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VEMORANDUM OF UNDERSTANDI NG ON
| NTERSTATE DI STRI BUTI ON OF COVPOUNDED DRUG PRODUCTS
BETWEEN THE [ STATE AGENCY] AND

THE U. S. FOOD AND DRUG ADM NI STRATI ON

PURPOSE

Thi s Menorandum of Under st andi ng (MOU) establishes a cooperative

program between the [State agency] and the U S. Food and Drug

Adm ni stration (FDA) regarding the regulation of interstate

di stribution of conpounded drug products in accordance with

section 503A of the Federal Food, Drug, and Cosnetic Act (FFDCA),

21 U.S. C. 353a.

BACKGROUND

On Novenber 21, 1997, President Cinton signed into |aw the
Food and Drug Adm ni strati on Moderni zation Act of 1997
(Moderni zation Act). Section 127 of the Mddernization Act,
entitled "Application of Federal Law to Practice of Pharnmacy
Conmpoundi ng,” anmended t he FFDCA by addi ng a new section 503A
governing the practice of pharmacy conpoundi ng, to becone

effective one year after enactnent.
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Section 503A(a) exenpts a drug product fromcertain
provi sions of the FFDCA provided that the drug product neets
the requirenents of, and is conpounded in accordance wth,
section 503A. Section 503A(a) specifies that a drug product
may not be deened adul terated under section 501(a)(2)(B)
m sbranded under section 502(f)(1), or an unapproved new
drug under section 505 if the drug product “is conpounded
for an identified individual patient based on the
unsolicited receipt of a valid prescription order or a
not ati on, approved by the prescribing practitioner, on the
prescription order that a conpounded product is necessary
for the identified patient, if the drug product neets the
requi renents of this section” and the conpounding is

performed as foll ows:

1. By a licensed pharmacist in a State-licensed pharmacy
or Federal facility or by a |icensed physician on a
prescription order for an individual patient nmade by a
I i censed physician or other licensed practitioner

aut hori zed by State |law to prescribe drugs; or

2. By a licensed pharmacist or licensed physician in

[imted quantities before the receipt of a valid
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prescription order for an individual patient and is
based on a history of the licensed pharnmacist or
I i censed physician receiving valid prescription orders
for conmpoundi ng the drug product that have been
generated solely within an established rel ationship
bet ween the |icensed pharmaci st/ physician and (a) the
i ndi vidual patient for whomthe prescription order is
provided or (b) the physician or other |icensed

practitioner who wites the prescription order.

Section 503A(b)(3)(B) establishes that to qualify for the
exenptions in section 503A, the drug product nust be

conpounded i n accordance with either of the foll ow ng:

1. It is conpounded in a State that has entered into a
menor andum of understanding with FDA that addresses the
interstate distribution of inordinate anmounts of
conpounded drug products and provides for investigation
by a State agency of conplaints related to conpounded

drug products distributed outside such State; or

2. It is conpounded in a State that has not entered into

such an MOU but the |Iicensed pharmaci st, pharmacy, or
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physi cian distributes (or causes to be distributed)
conpounded drug products out of the State in which they
are conpounded in quantities that do not exceed 5
percent of the total prescription orders dispensed or

di stributed by such pharmacy or physician.

Section 503A(b)(3) directs FDA, in consultation with the
Nat i onal Associ ation of Boards of Pharmacy (NABP), to
devel op a standard MOU for use by States in conplying with
t hese provisions concerning the interstate distribution of
conpounded drug products. In developing this standard MU,
FDA and the NABP recognized that it is inportant that
Federal and State officials cooperate, comuni cate, and
share information regardi ng pharmaci es and conpoundi ng. The
standard MOU al so reflects FDA' s policy to defer to State
and | ocal officials for the regul ation of the day-to-day
practice of pharmacy, to the extent permtted under the

FFDCA.

SUBSTANCE OF AGREEMENT

This MOU sets forth the responsibilities of the [State

agency] and FDA regarding the following matters invol ving
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the interstate distribution of conpounded drug products:
(1) investigation of and response to conplaints relating to
conpounded drug products distributed outside of [State] and
(2) response to the distribution of inordinate anmounts of
conpounded drug products in interstate comerce. By signing
this MOU, the [State agency] affirns that it now possesses
and shall maintain, at the discretion of the State
| egislature, the legal authority (under State statutes
and/ or regul ations) and the resources necessary to

effectively carry out all aspects of this MOU

Conpl ai nts About Conpounded Drugs

1. The [State agency] has primary responsibility for
col l ecting conplaint information and i nvestigating
conpl aints associated wth the use of drug products
conpounded by a pharnmaci st, pharnmacy, or physician
|ocated in [State]. Primary responsibility for
i nvestigating conplaints involving pharnmacy-conpounded
drug products will generally lie with the [State Board
of Pharmacy] and simlar responsibility for physician-
conpounded drug products will generally lie with the

[ State Medical Licensing Board], except where State
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| aws otherwi se require. The [State Board of Pharnmacy]
and [ State Medical Licensing Board] should cooperate in
i nvestigating any conplaints involving overl appi ng

jurisdiction.

