threatening SADR, i npatient
hospitalization or prolongation of existing hospitalization, a
persistent or significant disability/incapacity, or a congenital
anonmal y/birth defect. Inportant nedical events that may not

result in death, be life-threatening, or require hospitalization
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may be considered a serious SADR when, based upon appropriate
nmedi cal judgnent, they may jeopardi ze the patient or subject and
may require nmedical or surgical intervention to prevent one of
the outcones listed in this definition. Exanples of such nedical
events include allergic bronchospasmrequiring intensive
treatment in an energency roomor at hone, blood dyscrasias or
convul sions that do not result in inpatient hospitalization, or

t he devel opnent of drug dependency or drug abuse.

Suspect ed adverse drug reaction (SADR) neans a noxi ous and

uni nt ended response to any dose of a drug product for which there
is a reasonabl e possibility that the product caused the response.
In this definition, the phrase “a reasonable possibility” nmeans
that the relationship cannot be rul ed out.

Unexpect ed SADR neans any SADR, the specificity or severity

of which is not consistent with the current investigator
brochure; or, if an investigator brochure is not required or
avai l abl e, the specificity or severity of which is not consistent
with the risk informati on described in the general

i nvestigational plan or elsewhere in the current application, as
amended. For exanple, under this definition, hepatic necrosis
woul d be unexpected (by virtue of greater severity) if the

i nvestigator brochure only referred to el evated hepatic enzynes
or hepatitis. Simlarly, cerebral thronboenbolism and cerebral

vasculitis woul d be unexpected (by virtue of greater specificity)
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if the investigator brochure only included cerebral vascul ar
accidents. "Unexpected," as used in this definition, refers to
an SADR that has not been previously observed (e.g., included in
the investigator brochure); it does not refer to an SADR t hat

m ght be anticipated fromthe pharmacol ogi cal properties of the
drug product. SADRs that are nentioned in the investigator's
brochure as occurring wwth a class of drugs but not specifically
menti oned as occurring with the particular drug are consi dered
unexpect ed.

(b) Review of safety information. The sponsor mnust

pronptly review all information relevant to the safety of the
drug obtai ned or otherw se received by the sponsor from any
source, foreign or donestic, including information derived from
any clinical or epidem ological investigations, animal or in
vitro studies, reports in the scientific literature, and
unpubl i shed scientific papers, as well as reports fromforeign
regul atory authorities that have not been previously reported to
FDA by the sponsor and reports of foreign conmercial marketing
experience for drugs that are not marketed in the United States.

(c) IND safety reports. The sponsor nust not submit an

i ndi vi dual case safety report for an SADRto FDA if the report
does not contain a mninumdata set; instead, the sponsor nust

mai ntai n records of any information received or otherw se
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obtained for the SADR along with a record of its efforts to
obtain a mninum data set.

(1) Witten reports--(i) Serious and unexpected SADR  The

sponsor nmust notify FDA and all participating investigators in a
witten IND safety report of any SADR that, based on the opinion
of the investigator or sponsor, is both serious and unexpected,
as soon as possible, but in no case |ater than 15 cal endar days
after receipt by the sponsor of the m ninumdata set for the
serious, unexpected SADR The sponsor nust identify all safety
reports previously filed with the IND concerning a simlar SADR
and nust anal yze the significance of the SADR in |ight of
previous, simlar reports.

(ii) Information sufficient to consider product

adm ni stration changes. The sponsor nust also notify FDA and al

participating investigators in a witten IND safety report of

i nformati on that, based upon appropriate medical judgnent, m ght
materially influence the benefit-risk assessnent of an

i nvestigational drug or that would be sufficient to consider
changes in either product adm nistration or in the overal
conduct of a clinical investigation. The sponsor nust submt
this information to FDA and all participating investigators as
soon as possible, but in no case later than 15 cal endar days
after the determ nation by the sponsor that the information

qualifies for reporting under this paragraph. Exanples of such
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information include any significant unanticipated safety finding
or data in the aggregate froman in vitro, animal

epi dem ol ogi cal, or clinical study, whether or not conducted
under an IND, that suggests a significant human risk, such as
reports of mutagenicity, teratogenicity, or carcinogenicity or
reports of a lack of efficacy with a drug product used in
treating a life-threatening or serious disease.

(iii1) Subm ssion of witten reports. Each witten report

may be submitted on an FDA Form 3500A or in a narrative format.
Forei gn SADRs may be subnitted either on an FDA Form 3500A or, if
preferred, on a Council for International O ganizations of

Medi cal Sciences (CTOM5) | form Reports of overall findings or
data in the aggregate from published and unpublished in vitro,

ani mal, epidemological, or clinical studies nust be submtted in
a narrative format. Each witten notice nust bear prom nent
identification of its contents, i.e., "IND safety report.” Each
witten notification to FDA nust be transmitted to the FDA review
division that has responsibility for the review of the IND. If
FDA determ nes that additional data are needed, the agency may
require further data to be submtted.

(2) Telephone and facsimle transm ssion safety reports.

The sponsor nust also notify FDA by tel ephone or by facsimle
transm ssion of any unexpected fatal or |ife-threateni ng SADR

based on the opinion of the investigator or sponsor as soon as
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possi ble but in no case later than 7 cal endar days after receipt
by the sponsor of the mninmum data set for the unexpected fatal
or life-threatening SADR * * *

* * * * *

(4) Lnvestigations of marketed drugs. A sponsor of a

clinical study under an IND for a drug marketed in the United
States is only required to submt IND safety reports to FDA
(review division that has responsibility for the IND) for SADRs
fromthe clinical study itself, whether from donmestic or foreign
study sites of the IND. The sponsor nust also submt to FDA
safety information fromthese clinical studies as prescribed by
t he postnmarketing safety reporting requirenents under 88 310. 305,
314. 80, and 600.80 of this chapter.
* * * * *

5. Section 312.64 is anended by revising paragraph (b) to
read as foll ows:

8§ 312.64 I nvestigator reports.

* * * * *

(b) Safety reports. An investigator nust report to the

sponsor any serious SADR (as defined in § 312.32(a)) imrediately
and any other SADR (as defined in § 312.32(a)) pronptly unl ess
the protocol or investigator’s brochure specifies a different

tinmetable for reporting the SADR

* * * * *
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PART 314-- APPLI CATI ONS FOR FDA APPROVAL TO MARKET A NEW DRUG
6. The authority citation for 21 CFR part 314 continues to
read as foll ows:
Authority: 21 U S. C 321, 331, 351, 352, 353, 355, 35b5a,
356, 356a, 356b, 356c¢c, 371, 374, 379e.
7. Section 314.80 is revised to read as foll ows:

8 314.80 Postnmarketing safety reporting and recordkeepi ng.

(a) Definitions. The follow ng definitions of terns apply

to this section

Active query neans direct verbal contact (i.e., in person

or by tel ephone or other interactive nmeans such as a video
conference) with the initial reporter of a suspected adverse drug
reaction (SADR) or nedication error by a health care professional
(e.g., physician, physician assistant, pharnmacist, dentist,
nurse, any individual with sone formof health care training)
representing the applicant. For SADRs, active query entails, at
a mnimm a focused |line of questioning designed to capture
clinically relevant information associated with the drug product
and the SADR, including, but not limted to, information such as
basel i ne data, patient history, physical exam diagnostic
results, and supportive lab results.

Actual nedication error neans a nedication error that

involves an identifiable patient whether the error was prevented

prior to admnistration of the product or, if the product was

374



adm ni stered, whether the error results in a serious SADR
nonseri ous SADR, or no SADR

Conpany core data sheet nmeans a docunent prepared by the

applicant containing, in addition to safety information, materi al
relating to indications, dosing, pharmacol ogy, and ot her

i nformati on concerning the drug substance. The only purpose of
this docunent is to provide the conpany core safety information
(CCsl) for periodic safety update reports (PSURs), interim

peri odic safety reports (IPSRs), and certain individual case
safety reports--sem annual subm ssions (i.e., if PSURs are

subm tted for the product).

Company core safety information (CCSI) neans all rel evant

safety informati on contained in the conpany core data sheet that
t he applicant proposes to include in the approved product

| abeling in all countries where the applicant narkets the drug
substance. It is the reference information by which an SADR i s
determned to be "listed” or "unlisted" for PSURs, |PSRs, and
certain individual case safety reports-sem annual subm ssions
(i.e., if PSURs are submtted for the product).

Contractor nmeans any person (e.g., manufacturer, packer or

di stributor whether its nane appears on the | abel of the product;
| i censee; contract research organi zation) that has entered into a

contract with the applicant to manufacture, pack, sell,
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distribute, or develop the drug or to maintain, create, or submt
records regarding SADRs or nedication errors.

Data | ock point neans the date designated as the cut-off

date for data to be included in a postnarketing periodic safety
report.

Disability neans a substantial disruption of a person’s

ability to conduct normal life functions.

Ful | data set nmeans conpletion of all the applicable

el enents on FDA Form 3500A (or on a Council for International
Organi zati ons of Medical Sciences (CIOMS) | formfor reports of
foreign SADRs), including a concise nedical narrative of the case
(i.e., an accurate summary of the relevant data and i nformation
pertaining to an SADR or nedication error).

I nternational birth date neans the date the first

regul atory authority in the world approved the first nmarketing
application for a human drug product containing the drug
subst ance.

Life-threatening SADR neans any SADR that, in the view of

the initial reporter, places the patient at inmediate risk of
death fromthe SADR as it occurred. It does not include an SADR
that, had it occurred in a nore severe form mght have caused

deat h.
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Li sted SADR neans an SADR whose nature, specificity,
severity, and outcone are consistent with the information in the
CCsl .

Medi cation error nmeans any preventabl e event that may cause

or lead to inappropriate nedication use or patient harm while
the nedication is in the control of the health care professional,
patient or consuner. Such events may be related to professional
practice, health care products, procedures, and systens

i ncludi ng: Prescribing; order comunication; product | abeling,
packagi ng, and nonencl ature; conpoundi ng; dispensing;

di stribution; adm nistration; education; nonitoring;, and use.

M ni mum data set means the report includes an identifiable

patient, an identifiable reporter, a suspect drug product, and an
SADR.

Nonseri ous SADR neans any SADR that is determ ned not to be

a serious SADR

Potential nedication error neans an individual case safety

report of information or conplaint about product nane, | abeling,
or packaging simlarities that does not involve a patient.

SADR wi th unknown outcone neans an SADR t hat cannot be

classified, after active query, as either serious or nonserious.

Serious SADR neans any SADR that results in any of the

foll ow ng outcones: Death, a |ife-threatening SADR, inpatient

hospitalization or prolongation of existing hospitalization, a
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persistent or significant disability/incapacity, or a congenital
anonmal y/birth defect. |Inportant medical events that may not
result in death, be life-threatening, or require hospitalization
may be considered a serious SADR when, based upon appropriate
medi cal judgnment, they may jeopardi ze the patient or subject and
may require nmedical or surgical intervention to prevent one of
the outconmes listed in this definition. Exanples of such nedical
events include allergic bronchospasmrequiring intensive
treatnent in an energency roomor at home, blood dyscrasias or
convul sions that do not result in inpatient hospitalization, or
t he devel opnent of drug dependency or drug abuse.

Spont aneous report nmeans a conmmuni cation from an i ndi vi dual

(e.g., health care professional, consuner) to a conpany or

regul atory authority that describes an SADR or nedication error.
It does not include cases identified frominformation solicited
by the applicant or contractor, such as individual case safety
reports or findings derived froma study, conpany-sponsored
patient support program di sease nmanagenent program patient
registry, including pregnancy registries, or any organi zed data
collection schene. It also does not include information conpiled
in support of class action |lawsuits.

Suspect ed adverse drug reaction (SADR) neans a noxi ous and

uni nt ended response to any dose of a drug product for which there

is a reasonabl e possibility that the product caused the response.
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In this definition, the phrase “a reasonable possibility” neans
that the relationship cannot be rul ed out.

Unexpect ed SADR neans any SADR that is not included in the

current U S. labeling for the drug product. Reactions that nay
be synptonmatically and pat hophysiologically related to a reaction
included in the U S. labeling, but differ fromthe | abel ed
reacti on because of greater severity or specificity, would be
unexpected. For exanple, under this definition, hepatic necrosis
woul d be unexpected (by virtue of greater severity) if the U S

| abeling only referred to el evated hepatic enzynes or hepatitis.
Simlarly, cerebral thronboenbolismand cerebral vasculitis would
be unexpected (by virtue of greater specificity) if the U S

| abel ing only included cerebral vascul ar acci dents.

"Unexpected,” as used in this definition, refers to an SADR t hat
has not been previously observed (i.e., included in the U S

| abeling); it does not refer to an SADR that m ght be anticipated
fromthe pharmacol ogi cal properties of the drug product. SADRs
that are nmentioned in the U S. labeling as occurring with a cl ass
of drugs but not specifically nmentioned as occurring with the
particul ar drug are consi dered unexpect ed.

Unli sted SADR neans an SADR whose nature, specificity,

severity, or outconme is not consistent with the information

i ncluded in the CCSI
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(b) Review of safety information. (1) Each applicant

havi ng an approved application for a drug product under section
505(c) of the act nust pronptly review all safety information
pertaining to its product obtained or otherw se received by the
applicant fromany source, foreign or donmestic, including
i nformation derived from conmercial marketing experience,
post marketing clinical investigations, postmarketing
epi dem ol ogy/ surveill ance studies, animal or in vitro studies,
el ectroni c comuni cations with applicants via the Internet (e.g.,
e-mail), reports in the scientific literature, and unpublished
scientific papers, as well as reports fromforeign regulatory
authorities that have not been previously reported to FDA by the
appl i cant.

(2) Individual case safety reports that are forwarded to
t he applicant by FDA nust not be resubmtted to the agency by the
appl i cant; however, applicants nust include information from
t hese individual case safety reports in any conprehensive safety
anal ysi s subsequently submitted to FDA. In addition, applicants
must submt to FDA all followp information for these individua
case safety reports.

(c) Reporting requirenents. The applicant nust submt to

FDA two copi es of each postnarketing expedited report (descri bed
under paragraphs (c)(2)(i) through (c)(2)(vii) of this section)

and one copy of each postnmarketing periodic safety report of an
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i ndi vi dual case safety reports--sem annual subm ssion (described
under paragraph (c)(3)(v) of this section) pertaining to its drug
product. The applicant must also submit to FDA one copy of a
PSUR, I PSR, or traditional periodic safety report (TPSR)) al ong
wi th one copy for each approved application for a human drug
product covered by the report. FDA may wai ve the requirenent for
mul tiple copies in appropriate instances. Upon witten notice,
FDA may require, when appropriate, that the applicant submt
reports under this section to FDA at tinmes other than those
stated. An applicant that wi shes to submt reports

under this section at different intervals nust submt to FDA a
request for a waiver under 8§ 314.90.

(1) Determnation of outcone, mninumdata set, and ful

data set--(i)(A) ILnitial determ nations. Upon initial receipt of

an SADR report, the applicant nust inmediately determ ne the
outcone for the SADR (whether the SADR is serious or nonserious)
and at | east the mninumdata set for the individual case safety
report. For reports of actual nedication errors that do not
result in an SADR and potential mnedication errors the applicant
must imedi ately determine the mininmuminformation for the

I ndi vi dual case safety report (mninmuminformation described
under paragraphs (c)(1)(iii)(B) and (c)(1)(iii)(C of this

section). If the applicant is not able to i mediately determ ne
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the information in this paragraph, active query nust be used to
obtain it as soon as possible.

(B) Spontaneous reports. For spontaneous reports, the

appl i cant nust al ways assune, for safety reporting purposes under
this section, that there is at |east a reasonable possibility, in
the opinion of the initial reporter, that the drug product caused
t he spontaneously reported event.

(G dinical trials. For a clinical trial, the possibility

that the drug product caused the SADR or that a nedication error
has occurred nmust be assuned if either the investigator or the
applicant believes that such a reasonable possibility exists.

(ii) SADRs with unknown outcone. For an SADR with unknown

out cone that cannot be i medi ately determ ned, the applicant nust
continue to use active query to attenpt to determ ne the outcone
of the SADR within 30 cal endar days after initial receipt of the
SADR report by the applicant. The applicant nust maintain a
record of its efforts to determ ne the outconme for an SADR with
unknown out cone.

