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MAY, 1984 .
NUCLZAR PHARMACY GUIDELINE
CRITERIA FOR DETZRMINING WHEN TO REGISTER AS A
DRUG ESTABLISHMENT

This guideline prepared by the Food and Drug Administration's Center
for Drugs and Biologics states the criteria for determining when a nuclear

pharmacy is required to register as a drug establishment
REGULATCRY HISTORY

In the FEDERAL REGISTER of July 25, 1975 (40 FR 31298), the Food and
Drug Administration (FDA) published regulations which terminated a
then-existing exemption for radiocactive drugs from the investigational new
drug requirements of the Federal Food, Drug, and Cosmetic Act'; (the act).

A

The exemption was originally gublished in the FEDERAL REGISTER of .January
8, i963 (28 FR 183). The effect of the termination was to require ~
menufacturers and distributors of radiocactive drug ;;coducts to comply wit.H
the act and applicable regulations, including reguirements for
registration, drug listing, current good rmanufacturing practice, new drug
applications, investigational new drugs, label.ing, and advertising. With
the publication of the termination, the FDA replaced the Nuclear Requlatory
Camnission (NRC) as the agency responsible foﬁ regulating the safety and
effectiveness of radioactive drugs as they affect patients. Certain

residual authority to control the use of radicactive materials, discussed

11 greater detail ‘below, remined with the NRC.



The FDA has legislative authority under the :-‘e-:'e'_;al food, Drug, and
Cosmetic Act to requlate drugs for humzn use. Section 310 of the act
(21 U.sS.C. 360) requires drug establisiments to register with FDA. Other
provisions of the act provide the authority for FDA to regulate the
manufacture, sale, and distribution in interstate éanmerce of new drugs, to
assure that they are safe and effective for their intended use (Secs. 501,
502, 505 of the act; 21 U.S.C. 351, 352, 355). Section 201(pl of the act
defines the term "new drug” generally to mean a drug not generally
recognized by qualified experts to be safe and effective. It has been the
agency's position that all radicactive drugs, including radiocactive
biological products, are new drugs except for those generally recocnized as
safe and effective when administered for research under the conditions set
forth in § 361.1(b) of the act (21 CFR 361.1(b)).

Under section 510(g)(1) of the act, a glarmacy, including a nuclear
pharmacy, is exempt fram complying with the need to register as a drug
eétablishnent if (1) it overates in conformance with any applicable local
laws regulating the practice of mharmacy and medicine, (2) itﬁ is reqularly
engaged in dispensing prescription dtugs uzon the prescription of
practitioneré licensed to administer prescription drugs to pdtients under
their care in the course of their professional practice, and (3) 'it does
not manufacture, propagate, campound, or srocess drugs or devices for sale
other than in the regular course of their odusiness of dispensing or selling
at retail. fThus, to the exteat these requirements are met, a nuclear
pharmacy may prepare a radiocactive dﬁuc_: without being reguired to register

with rDA
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as a crug estaonlisiment under section 510. Uader other circumstances,
nowever, registration of a nuclear pharmacy will_ be required.

As a matter of practice, in addition to nuclear pharmacies, nuclear
medicine laboratories under the control of a paysician may also premare
radicactive drugs. Section 510(g)(2) of the act specifically permits
licensed practitioners to manufacture drugs without having to register as
drug manufacturers pcoviéed the drugs are solely for use in the course of
the practioner's professional practice.

Because the NRC has_ legislative authority to license and requlate all

. aspects of the possession and use of radioactive by-product (i.e.,

reactor-produced) materials in order to protect health and minimize danger
to ‘life or property, it also- has certain regqulatory authority over '
radioactive' drugs. Both radicactive drug manufacturers and nuclear
pharracies are required, therefore, to comply with applicable :egu_lation;
of the NRC as well as those of FDA.

In a separate notice also published in the FEDERAL REGISTER of July 25,
1975 (40 FR 31314), FDA announcad its intention to clarify the
responsibilities of nuclear pharmacies under the act. The notice contained
an interim enforcement policy pertaining to nuclear pharmacies. It stated
that FDA would not ':\_ake requlatory action against a nuclear pharmacy that
did not camply with the reguirements of the act, except when requlatory
action was necessary to protect the public health, provided the gharmacy
(1) camplied with applicable local laws regulating the practice of

pharmacy, and (2) was licensed, when-applicable, by the MRC or an Agreement



tate Lo poss’ess, use, or transfer radicactive drugs. (an ~gTrecment State
1s one that, under formal agreement with the MRC, is authorized to license,
under Federal law, persons engaged in the possession, use, or transfer of
source, by-product or special nuclear materials in that State). FDA
adopted this interim enforcement policy in 1975 to avoid any disruption in
the practice of nuclear pharmacy and nuclear medicine; throughout the United
States. FDA concluded that, although radicactive drug manufacturers would
be subject to the act, it would not take regqulatory action for the failure
of nuclear pharmacies to camply with the requirements of the act, under the
conditions specified, until the status of nuclear pharmacies was further

clarified.

