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A. Justification

1. Circunstances of Information Coll ection

This information coll ection approval request is for a
Food and Drug Admi nistration (FDA) guidance for industry
entitled "Special Protocol Assessnment,"” which describes agency
procedures to evaluate issues related to the adequacy (e.g.,
desi gn, conduct, analysis) of certain proposed studies. The
gui dance descri bes procedures for sponsors to request speci al
protocol assessnment and for the agency to act on such
requests. The guidance provides information on how t he agency
will interpret and apply provisions of the Food and Drug
Adm ni stration Mdernization Act of 1987 and the specific
Prescription Drug User Fee Act of 1992 (PDUFA) goals for
speci al protocol assessnent associated with the devel opnment
and revi ew of PDUFA products.

The gui dance descri bes two collections of information:
(1) The subm ssion of a notice of intent to request speci al
protocol assessment of a carcinogenicity protocol, and (2) the
subm ssion of a request for special protocol assessnent.

A. Notification for a Carcinogenicity Protocol




As described in the guidance, a sponsor interested in
agency assessnent of a carcinogenicity protocol should notify
t he appropriate division in FDA's Center for Drug Eval uation
and Research (CDER) or the Center for Biologics Evaluation and
Research (CBER) of an intent to request special protocol
assessnent at | east 30 days prior to submtting the request.
Wth such notification, the sponsor should submt rel evant
background information so that the agency may review reference
material related to carcinogenicity protocol design prior to
receiving the carcinogenicity protocol

B. Request for Special Protocol Assessnent

In the gui dance, CDER and CBER ask that a request for
speci al protocol assessnent be submtted as an anmendnent to
the investigational new drug application (IND) for the
under | yi ng product and that it be submtted to the agency in
triplicate with Form FDA 1571 attached. The agency al so
suggests that the sponsor submt the cover letter to a request
for special protocol assessnment via facsimle to the
appropriate division in CDER or CBER.  Agency regul ations
(? 312.23(d)) state that information provided to the agency as
part of an INDis to be submtted in triplicate and with the
appropriate cover form Form FDA 1571. An IND is submtted to

FDA under existing regulations in part 312 (21 CFR part 312),



whi ch specifies the information that manufacturers nust submt
so that FDA may properly evaluate the safety and effectiveness
of investigational drugs and biol ogical products. The
information collection requirenments resulting fromthe
preparation and subm ssion of an I ND under part 312 have been
estimted by FDA and the reporting and recordkeepi ng burden
has been approved by OMB until January 31, 2006, under OVB
Control Nunber 0910-0014.

FDA suggests that the cover letter to the request for
speci al protocol assessnment be submtted via facsimle to the
appropriate division in CDER or CBER to enabl e agency staff to
prepare for the arrival of the protocol for assessnment. The
agency recommends that a request for special protocol
assessnment be submtted as an anmendnment to an IND for two
reasons: (1) To ensure that each request is kept in the
adm nistrative file with the entire IND, and (2) to ensure
that pertinent information about the request is entered into
t he appropriate tracki ng databases. Use of the information in
t he agency's tracki ng dat abases enabl es the appropri ate agency
official to nmonitor progress on the evaluation of the protocol
and to ensure that appropriate steps will be taken in a tinely
manner .

CDER and CBER have determ ned and the gui dance reconmmends



that the followi ng informati on should be submtted to the
appropriate Center with each request for special protocol
assessnent so that the Center may quickly and efficiently
respond to the request:

? Questions to the agency concerning specific issues
regardi ng the protocol; and

? Al data, assunptions, and information needed to
perm t an adequate eval uation of the protocol, including: (1)
The role of the study in the overall devel opnent of the drug;
(2) information supporting the proposed trial, including power
cal cul ations, the choice of study endpoints, and other
critical design features; (3) regulatory outcones that could
be supported by the results of the study; (4) final |abeling
that could be supported by the results of the study; and (5)
for a stability protocol, product characterization and

rel evant manufacturi ng data.

2. Purpose and Use of Information

As expl ai ned above, the procedures and policies described
in the guidance docunent are designed to inplenment section
505(b)(4)(B) of the act and the PDUFA goals for special

protocol assessnment and agreenent.



3. Use of Inproved Infornmati on Technol ogy

The Food and Drug Adm nistration Moddernization Act of
1997 (FDAMA) and the Prescription Drug User Fee Act (PDUFA) I
reaut hori zati on mandate that the agency devel op and update its
i nformati on managenent infrastructure to allow the paperl ess
recei pt and processing of investigational new drug
applications and new drug applications, as defined in PDUFA,
and rel ated subm ssions. |In the Federal Register of Decenber
11, 2003, FDA issued a final rule requiring the subm ssion of
| abeling for human prescription drugs and biologics in
electronic format. FDA has al so i ssued several guidances
descri bing how to nmake voluntary el ectronic subm ssions to the
agency. In January 1999, FDA issued a guidance on general
consi derations for electronic subm ssions entitled “Providing
Regul atory Subm ssions in Electronic Format--General
Consi derations.” The general considerations gui dance incl uded
a description of the types of electronic file formats that we
are able to accept for processing, review ng, and archiving
el ectroni ¢ docunents. In January, 1999, FDA announced the
avai lability of a guidance entitled “Providing Regul atory
Subm ssions in Electronic Format--NDAs,” which provided
information on how to submit a conplete archival copy of an

NDA in electronic format. I n Novenber 1999, FDA published a



gui dance to assist applicants in submtting docunents in

el ectronic format for review and archive purposes as part of a
BLA, product license application (PLA), or establishnent

i cense application (ELA). Mbst recently, FDA published a

gui dance for ANDAs, “Providing Regul atory Subm ssion in

El ectroni ¢ Format —- ANDAs” (June 27, 2002), and “Providing
Regul atory Subm ssion in Electronic Format—-- Annual Reports

for NDAs and ANDAs" (August 2003).