(ii1)(A Mninumdata set for SADR reports. The applicant

must not submt an individual case safety report for an SADR to
FDA if the report does not contain a m ninmum data set; instead,
t he applicant nmust maintain records of any information received
or otherw se obtained for the SADR along with a record of its

efforts to obtain a m ni mum data set.
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(B) Mnimuminformation for reports of actual nedication

errors that do not result in an SADR  For reports of actual

medi cation errors that do not result in an SADR, an i ndividual
case safety report nust be submtted to FDA even though the
report does not contain a mninmmdata set (i.e., does not have
an SADR). These reports nust contain at |east an identifiable
patient, an identifiable reporter, and a suspect drug product.

(© Mnimuminformation for potential nedication error

reports. For reports of potential nedication errors, an

i ndi vidual case safety report nmust be submtted to FDA even

t hough the report does not contain a mninumdata set (i.e., does
not have an identifiable patient or an SADR). These reports nust
contain at |least an identifiable reporter and a suspect drug

pr oduct .

(iv) Full data set. For reports of serious SADRs, always

expedited reports (see paragraph (c)(2)(iv) of this section), and
medi cation error reports (see paragraph (c)(2)(v) of this
section), the applicant nust submt a full data set. |If a ful
data set is not available for the report, the applicant nust use
active query to obtain this information. If a full data set is
not obtainable, after active query, the applicant nust:

(A) Submt all safety information, received or otherw se

obt ai ned, for the report;
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(B) Indicate the reason(s) for its inability to acquire a
full data set; and

(C Docunent its efforts to obtain a full data set (i.e.,
description of unsuccessful steps taken to obtain this
i nformation).

(v) Serious SADRs not initially reported by a health care

professional. For a serious SADR that was not initially reported
to the applicant by a health care professional (e.g., report from
a consuner), the applicant nust contact the health care
prof essi onal associated with the care of the patient using active
guery to gather further nedical perspective on the case and to
acquire a full data set for the report. |If the applicant is
unabl e to contact the health care professional, it nust include
in the report for the serious SADR

(A) The reason(s) for its inability to contact the health
care professional; and

(B) A description of its efforts to contact the health care
pr of essi onal .

(vi) Nonserious SADRs. For reports of nonserious SADRs

with a mninumdata set, except for those resulting froma

nmedi cation error, all safety information received or otherw se
obt ai ned by the applicant nust be submtted to FDA even though
information in addition to the mninmumdata set is not required

to be acquired. Reports of nonserious SADRs resulting froma
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medi cation error require a full data set under paragraph
(c)(1)(iv) of this section.

(2) Postnarketing "expedited reports"--(i) Serious and

unexpected SADR. The applicant nust report to FDA each SADR

recei ved or otherw se obtained, that is both serious and
unexpect ed, whether foreign or donmestic, as soon as possible, but
in no case later than 15 cal endar days after receipt by the
applicant of the mninumdata set for the serious unexpected
SADR. If a full data set is not available for the serious and
unexpected SADR at the tinme of initial subm ssion of the
expedited report to FDA, the applicant nust submt the

i nformation required under paragraph (c)(1)(iv) of this section
and al so submt a 30-day followp report as required by paragraph
(c)(2)(vi) of this section

(ii) Information sufficient to consider product

adm ni stration changes. The applicant nust also report to FDA

I nformati on, received or otherw se obtained, whether foreign or
donestic, that would be sufficient, based upon appropriate

nmedi cal judgnent, to consider changes in product adm nistration.
The applicant must submit this information to FDA as soon as
possi ble, but in no case later than 15 cal endar days after
determ nation by the applicant that the information qualifies for
expedited reporting. Exanples of such information include any

significant unanticipated safety finding or data in the aggregate
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froman in vitro, animl, epidemological, or clinical study,
whet her or not conducted under an investigational new drug
application (IND), that suggests a significant human risk, such
as reports of nutagenicity, teratogenicity, or carcinogenicity,
or reports of a lack of efficacy with a drug product used in
treating a life-threatening or serious disease. The applicant
must maintain a record of its efforts to determ ne whether the
information required to be reported under this paragraph
qualifies for expedited reporting.

(1i1) Unexpected SADR wi th unknown outcone. The applicant

must al so report to FDA each SADR that is unexpected and for

whi ch the determ nation of an outcone is unattainable (i.e., SADR
w th unknown outcone) within 45 cal endar days after initial
recei pt by the applicant of the mninumdata set for the
unexpected SADR. The applicant rnust document in the expedited
report the reason(s) for the inability to determ ne the outcone.

(iv) Aways expedited report. (A) The applicant nust al so

report to FDA each SADR, received or otherw se obtained, whether
foreign or donmestic, that is the subject of an al ways expedited
report. These reports nust be submtted to FDA as soon as
possi bl e, but in no case |later than 15 cal endar days after
recei pt by the applicant of the mninmumdata set for the report.
The foll ow ng nmedically significant SADRs, which may jeopardize

the patient or subject and/or require medical or surgical
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intervention to treat the patient or subject are subject to an
al ways expedited report:

(1) Congenital anomali es,

(2) Acute respiratory failure

(3) Ventricular fibrillation,

(4) Torsades de pointe,

(5 Malignant hypertension,

(6) Seizure,

(7) Agranul ocytosi s,

(8) Aplastic anem a,

(9) Toxic epidermal necrolysis,

(10) Liver necrosis,

(11) Acute liver failure,

(12) Anaphyl axi s,

(13) Acute renal failure,

(14) Sclerosing syndrones,

(15) Pul nonary hypertension,

(16) Pulnonary fibrosis,

(17) Confirmed or suspected transm ssion of an infectious
agent by a marketed drug or biol ogical product,

(18) Confirnmed or suspected endotoxin shock, and

(19) Any other nedically significant SADR that FDA

determ nes to be the subject of an always expedited report (i.e.,
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may j eopardi ze the patient or subject and/or require nmedical or
surgical intervention to treat the patient or subject).

(B) SADRs that are the subject of an al ways expedited
report nust be submtted to FDA whet her unexpected or expected
and whether the SADR | eads to a serious outconme or not. If a
full data set is not available for an al ways expedited report at
the tinme of initial subm ssion of the report to FDA, the
applicant nust submt the information required under paragraph
(c)(1D)(iv) of this section and also submt a 30-day foll owp
report as required by paragraph (c)(2)(vi) of this section.

(v) Medication errors--(A) Actual nedication error. The

applicant nmust also submt to FDA each donestic report of an
actual nedication error, received or otherw se obtained, as soon
as possible, but in no case later than 15 cal endar days after
recei pt by the applicant of the mninumdata set for a report of
an SADR or, if an SADR does not occur, the mnimminformation
descri bed under paragraph (c)(1)(iii)(B) of this section (i.e.,
identifiable patient, identifiable reporter, and suspect drug
product) .

(B) Potential nedication error. The applicant mnmust al so

submt to FDA each donestic report of a potential nedication
error, received or otherw se obtained, as soon as possible, but
in no case later than 15 cal endar days after receipt by the

applicant of the m ninmuminformation described under paragraph

388



(ca)(D(iii)(C of this section (i.e., identifiable reporter and
suspect drug product).

(C© FRull data set. |If a full data set is not available for

an actual or potential nedication error report at the tine of
initial subm ssion of the report to FDA, the applicant nust
subnmit the information required under paragraph (c)(1)(iv) of
this section and al so submt a 30-day followp report as required
by paragraph (c)(2)(vi) of this section.

(vi) The 30-day followup report. The applicant nust use

active query to obtain additional information for any expedited
report under paragraphs (c)(2)(i), (c)(2)(iv), and (c)(2)(v) of
this section that does not contain a full data set and nust
submt a followup report to FDA within 30 cal endar days after
initial subm ssion of the expedited report to FDA by the
applicant. |If a full data set is still not obtainable, the 30-
day followp report must contain the information required under
paragraph (c)(1)(iv) of this section. Any new safety information
in the 30-day foll owp report must be highlighted. Any new
information, received or otherw se obtained, after subm ssion of
a 30-day followup report nust be submitted to FDA as a 15-day
foll owup report under paragraph (c)(2)(vii) of this section.

(vii) The 15-day followp report. The applicant nust

report to FDA any new information, received or otherw se

obt ai ned, for any expedited or followup report (except for
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initial expedited reports under paragraphs (c)(2)(i), (c)(2)(iv),
and (c)(2)(v) of this section that do not contain a full data
set) within 15 cal endar days of initial receipt of the new
information by the applicant. Expedited reports under paragraphs
(c)(2) (i), (c)(2)(iv), and (c)(2)(v) of this section that do not
contain a full data set at the time of initial subm ssion of the
report to FDA are subject to the 30-day followp reporting

requi renents under paragraph (c)(2)(vi) of this section rather
than the 15-day foll owup reporting requirenments under this

par agr aph.

(viii) Supporting docunentation. (A |If the patient dies,

the applicant nust submt a copy of the autopsy report to FDA, if
it is available. |If an autopsy report is not available, the
applicant nmust submt a death certificate to FDA. |If an autopsy
report becones avail able after the applicant has submtted a
death certificate to the agency, the autopsy report nust be
subnmitted to FDA. |If the patient was hospitalized, the applicant
must submt a copy of the hospital discharge summary to FDA, if
it is available. [If any of these docunments is not in English,

t he docunent nust be acconpani ed by an English transl ation.
Appl i cants nust use active query to obtain these docunents.

These docunents nust be submitted to FDA as 15-day foll owp
reports (see paragraph (c)(2)(vii) of this section) within 15

cal endar days of initial receipt of the docunent by the
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applicant. |If these docunents are not submtted to FDA in a 15-
day followup report within 3 nonths after subm ssion of the
initial expedited report for the death or hospitalization, the
agency will assune that active query by the applicant has not
resulted in access to these docunents. |In this case, a record of
the reason(s) for the lack of such docunentation and the effort
that was nmade to obtain the docunentation nust be maintained by
t he applicant.

(B) Each expedited report nust contain in the narrative a
list of other relevant docunents (e.g., nedical records,
| aboratory results, data fromstudies) for the report that are
mai nt ai ned by the applicant. Wen appropriate, FDA nay require
an applicant to submt copies of one or nore of these docunents
to the agency within 5 cal endar days after receipt of the
request .

(ix) Scientific literature. An expedited report based on

I nformation fromthe scientific literature applies only to
reports found in scientific and nmedical journals. These
expedited reports nmust be acconpani ed by a copy of the published
article.

(x) Submi ssion of safety reports by contractors. (A

Contractors nmust submt to the applicant safety reports of any
SADRs or nedication errors for the applicant’s drug product,

obt ai ned or otherw se received, wthin 5 cal endar days of initial
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recei pt of the report by the contractor. The contractor nust
subnmit a safety report for an SADR to the applicant even if the
report does not contain a mninmmdata set. Upon receipt of the
safety report fromthe contractor, the applicant nust conply with
t he postnmarketing safety reporting requirenments of this section.

(B) A contract between the applicant and a contractor nust
speci fy the postmarketing safety reporting responsibilities of
the contractor. The applicant is responsible for assuring that
the contractors of its drug products conply with these
post marketing safety reporting responsibilities.

(C The contractor nust maintain a record of each subm ssion
to the applicant under paragraph (c)(2)(x)(A) of this section
t hat incl udes:

(1) A copy of each safety report;

(2) The date the report was initially received by the
contractor;

(3) The date the report was submtted to the applicant; and

(4) The nane and address of the applicant.

(D) The recordkeeping, witten procedures and di scl ai mer
provi si ons under paragraphs (f), (g), and (i) of this section

apply to contractors.

(xi) Report identification. Each expedited report
submtted to FDA under paragraphs (c)(2)(i) through (c)(2)(vii)

of this section nust bear prom nent identification as to its

392



contents, e.g., "expedited report--serious and unexpected SADR,"
"expedited report--30-day followp." Each type of report (e.g.,
serious and unexpected SADR reports, 30-day foll owup reports)
must be submtted to FDA under separate cover. Reports of

medi cation errors nust indicate whether the error is actual or
potential and, if actual, whether a serious SADR, nonserious
SADR, or no SADR occurred, e.g., “expedited report--actual

medi cation error--nonserious SADR, " “Expedited report--potenti al
medi cation error.”

(3) Postmarketing periodic safety reports. The applicant

must submt postmarketing periodic safety reports under this
section (i.e., TPSRs, PSURs, |PSRs, individual case safety
reports-sem annual subm ssion) to FDA within 60 cal endar days
after the data |l ock point for the report. The applicant nust

i nclude a cover letter containing a list of the new drug
application nunber(s) (i.e., NDA nunber(s)) for the human drug
product (s) covered by the postmarketing periodic safety report.
The international birth date for conbination products is the

i nternational birth date of the human drug product containing the
drug substance nost recently approved for marketing.

(1) Traditional periodic safety reports (TPSRs). An

appl i cant hol ding an application for a human drug product
approved under section 505(c) of the act before January 1, 1998,

must submt either a PSUR as prescribed under paragraph
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(c)(3)(ii) of this section or a TPSR as descri bed under this

par agr aph every 5 years after U S. approval of the application.
In addition, these applicants nust submt either an | PSR as
descri bed under paragraph (c)(3)(iii) of this section or a TPSR
as described under this paragraph 7.5 years and 12.5 years after
U.S. approval of the application. The data |ock point for the
TPSR, PSUR, or IPSR is the nonth and day of the international
birth date of the drug product or any other nonth and day agreed
on by the applicant and FDA. Each TPSR nust contain:

(A) Summary. This section of the TPSR i ncl udes:

(1) A narrative sunmmary and anal ysis of serious, expected
SADRs and nonserious, unexpected SADRs occurring in the United
States that were submtted to the applicant during the reporting
period fromall spontaneous sources (i.e., health care
prof essional s and other individuals) (with an index consisting of
aline listing of the applicant's manufacturer report nunber and
SADR term(s));

(2) An analysis of the expedited reports submtted during
the reporting period under paragraphs (c)(2)(i) through
(c)(2)(vii) of this section (all expedited reports nust be
appropriately referenced by the applicant's manufacturer report
nunber, SADR tern(s), if appropriate, and date of subm ssion to

FDA) ;
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(3) A discussion of any increased reporting frequency of
serious, expected SADRs, including coments on whether it is
believed that the data refl ect a neani ngful change in SADR
occurrence, and an assessnent of whether it is believed that the
frequency of lack of efficacy reports, obtained or otherw se
received during the reporting period, is greater than would be
predi cted by the premarketing clinical trials for the drug
product; and

(4) The applicants’ conclusion as to what, if any, safety-
rel ated actions should be taken based on the anal ysis of the
safety data in the TPSR (e.g., |abeling changes, studies
initiated);

(B) Summary tabulations. This section of the TPSR incl udes

summary tabulations (i.e., lists of all SADR ternms and counts of
occurrences) presented by body system or by standard organ system
classification schenme for:
(1) Al serious expected SADRs, nonserious unexpected
SADRs, nonserious expected SADRs, and expected SADRs with unknown
out cone occurring in the United States that are submtted to the
applicant during the reporting period fromall spontaneous
sources (i.e., health care professionals and other individuals);
(2) Al serious unexpected SADRs, unexpected SADRs with
unknown out cone, and al ways expedited reports that were

previously submtted to FDA in an expedited report under
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paragraphs (c)(2)(i), (c)(2)(iii), and (c)(2)(iv) of this section
(include cunul ative data for serious unexpected SADRs, i.e., al
cases reported to date);

(3) Al reports of SADRs not previously submtted to FDA by
the applicant (e.g., reports submtted to applicants by FDA,
reports obtained fromFDA fromfreedomof information requests at
the discretion of the applicant, reports fromclass action
| awsuits); and

(4) Al domestic reports of nedication errors previously
submtted to FDA under paragraph (c)(2)(v) of this section. For
actual nedication errors, provide sumary tabul ati ons of serious
SADRs, nonserious SADRs, and no SADRs. For potential nedication
errors, provide the nunber of reports for specific errors;

(C) History of safety-related actions taken. This section

of the TPSR includes a history of safety-related actions taken
since the |l ast periodic safety report (e.g., |abeling changes,
studies initiated);

(D) Location of safety records. This section of the TPSR

includes a list of the current address(es) where all safety
reports and other safety-related records for the drug product are
mai nt ai ned; and

(E) Contact person. This section of the TPSR incl udes the

name and tel ephone nunber for the |icensed physician(s)

responsi ble for the content and nedical interpretation of the
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information contained wwthin the TPSR  Include, if avail abl e,
the fax nunber and e-nmil address for the |icensed physician(s).