DEVELOPMENT OF NUCLEAR PHARMACIES

- !

Since 1946, when értificially produced radioisotopes became avai;able
In guantity, there has been a rapid growth in the medical use of
radicactive drugs, including radicactive biological products, to diagnose
and treat dis;sé. Radioactive drugs are aduinistered for two different
purposes: as a radiation source, and as a radicactive tracer. As a
radiation source their principal role is in therapy; as a radicactive
racer they are used primarily for diagnostic purposes.

when racdiocactive dr:ués first became generally available, they were
usually prepa:.;ed by cammercial drug manufacturers under aporoved new drug

-
applications (NDA's) and shipped to users in a form suitable for direct



acninistration to patients. As the use of radicactive drucs increasad
within hospitals, units within hospitals were often created to receive and
store all incoming radicactive drugs. In most hospi_tals-—-where, in fact,
most radicactive drugs are administered—those unit.:s often became part of
the pharmacy department. FPharmacies employing registered pharmacists and
other personnel having specialized training and experience in compounding,
preparing, storing, and dispensing radiéactive drugs becane known
specifically as "nuclear pharmacies.”

Initially, the activities of a nuclear pharmacy included (1) purchasing
a cammercially prepared radioactive drug from a drug manufacturer wno held
an apg;roved NDA and dispensing the drug in its original unopened container,
(2) dispensing a single dose from a multiple—dose container of a
cotmercially prepared radicactive drug, and (3) diluting (including
adjustmenté of buffers, bacteriostatic agehts, and stabilizers) and
recackaging a coﬁnercially prepared radioactive drug for subseguent use or
distribution. As the training and éxper:ience of tnuclear pharmaciscs
increased, some. nuclear pharracies began preparing their own radioactive
drugs. |

One method u;xsed by nucleér:- pharmacies -to prepare radicactive drugs was
to add a radionuclide to.a nonradicactive substance, usually a drug
product, resulting in‘what_: is referred to as a "labeled commound.® 1In
nuclear medicihe the term "labeling" refers to the process of adding a
radioisotove to a suitable nonradicactive substance. In this document,
this orocess is referred to as "radiclabelind® to avoid confusion with the

term "labeling” as defined in section 201(m) of the act.



As technology developed, and in order %5 reduce the radiaition dcse to
patients, radicactive drugs with shorter-lived radionuclides were
introduced. Because of their short half-lives, many of these drugs must be
prepared in a final dosage form shortly before they are to be administered
to patients. Thus, these drugs had to be prepared at a facility close to
where they would be administered. Otherwise the delivery time could be so
long that significant radicactive decay would take place before the drug
Was administered. The.ability to prepare radicactive drugs with short
half-lives became possible, in part, through the use of a radicnuclide
generator. A radionuclide generator contains a glass or plastic column
filled with an adsorbant, such as a resin or alumina, in which the
long-lived “parent" radionuclide is retained. Radiocactive decay of the
long-lived parent radionuclide results in the production of a short-lived
"daugnter” radionucliée which- is eluted by gassing an approcriate liquid ‘or
" gas through the colum. These radionuclides are then used by a nuclear
pharmacy to prepare short-lived radiocac-ive drugs, often by using a
nonradiocactive kit. A "nonradicactive kXit* or "reagent kit:-"\f:ontains all
the necessary ingredients, except the radionuclide, for making a )
radicactive drug croduct. By adding the radionuclide to the nonradicactive
kit according to the directions accompanying the kit, a radioactive drug
product of specified purilty'can be produced, often just prior to
administration. Most nonradioactive kits are prepared by a commercial
mahufactu.:er under an approved MDA, but same nuclear pharmacies are now

preparing their own kits.



Another aspect in the development oI nuclear mnar-mecies nas been their
pnvsical location and extent of activities. Most nuclear prarracies are
located in hospitals and dispense radioactive drucs only within the
institution in which they are located. As the practice of nuclear
pharmacies has matured, same nuclear pharmacies, although located in a
particular institution, may supply radicactive drugs to other institutions
that do not have nuclear pharmacies. In other instances, scmé nuclear
pharmacies may be completely independent of any institution and may supply
radicactive drugs to a number of institutions and practitioners.
Distribution of radicactive drugs by a nuclear pharracy may <hus be limited
to (1) one institution, (2) a few institutions anéd practiticners in the
vicinity of the nuclear gharmacy, or (3) a large nurber of 1astitutions and
practicioners in a large metropolitan or geograpiric 2ares, which may be

¢
H

loc.:ated"in ;Dte than cne Statk,
ACTIVITIES OF NUCL'_:‘AR PHARMACIZS
Activifles of a nuclear pharmacy rav include:
© Purchasing a cammercially prepared radicactive d-ug prodict which is
marketed under an approved MDA and dispensing the drug in its original

unopened container.