4, Efforts to ldentify Duplication

The information collection requested under the gui dance

does not duplicate any other information collection.

5. | nvol venment of Small Entities

Al t hough new drug devel opnent is typically an activity
conpleted by large nultinational drug firnms, the informtion
coll ection requested under the guidance applies to small as
wel |l as large conpanies. Under the Regulatory Flexibility
Act, FDA regularly analyzes regul atory options that would
m nimze any significant inpact on small entities. FDA also
assists small businesses in conplying with regul atory

requirenents.



6. Consequences If Information Coll ected Less Frequently

As expl ai ned above, the guidance sets forth procedures
adopted by CDER and CBER to evaluate issues related to the
adequacy (e.g., design, conduct, analysis) of certain proposed
studi es. The gui dance descri bes procedures for sponsors to
request special protocol assessnment and for the agency to act

on such requests.

7. Consistency with the Guidelines in 5 CFR 1320.5(d) (2)

There is no inconsistency with the guidelines.

8. Consultation Qutside the Agency

In the Federal Register of March 22, 2004, (69 FR 13304
), the agency requested coments on the proposed collection of

information. No comments were received.

9. Renuneration of Respondents

FDA has not provided and has no intention to provide any

payment or gift to respondents under this guidance.

10. Assurance of Confidentiality

Confidentiality of the information submtted under this



gui dance is protected under 21 CFR 312.130 and under 21 CFR
part 20. The unauthorized use or disclosure of trade secrets
required in applications is specifically prohibited under

Section 310(j) of the act.

11. Questions of a Sensitive Nature

There are no questions of a sensitive nature.

12. Esti nmat es of Annuali zed Hour Burden

The tabl e bel ow provides an estimte of the annual
reporting burden for requests for special protocol assessnent.
The procedures for requesting special protocol assessnent
that are set forth in the guidance docunent have not been
previously descri bed by the agency, although the PDUFA goals
and the requirements of section 505(b)(4)(B) of the act have
been in effect since October and Novenber 1998, respectively.

Notification for a Carcinogenicity Protocol. Based on

data collected fromthe review divisions and offices within
CDER and CBER, including the nunmber of notifications for
carcinogenicity protocols and the nunmber of carcinogenicity
protocols submtted in fiscal year (FY) 2003, CDER esti mates
that it will receive approximately 40 notifications of an

intent to request special protocol assessnent of a



carcinogenicity protocol per year from approxi mately 20
sponsors. CBER anticipates 1 notification. The hours per
response, which is the esti mated nunber of hours that a
sponsor woul d spend preparing the notification and background
information to be submtted in accordance with the gui dance,
is estimated to be approximately 8 hours.

Requests for Special Protocol Assessnent. Based on data

collected fromthe review divisions and offices w thin CDER
and CBER, including the nunber of requests for special
protocol assessnment submitted in FY 2003, CDER estinmates that
it wll receive approximtely 273 requests for specia
protocol assessnment per year from approxi mately 102 sponsors.
CBER estimates that it will receive approximtely 20 requests
from approximtely 12 sponsors. The hours per response is the
esti mat ed nunber of hours that a respondent would spend
preparing the information to be submtted with a request for
speci al protocol assessnent, including the tine it takes to
gat her and copy questions to be posed to the agency regarding
t he protocol and data, assunptions, and information needed to
permt an adequate evaluation of the protocol. Based on the
agency's experience with these subm ssions, FDA estimtes
approxi mately 15 hours on average woul d be needed per

response. Overall, FDA estimtes that respondents will spend



4,523 hours per year to participate in the prograns descri bed
in the guidance docunent.

FDA estimtes the burden of this collection as foll ows:

Table 1. Estimated Annual Reporting Burden®

No. of Nunber of Tot al Hours per Tot al
Respondent s Responses per Annual Response Hour s
Respondent Responses

Noti fication for
Car ci nogenicity 21 1.78 41 8 328
Protocol s
Requests for Speci al 114 2.57 293 15 4,395
Prot ocol Assessnent
Tot al 4,723

There are no capital costs or operating and mai ntenance costs associated with this collection.

13. Estimates of Annualized Cost Burden to Respondents

FDA's Economics Staff estinmates an average industry wage
rate of $50.00 per hour for preparing and submtting the
i nformation requested under the guidance. This figure is an
average of the followi ng wage rates (based on the percentage
of time required for each type of enployee): Upper nanagenent
at $70.00 per hour; m ddl e managenent at $35.00 per hour; and
clerical assistance at $23.00 per hour. Using the averaged
wage rate of $50.00 per hour, and nmultiplied times the total
hour burden estimted above, the total cost burden to

respondents is $236, 150. 00.
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14. Esti mat es of Annuali zed Cost Burden to the Gover nnent

FDA estimtes that there will be no additional costs
associated with the receipt/review by FDA of the information

subm tted under the guidance.

15. Changes | n Burden

The change in burden is the result of an increase in data

subm ssi ons over the past 3 years.

16. Time Schedul e, Publication, and Anal ysis Pl ans

There are no publications.

17. Displaying of OVB Expiration Date

The agency is not seeking to display the expiration date
for

OVMB approval of the information collection.

18. Exception to the Certification Statenent - Item 19

There are no exceptions to the certification statenment
identified in Item 19, "Certification for Paperwork Reduction
Act

Subm ssion," of OVMB Form 83-1
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