(ii) Periodic safety update report (PSUR). An applicant

hol di ng an application for a human drug product approved under
section 505(c) of the act on or after January 1, 1998, nust
submt a PSUR to FDA according to the follow ng schedul e:

Sem annual ly (i.e., every 6 nonths) for 2 years after U S
approval of the application, annually for the next 3 years and
then every 5 years thereafter. The data |ock point for the PSUR
Is the nonth and day of the international birth date of the drug
substance or any other nonth and day agreed on by the applicant
and FDA. Each PSUR nust contain:

(A) Title page, table of contents, and introduction. (1)

The title page includes, at a mninum the follow ng information:

(i) Nanme and international birth date of the drug substance
that is the subject of the PSUR

(Li) Various dosage forms and formul ati ons of the drug
substance covered by the PSUR

(Lii) Nane and address of the applicant,

(iv) Reporting period covered by the PSUR, and

(v) Date of the PSUR

(2) The introduction:

(1) Provides a brief description of how the PSUR relates to

previ ous reports and circunstances;
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(i) References relevant drug products or substances
reported in other periodic safety reports (e.g., a conbination
product reported in a separate PSUR); and

(iLii) Indicates any data duplication with other PSURs.

(B) Wbrldwi de nmarketing status. This section of the PSUR

contains a table of the chronol ogical history of the worldw de
mar keti ng status of the drug product(s) covered by the PSUR from
the date the product(s) was first approved (i.e., the
international birth date) through its current status (i.e.,

curmul ative information). The table consists of:

(1) Dates of drug approval and renewal ;

(2) Safety-related restrictions on product use;

(3) Indications for use and special popul ations covered by
the drug approval;

(4) Lack of approval of the drug substance in any dosage
formor for any indication for use by any regul atory
authority(ies);

(5) Wthdrawal of a pending marketing application for the
drug product by the applicant for safety- or efficacy-rel ated
reasons;

(6) Dates of market |aunches; and

(7) Trade nane(s).

(C© Actions taken for safety reasons. (1) This section of

the PSUR includes details on the follow ng types of regul atory
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authority-initiated (e.g., by FDA) and/or applicant-initiated
actions related to safety that were taken during the period
covered by the PSUR and between the data | ock point and PSUR
submi ssion (i.e., "late-breaking" safety concerns):

() Wthdrawal or suspension of drug product approval or
i ndi cation for use approval;

(ii) Failure to obtain a marketing authorization renewal or
to obtain an approval for a new indication for use;

(iLii) Restrictions on distribution (e.g., products recalled
for safety reasons);

(iv) dinical trial suspension;

(v) Dosage nodification

(vi) Changes in target population or indications; and

(vii) Formul ati on changes.

(2) This section of the PSUR al so contains a narrative
identifying the safety-related reasons that led to these actions
with rel evant docunentati on appended when appropri ate.

(3) Any communication with health care professionals (e.g.,
Dear Heal thcare Professional letters) resulting from such actions
nmust al so be described with copies appended.

(D) Changes to CCSI. This section of the PSUR descri bes

changes to the CCSI (e.g., new contraindications, precautions,
war ni ngs, SADRs, or interactions) made during the period covered

by the PSUR. A copy of any nodified section of the CCSI nust be
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i ncluded. The applicant nust use the CCSI in effect at the

begi nning of the reporting period for the PSUR  The revised CCS
is to be used as the reference docunent for the next reporting
peri od.

(E) Worldw de patient exposure. (1) This section of the

PSUR i ncludes, for the reporting period, an estinmate of the
wor | dwi de patient exposure to the drug product(s) covered by the
PSUR (i.e., nunber of patients, average or mnedi an dose received,
and average or nedian length of treatnent). The nethod used to
estimate patient exposure nust al ways be described. |If the
patient exposure is inpossible to estimate or is nmeaningless, an
expl anation of and justification for such conclusions nust be
provided. |If patient exposure is inpossible to estimte, other
nmeasures of exposure, such as patient-days, nunber of
prescriptions, or nunber of dosage units, may be used. If these
or other nore precise neasures are not avail abl e and an adequate
expl anation for the |ack of such information is provided, bulk
sal es may be used.

(2) Wen possible, data broken down by gender and age
(especially pediatric versus adult) mnust be provided. For the
pedi atric popul ation, data must be reported, if possible, by age
group (e.g., neonates, infants, children, adolescents). If these

data are not avail able, an explanation nust be included.
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(3) When a pattern of reports indicates a potenti al
probl em details by country (with locally recommended dosage
regi mens) or other segnentation (e.g., indication, dosage form
nmust be presented.

(F) Individual case safety reports. (1) This section of

the PSUR includes sunmary tabul ati ons of individual case safety
reports (e.g., serious unlisted SADRs, serious |isted SADRs,
nonserious unlisted SADRs, nonserious |isted SADRs) for the
foll owi ng SADRs obtai ned or otherw se received during the
reporting period:

(L) Al serious and nonserious SADRs from spont aneous
sources that were submtted to applicants by a health care
pr of essi onal ;

(ILi) Al serious SADRs from studies, individual patient
| NDs, or, in foreign countries, from naned-patient
"conpassi onat e" use;

(iLii) Al serious SADRs and nonserious unlisted SADRs from
the scientific literature;

(iv) Al serious SADRs fromregulatory authorities; and

(v) Serious SADRs from ot her sources such as reports
created by poison control centers and epi dem ol ogi cal data bases.

(2) The summary tabul ati ons nust be nmade up of lists by
body system or by standard organ system classification schenme of

all SADR terns and counts of occurrences. For SADRs that are
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determned to be both serious and unlisted, include cunulative
data (i.e., all cases reported to date).

(3) The applicant must conclude this section with a brief
di scussion of the data concerning the individual case safety
reports in the PSUR (e.g., discussion of medical significance or
mechani sm .

(G Safety studies. This section of the PSUR contains a

di scussion of nonclinical, clinical, and epidem ol ogi cal studies
that contain inportant safety information, as foll ows:

(1) Al applicant-sponsored studies newy anal yzed during
the reporting period (copies of full reports should be appended
only if new safety issues are raised or confirnmed;, FDA may
request copies of other studies, if necessary);

(2) New studies specifically planned, initiated, or
continuing during the reporting period that exani ne a safety
i ssue, whether actual or hypothetical; and

(3) Published safety studies in the scientific and nedi cal
literature, including relevant published abstracts from neetings
(provide literature citation).

(H Oher information. This section of the PSUR incl udes:

(1) A discussion of nedically relevant |ack of efficacy
reports (e.g., maght represent a significant hazard to the
treated popul ation) for a product(s) used to treat serious or

life-threatening di seases; and
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(2) Any inportant new information received after the data
| ock point (e.g., significant new cases).

(1) Overall safety evaluation. This section of the PSUR

contains a concise, yet conprehensive, analysis of all of the
safety information provided in the PSUR, including new

i nformation provided under paragraph (c)(3)(ii)(H(2) of this
section. In addition, this section of the PSUR includes an
assessnment by the applicant of the significance of the data
collected during the reporting period, as well as fromthe
per spective of cumul ative experience.

(1) The applicant must highlight any new i nformation on:

(1) Serious, unlisted SADRs;

(i) Increased reporting frequencies of |isted SADRs,

i ncludi ng comments on whether it is believed that the data
reflect a meani ngful change in SADR occurrence;

(iii) A change in characteristics of listed SADRs (e.qg.,
severity, outcone, target population); and

(iv) Nonserious, unlisted SADRs.

(2) As part of the overall safety evaluation, the applicant
must al so explicitly address any new safety issue including but
not limted to the followng (lack of significant new i nformation
for each of the follow ng nust be nentioned):

(1) Drug interactions;
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(Li) Experience wth overdose, whether deliberate or
accidental, and its treatnent;

(iii) Drug abuse or intentional m suse;

(iv) Positive or negative experiences during pregnancy or
| act ati on;

(v) Effects with long-termtreatnment; and

(vi) Experience in special patient groups (e.g., pediatric,
geriatric, organ inpaired). For the pediatric popul ation, data
nmust be evaluated, if possible, by age group (e.g., neonates,
infants, children, adol escents).

(J) Conclusion. This section of the PSUR

(1) Indicates new safety information that is not in accord
wi th previous cunul ative experience and with the CCSI in use at
t he begi nning of the reporting period (e.g., new evidence that
strengt hens a possi bl e causal rel ationship between the drug
product and an SADR such as positive rechallenge, an
epi dem ol ogi cal associ ation, or new | aboratory studies); and

(2) Specifies and justifies any action reconmended or
initiated, including changes in the CCSI

(K) Appendices. This section of the PSUR incl udes:

(1) Conpany core data sheet. Provide a copy of the conpany

core data sheet covered by this PSUR (i.e., in effect at the
begi nning of the period covered by the PSUR) as well as the

conpany core data sheet for the next reporting period. Conpany
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core data sheets nust be nunbered and dated and include the date
of last revision.

(2) U.S. labeling. Provide a copy of the current approved

U.S. labeling. Specify any safety information that is included
in the CCSI but not in the U S. labeling and provide an

expl anation for the discrepancy. Describe any safety-rel ated
changes or proposed changes to the U. S. | abeling nade during the
reporting period (include the supplenent nunber(s) and date(s) of
subm ssion for the supplenment(s)) and any suggested change(s)

t hat shoul d be considered based on the safety analysis in the
PSUR.

(3) Spontaneous reports subnitted to the applicant by an

i ndi vidual other than a health care professional. Pr ovi de

summary tabul ations (e.g., serious unlisted SADRs, serious |isted
SADRs, nonserious unlisted SADRs, nonserious |isted SADRs) for

al | spontaneously reported serious SADRs, whether donestic or
foreign, and all spontaneously reported nonserious SADRs
occurring in the United States, obtained or otherw se received
during the reporting period by the applicant from an i ndivi dual
other than a health care professional (e.g., reports from
consuners). These summary tabul ations nmust consist of lists by
body system or by standard organ system classification schene of
all SADR ternms and counts of occurrences. For those SADRs t hat

are determned to be both serious and unlisted, include
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cunul ative data (i.e., all cases reported to date by individuals
other than a health care professional). Include a brief

di scussion of the inpact of the spontaneous reports described in
this appendi x on the overall safety eval uation.

(4) SADRs with unknown outconme. Provide sunmary

tabul ations for unlisted and |isted SADRs wi th unknown outcone
fromall spontaneous sources (i.e., health care professionals and
ot her individuals), obtained or otherw se received by the
applicant during the reporting period. These summary tabul ations
nmust consist of |lists by body systemor by standard organ system
classification schene of all SADR terms and counts of

occurrences. Include a brief discussion of the inpact of the
spont aneous reports described in this appendi x on the overal

saf ety eval uati on.

(5) dass action lawsuits. Provide summary tabul ations

(e.g., serious unlisted SADRs, serious |listed SADRs, nonserious
unli sted SADRs, nonserious |listed SADRs) for all SADRs obtai ned
or otherw se received during the reporting period by the
applicant fromclass action lawsuits. These sunmary tabul ations
must consist of |lists by body systemor by standard organ system
classification schene of all SADR ternms and counts of
occurrences. For those SADRs that are determ ned to be both

serious and unlisted, include cunul ati ve dat a. | ncl ude a bri ef
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di scussion of the inpact of the reports described in this
appendi x on the overall safety eval uation.

(6) Lack of efficacy reports. Provide an assessnent of

whether it is believed that the frequency of |ack of efficacy
reports, obtained or otherw se received during the reporting
period, is greater than woul d be predicted by the prenmarketing
clinical trials for the drug product.

(7) Information on resistance to antimicrobial drug

products. Provide information, received or otherw se obtained by
the applicant, on resistance to antim crobial drug products
intended to treat infectious diseases. Include information on
changes in U.S. mcrobial in vitro susceptibility, the

rel ati onship of changes in U S. mcrobial in vitro susceptibility
and clinical outcones, therapeutic failure that may possibly be
due to resistance to the antimcrobial drug product, and whet her
the U S. labeling should be revised because of the information on
antim crobial resistance | earned during the period covered by

t his PSUR

(8) Medication errors. Provide sunmary tabul ations of al

donestic reports of medication errors submtted during the
reporting period under paragraph (c)(2)(v) of this section. For
actual nedication errors, provide sumary tabul ations for serious
SADRs, nonserious SADRs, and no SADRs (for serious SADRs include

cunul ative data, i.e., all cases reported to date). For
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potential nedication errors, provide the nunber of reports for
specific errors. |f an SADR occurs, the summary tabul ati ons nust
consist of lists by body system or by standard organ system
classification schenme of all SADR terms and counts of
occurrences. Include a brief discussion of the inpact on the
overal |l safety evaluation of these reports.

(9) U.S. patient exposure. Provide, for the reporting

period, an estimate of the U S. patient exposure to the drug
product (s) covered by the PSUR (i.e., nunber of patients, average
or nedi an dose received, and average or nedi an | ength of
treatment). The nethod used to estinmate patient exposure must

al ways be described. |If the patient exposure is inpossible to
estimate or is meaningl ess, an explanation of and justification
for such conclusions nust be provided. |If patient exposure is

i npossible to estinmate, other neasures of exposure, such as
pati ent -days, nunber of prescriptions, or nunber of dosage units,
may be used. |If these or other nore precise neasures are not
avai | abl e and an adequate explanation for the |ack of such
information is provided, bulk sales may be used.

(10) Location of safety records. Provide a list of the

current address(es) where all safety reports and ot her safety-
rel ated records for the drug product(s) are naintained.

(11) Contact person. Provide the name and tel ephone nunber

of the licensed physician(s) responsible for the content and
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medi cal interpretation of the data and information contained
within the PSUR Include, if available, the fax nunber and e-
mai | address of the |icensed physician(s).

(iti) Interimperiodic safety report (IPSR). An applicant

hol ding an application for a human drug product approved under
section 505(c) of the act on or after January 1, 1998, nust
submt an IPSR to FDA 7.5 years and 12.5 years after U. S.
approval of the application. The data |lock point for the IPSRis
the nonth and day of the international birth date of the drug
substance or any other nonth and day agreed on by the applicant
and FDA. The reporting period for the I PSR covers the period
bet ween the |l ast PSUR or TPSR and the data | ock point for the

| PSR (e.g., between years 5 and 7.5 for an IPSRwith a data | ock
point 7.5 years after U S. approval of the application). Each

| PSR nmust cont ai n:

(A) Title page, table of contents, and introduction. (1)

The title page includes, at a mninum the follow ng information:

(i) Nanme and international birth date of the drug substance
that is the subject of the I PSR

(ii) Various dosage fornms and formul ations of the drug
subst ance covered by the | PSR

(iii) Name and address of the applicant,

(iv) Reporting period covered by the |IPSR, and

(v) Date of the |IPSR
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(2) The introduction:

(i) Provides a brief description of howthe IPSRrelates to
previ ous reports and circunstances,

(ii) References relevant drug products or substances
reported in other periodic safety reports (e.g., a conbination
product reported in a separate |IPSR), and

(iii) Indicates any data duplication with other |PSRs.

(B) Wbrldwi de nmarketing status. This section of the | PSR

contains a table of the chronol ogical history of the worldw de
mar keti ng status of the drug product(s) covered by the I PSR from
the date the product(s) was first approved (i.e., the
international birth date) through its current status (i.e.,

curmul ative information). The table consists of:

(1) Dates of drug approval and renewal ;

(2) Safety-related restrictions on product use;

(3) Indications for use and special popul ations covered by
the drug approval;

(4) Lack of approval of the drug substance in any dosage
formor for any indication for use by any regul atory
authority(ies);

(5) Wthdrawal of a pending marketing application for a
drug product by the applicant for safety or efficacy related
reasons;

(6) Dates of market |aunches; and
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(7) Trade name(s).

(C Actions taken for safety reasons. (1) This section of

the I1PSR includes details on the follow ng types of regul atory
authority-initiated (e.g., by FDA) and/or applicant-initiated
actions related to safety that were taken during the period
covered by the I PSR and between the data | ock point and | PSR
submi ssion (i.e., "late-breaking" safety concerns):

(L) Wthdrawal or suspension of drug product approval or
i ndi cation for use approval;

(ii) Failure to obtain a marketing authorization renewal or
to obtain an approval for a new indication for use;

(iii) Restrictions on distribution (e.g., products recalled
for safety reasons);

(iLv) dinical trial suspension;

(v) Dosage nodification

(vi) Changes in target population or indications; and

(vii) Formul ation changes.

(2) This section of the IPSR al so contains a narrative
identifying the safety-related reasons that |led to these actions
with rel evant docunentati on appended when appropri ate.