Conpl aints to be investigated include, but are not
limted to, reports of serious adverse drug experiences
and al |l eged violations of the FFDCA, including, but not
limted to, (1) conmpounding that may not qualify for
the exenptions in section 503A and (2) conpoundi ng of a
drug product that is in violation of Section 501(b) or
(c) of the FFDCA, i.e., the drug product’s strength
differs from or its purity or quality falls below, the
standards in an official conpendium (or, for a
nonconpendi al drug, the strength, purity, or quality
that the product purports or is represented to
possess). A serious adverse drug experience is
defined, for purposes of this MU, as an experience
that results in death, immediate risk of death

i npatient hospitalization or prolongation of existing
hospitalization, a persistent or significant disability
or incapacity, or a congenital anomaly or birth defect,

or an experience that may jeopardi ze the patient and
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require nedical intervention to prevent one of the

outcones |isted above.

The conpoundi ng of a drug product (or products) that
nmeets any of the followng criteria fails to qualify
for the exenptions in section 503A of the FFDCA and,
therefore, may be in violation of one or nore

provi si ons of the FFDCA:

a. It is not conmpounded for an identified individual
patient based on the unsolicited receipt of a
valid prescription order or a notation, approved
by the prescribing practitioner, on the
prescription order that a conpounded product is

necessary for the identified patient.

b. It appears on a list of drug products published in
an FDA regul ation that have been w t hdrawn or
renmoved fromthe market because they have been

found to be unsafe or not effective.

C. It has been identified in an FDA regul ati on as

presenting denonstrable difficulties for



DRAFT 12/23/98
conpoundi ng that reasonably denonstrate an adverse

effect on its safety or effectiveness.

It has been prepared using a bul k drug substance
that was not manufactured by an establishnent
registered with FDA or is not acconpanied by a

valid certificate of analysis.

It has been prepared using a bul k drug substance
that does not conply with a United States

Phar macopeia (USP) or National Formulary nonograph
and the USP Chapter on Pharmacy Conpoundi ng; or,

i f such a nonograph does not exist, it is prepared
using a bul k drug substance that is not a
conponent of a drug approved by FDA; or if such a
nmonogr aph does not exist and the bul k drug
substance is not a conponent of a drug approved by
FDA, the bul k drug substance does not appear on a
list of such substances published in an FDA

regul ati on.

It has been inproperly advertised or pronoted

contrary to section 503A(c) of the FFDCA. [ Stayed
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pendi ng ongoi ng j udi ci al proceedi ngs]

g. It is essentially a copy of a commercially
avai | abl e drug product and has been conpounded on
a regular basis or in inordinate anounts contrary

to section 503A(b)(1)(D) of the FFDCA

h. It has been distributed interstate in inordinate
anmounts (either individually or along with other
drug products), as described below in Section
I11.C, contrary to section 503A(b)(3)(B)(i) of the

FFDCA.

By statute and/or regulation, the [State agency] agrees
to investigate conplaints in accordance with the

fol | ow ng:

a. The [ State agency] agrees to investigate
conpl ai nts regardi ng drug products conpounded by a
phar maci st, pharnmacy, or physician located in
[State] that are shipped interstate. Such
i nvestigation should include conmunication in

accordance with any applicable State statutes,
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regul ations, and adm nistrative procedures with
officials in the State(s) into which the
conpounded product was distributed and with the
i ndi viduals reporting the conplaint or the

patients thensel ves.

Al though the State in which the conmpoundi ng

phar macy or physician is |located will have primary
responsibility for collecting conplaint
information and investigating a conplaint, either
that State or the State into which the subject
product was distributed may propose to refer a
regul atory or disciplinary matter to the other
when it appears resol ution can best be achieved

under the authority of that other State.

I nvestigation of conplaints by the [State agency]
W Il include use of avail able | aboratory services,
where necessary, or, if it would facilitate the

i nvestigation, agreenent to use another State’s

| aboratory services. FDA s |aboratories will also
be available to assist the States when necessary

and feasi bl e.

10
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Based on the findings fromthe investigation, the
State(s) having jurisdiction over the conpoundi ng
phar maci st, pharmacy, or physician wll take
regul atory action in accordance with State
statutes, regulations, and admnistrative
procedures and/or ensure that corrective action is
taken by the conpoundi ng pharnmaci st, pharnmacy, or

physi ci an.

The [ State agency] agrees to maintain records for
at least three years on conplaints, on
i nvestigations of conplaints, and on any replies

to conpl ai nant s.

In the event of a significant dispute between two
or nore States about the handling of a conplaint

i nvestigation, any State nay request the
assistance of the District Director of the
appropriate FDA district office (District
Director). The District Director wll attenpt to
resolve the dispute so that the investigation of
t he conpl aint can proceed. The appropriate FDA

district office is the closest district office to

11
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the rel evant conpoundi ng phar naci st, pharnmacy, or

physi ci an.