O Remadking a radioactive drug procduct which is o= subject of an

th

approved MDA for subsequent use or distribution.



0 Dispensing 2 single dose, or series oI single coses, from a
mmltiple~-dose container of ‘an approves radiocactive drug product. For
exanple, dispensing single capsules oZ radiocactive sodium iodide,
drawing a single dose of a radioac-ive drug in&to a syringe, ot drawing

a nunber of single doses of a radicactive drug into syringes.

o Diluting and repackaging an approved radicactive drug product, such as
adding water for injection to reduce the concentration of the active.
comonents, and adjustment of buffers, bacteriostatic agents and

stanilizers.

o Eluking an approved radionuclide generator and using the eluate to

radiolabel a nonradicactive kit to prepare a radiocactive drug product.

t

o Manufacturing a nenradioactive kit for subseguent use in prepar'ing a

radiocackive drug product.

o Preparing a radicactive drug product Dy using a cormercially prepared
radionuclide or a radionuclide obtzined from a nuclear reactor or

garticle accelerator to which the nuclear pharracy has access.

“some activities of a nuclear pharmacy clearly 1nvolve tharmacy prackice
that gualify for the statutory exemptica &vailable o ghax:maciesL Other

activities, however, are operations that would require the establishment to



regiscer unde;' section 510 of the éc‘:.. uclear marmacies that are
required to register under the act will also be subject to the .drug listing
provisions of section 510 of the act and FDA's regulfations under 21 Part
207, the current good manufacturing practice requirements of section SOl of
the act and FDA's regulations under 21 CFR Parts 210 and 211, and the
factory inspection provisions of section 704 of the act. A nuclear
pharmacy, particularly one that is reguired to register, may also be
subject to the new drug provisions of section 505 _of the act and FDA's .
requlations under 21 CFR Parts 310, 312, and 314.

All pharracies, including nuclear pharmacies that qualify for the
statutory exemption, are subject to section S0l of the act. Section
501(a)(2)(B) of the act deems a drug to be adulterated if the facilities or
cont-ols used for its manufacture, processing, macking, or holding do not
conform_to or are not Opeﬁated or administeted in conformity with _curren;:
good manufacturing practices. Althoucn nuclear’ pharmacies are rejuired to
comoly with section 501(a)(2)(B) of the act, it has not been the policy of
FDA to arcply t.hé current good manufacturing practice regulations under 21
CsR Parts 210 and 21l to pharmacies as these regqulations are not
sﬁ:ecifically applicéble‘ to many pharmacy operations. .

all ;_iia:_r;aci\eé, including nuclear pharmacies, are also subject to the
fac‘:;or:y inspection p:ovisioné of section., 704 of the act. This section
authorizes, among other things, .the inspection of any factory, warehouse,

or establishment in which food, drugs, devices, or cosmetics are

manufactured, orocessed, packed, or held for introduction into interstate.



camerce or a'fter such introduction into interstate cammerce. Taus, as
establishments holding drugs after their introduction into interstate
camerce, all pharmacies, ;ncluding nuclear pnarmacies, are subject to
inspection under this crovision. In addition, nuclear pharmacles that
are required to register as drug establishments under section S10 of the
act are subject to more extensive provisions of the inspectional
authority of section 704. Although subject to inspection, the agency is
not required to inspect, and except for reasonable cause normally does
not inspect p‘narmacies_, including nuclear pharmacies, opefating entirely
under the pharmacy exemptions in the act. However, the agency will be |
required, under section 510(b) 6f the act (21 U.S.C. 360(b)), to inspect
charracies, including nuclear pharmacies, that are registered as drug
establishments under section § 510(b) of the act.

- ; . {

DEVELOPMENT OF GUIDELINE

To better undecstand the nature of the practice of nuclear pnarmacy,
including the types of activities and organizatioral settings in which
these activities are performed, FDA has met with a number of -
professionals, professional orgam:.zations, and rFederal and state agencies
having an interest in nuclear medicine and pharmacy. A meeting, Jjointly
sponsored by the State of Washington Radiation Control Unit and FDA's
regional office in Seattle, was held in Seattle on Noverber 12 and 13,