(3) Any communication with health care professionals (e.g.,
Dear Heal thcare Professional letters) resulting fromsuch actions

must al so be described with copies appended.
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(D) Changes to CCSI. This section of the | PSR descri bes

changes to the CCSI (e.g., new contraindications, precautions,
war ni ngs, SADRs, or interactions) made during the period covered
by the IPSR. A copy of any nodified section of the CCSI nust be
i ncluded. The applicant nust use the CCSI in effect at the

begi nning of the reporting period for the PSR The revised CCS
is to be used as the reference docunent for the next reporting
peri od.

(E) Wbrldw de patient exposure. (1) This section of the

| PSR i ncl udes, for the reporting period, an estimte of the
wor | dwi de patient exposure to the drug product(s) covered by the
| PSR (i.e., nunber of patients, average or nedi an dose received,
and average or nedian length of treatnent). The nethod used to
estimate patient exposure nust always be described. |If the
patient exposure is inpossible to estimate or i s neaningless, an
expl anation of and justification for such conclusions nust be
provided. |If patient exposure is inpossible to estimte, other
nmeasur es of exposure, such as patient-days, numnber of
prescriptions, or nunber of dosage units, may be used. |If these
or other nore precise neasures are not avail able and an adequate
expl anation for the |lack of such information is provided, bulk
sal es may be used.

(2) Wen possible, data broken down by gender and age

(especially pediatric versus adult) mnmust be provided. For the
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pedi atric popul ation, data must be reported, if possible, by age
group (e.g., neonates, infants, children, adolescents). |If these
data are not avail abl e, an explanation must be incl uded.

(3) Wen a pattern of reports indicates a potenti al
problem details by country (with locally reconmmended dosage
regi nens) or other segnentation (e.g., indication, dosage forn
nmust be presented.

(F) Safety studies. This section of the |IPSR contains a

di scussion of nonclinical, clinical, and epi dem ol ogi cal studies
that contain inportant safety information, as foll ows:

(1) Al applicant-sponsored studies newy anal yzed during
the reporting period (copies of full reports should be appended
only if new safety issues are raised or confirnmed;, FDA may
request copies of other studies, if necessary);

(2) New studies specifically planned, initiated, or
continuing during the reporting period that exam ne a safety
i ssue, whether actual or hypothetical; and

(3) Published safety studies in the scientific and nedi cal
literature, including relevant published abstracts from neetings
(provide literature citation).

(G Oher information. This section of the IPSR includes a

di scussion of nedically relevant |ack of efficacy reports (e.qg.,

m ght represent a significant hazard to the treated popul ation)
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for a product(s) used to treat serious or life-threatening
di seases.

(H Overall safety evaluation. This section of the IPSR

contains a concise, yet conprehensive, analysis of all of the
safety information provided in the IPSR In addition, this
section of the I PSR nmust include an assessnent by the applicant
of the significance of the data collected during the reporting
period, as well as fromthe perspective of cunul ative experience.

(1) The applicant must highlight any new information on:

(1) Serious, unlisted SADRs;

(i) Increased reporting frequencies of |isted SADRs,

i ncludi ng comments on whether it is believed that the data
reflect a nmeani ngful change in SADR occurrence;

(iii) A change in characteristics of listed SADRs (e.qg.,
severity, outcome, target population); and

(iv) Nonserious, unlisted SADRs.

(2) As part of the overall safety evaluation, the applicant
nmust al so explicitly address any new safety issue including but
not limted to the following (lack of significant new i nformation
for each of the follow ng must be nentioned):

(i) Drug interactions;

(i) Experience wth overdose, whether deliberate or
accidental, and its treatnent;

(Lii) Drug abuse or intentional m suse;
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(iv) Positive or negative experiences during pregnancy or
| actation;

(v) Effects with long-termtreatnent; and

(vi) Experience in special patient groups (e.g., pediatric,
geriatric, organ inpaired). For the pediatric population, data
must be evaluated, if possible, by age group (e.g., neonates,
infants, children, adol escents).

(1) Conclusion. This section of the | PSR

(1) Indicates new safety information that is not in accord
Wi th previous cunul ative experience and with the CCSI in use at
t he beginning of the reporting period (e.g., new evidence that
strengthens a possi bl e causal rel ationship between the drug
product and an SADR such as positive rechall enge, an
epi dem ol ogi cal associ ation or new | aboratory studies); and

(2) Specifies and justifies any action reconmended or
initiated, including changes in the CCSI

(J) Appendices. This section of the I PSR includes:

(1) Conpany core data sheet. Provide a copy of the conpany

core data sheet covered by this IPSR (i.e., in effect at the
begi nni ng of the period covered by the IPSR), as well as the
conpany core data sheet for the next reporting period. Conpany
core data sheets nust be nunbered and dated and include the date

of last revision.
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(2) U.S. labeling. Provide a copy of the current approved

U.S. labeling. Specify any safety information that is included
in the CCSI but not in the U S. labeling and provide an

expl anation for the discrepancy. Describe any safety-rel ated
changes or proposed changes to the U. S. | abeling nade during the
reporting period (include the supplenent nunber(s) and date(s) of
subm ssion for the supplenment(s)) and any suggested change(s)

t hat shoul d be consi dered based on the safety analysis in this

| PSR.

(3) Spontaneous reports subnitted to the applicant by an

i ndi vidual other than a health care professional. Provi de a

brief discussion of the inpact on the overall safety eval uation
of any spontaneously reported serious SADRs, whether domestic or
foreign, and any spontaneously reported nonserious SADRs
occurring in the United States, obtained or otherw se received
during the reporting period by the applicant from an i ndivi dual
other than a health care professional (e.g., reports from
consuners).

(4) SADRs with unknown outcone. Provide a brief discussion

of the inpact on the overall safety evaluation of any

spont aneously reported unlisted and |listed SADRs wi th unknown
out cone obt ai ned or otherw se received during the reporting
period by the applicant from health care professionals and ot her

i ndi vi dual s.
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(5) dass action lawsuits. Provide a brief discussion of

the inmpact on the overall safety evaluation of any safety
i nformati on obtained or otherwi se received during the reporting
period by the applicant fromclass action | awsuits.

(6) Lack of efficacy reports. Provide an assessnent of

whether it is believed that the frequency of any |lack of efficacy
reports, obtained or otherw se received during the reporting
period, is greater than would be predicted by the prenmarketing
clinical trials for the drug product.

(7) Information on resistance to antimcrobial drug

products. Provide information, received or otherw se obtai ned by
the applicant, on resistance to antim crobial drug products
intended to treat infectious diseases. Include information on
changes in U.S. mcrobial in vitro susceptibility, the

rel ationship of changes in U S. mcrobial in vitro susceptibility
and clinical outcones, therapeutic failure that may possibly be
due to resistance to the antimcrobial drug product, and whet her
the U S. labeling should be revised because of the information on
antim crobial resistance | earned during the period covered by
this I PSR

(8) Medication errors. Provide a brief discussion of the

| npact on the overall safety evaluation of all donestic reports
of nmedication errors submtted during the reporting period under

paragraph (c)(2)(v) of this section.
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(9) U.S. patient exposure. Provide, for the reporting

period, an estimate of the U. S. patient exposure to the drug
product(s) covered by the IPSR (i.e., nunber of patients, average
or nedi an dose received, and average or nedi an | ength of
treatment). The nethod used to estinmate patient exposure must

al ways be described. |If the patient exposure is inpossible to
estimate or is nmeaningl ess, an explanation of and justification
for such conclusions nust be provided. |If patient exposure is

i npossible to estimate, other neasures of exposure, such as
pati ent -days, nunber of prescriptions, or nunber of dosage units,
may be used. |If these or other nore preci se neasures are not
avai |l abl e and an adequate explanation for the |lack of such
information is provided, bulk sales may be used.

(10) Location of safety records. Provide a list of the

current address(es) where all safety reports and other safety-
rel ated records for the drug product are maintained.

(11) Contact person. Provide the nane and tel ephone nunber

for the |icensed physician(s) responsible for the content and
medi cal interpretation of the information contained within the
PSR, Include, if available, the fax nunber and e-nmil address
for the |icensed physician(s).

(iv) Pediatric use supplenents. After approval of a

pedi atric use supplenent to an approved application (i.e., a

suppl ement for use of the human drug product in the pediatric
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popul ation), the applicant nmust submt PSURs to FDA as prescribed
under paragraph (c)(3)(ii) of this section according to the
foll ow ng schedul e: Sem annually for 2 years after U S. approval
of the supplenent, annually for the next 3 years, and then every
5 years thereafter. These applicants nust also submt IPSRs to
FDA as prescribed under paragraph (c)(3)(iii) of this section at
7.5 years and 12.5 years after U S. approval of the supplenent.
The data | ock point for the PSUR and IPSR is the nonth and day of
the international birth date of the drug substance or any ot her
mont h and day agreed on by the applicant and FDA

(v) Sem annual subm ssion of individual case safety reports.

(A) An applicant holding an application for a hunman drug product
approved under section 505(c) of the act nust submt to FDA

sem annually (i.e., every 6 nonths) after U S. approval of the
application a separate report that consists of individual case
safety reports for certain spontaneously reported SADRs for the
human drug product. The individual case safety reports nust be
submtted to FDA on the form desi gnated by the agency under
paragraph (c)(4) of this section. The data |ock point for the
report is the nonth and day of the international birth date of

t he drug product or any other nonth and day agreed on by the
applicant and FDA. This report nust be identified as "individual

case safety reports--sem annual subm ssion.”
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(B) Applicants that submt TPSRs to FDA for the drug
product rust submit an individual case safety report for each
serious, expected SADR, whether donestic or foreign, and each
nonseri ous, unexpected SADR occurring in the United States that
is submtted to the applicant during the reporting period from
al | spontaneous sources (i.e., health care professionals and
ot her individuals). Applicants that submt PSURs to FDA for the
drug product nust submt an individual case safety report for
each serious, |isted SADR, whether donestic or foreign, and each
nonserious, unlisted SADR occurring in the United States that is
submtted to the applicant during the reporting period from al
spont aneous sources. If a full data set is not available for a
serious SADR, the applicant nmust submt the information required
under paragraph (c)(1)(iv) of this section.

(© Followp informati on on SADRs submitted in an
i ndi vi dual case safety report--senm annual subm ssion nay be
subnmitted in the next individual case safety report--sem annual
subm ssi on unl ess such information changes the classification of
the SADR to a serious, unexpected SADR. In these cases, the
followp information nust be submtted to FDA as a 15-day

foll omup report (see paragraph (c)(2)(vii) of this section).

(4) Reporting format. (i)(A) Except as provided in
par agraphs (c)(4)(i)(B), (c)(4)(i)(D, and (c)(4)(v) of this

section, the applicant nust conplete an FDA Form 3500A for each
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i ndi vidual case safety report of an SADR. Reports based on
informati on about individual cases or case series in the
scientific literature nmust be submtted on an FDA Form 3500A(Ss).

(B) Foreign SADRs may be subnitted either on an FDA Form
3500A or, if preferred, on a CTOVS | form

(C Each donestic report of an actual or potenti al
nmedi cation error nust be subm tted on an FDA Form 3500A.

(D) Reports of overall findings or data in the aggregate
from publ i shed and unpublished in vitro, animal, epidem ol ogical,
or clinical studies nust be submtted in a narrative format.

(1i1) Each SADR in an individual case safety report nust be
coded on the FDA Form 3500A or CIOVS | formusing the appropriate
"preferred ternf in the |latest version of MedDRA (the nedi cal
dictionary for regulatory activities) in use at the tine the
appl i cant becones aware of the individual case safety report.

For individual case safety reports of medication errors, the
report nust be coded both as a nedication error and, if
applicable, with the preferred termfor any SADRs associated with
t he nedi cation error

(iii) Each conpleted FDA Form 3500A or CIOVMS | form should
refer only to an individual case.

(iv) Each conpl eted FDA Form 3500A or CIOVS | form nust
i nclude the nane and tel ephone nunber (and fax nunber and e- nai

address, if available) for the licensed physician responsible for
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the content and nmedical interpretation of the data contained
within the form (i.e., contact person for the conpany).

(v) Instead of using FDA Form 3500A, the applicant may use
a conputer-generated facsimle of FDA Form 3500A provided that it
i s readabl e, includes appropriate identifying information, and
contains all the elements (i.e., format, sections, bl ocks,
titles, descriptors within blocks, text for disclainmer) of FDA
Form 3500A in the identical enunerated sequence of the form For
i ndi vidual case safety reports in which no suspect nedical device
is invol ved, a one-page FDA Form 3500A i s acceptabl e.

(d) Miltiple reports. An applicant should not include in

reports under this section any SADRs that occurred in clinical
trials if they were previously submtted as part of the approved
application. |If a report applies to a drug for which an
applicant hol ds nore than one approved application, the applicant
shoul d submt the report to the application that was first
approved. If a report refers to nore than one drug marketed by
an applicant, the applicant should submt the report to the
application for the drug listed first in the report.

(e) Patient privacy. The nanmes and addresses of individual

patients should not be included in reports under this section;
instead, the applicant and its contractors should assign a uni que
code to each report, preferably not nore than eight characters
(1.e., nunbers and/or letters) in length. The nane of the

reporter fromwhomthe informati on was received shoul d be
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i ncluded. Names of patients, individual reporters, health care
prof essionals, hospitals, and geographic identifiers in safety
reports are not releasable to the public under FDA's public
information regulations in part 20 of this chapter.

(f) Recordkeeping. Each applicant nmust maintain for a

period of 10 years records of all safety information pertaining
to its drug product, received or otherw se obtained, including
raw data, any correspondence relating to the safety information,
and any reports of SADRs or nedication errors not submtted to
FDA or only provided to FDA in a sunmary tabul ation. Each
applicant nust also retain for a period of 10 years any records
required to be mai ntained under this section. Wen appropriate,
FDA may require an applicant to submt any or all of these
records to the agency within 5 cal endar days after receipt of the
request .

(g) Witten procedures. Each applicant nust devel op and

mai ntain witten procedures for the surveillance, receipt,
eval uation, and reporting of postmarketing safety information to
FDA.

(h) Wthdrawal of approval. |If an applicant fails to

establish and maintain records and nmake reports required under
this section, FDA may w t hdraw approval of the application and,
t hus, prohibit continued marketing of the drug product that is

t he subject of the application.
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(1) Disclainmer. A report or information submtted by an

applicant under this section (and any rel ease by FDA of that
report or information) does not necessarily reflect a concl usion
by the applicant or FDA that the report or information
constitutes an adm ssion that the drug caused or contributed to
an SADR. An applicant need not admt, and may deny, that the
report or information submtted under this section constitutes an
adm ssion that the drug caused or contributed to an SADR

8. Section 314.81 is anended by renoving paragraph
(b)(2)(v), by redesignating paragraphs (b)(2)(vi) through
(b)(2)(ix) as paragraphs (b)(2)(v) through (b)(2)(viii),
respectively, and by revising paragraph (b)(2)(i) and newy
redesi gnat ed paragraph (b)(2)(v) to read as foll ows:

§ 314.81 Oher postmarketing reports.

* * * * *
(b) * * %
(2) * * %

(i) Sunmary. A brief summary of significant new
i nformati on fromthe previous year that m ght affect the
ef fectiveness of the drug product or the sections of the drug
product | abeling that are not related to safety. The report must
al so contain a brief description of actions the applicant has
taken or intends to take as a result of this new information, for

exanpl e, subnmit an efficacy |abeling supplenent or initiate a new
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study. The summary nust briefly state whether supplenents for
pedi atric use have been subm tted and whether new studies in the
pedi atric popul ation to support appropriate |abeling for the
pedi atri c popul ati on have been initi ated.

* * * * *

(v) dinical data. (A) Published clinical trials of the

drug (or abstracts of then), including clinical trials on
ef fectiveness; clinical trials on new uses; and bi opharmaceuti c,
phar macoki neti c, and clinical pharmacol ogy studi es conducted by
or otherw se obtained by the applicant. Review articles, papers
describing safety related information or the use of the drug
product in nmedical practice, papers and abstracts in which the
drug is used as a research tool, pronotional articles, press
clippings, and papers that do not contain tabulations or
summaries of original data should not be reported.

(B) Sunmaries of conpleted unpublished clinical trials, or
prepublication manuscripts if avail able, conducted by, or
ot herwi se obtained by, the applicant. Supporting information
shoul d not be reported. (A study is considered conpleted 1 year
after it is concluded.)