C. Di stribution of Inordinate Amounts of Conpounded Drugs

1. The [ State agency] agrees to take action regardi ng any
phar maci st, pharmacy, or physician within its
jurisdiction who distributes inordinate anmounts of
conpounded drugs interstate. Such action may incl ude
State regulatory action, referral to FDA for action, or
joint State-FDA action. For the purposes of this MW,
interstate distribution of an inordinate anmount of
conpounded drugs occurs under either of the foll ow ng

ci rcunst ances:

a. The nunber of conpounded prescriptions dispensed
or distributed interstate annually by a pharnmacy
or physician is equal to or greater than 20% of
the total nunber of prescriptions dispensed or
di stributed (including both intrastate and

interstate) by such pharmacy or physician; or

b. The nunber of conpounded prescriptions dispensed

12
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or distributed interstate annually by a pharnmacy
or physician is less than 20% of the total nunber
of prescriptions dispensed or distributed
(including both intrastate and interstate) by such
pharmacy or physician, but prescriptions for one
or nore individual conpounded drug products
(i ncluding various strengths of the sane active
i ngredi ent) dispensed or distributed interstate
constitute nore than 5% of the total nunber of

prescriptions dispensed or distributed.

The follow ng are excluded fromcal cul ations to
determ ne the nunber of conpounded prescriptions
di spensed or distributed interstate annually by a

pharmacy or physician under Section I11.C 1.a and b:

a. Conmpounded drug products distributed interstate
but “locally.” Such “local” interstate
distribution is limted to distribution by a
phar macy or conpoundi ng physician to patients
| ocated within 50 mles of the pharmacy or
conpoundi ng physician’s office, notw thstanding

that such patients may reside in another State.

13
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b. Conmpounded drug products distributed interstate
that are conpounded in response to a public health
energency or catastrophic situation (such as a
fl ood, hurricane, or earthquake) that creates a
need for additional supplies of conpounded drug

products to provi de energency care.

Meeti ngs and Exchange of Information

At the end of the first year after signing the MU, and
at | east every two years thereafter, FDA and the [State
agency] will jointly review [State’s] conpl aint
investigation activities and responses to interstate
distribution of inordinate anobunts of conpounded drugs

to ensure that the terns of the MOU have been net.

The [ State agency] and the District Director agree to
nmeet periodically to discuss the established conpl ai nt
handl i ng procedures and actions to curtail interstate
distribution of inordinate anobunts of conpounded drugs
to ensure that they are adequate to protect the public
and neet statutory requirenents. The [State agency]

and FDA will nodify such procedures when determned to

14



DRAFT 12/23/98

be necessary by both parties.

The [State agency] agrees to forward to the District
Director information on any significant violation of
section 503A of the FFDCA (including significant
violations that do not qualify for the exenptions in
section 503A of the FFDCA, as described in Section
I11.B.3 above), violations of section 501(b) or (c) of
t he FFDCA, reported deaths, serious illnesses, and
potential serious health hazards related to the
interstate distribution of a drug product conpounded in
[State]. After appropriate investigation of such
incidents by the [State agency] (independently or in
conjunction with another State), the State or State(s)
may either obtain corrective action through voluntary
efforts on the part of the pharmacy or physician
conpounder or through regul atory sanctions inposed by
the State(s), or refer the matter to the attention of

the District Director for appropriate action.

The [ State agency] and FDA may conduct a j oi nt
i nspection of a pharmacy or physician’s office if

requested by either party to investigate a conpl aint.

15
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The parties agree to share any evi dence obtai ned from
such an inspection in accordance wth applicable

Federal and State | aws.

5. FDA and the [ State agency] agree to provide each other,
upon request and in accordance with Federal and State
law, information that each obtains on conplaints about
drug conpounding in [State] and on the distribution of
i nordi nate amobunts of conpounded drugs into or out of
[State], as well as records that each nmaintains on
i nspections of conpounders, conplaint investigations,
and actions to curtail interstate distribution of

i nordi nate anmobunts of conpounded drugs.

E. FDA Enforcenent Authority and Legal Status of Agreenent

The parties to this MOU recogni ze that FDA and the [State agency]
retain all appropriate statutory and regulatory authority set
forth in the FFDCA and attendant regulations and in State
statutes and regul ations, respectively. The parties also
recogni ze that this agreenent does not restrict either FDA or the
[ State agency] fromtaking appropriate enforcenment action where

necessary to ensure conpliance with the FFDCA and attendant FDA

16
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regul ations or State statutes and regul ations. This MAU does not

create or confer any rights for or on any person.

V. PERI OD OF AGREEMENT

When accepted by both parties, this MU will be effective from
the date of the last signature. This MU w Il remain in effect

unless it is termnated in witing by either party.

V. APPROVAL

Approved and Accepted For The Approved and Accepted For
U. S. Food and Drug Adm nistration The State of

By: By:

Title: Associate Comm ssioner for Title:

Regul atory Affairs

Dat e: Dat e:
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