(© Analysis of available efficacy data in the pediatric
popul ati on and changes proposed in the |abeling based on this
information. An assessnment of data needed to ensure appropriate

| abeling for the pediatric popul ati on nust be incl uded.
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* * * * *

9. Section 314.98 is anended in paragraph (a) by adding the
abbreviation “(ANDA)” after the phrase “abbrevi ated new drug
application”, by renoving the citation “8 314.94" and by addi ng
inits place the phrase “section 505(j) of the act”, by renoving
t he phrase "adverse drug experiences"” and by adding in its place
t he phrase "suspected adverse drug reactions", and by adding two
sentences to the end of the paragraph; and in paragraph (b) by
renmovi ng the phrase "D vision of Epidem ol ogy and Surveill ance
(HFD-730), Center for Drug Eval uation and Research, Food and Drug
Adm ni stration, 5600 Fishers Lane, Rockville, MD 20857" and by
adding in its place the word “FDA" to read as foll ows:

§ 314.98 Postnmarketing reports.

(a) * * * For purposes of postmarketing periodic safety
reporting, applicants nust determ ne the data | ock point (i.e.,
nmonth and day of the international birth date or any other nonth
and day agreed by the applicant and FDA) for their periodic
safety reports based on the data | ock point of postmarketing
periodic safety reports for other drug products containing the
same drug substance (i.e., innovator new drug application (NDA)
product that is the same drug product as the ANDA product, or
ot her ANDA products with the sanme drug substance if the innovator
NDA product is no longer on the market). Applicants nust

determ ne the type of postmarketing periodic safety report
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required to be submtted to FDA (i.e., traditional periodic
safety report (TPSR), periodic safety update report (PSUR) or
interimperiodic safety report (IPSR)) and the frequency of
subm ssion for these reports based on the U S. approval date of
the application for the innovator NDA product.
PART 320- - Bl QAVAI LABI LI TY AND BI CEQUI VALENCE REQUI REMENTS

10. The authority citation for 21 CFR part 320 continues to
read as foll ows:

Authority: 21 U S . C 321, 351, 352, 355, 371.

11. Section 320.31 is anended by revising paragraph (d) to
read as foll ows:

§ 320.31 Applicability of requirenments regardi ng an

"I nvestigati onal New Drug Application."

* * * * *

(d) A bioavailability or bioequival ence study in humans
ot her than one described in paragraphs (a) through (c) of this
section is exenpt fromthe requirenents of part 312 of this
chapter, except for the safety reporting requirenents under
§ 312.32 of this chapter, if the follow ng conditions are
sati sfied:

(1) |If the study is one described under 8§ 320.38(b) or
8§ 320.63, the person conducting the study, including any contract

research organi zation, nust retain reserve sanples of any test
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article and reference standard used in the study and rel ease the
reserve sanples to FDA upon request in accordance with and for
the period specified in § 320. 38;

(2) An in vivo bioavailability or bioequival ence study in
humans nust be conducted in conpliance with the requirenments for
institutional review set forth in part 56 of this chapter and
i nformed consent set forth in part 50 of this chapter; and

(3) Safety reports as prescribed under 8 312.32 of this
chapter nust be transmtted to all participating investigators
and the appropriate FDA division in the Center for Drug
Eval uati on and Research (i.e., safety reports for the reference
listed drug nmust be sent to the new drug review division that has
responsibility for that drug, safety reports for the
i nvestigational drug product nust be sent to the Director,

Di vi sion of Bioequival ence, Ofice of Generic Drugs). Each
witten notification under this paragraph nust bear prom nent
identification of its contents, i.e.,

“bi oavai |l abi | i ty/ bi oequi val ence safety report.” For reporting
pur poses under this paragraph, an unexpected suspected adverse
drug reaction (SADR) is any SADR, the specificity or severity of
which is not consistent with the U S. labeling for the reference
listed drug.

PART 600--BI OLOG CAL PRODUCTS:  GENERAL
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12. The authority citation for 21 CFR part 600 continues to
read as foll ows:

Authority: 21 U S.C 321, 351, 352, 353, 355, 360, 360i,
371, 374; 42 U.S.C 216, 262, 263, 263a, 264, 300aa-25.

13. Section 600.80 is revised to read as foll ows:

8 600.80 Postmarketing reporting of suspected adverse reactions.

(a) Definitions. The following definitions of terns apply

to this section

Active query neans direct verbal contact (i.e., in person or

by tel ephone or other interactive neans such as a video
conference) with the initial reporter of a suspected adverse
reaction (SAR) or nedication error by a health care professional
(e.g., physician, physician assistant, pharnacist, dentist,
nurse, any individual with sone formof health care training)
representing the applicant. For SARs, active query entails, at a
m nimum a focused |ine of questioning designed to capture
clinically relevant infornmation associated with the |icensed

bi ol ogi cal product and the SAR, including, but not limted to,

i nformati on such as baseline data, patient history, physical
exam diagnostic results, and supportive |lab results.

Actual nedication error neans a nedication error that

involves an identifiable patient whether the error was prevented

prior to admnistration of the product or, if the product was
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adm ni stered, whether the error results in a serious SAR
nonseri ous SAR, or no SAR

Bl ood conponent nmeans as defined in 8 606.3(c) of this

chapter.

Conpany core data sheet nmeans a docunent prepared by the

applicant containing, in addition to safety infornmation, materi al
relating to indications, dosing, pharmacol ogy, and ot her

i nformati on concerning the biological product. The only purpose
of this docunent is to provide the conpany core safety
information (CCSI) for periodic safety update reports (PSURs),
interimperiodic safety reports (I1PSRs), and certain individual
case safety reports--sem annual subm ssions (i.e., if PSURs are
submtted for the product).

Conpany core safety information (CCSI) neans all rel evant

safety information contained in the conpany core data sheet that
t he applicant proposes to include in the approved product

| abeling in all countries where the applicant markets the

bi ol ogi cal product. It is the reference information by which an
SAR is determned to be "listed" or "unlisted" for PSURs, |PSRs,
and certain individual case safety reports--sem annual

subm ssions (i.e., if PSURs are submtted for the product).

Contractor neans any person (e.g., manufacturer, joint

manuf act urer, packer, or distributor whether or not its nane

appears on the | abel of the product; |icensee; contract research
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organi zation) that has entered into a contract with the applicant
(includes participants involved in divided manufacturing) to
manuf act ure, pack, sell, distribute, or develop the licensed

bi ol ogi cal product or to maintain, create, or submt records
regardi ng SARs or nedication errors.

Data | ock point neans the date designated as the cut-off

date for data to be included in a postnarketing periodic safety
report.

Disability neans a substantial disruption of a person’s

ability to conduct normal life functions.

Ful |l data set means conpletion of all the applicable

el ements on FDA Form 3500A or the vaccine adverse event reporting
system (VAERS) form (or on a Council for International

Organi zati ons of Medical Sciences (CITOWS) | formfor reports of
foreign SARs), including a concise nedical narrative of the case
(i.e., an accurate summary of the relevant data and i nformation

pertaining to an SAR or nedication error).

International birth date nmeans the date the first regulatory
authority in the world approved the first marketing application
for a human bi ol ogi cal product.

Life-threatening SAR neans any SAR that, in the view of the

initial reporter, places the patient at imediate risk of death
fromthe SAR as it occurred. It does not include an SAR that,

had it occurred in a nore severe form m ght have caused deat h.
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Li sted SAR neans an SAR whose nature, specificity, severity,
and outcone are consistent with the information in the CCSI

Medi cation error nmeans any preventabl e event that may cause

or lead to inappropriate nedication use or patient harmwhile the
medication is in the control of the health care professional,
patient, or consumer. Such events nmay be related to professional
practice, health care products, procedures, and systens

i ncludi ng: Prescribing; order comunication; product | abeling,
packagi ng, and nonencl ature; conpoundi ng; di spensi ng;

di stribution; adm nistration; education; nonitoring; and use.

M ni mum data set neans the report includes an identifiable

patient, an identifiable reporter, a suspect biol ogical product,
and an SAR

Nonseri ous SAR neans any SAR that is determned not to be a

seri ous SAR

Potential nedication error nmeans an individual case safety

report of information or conplaint about product nane, |abeling,
or packaging simlarities that does not involve a patient.

SAR wi t h unknown outcone neans an SAR t hat cannot be

classified, after active query, as either serious or nonserious.

Serious SAR neans any SAR that results in any of the

foll ow ng outcones: Death, a life-threatening SAR, inpatient
hospitalization or prolongation of existing hospitalization, a

persistent or significant disability/incapacity, or a congenital
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anomal y/birth defect. Inportant nedical events that may not
result in death, be life-threatening, or require hospitalization
may be considered a serious SAR when, based upon appropriate

medi cal judgnment, they may jeopardi ze the patient or subject and
may require nmedical or surgical intervention to prevent one of
the outcones listed in this definition. Exanples of such nedical
events include allergic bronchospasmrequiring intensive
treatnment in an energency roomor at hone, blood dyscrasias or
convul sions that do not result in inpatient hospitalization, or

t he devel opnent of drug dependency or drug abuse.

Spont aneous report nmeans a conmmuni cation from an i ndi vi dual

(e.g., health care professional, consuner) to a conpany or

regul atory authority that describes an SAR or nedication error.

It does not include cases identified frominformation solicited
by the applicant, shared manufacturer, or contractor, such as

i ndi vi dual case safety reports or findings derived froma study,
conmpany-sponsored patient support program disease nanagemnent
program patient registry, including pregnancy registries, or any
organi zed data col lection schenme. It also does not include
information conpiled in support of class action |awsuits.

Suspect ed adverse reaction (SAR) neans a noxi ous and

uni nt ended response to any dose of a biological product for which

there is a reasonable possibility that the product caused the
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response. In this definition, the phrase “a reasonabl e
possibility” means that the relationship cannot be rul ed out.

Unexpected SAR nmeans any SAR that is not included in the

current U S. labeling for the |icensed biol ogical product.
Reactions that nay be synptomatically and pat hophysiol ogically
related to a reaction included in the U S. labeling, but differ
fromthe | abel ed reacti on because of greater severity or
specificity, would be unexpected. For exanple, under this
definition, hepatic necrosis would be unexpected (by virtue of
greater severity) if the U S. labeling only referred to el evated
hepati c enzynmes or hepatitis. Simlarly, cerebral

t hr onboenbol i sm and cerebral vasculitis would be unexpected (by
virtue of greater specificity) if the U S. |abeling only included
cerebral vascul ar accidents. "Unexpected,” as used in this
definition, refers to an SAR that has not been previously
observed (i.e., included in the U S. labeling); it does not refer
to an SAR that m ght be anticipated fromthe pharnmacol ogi ca
properties of the |icensed biological product. SARs that are
mentioned in the U S. |abeling as occurring with a class of
products but not specifically nmentioned as occurring with the
particul ar product are consi dered unexpected.

Unlisted SAR neans an SAR whose nature, specificity,

severity, or outconme is not consistent with the information

i ncluded in the CCSI
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(b) Review of safety information. (1) Any person having a

bi ol ogics license under 8§ 601.20 of this chapter nust pronptly
review all safety information pertaining to its product obtained
or otherw se received by the applicant fromany source, foreign
or donestic, including information derived from comerci al
mar ket i ng experi ence, postmarketing clinical investigations,
post mar ket i ng epi dem ol ogy/ surveill ance studies, animal or in
vitro studies, electronic conmunications with applicants via the
Internet (e.g., e-mail), reports in the scientific literature,
and unpubl i shed scientific papers, as well as reports from
foreign regulatory authorities that have not been previously
reported to the Food and Drug Adm nistration (FDA) by the
appl i cant.

(2) Individual case safety reports that are forwarded to
t he applicant by FDA nust not be resubmtted to the agency by the
appl i cant; however, applicants nust include information from
t hese individual case safety reports in any conprehensive safety
anal ysi s subsequently submitted to FDA. In addition, applicants
must submt to FDA all followp information for these individua
case safety reports.

(c) Reporting requirenents. For nonvacci ne bi ol ogi cal

products, the applicant nust submt to FDA two copies of each
post mar keti ng expedited report (described under paragraphs
(c)(2) (i) through (c)(2)(vii) of this section) and each

post marketing periodic safety report of an individual case safety
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reports--sem annual subm ssion (described under paragraph
(c)(3)(v) of this section) pertaining to its product. For
nonvacci ne bi ol ogi cal products, the applicant nmust also submt to
FDA one copy of a PSUR, IPSR, or traditional periodic safety
report (TPSR) along with one copy for each approved application
for a human |icensed biol ogi cal product covered by the report.
For vacci nes, the applicant nmust submt to VAERS two copies of
each safety report pertaining to its product and required under
this section. FDA may waive the requirenent for multiple copies
in appropriate instances. Upon witten notice, FDA may require,
when appropriate, that the applicant submt reports under this
section to the agency at tinmes other than those stated. An
applicant that wi shes to submt reports under this section at
different intervals nust submt to FDA a request for a waiver
under § 600. 90.

(1) Determnation of outcone, mninmumdata set, and ful

data set--(i)(A) ILnitial determ nations. Upon initial receipt of

an SAR report, the applicant nmust i medi ately determ ne the
outcone for the SAR (whether the SAR is serious or nonserious)
and at | east the mninumdata set for the individual case safety
report. For reports of actual nedication errors that do not
result in an SAR and potential nedication errors, the applicant
must i medi ately determine the mininuminformation for the

i ndi vi dual case safety report (mninmuminfornmation described
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under paragraphs (c)(21)(iii)(B) and (c)(1)(iii)(C of this
section). If the applicant is not able to i medi ately deterni ne
the information in this paragraph, active query nust be used to
obtain it as soon as possible.

(B) Spontaneous reports. For spontaneous reports, the

appl i cant nust always assune, for safety reporting purposes under
this section, that there is at |east a reasonable possibility, in
the opinion of the initial reporter, that the biol ogical product
caused t he spontaneously reported event.

(G dinical trials. For a clinical trial, the possibility

that the biological product caused the SAR or that a nedication
error has occurred nust be assumed if either the investigator or
t he applicant believes that such a reasonable possibility exists.

(1) SARs with unknown outcone. For an SAR with unknown

out cone that cannot be i medi ately determ ned, the applicant nust
continue to use active query to attenpt to determ ne the outcone
of the SAR within 30 cal endar days after initial receipt of the
SAR report by the applicant. The applicant nmust naintain a
record of its efforts to determ ne the outcone for an SAR with
unknown out cone.

(it1)(A Mnimumdata set for SAR reports. The applicant

must not submt an individual case safety report for an SAR to
FDA if the report does not contain a m ninmum data set; instead,

t he applicant nmust maintain records of any information received
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or otherw se obtained for the SAR along with a record of its
efforts to obtain a mninmum data set.

(B)Y Mninmuminformation for reports of actual nedication

errors that do not result in an SAR For reports of actual

medi cation errors that do not result in an SAR an individual
case safety report nust be submtted to FDA even though the
report does not contain a mninmmdata set (i.e., does not have
an SAR). These reports nmust contain at |east an identifiable
patient, an identifiable reporter, and a suspect bi ol ogi cal

pr oduct .

(©) Mnimuminformation for potential nedication error

reports. For reports of potential nedication errors, an

i ndi vidual case safety report nmust be submtted to FDA even

t hough the report does not contain a mninumdata set (i.e., does
not have an identifiable patient or an SAR). These reports nust
contain at least an identifiable reporter and a suspect

bi ol ogi cal product.

(iv) Full data set. For reports of serious SARs, always

expedited reports (see paragraph (c)(2)(iv) of this section), and
nmedi cation error reports (see paragraph (c)(2)(v) of this
section), the applicant nust submt a full data set. |If a ful
data set is not available for the report, the applicant nust use
active query to obtain this information. |If a full data set is

not obtai nable after active query, the applicant nust:
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(A) Submt all safety information, received or otherw se
obtai ned, for the report;

(B) Indicate the reason(s) for its inability to acquire a
full data set; and

(C Docunent its efforts to obtain a full data set (i.e.,
description of unsuccessful steps taken to obtain this
i nformation).

(v) Serious SARs not initially reported by a health care

professional. For a serious SAR that was not initially reported

to the applicant by a health care professional (e.g., report from
a consuner), the applicant nust contact the health care
prof essi onal associated with the care of the patient using active
query to gather further nedical perspective on the case and to
acquire a full data set for the report. |If the applicant is
unabl e to contact the health care professional, it nust include
in the report for the serious SADR

(A) The reason(s) for its inability to contact the health
care professional; and

(B) A description of its efforts to contact the health care
pr of essi onal .

(vi) Nonserious SARs. For reports of nonserious SARs with

a mninmum data set, except for those resulting froma nedication
error, all safety information received or otherw se obtained by

the applicant nust be submtted to FDA even though information in
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addition to the mninmumdata set is not required to be acquired.
Reports of nonserious SARs resulting froma nedication error
require a full data set under paragraph (c)(1)(iv) of this

secti on.

(2) Postnarketing "expedited reports”--(i) Serious and

unexpected SAR  The applicant nust report to FDA each SAR

received or otherw se obtained, that is both serious and
unexpect ed, whether foreign or donestic, as soon as possible, but
in no case later than 15 cal endar days after receipt by the
applicant of the mninumdata set for the serious, unexpected
SAR. If a full data set is not available for the serious and
unexpected SAR report at the tine of initial subm ssion of the
report to FDA, the applicant nust submt the information required
under paragraph (c)(1)(iv) of this section and also submt a 30-
day followp report as required by paragraph (c)(2)(vi) of this
secti on.

(ii) Information sufficient to consider product

adm ni stration changes. The applicant nust also report to FDA

i nformati on, received or otherw se obtai ned, whether foreign or
donestic, that would be sufficient, based upon appropriate

medi cal judgnent, to consider changes in product adm nistration.
The applicant must submit this information to FDA as soon as
possi bl e, but in no case later than 15 cal endar days after

determ nation by the applicant that the information qualifies for
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expedited reporting. Exanples of such information include any
significant unanticipated safety finding or data in the aggregate
froman in vitro, aninal, epidemological, or clinical study,
whet her or not conducted under an investigational new drug
application (IND), that suggests a significant human ri sk, such
as reports of nutagenicity, teratogenicity, or carcinogenicity,
or reports of a lack of efficacy with a biol ogical product used
intreating a life-threatening or serious disease. The applicant
must maintain a record of its efforts to determ ne whether the
information required to be reported under this paragraph
qualifies for expedited reporting.

(1i1) Unexpected SAR with unknown outcone. The applicant

nmust al so report to FDA each SAR that is unexpected and for which
the determ nation of an outconme is unattainable (i.e., SARw th
unknown outconme) within 45 cal endar days after initial receipt by
t he applicant of the mininmumdata set for the unexpected SAR

The applicant must docunent in the expedited report the reason(s)
for the inability to determ ne the outcone.

(iv) Always expedited report. (A) The applicant nust al so

report to FDA each SAR, received or otherw se obtained, whether
foreign or donmestic, that is the subject of an always expedited
report. These reports nust be submtted to FDA as soon as
possi bl e, but in no case |later than 15 cal endar days after

recei pt by the applicant of the m ninmumdata set for the report.
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The follow ng nmedically significant SARs, which may jeopardize

t he patien
interventi
al ways exp
(1)
(2)
(3)
(4)
(3)
(6)
(7)
(8)
(9)
(10)
(11)
(12)
(13)
(14)
(15)
(16)
(17)
agent by a

(18)

t or subject and/or require nedical
on to treat the patient or subject,
edited report:

Congeni tal anomal i es,
Acute respiratory failure
Ventricular fibrillation,
Tor sades de poi nte,

Mal i gnant hypertensi on,
Sei zur e,
Agr anul ocyt osi s,
Apl astic anem a,
Toxi ¢ epi dermal necrol ysis,

Li ver necrosi s,

Acute liver failure,

Anaphyl axi s,

Acute renal failure,

Scl er osi ng syndrones,

Pul nonary hypertensi on,

Pul nonary fi brosis,

or surgica

are subject to an

Confirmed or suspected transm ssion of an infectious

mar ket ed drug or biol ogi cal product,

Confirmed or suspected endot oxi n shock, and
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(19) Any other nedically significant SAR that FDA
deternm nes to be the subject of an always expedited report (i.e.,
may j eopardi ze the patient or subject and/or require nedical or
surgical intervention to treat the patient or subject).

(B) SARs that are the subject of an always expedited report
nmust be submtted to FDA whet her unexpected or expected and
whet her or not the SAR | eads to a serious outcone. If a ful
data set is not available for an al ways expedited report at the
time of initial subm ssion of the report to FDA, the applicant
must submt the information required under paragraph (c)(1)(iv)
of this section and also submt a 30-day foll owp report as
requi red by paragraph (c)(2)(vi) of this section.

(v) Medication error--(A) Actual nedication error. The

applicant nmust also submt to FDA each donestic report of an
actual medication error, received or otherw se obtained, as soon
as possible, but in no case later than 15 cal endar days after
recei pt by the applicant of the mninumdata set for a report of
an SAR or, if an SAR does not occur, the m nimum i nformation
descri bed under paragraph (c)(1)(iii)(B) of this section (i.e.,
identifiable patient, identifiable reporter, and suspect

bi ol ogi cal product).

(B) Potential nedication error. The applicant nust al so

submt to FDA each donestic report of a potential nedication

error, received or otherw se obtained, as soon as possible, but

443



in no case later than 15 cal endar days after receipt by the
applicant of the mninmuminformtion described under paragraph
(c)(1)(iii)(C of this section (i.e., identifiable reporter and
suspect bi ol ogi cal product).

(C© FRull data set. |If a full data set is not available for

an actual or potential nedication error report at the tine of
initial subm ssion of the report to FDA, the applicant nust
subnmit the information required under paragraph (c)(1)(iv) of
this section and al so submt a 30-day followp report as required
by paragraph (c)(2)(vi) of this section.

(vi) The 30-day followup report. The applicant nust use

active query to obtain additional information for any expedited
report under paragraphs (c)(2)(i), (c)(2)(iv), and (c)(2)(v) of
this section that does not contain a full data set and nust
subnmit a followup report to FDA within 30 cal endar days after
initial subm ssion of the expedited report to FDA by the
applicant. |If a full data set is still not obtainable, the 30-
day followp report must contain the information required under
paragraph (c)(1)(iv) of this section. Any new safety information
in the 30-day foll owp report nust be highlighted. Any new
informati on received or otherw se obtained after subm ssion of a
30-day foll owup report nust be submitted to FDA as a 15-day

foll owup report under paragraph (c)(2)(vii) of this section.
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(vii) The 15-day followp report. The applicant nust

report to FDA any new i nformation, received or otherw se
obt ai ned, for any expedited or followup report (except for
initial expedited reports under paragraphs (c)(2)(i), (c)(2)(iv),
and (c)(2)(v) of this section that do not contain a full data
set) within 15 cal endar days of initial receipt of the new
information by the applicant. Expedited reports under paragraphs
(c)(2) (i), (c)(2)(iv), and (c)(2)(v) of this section that do not
contain a full data set at the tinme of initial subm ssion of the
report to FDA are subject to the 30-day foll owup reporting

requi renents under paragraph (c)(2)(vi) of this section rather
than the 15-day foll owup reporting requirenents under this
par agr aph.

(viii) Supporting docunentation. (A If the patient dies,

t he applicant must submit a copy of the autopsy report to FDA, if
it is available. |[If an autopsy report is not available, the
applicant nust submt a death certificate to FDA. |If an autopsy
report becones avail able after the applicant has submtted a
death certificate to the agency, the autopsy report nust be
submtted to FDA. |If the patient was hospitalized, the applicant
must submt a copy of the hospital discharge summary to FDA, if
it is available. [If any of these docunments is not in English,

t he docunent nust be acconpani ed by an English transl ation.

Appl i cants nust use active query to obtain these docunents.
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These docunents nust be submtted to FDA as 15-day fol |l owp
reports (see paragraph (c)(2)(vii) of this section) within 15
cal endar days of initial receipt of the docunent by the
applicant. |If these docunents are not submtted to FDA in a 15-
day followup report within 3 nonths after subm ssion of the
initial expedited report for the death or hospitalization, the
agency will assune that active query by the applicant has not
resulted in access to these docunents. |In this case, a record of
the reason(s) for the lack of such docunentation and the effort
that was made to obtain the docunentati on nmust be nmaintai ned by
t he applicant.

(B) Each expedited report nust contain in the narrative a
list of other relevant docunents (e.g., nedical records,
| aboratory results, data fromstudies) for the report that are
mai nt ai ned by the applicant. \When appropriate, FDA may require
an applicant to submt copies of one or nore of these docunents
to the agency within 5 cal endar days after receipt of the
request .

(ix) Scientific literature. An expedited report based on

I nformation fromthe scientific literature applies only to
reports found in scientific and nedical journals. These
expedited reports nust be acconpani ed by a copy of the published

article.
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(x) Subm ssion of safety reports by contractors and shared

manuf acturers. (A) Contractors and shared nanufacturers nust

submt to the applicant (includes participants involved in

di vi ded manufacturing) safety reports of any SARs or nedication
errors for the applicant’s biological product, obtained or

ot herwi se received, within 5 cal endar days of initial receipt of
the report by the contractor or shared manufacturer. The
contractor and shared manufacturer nust submt a safety report
for an SAR to the applicant even if the report does not contain a
m ni mum data set. Upon receipt of the safety report froma
contractor or shared manufacturer, the applicant nmust conmply with
t he postmarketing safety reporting requirenments of this section.

(B) A contract between the applicant and a contractor nust
speci fy the postmarketing safety reporting responsibilities of
the contractor. The applicant is responsible for ensuring that
the contractors and shared manufacturers of its |icensed
bi ol ogi cal products conply with these postmarketing safety
reporting responsibilities.

(C The contractor and shared manufacturer must naintain a
record of each subm ssion to the applicant under paragraph
(c)(2)(x)(A) of this section that includes:

(1) A copy of each safety report;

(2) The date the report was initially received by the

contractor or shared manuf acturer;
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(3) The date the report was submtted to the applicant; and

(4) The nane and address of the applicant.

(D) The recordkeeping, witten procedures, and disclainer
provi si ons under paragraphs (f), (g), and (j) of this section
apply to contractors and shared manufacturers.

(xi) Report identification. Each expedited report

subnmitted to FDA under paragraphs (c)(2)(i) through (c)(2)(vii)
of this section nust bear promnent identification as to its
contents, e.g., "expedited report--serious and unexpected SAR, "
"expedited report--30-day followp report.” Each type of report
(e.g., serious and unexpected SAR reports, 30-day foll owp
reports) nust be submitted to FDA under separate cover. Reports
of medication errors nust indicate whether the error is actual or

potential and if actual, whether a serious SAR, nonserious SAR,

or no SAR occurred, e.g., “expedited report--actual nedication
error--nonserious SAR,” “expedited report--potential medication
error.”

(3) Postmarketing periodic safety reports. The applicant

nmust submit postmarketing periodic safety reports under this
section (i.e., TPSRs, PSURs, |PSRs, individual case safety
reports--sem annual submission) to FDA within 60 cal endar days
after the data |lock point for the report. The applicant rmnust

i nclude a cover letter containing a list of the biologics |license

application nunber(s) (i.e., BLA nunber(s)) for the hunman
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bi ol ogi cal product(s) covered by the postmarketing periodic
safety report. The international birth date for conbi nation
products is the international birth date of the human |icensed
bi ol ogi cal product nost recently approved for marketing.

(i) Traditional periodic safety reports (TPSRs). Each

applicant holding a biologics |license under 8 601.20 of this
chapter for a human biol ogi cal product approved before January 1,
1998, nust submit either a PSUR as prescribed under paragraph
(c)(3)(ii) of this section or a TPSR as descri bed under this
par agraph every 5 years after U S. approval of the application.
In addition, these applicants nust submt either an I PSR as
descri bed under paragraph (c)(3)(iii) of this section or a TPSR
as described under this paragraph 7.5 years and 12.5 years after
U.S. approval of the application. The data |ock point for the
TPSR, PSUR, or IPSR is the nonth and day of the internationa
birth date of the |icensed biological product or any other nonth
and day agreed on by the applicant and FDA. Each TPSR nust
cont ai n:

(A) Summary. This section of the TPSR incl udes:

(1) A narrative sunmmary and anal ysis of serious, expected
SARs and nonserious, unexpected SARs occurring in the United
States that were submtted to the applicant during the reporting
period fromall spontaneous sources (i.e., health care

prof essional s and other individuals) (with an index consisting of
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aline listing of the applicant's manufacturer report nunber and
SAR tern(s));

(2) An analysis of the expedited reports submtted during
the reporting period under paragraphs (c)(2)(i) through
(c)(2)(vii) of this section (all expedited reports nust be
appropriately referenced by the applicant's manufacturer report
nunber, SAR term(s), if appropriate, and date of subm ssion to
FDA) ;

(3) A discussion of any increased reporting frequency of
serious, expected SARs, including cooments on whether it is
believed that the data reflect a nmeani ngful change in SAR
occurrence, and an assessnent of whether it is believed that the
frequency of lack of efficacy reports is greater than would be
predi cted by the premarketing clinical trials for the biol ogical
product; and

(4) The applicant's conclusion as to what, if any, safety-
rel ated actions should be taken based on the anal ysis of the
safety data in the TPSR (e.g., |abeling changes, studies
initiated).

(B) Sunmary tabulations. This section of the TPSR i ncl udes

summary tabulations (i.e., lists of all SAR ternms and counts of
occurrences) presented by body system or by standard organ system

classification schene for:
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(1) Al serious expected SARs, nonserious unexpected SARs,
nonseri ous expected SARs, and expected SARs with unknown out cone
occurring in the United States that are submtted to the
applicant during the reporting period fromall spontaneous
sources (i.e., health care professionals and other individuals);

(2) Al serious unexpected SARs, unexpected SARs with
unknown out conme, and al ways expedited reports that were
previously submtted to FDA in an expedited report under
par agraphs (c)(2) (i), (c)(2)(iii), and (c)(2)(iv) of this section
(include cunul ative data for serious unexpected SARs, i.e., al
cases reported to date);

(3) Al reports of SARs not previously submitted to FDA by
the applicant (e.g., reports submtted to applicants by FDA,
reports obtained fromFDA fromfreedomof information requests at
the discretion of the applicant, reports fromclass action
| awsuits); and

(4) Al domestic reports of nedication errors previously
subnmitted to FDA under paragraph (c)(2)(v) of this section. For
actual nedication errors, provide sunmary tabul ati ons of serious
SARs, nonserious SARs, and no SARs. For potential nedication

errors, provide the nunber of reports for specific errors;

(C History of safety-related actions taken. This section

of the TPSR includes a history of safety-related actions taken
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since the last periodic safety report (e.g., |abeling changes,
studies initiated);

(D) Location of safety records. This section of the TPSR

includes a list of the current address(es) where all safety
reports and other safety-related records for the |icensed
bi ol ogi cal product(s) are mai ntai ned; and

(E) Contact person. This section of the TPSR includes the

name and tel ephone nunber for the |icensed physician(s)
responsi bl e for the content and nedical interpretation of the
information contained within the TPSR. Include, if available,
the fax nunber and e-nmil address for the licensed physician(s).

(ii) Periodic safety update report (PSUR). An applicant

hol ding a biologics |icense under 8 601.20 of this chapter for a
human bi ol ogi cal product approved on or after January 1, 1998,
must submit a PSUR to FDA according to the foll ow ng schedul e:
Sem annual ly (i.e., every 6 nonths) for 2 years after U S
approval of the application, annually for the next 3 years, and
then every 5 years thereafter. The data |ock point for the PSUR
Is the nonth and day of the international birth date of the

| i censed bi ol ogi cal product or any other nonth and day agreed on

by the applicant and FDA. Each PSUR nust contain:

(A) Title page, table of contents, and introduction. (1)

The title page includes, at a mninum the follow ng information:
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(L) Nane and international birth date of the |icensed
bi ol ogi cal product(s) that is the subject of the PSUR

(ii) Various dosage fornms and formul ations of the
bi ol ogi cal product(s) covered by the PSUR

(Lii) Nane and address of the applicant,

(iv) Reporting period covered by the PSUR, and

(v) Date of the PSUR

(2) The introduction:

(i) Provides a brief description of howthe PSUR relates to
previ ous reports and circunstances;

(ii) References rel evant biological products reported in
ot her periodic safety reports (e.g., a conbination product
reported in a separate PSUR); and

(Lii) Indicates any data duplication with other PSURs.

(B) Worldw de nmarketing status. This section of the PSUR

contains a table of the chronol ogical history of the worldw de
mar keting status of the biological product(s) covered by the PSUR
fromthe date the product(s) was first approved (i.e., the
international birth date) through its current status (i.e.,
curmul ative information). This table consists of:

(1) Dates of biological product approval and renewal ;

(2) Safety-related restrictions on product use;

(3) Indications for use and special popul ations covered by

t he bi ol ogi cal product approval;
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(4) Lack of approval of the biological product in any
dosage formor for any indication for use by any regul atory
authority(ies);

(5) Wthdrawal of a pending marketing application for the
bi ol ogi cal product by the applicant for safety- or efficacy-
rel ated reasons;

(6) Dates of market |aunches; and

(7) Trade name(s).

(C) Actions taken for safety reasons. (1) This section of

the PSUR includes details on the follow ng types of regul atory
authority-initiated (e.g., by FDA) and/or applicant-initiated
actions related to safety that were taken during the period
covered by the PSUR and between the data | ock point and PSUR
submi ssion (i.e., "late-breaking" safety concerns):

(L) Wthdrawal or suspension of biological product approval
or indication for use approval;

(ILi) Failure to obtain a marketing authorization renewal or
to obtain an approval for a new indication for use;

(iii) Restrictions on distribution (products recalled for
safety reasons);

(iv) dinical trial suspension;

(v) Dosage nodification

(vi) Changes in target population or indications; and

(vii) Formul ation changes.
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(2) This section of the PSUR al so contains a narrative
identifying the safety-related reasons that led to these actions
wi th rel evant docunentati on appended when appropri ate.

(3) Any communication with health care professionals (e.g.,
Dear Heal thcare Professional letters) resulting fromsuch actions
must al so be described with copies appended.

(D) Changes to CCSI. This section of the PSUR descri bes

changes to the CCSI (e.g., new contraindications, precautions,
war ni ngs, SARs, or interactions) nmade during the period covered
by the PSUR. A copy of any nodified section of the CCSI nust be
i ncluded. The applicant nust use the CCSI in effect at the

begi nning of the reporting period for the PSUR  The revised CCS
is to be used as the reference docunent for the next reporting
peri od.

(E) Worldw de patient exposure. (1) This section of the

PSUR i ncludes, for the reporting period, an estimate of the
wor | dwi de patient exposure to the biological product(s) covered
by the PSUR (i.e., nunber of patients, average or nedi an dose
recei ved, and average or nedian length of treatnent). The method
used to estimte patient exposure nust always be described. |If
the patient exposure is inpossible to estimate or is meaningl ess,
an explanation of and justification for such concl usions nust be
provided. |If patient exposure is inpossible to estimte, other

nmeasur es of exposure, such as patient-days, numnber of
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prescriptions, or nunber of dosage units, may be used. |If these
or other nore precise neasures are not avail able and an adequate
expl anation for the lack of such information is provided, bulk
sal es may be used.

(2) Wen possible, data broken down by gender and age
(especially pediatric versus adult) mnmust be provided. For the
pedi atric popul ation, data nust be reported, if possible, by age
group (e.g., neonates, infants, children, adolescents). |If these
data are not avail able, an explanation nmust be incl uded.

(3) Wen a pattern of reports indicates a potenti al
probl em details by country (with locally reconmmended dosage
regi nens) or other segnentation (e.g., indication, dosage formn
must be presented.

(F) Individual case safety reports. (1) This section of

the PSUR i ncludes summary tabul ati ons of individual case safety
reports (e.g., serious unlisted SARs, serious |isted SARs,
nonserious unlisted SARs, nonserious listed SARs) for the
foll ow ng SARs obtai ned or otherw se received during the
reporting period:

(L) Al serious and nonserious SARs from spontaneous
sources that were submtted to applicants by a health care

pr of essi onal ,
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(ILi) Al serious SARs from studies, individual patient
| NDs, or, in foreign countries, from naned-patient
"conpassi onat e" use,

(iLii) Al serious SARs and nonserious unlisted SARs from
the scientific literature,

(Lv) Al serious SARs fromregulatory authorities, and

(v) Serious SARs from other sources such as reports created
by poison control centers and epi dem ol ogi cal data bases.

(2) The summary tabul ati ons nust be made up of lists by
body system or by standard organ system classification schenme of
all SAR ternms and counts of occurrences. For SARs that are
determ ned to be both serious and unlisted, include cunulative
data (i.e., all cases reported to date).

(3) The applicant nust conclude this section with a brief
di scussion of the data concerning the individual case safety
reports in the PSUR (e.g., discussion of medical significance or
mechani sm .

(G Safety studies. This section of the PSUR contains a

di scussion of nonclinical, clinical, and epi dem ol ogi cal studies
that contain inportant safety information, as foll ows:

(1) Al applicant-sponsored studies newy anal yzed during
the reporting period (copies of full reports should be appended
only if new safety issues are raised or confirnmed;, FDA may

request copies of other studies, if necessary);
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(2) New studies specifically planned, initiated, or
continuing during the reporting period that exani ne a safety
i ssue, whether actual or hypothetical; and

(3) Published safety studies in the scientific and nedi cal
literature, including relevant published abstracts from neetings
(provide literature citation).

(H Oher information. This section of the PSUR incl udes:

(1) A discussion of nedically relevant |ack of efficacy
reports (e.g., mght represent a significant hazard to the
treated popul ation) for a product(s) used to treat serious or
|ife-threatening diseases; and

(2) Any inportant new information received after the data
| ock point (e.g., significant new cases).

(I') Overall safety evaluation. This section of the PSUR

contains a concise, yet conprehensive, analysis of all of the
safety information provided in the PSUR, including new
i nformation provided under paragraph (c)(3)(ii)(H(2) of this
section. In addition, this section of the PSUR includes an
assessnment by the applicant of the significance of the data
collected during the reporting period, as well as fromthe
per spective of cumul ative experience.

(1) The applicant must highlight any new i nformation on:

(L) Serious, unlisted SARs;
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(i) Increased reporting frequencies of listed SARs,

i ncl udi ng comrents on whether it is believed that the data
reflect a meani ngful change in SAR occurrence;

(Lii) A change in characteristics of listed SARs (e.qg.,
severity, outcone, target popul ation); and

(Lv) Nonserious, unlisted SARs.

(2) As part of the overall safety evaluation, the applicant
must al so explicitly address any new safety issue including but
not limted to the following (lack of significant new i nformation
for each of the follow ng must be nentioned):

(L) Drug interactions;

(i) Experience wth overdose, whether deliberate or
accidental, and its treatnent;

(Lii) Drug abuse or intentional m suse;

(iv) Positive or negative experiences during pregnancy or
| act ati on;

(v) Effects with long-termtreatnment; and

(vi) Experience in special patient groups (e.g., pediatric,
geriatric, organ inpaired). For the pediatric popul ation, data
nmust be evaluated, if possible, by age group (e.g., neonates,
infants, children, adol escents).

(J) Conclusion. This section of the PSUR

(1) Indicates new safety information that is not in accord

wi th previous cunul ative experience and with the CCSI in use at
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the beginning of the reporting period (e.g., new evidence that
strengt hens a possi bl e causal rel ationship between the biol ogi cal
product and an SAR, such as positive rechallenge, an
epi dem ol ogi cal associ ation, or new | aboratory studies); and

(2) Specifies and justifies any action reconmended or
initiated, including changes in the CCSI

(K) Appendices. This section of the PSUR incl udes:

(1) Conpany core data sheet. Provide a copy of the conpany

core data sheet covered by this PSUR (i.e., in effect at the
begi nni ng of the period covered by the PSUR), as well as the
conpany core data sheet for the next reporting period. Conpany
core data sheets nust be nunbered and dated and include the date
of last revision.

(2) U.S. labeling. Provide a copy of the current approved

U.S. labeling. Specify any safety information that is included
in the CCSI but not in the U S. |abeling, and provide an

expl anation for the discrepancy. Describe any safety-rel ated
changes or proposed changes to the U. S. | abeling nade during the
reporting period (include the supplenment nunber(s) and date(s) of
subm ssion for the supplenment(s)) and any suggested change(s)

t hat shoul d be consi dered based on the safety analysis in this
PSUR.

(3) Spontaneous reports subnitted to the applicant by an

i ndi vidual other than a health care professional. Pr ovi de
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summary tabul ations (e.g., serious unlisted SARs, serious |isted
SARs, nonserious unlisted SARs, nonserious |listed SARs) for al
spont aneously reported serious SARs, whether donestic or foreign,
and all spontaneously reported nonserious SARs occurring in the
United States, obtained or otherw se received during the
reporting period by the applicant froman individual other than a
health care professional (e.g., reports fromconsuners). These
summary tabul ati ons nust consist of |lists by body system or by
standard organ systemcl assification schene of all SAR terns and
counts of occurrences. For those SARs that are determ ned to be
both serious and unlisted, include cumul ative data (i.e., al
cases reported to date by individuals other than a health care
professional). Include a brief discussion of the inpact of the
spont aneous reports described in this appendi x on the overal

saf ety eval uation

(4) SARs with unknown outcone. Provide summary tabul ations

for unlisted and |listed SARs with unknown outcone from al

spont aneous sources (i.e., health care professionals and ot her

i ndi vi dual s), obtained or otherw se received by the applicant
during the reporting period. These summary tabul ati ons nust
consist of lists by body systemor by standard organ system
classification schenme of all SAR ternms and counts of occurrences.

I nclude a brief discussion of the inpact of the spontaneous
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reports described in this appendix on the overall safety
eval uati on.

(5) dass action lawsuits. Provide sumrary tabul ations

(e.g., serious unlisted SARs, serious |isted SARs, nonserious
unlisted SARs, nonserious listed SARs) for all SARs obtained or
ot herwi se received during the reporting period by the applicant
fromclass action lawsuits. These summary tabul ati ons nust
consist of lists by body systemor by standard organ system
classification scheme of all SAR ternms and counts of occurrences.

For those SARs that are determ ned to be both serious and
unlisted, include cunulative data. |Include a brief discussion of
the inpact of the reports described in this appendix on the
overal |l safety eval uation.

(6) Lack of efficacy reports. Provide an assessnent of

whether it is believed that the frequency of |ack of efficacy
reports, obtained or otherw se received during the reporting
period, is greater than would be predicted by the prenmarketing
clinical trials for the biol ogical product.

(7) Medication errors. Provide sunmary tabul ati ons of al

donestic reports of medication errors submtted during the
reporting period under paragraph (c)(2)(v) of this section. For
actual nedication errors, provide sumary tabul ati ons of serious
SARs, nonserious SARs, and no SARs (for serious SARs, include

cunul ative data, i.e., all cases reported to date). For
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potential nedication errors, provide the nunber of reports for
specific errors. | f an SAR occurs, the summary tabul ati ons nust
consist of lists by body system or by standard organ system
classification schenme of all SAR ternms and counts of occurrences.
I nclude a brief discussion of the inpact on the overall safety
eval uation of these reports.

(8) U.S. patient exposure. Provide, for the reporting

period, an estimate of the U S. patient exposure to the

bi ol ogi cal product(s) covered by the PSUR (i.e., nunber of
patients, average or nedi an dose received, and average or nedi an
length of treatnment). The nethod used to estimate patient
exposure must always be described. |If the patient exposure is

i npossible to estinmate or i s neaningl ess, an explanation of and
justification for such conclusions nust be provided. |f patient
exposure is inpossible to estimte, other measures of exposure,
such as patient-days, nunber of prescriptions, or nunber of
dosage units, nmay be used. |If these or other nore precise
nmeasures are not avail abl e and an adequate expl anation for the

| ack of such information is provided, bulk sales may be used.

(9) Location of safety records. Provide a list of the

current address(es) where all safety reports and other safety-
related records for the Iicensed biol ogical product(s) are

mai nt ai ned.
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(10) Contact person. Provide the name and tel ephone nunber

for the |icensed physician(s) responsible for the content and
nmedi cal interpretation of the data and i nfornmati on contained
within the PSUR Include, if available, the fax nunber and e-
mai | address for the licensed physician(s).

(iii) Interimperiodic safety report (IPSR). An applicant

hol ding a biologics |icense under 8 601.20 of this chapter for a
human bi ol ogi cal product approved on or after January 1, 1998,
must submit an IPSR to FDA 7.5 years and 12.5 years after U S
approval of the application. The data |lock point for the IPSRis
the nonth and day of the international birth date of the |icensed
bi ol ogi cal product or any other nonth and day agreed on by the
applicant and FDA. The reporting period for the I PSR covers the
peri od between the |last PSUR or TPSR and the data | ock point for
the PSR (e.g., between years 5 and 7.5 for an IPSRwith a data

| ock point 7.5 years after U. S. approval of the application).
Each | PSR nust cont ai n:

(A) Title page, table of contents, and introduction. (1)

The title page includes, at a mininum the follow ng infornmation:
(i) Nanme and international birth date of the licensed

bi ol ogi cal product(s) that is the subject of the |IPSR
(Li) Various dosage fornms and fornul ati ons of the

bi ol ogi cal product(s) covered by the | PSR,

(iii) Name and address of the applicant,
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(iv) Reporting period covered by the |IPSR, and

(v) Date of the |IPSR

(2) The introduction: (i) Provides a brief description of
how the I PSR rel ates to previous reports and circunstances,

(i) References relevant biological products reported in
ot her periodic safety reports (e.g., a conbination product
reported in a separate | PSR), and

(iii) Indicates any data duplication with other |PSRs.

(B) Worldwi de nmarketing status. This section of the |IPSR

contains a table of the chronol ogical history of the worldw de
mar keting status of the biological product(s) covered by the I PSR
fromthe date the product(s) was first approved (i.e., the
international birth date) through its current status (i.e.,

cunul ative information). This table consists of:

(1) Dates of biological product approval and renewal ;

(2) Safety-related restrictions on product use;

(3) Indications for use and special popul ations covered by
t he bi ol ogi cal approval;

(4) Lack of approval of the biological product in any
dosage formor for any indication for use by any regulatory
authority(ies);

(5 Wthdrawal of a pending marketing application for the
bi ol ogi cal product by the applicant for safety- or efficacy-

rel ated reasons;

465



(6) Dates of market |aunches; and
(7) Trade name(s).

(C© Actions taken for safety reasons. (1) This section of

the I PSR includes details on the foll owi ng types of regulatory
authority-initiated (e.g., by FDA) and/or applicant-initiated
actions related to safety that were taken during the period
covered by the I PSR and between the data | ock point and | PSR
submi ssion (i.e., "late-breaking" safety concerns):

(i) Wthdrawal or suspension of biological product approval
or indication for use approval;

(ii) Failure to obtain a marketing authorization renewal or
to obtain an approval for a new indication for use;

(Lii) Restrictions on distribution (products recalled for
safety reasons);

(iv) dinical trial suspension;

(v) Dosage nodification

(vi) Changes in target popul ation or indications; and

(vii) Formul ation changes.

(2) This section of the IPSR al so contains a narrative
identifying the safety-related reasons that |led to these actions
with rel evant docunentati on appended when appropri ate.

(3) Any comrunication with health care professionals (e.qg.,
Dear Heal thcare Professional letters) resulting fromsuch actions

nmust al so be described with copies appended.
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(D) Changes to CCSI. This section of the | PSR descri bes

changes to the CCSI (e.g., new contraindications, precautions,
war ni ngs, SARs, or interactions) nmade during the period covered
by the IPSR. A copy of any nodified section of the CCSI nust be
i ncluded. The applicant nust use the CCSI in effect at the

begi nning of the reporting period for the PSR The revised CCS
is to be used as the reference docunent for the next reporting
peri od.

(E) Wbrldw de patient exposure. (1) This section of the

| PSR i ncl udes, for the reporting period, an estimte of the
wor | dwi de patient exposure to the biological product(s) covered
by the IPSR (i.e., nunber of patients, average or nedi an dose
recei ved, and average or nedian length of treatnent). The nethod
used to estimate patient exposure nust al ways be described. |If
the patient exposure is inpossible to estimate or is meaningl ess,
an explanation of and justification for such concl usions nust be
provided. |If patient exposure is inpossible to estimte, other
nmeasur es of exposure, such as patient-days, numnber of
prescriptions, or nunber of dosage units, may be used. |If these
or other nore precise neasures are not avail able and an adequate
expl anation for the |lack of such information is provided, bulk
sal es may be used.

(2) Wen possible, data broken down by gender and age

(especially pediatric versus adult) mnmust be provided. For the
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pedi atric popul ation, data must be reported, if possible, by age
group (e.g., neonates, infants, children, adolescents). |If these
data are not avail abl e, an explanation must be incl uded.

(3) Wen a pattern of reports indicates a potenti al
problem details by country (with locally reconmmended dosage
regi nens) or other segnentation (e.g., indication, dosage forn
nmust be presented.

(F) Safety studies. This section of the |IPSR contains a

di scussion of nonclinical, clinical, and epi dem ol ogi cal studies
that contain inportant safety information, as foll ows:

(1) Al applicant-sponsored studies newy anal yzed during
the reporting period (copies of full reports should be appended
only if new safety issues are raised or confirnmed;, FDA may
request copies of other studies, if necessary);

(2) New studies specifically planned, initiated, or
continuing during the reporting period that exam ne a safety
i ssue, whether actual or hypothetical; and

(3) Published safety studies in the scientific and nedi cal
literature, including relevant published abstracts from neetings
(provide literature citation).

(G Oher information. This section of the IPSR includes a

di scussion of nedically relevant |ack of efficacy reports (e.qg.,

m ght represent a significant hazard to the treated popul ation)
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for a product(s) used to treat serious or life-threatening
di seases.

(H Overall safety evaluation. This section of the IPSR

contains a concise, yet conprehensive, analysis of all of the
safety information provided in the IPSR In addition, this
section of the IPSR includes an assessnent by the applicant of
the significance of the data collected during the reporting
period, as well as fromthe perspective of cunul ative experience.

(1) The applicant must highlight any new information on:

(L) Serious, unlisted SARs;

(i) Increased reporting frequencies of listed SARs,

i ncludi ng comments on whether it is believed that the data
reflect a nmeani ngful change in SAR occurrence;

(iii) A change in characteristics of listed SARs (e.g.,
severity, outcome, target population); and

(iv) Nonserious, unlisted SARs.

(2) As part of the overall safety evaluation, the applicant
nmust al so explicitly address any new safety issue including but
not limted to the following (lack of significant new i nformation
for each of the follow ng must be nentioned):

(i) Drug interactions;

(i) Experience wth overdose, whether deliberate or
accidental, and its treatnent;

(Lii) Drug abuse or intentional m suse;
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(iv) Positive or negative experiences during pregnancy or
| actation;

(v) Effects with long-termtreatnent; and

(vi) Experience in special patient groups (e.g., pediatric,
geriatric, organ inpaired). For the pediatric population, data
must be evaluated, if possible, by age group (e.g., neonates,
infants, children, adol escents).

(1) Conclusion. This section of the | PSR

(1) Indicates new safety information that is not in accord
Wi th previous cunul ative experience and with the CCSI in use at
t he begi nning of the reporting period (e.g., new evidence that
strengthens a possi bl e causal rel ationship between the biol ogical
product and an SAR, such as positive rechall enge, an
epi dem ol ogi cal associ ation or new | aboratory studies); and

(2) Specifies and justifies any action reconmended or
initiated, including changes in the CCSI

(J) Appendices. This section of the I PSR includes:

(1) Conpany core data sheet. Provide a copy of the conpany

core data sheet covered by this IPSR (i.e., in effect at the
begi nni ng of the period covered by the IPSR), as well as the
conpany core data sheet for the next reporting period. Conpany
core data sheets nust be nunbered and dated and include the date

of last revision.
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(2) U.S. labeling. Provide a copy of the current approved

U.S. labeling. Specify any safety information that is included
in the CCSI but not in the U S. labeling and provide an

expl anation for the discrepancy. Describe any safety-rel ated
changes or proposed changes to the U. S. | abeling nade during the
reporting period (include the supplenent nunber(s) and date(s) of
subm ssion for the supplenment(s)) and any suggested change(s)

t hat shoul d be consi dered based on the safety analysis in this

| PSR.

(3) Spontaneous reports subnitted to the applicant by an

i ndi vidual other than a health care professional. Provi de a

brief discussion of the inpact on the overall safety eval uation
of any spontaneously reported serious SARs, whether donestic or
foreign, and any spontaneously reported nonserious SARs occurring
in the United States, obtained or otherw se received during the
reporting period by the applicant from an individual other than a
health care professional (e.g., reports from consuners).

(4) SARs with unknown outcone. Provide a brief discussion

of the inpact on the overall safety evaluation of any

spont aneously reported unlisted and |isted SARs with unknown

out cone obt ai ned or otherw se received during the reporting
period by the applicant fromhealth care professionals and ot her

i ndi vi dual s.
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(5) dass action lawsuits. Provide a brief discussion of

the inmpact on the overall safety evaluation of any safety
i nformati on obtained or otherwi se received during the reporting
period by the applicant fromclass action | awsuits.

(6) Lack of efficacy reports. Provide an assessnent of

whether it is believed that the frequency of any |lack of efficacy
reports, obtained or otherw se received during the reporting
period, is greater than would be predicted by the prenmarketing
clinical trials for the biological product.

(7) Medication errors. Provide a brief discussion of the

| npact on the overall safety evaluation of all donestic reports
of nedication errors submtted during the reporting period under
paragraph (c)(2)(v) of this section.

(8 U.S. patient exposure. Provide, for the reporting

period, an estimate of the U S. patient exposure to the

bi ol ogi cal product(s) covered by the IPSR (i.e., nunber of
patients, average or nedi an dose received, and average or nedi an
length of treatnment). The nethod used to estinmate patient
exposure must always be described. |If the patient exposure is

i npossible to estimate or i s neaningl ess, an explanation of and
justification for such conclusions nust be provided. If patient
exposure is inpossible to estimte, other measures of exposure,
such as patient-days, nunber of prescriptions, or nunber of

dosage units, may be used. |If these or other nore precise
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measures are not avail able and an adequate explanation for the
| ack of such information is provided, bulk sales may be used.

(9) Location of safety records. Provide a list of the

current address(es) where all safety reports and other safety-
related records for the licensed biological product(s) are
mai nt ai ned.

(10) Contact person. Provide the nane and tel ephone nunber

for the |icensed physician(s) responsible for the content and
nmedi cal interpretation of the information contained within the
| PSR.  Include, if available, the fax nunber and e-rmmil address
for the |icensed physician(s).

(iv) Pediatric use supplenents. After approval of a

pedi atric use supplenment to an approved application (i.e., a
suppl ement for use of the human bi ol ogi cal product in the

pedi atric popul ation), the applicant nmust submt PSURs to FDA as
prescri bed under paragraph (c)(3)(ii) of this section according
to the follow ng schedule: Sem annually for 2 years after U S
approval of the supplenment, annually for the next 3 years, and
then every 5 years thereafter. These applicants nust also submt
| PSRs to FDA as prescribed under paragraph (c)(3)(iii) of this
section at 7.5 years and 12.5 years after U S. approval of the
suppl enent. The data | ock point for the PSUR and IPSR is the

nonth and day of the international birth date of the |icensed
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bi ol ogi cal product or any other nonth and day agreed on by the
appl i cant and FDA.

(v) Sem annual submi ssion of individual case safety

reports. (A) An applicant holding a biologics |Iicense under
8 601.20 of this chapter for a human bi ol ogi cal product nust
submt to FDA semannually (i.e., every 6 nonths) after U S
approval of the application a separate report that consists of
i ndi vi dual case safety reports for certain spontaneously reported
SARs for the biological product. The individual case safety
reports nust be submtted on the form designated by the agency
under paragraph (c)(4) of this section. The data |ock point for
the report is the nonth and day of the international birth date
of the licensed biological product or any other nonth and day
agreed on by the applicant and FDA. This report nust be
identified as "individual case safety reports--sem annual
subm ssion. "

(B) Applicants that submt TPSRs to FDA for the |icensed
bi ol ogi cal product nust submt an individual case safety report
for each serious, expected SAR, whether domestic or foreign, and
each nonserious, unexpected SAR occurring in the United States
that is submtted to the applicant during the reporting period
fromall spontaneous sources (i.e., health care professionals and
ot her individuals). Reports for vaccines mnmust include an

i ndi vi dual case safety report for each nonserious, expected SAR
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and each expected SAR wi th unknown outcome occurring in the
United States that is submitted to the applicant during the
reporting period fromall spontaneous sources. Applicants that
submt PSURs to FDA for the |icensed biol ogical product nust
submit an individual case safety report for each serious, |isted
SAR, whet her donestic or foreign, and each nonserious, unlisted
SAR occurring in the United States that is submtted to the
applicant during the reporting period fromall spontaneous
sources. Reports for vaccines nust include an individual case
safety report for each nonserious, |listed SAR and each |isted SAR
w th unknown outconme occurring in the United States that is
submtted to the applicant during the reporting period from al
spont aneous sources. If a full data set is not available for a
report of a serious SAR, the applicant nust submt the
i nformation required under paragraph (c)(1)(iv) of this section.
(© Followp information to SARs submitted in an individual
case safety report--sem annual submi ssion may be submtted in the
next individual case safety report--sem annual subm ssion unl ess
such information changes the classification of the SARto a
serious, unexpected SAR In these cases, the followp
i nformati on nust be submtted to FDA as a 15-day foll owp report
(see paragraph (c)(2)(vii) of this section).

(4) Reporting format. (i)(A) Except as provided in

paragraphs (¢)(4)(i)(B), (c)(4)(i)(D), and (c)(4)(v) of this
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section, the applicant nust conplete the reporting form

desi gnated by FDA for each individual case safety report of an
SAR (FDA Form 3500A or, for vaccines, a VAERS forn). Reports
based on informati on about individual cases or case series in the
scientific literature nust be submtted on an FDA Form 3500A(Ss)
or, for vaccines, on a VAERS forn(s).

(B) Foreign SARs may be submitted either on an FDA Form
3500A or, if preferred, on a CTOVMS | form foreign SARs for
vacci nes may be submtted either on a VAERS formor, if
preferred, on a CCOVS | form

(C© Each donestic report of an actual or potentia
medi cation error nust be submtted on an FDA Form 3500A, or, for
vacci nes, on a VAERS form

(D) Reports of overall findings or data in the aggregate
from publ i shed and unpublished in vitro, animal, epideniological,
or clinical studies nust be submtted in a narrative fornmat.

(ii) Each SAR in an individual case safety report nust be
coded on the FDA Form 3500A, VAERS form or CIOVS | form using
the appropriate "preferred tern in the | atest version of MedDRA
(the nedical dictionary for regulatory activities) in use at the
time the applicant beconmes aware of the individual case safety
report. For individual case safety reports of nedication errors,

the report nust be coded both as a nedication error and, if

476



applicable, with the preferred termfor any SARs associated with
t he medi cation error.

(ti1) Each conpl eted FDA Form 3500A, VAERS form or Cl OB
formshould refer only to an individual case.

(iv) Each conpl eted FDA Form 3500A, VAERS form or Cl OV
form must include the nane and tel ephone nunber (and fax nunber
and e-mai|l address, if available) for the |icensed physician
responsi ble for the content and nedical interpretation of the
data contained within the form(i.e., contact person for the
conpany).

(v) Instead of using FDA Form 3500A (or a VAERS form for
vacci nes), the applicant may use a conputer-generated facsimle
of FDA Form 3500A (or the VAERS form for vaccines) provided that
it is readable, includes appropriate identifying information, and
contains all the elements (i.e., format, sections, blocks,
titles, descriptors within blocks, text for disclaimer) of FDA
Form 3500A (or the VAERS form for vaccines) in the identical
enuner at ed sequence of the form For individual case safety
reports in which no suspect nedical device is involved, a one-
page FDA Form 3500A is acceptabl e.

(d) Miltiple reports. An applicant should not include in

reports under this section any SARs that occurred in clinical
trials if they were previously submtted as part of the |license

application. |If a report refers to nore than one bi ol ogi cal
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product marketed by an applicant, the applicant should submt the
report to the license for the product listed first in the report.

(e) Patient privacy. For nonvacci ne biol ogical products,

t he nanes and addresses of individual patients should not be
included in reports under this section; instead, the applicant,
shared manufacturer and contractors should assign a uni que code
to each report, preferably not nore than eight characters (i.e.,
nunbers and/or letters) in length. The nane of the reporter from
whom the information was received should be included. Nanmes of
patients, individual reporters, health care professionals,
hospital s, and geographic identifiers in safety reports are not
rel easable to the public under FDA' s public information

regul ations in part 20 of this chapter. For vaccine SAR reports,
these data will becone part of the CDC Privacy Act System 09-20-
0136, "Epidem ol ogic Studies and Surveillance of D sease
Problenms.” Information identifying the person who received the
vacci ne or that person's legal representative will not be nade
avai l able to the public, but nmay be available to the vacci nee or
| egal representative.

(f) Recordkeeping. Each applicant nust maintain for a

period of 10 years records of all safety information pertaining
to its product, received or otherw se obtained, including raw
data, any correspondence relating to the safety information, and

any reports of SARs or nedication errors not submtted to FDA or
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only provided to FDA in a sunmary tabul ation. Each applicant

nmust also retain for a period of 10 years any records required to
be mai ntai ned under this section. Wen appropriate, FDA may
require an applicant to submt any or all of these records to the
agency within 5 cal endar days after receipt of the request.

(g) Witten procedures. Each applicant nust devel op and

mai ntain witten procedures for the surveillance, receipt,
eval uation, and reporting off safety information to FDA

(h) Revocation of license. |If an applicant fails to

establish and maintain records and nmake reports required under
this section with respect to a licensed biol ogical product, FDA
may revoke the license for such a product in accordance with the
procedures of 8 601.5 of this chapter.

(i) Exenptions. Manufacturers of the following |isted
products are not required to submt safety reports under this
secti on:

(1) Wole blood or conponents of whole blood. These
products are subject to the reporting requirenents for blood and
bl ood conponents in 8§ 606.170 of this chapter.

(2) I'n vitro diagnostic products, including assay systens
for the detection of antibodies or antigens to retroviruses.
These products are subject to the reporting requirenents for

devi ces.
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(j) Disclainer. A report or information submtted by an
applicant under this section (and any rel ease by FDA of that
report or information) does not necessarily reflect a concl usion
by the applicant or FDA that the report or information
constitutes an adm ssion that the biological product caused or
contributed to an SAR.  An applicant need not admit, and may
deny, that the report or information submtted under this section
constitutes an adm ssion that the biological product caused or
contributed to an SAR

PART 601- - LI CENSI NG

14. The authority citation for 21 CFR part 601 continues to
read as foll ows:

Authority: 15 U S.C 1451-1561; 21 U S.C. 321, 351, 352,
353, 355, 356b, 360, 360c-360f, 360h-360j, 371, 374, 379e, 381,
42 U. S. C. 216, 241, 262, 263, 264; sec. 122, Pub. L. 105-115, 111
Stat. 2322 (21 U S.C. 355 note).

§ 601.28 [ AMENDED]

15. Section 601.28 Annual reports of postnmarketing

pediatric studies is anended by renoving the second sentence in

paragraph (a) and the phrase "safety and" in the first sentence

I n paragraph (b).

PART 606-- CURRENT GOCD MANUFACTURI NG PRACTI CE FOR BLOCOD AND BLOOD
COVPONENTS
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16. The authority citation for 21 CFR part 606 continues to
read as foll ows:

Authority: 21 U S . C 321, 331, 351, 352, 355, 360, 360j,
371, 374; 42 U.S.C. 216, 262, 263a, 264.

17. Section 606.170 is revised to read as foll ows:

8 606.170 Suspected adverse reaction investigation and

reporting.

(a) Any reports of conplaints of suspected adverse
reactions (SARs), as defined in § 600.80(a) of this chapter,
regardi ng each unit of blood or blood product arising as a result
of blood collection or transfusion nmust be investigated pronptly
and thoroughly. Records of the conplaint and investigation nust
be mai ntained. The collection or transfusing facility nust
prepare and maintain a witten report of the investigation of
SARs, including followp and conclusions, as part of the record
for that lot or unit of final product. |If it is determ ned that
there was an SAR related to transfusion or possibly related to
the collection procedure, then copies of all such reports nust be
forwarded to and nai ntai ned by the manufacturer or collection
facility.

(b) For any serious SAR, as defined in 8 600.80(a) of this
chapter, except for a fatality, the facility performng the
conpatibility testing (if the SARis related to transfusion) or

the collecting facility (if the SARis related to the bl ood
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coll ection procedure), nust submt a witten report to the Center
for Biologics Evaluation and Research (CBER), at FDA within 45
cal endar days after determi nation of the serious SAR The
witten report nust be submitted using the reporting format
provided in 8 600.80(c)(4) of this chapter.

(c) For an SAR that results in a fatality, the Director,
O fice of Conpliance and Biologics Quality, at CBER nust be
notified by tel ephone, facsimle, express mail, or electronically
transmtted mail as soon as possible. Wthin 7 cal endar days
after the fatality, the collection facility (if the fatality is

related to blood collection) or the facility performng the
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compatibility tests (if the fatality is related to transfusion)
must submit a written report to CBER, FDA, using the reporting
format provided in § 600.80(c) (4) of this chapter.

(Information collection requirements approved by the Office of
Management and Budget under control number 0910-0116)
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pated: DEC 13 -
December 13, 2002.

I A

Mark B. McClellan, [/
Commissioner of Food and Drugs.

JAN 29 2003

Dated:

January 29, 2003.

oy I .

Tommy G. Th6mpson,
Secretary/of Health and Human Services.
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