197S. Representatives of a number of State radiation control agencies,

10



two State boards 6f marmacy, the American pharmaceutical Association,
and several practicing nuclear pharmacists and others attended this
me2ting. Issues discussed at this meeting were: (1) what is a nuclear
pnarmacist, and what kind of qualifications should he/she have for
preparing and dispensing radiocactive &ug;? (2) what credentialing
requirements are appropriate for nonpharmacist dispensers of radiocactive
drugs? (3) What is the definition of radiopharmacy or nucleaf pharmacy,
and what constitutes a prescription for a radicactive drug? (4) What are
the requirements for t.he preparation and supply of radicactive new drugs
including those for investigational purpcses? A summary of this meeting
is available for inspection at FDA's Dockets Management Branch (HFA-305),
Food and Drug Administration, Rm. 4-62, 55600 Fishers Lane, Rockville, D,
20857, under Docket No. 80D-0069.
- E‘DR bélieves the first three questions‘ involve primarily State and
local laws regulating the practice of pnarmacy. However, un.de: the act
the answers to these questions may determine, in a given situation,
whether a pharmacy is exempt fram the :egisiration provisions of the
acc. -Thus"che licensure procedures that designate a pérson as being a
charmacist, the extent that a pharmacist may delegate authority, and the
type of order that qualifies as a prescription are all matters that are
determined under State laws, but they may also affect the application of
the act to tharmacies.

To aid the agency in establishing criteria to determ-ine what
activities of a nuclear pharmacy reguire registration, a subcamittee of

FDA'5s Radiotharmaceuticals Advisory Committee was appointed in October



1975 to consider and report on issues relating to nuclear pnarmacy.
Specifically, the subcormmittee was reguested to consider the following
two.questions: What types of operations engaged in by -nuclear pharmacies
should be regulated to some degree by FDA? What ‘is the relative urgency
for issuing new regulations or statements of policy, if they are needed?

The subcormittee reported to the Radiopharmaceuticals Advisory
Camittee on April 15, 1976. 1In gx:eparing its report the subcommi ttee
received suggestions and recommendations from numerous individuals and
organizations. In addition, it considered the public testimony\pzesented
o 't-hese w0 questions before the full committee in April 1975, and the
statements and discussions at a meeting of the subcamittee in January
1976. A copy of this report is also available for inspection at FDA's
Dockets Management Branch (address above) under Docket No. 80D-0069.

In corisidering which nuclear pharmacy overations should be regulated
by FDA, the subcommittee concluded that if the radioactive drug‘ was
prepared and dispensed under a prescription, the laws and reguiations
governing the practice of pharmacy and medicine at the state level should
apply and\the__ nuclear pharmacy should be considered as engaging in the
practice of pnarnacy (n the other hand, the subcammittee stated that
the presence of a third party in the distribution of a prescription drug,
between the location wnhere the product is formulated, compounded, or
manufactured and the poim:»where it is administecéd to patients, changes
the practice to one of manufacturing. Examples of this type of situation

that were cited by the subcommittee included ome in which a nuclear



tharmacy sells radicactive drugs to a sszcond pnarmacy for .dispensing by
the second pharracy under a prescription, and cne in which a nuclear
marracy sells to other pnarmacies bulk quantities of nonradicactive kits
that it develops. 1In each cdse the first pharmacy would be a
manufacturer uncer the act and be reguired to register under Section 510‘
of the act.

The subcommittee also recognized that radio:active drugs are ofteh
administered by a nuclear medicine unit in a single institution. Such a
nuclear medicine unit may operate a nuclear pharmacy and maintain control
over any radioactive d;ug manufactured or compounded within the pharmacy
wmtil-it is dispensed. Here, the subcormittee concluded that the high
level of control exercised over the drug orecluded any need for
registration.

THe subcormittee recormended to FDA thiat substantive changes in FDA
regulations, as they pertain to true nuclear pharmacies, were not.
needed. The subcommittee recommended that individual State boards of
tnarracy rather than FDA should regqulate nuclear pnarmacies in the same
manner as they now regulate traditional rharmacies which do not compound
or dispense radicactive drugs. _ .

At the same time, the subcommittee recommended that FDA clarify "the
issue of nuclear. harracy manufacturing versus traditional pharmacy
cmpounding with a policy statement; this statement should indicate that
the same criteria will be used in making this determination for
radioactive drugs as thcse which are-used for nonradiocactive drugs. This
statament will also affirm that certain of the operational procedures in
which some nuclear sharmacies engage aée',. in Eact,'. manufacturing, and

must be regulated as sudr.™

-
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CRITZRIA FQR DETERMINING WHEN A NUCLZAR PHARMACY

MUST REGISTER AS A DRUG ESTASLISIMENT

FDA agrees with the subcamitiee's recammendation thak, to the extent
prac-icable, the criteria for registration as a drug establishment for
nuclear pnarmacies should be the same as those for traditional
pharmacies. The agency further agrees with the.subcommittee.that
regulations applicable to nuclear pharmacies contemplated in the July 25,
1975 notice are not needed at this time and that FDA can fulfill its
regulatory responsibilities in this area by issuing a guideline on the
subject. This guideline also responds o the subcommitiee recommendation
that FDA notify State boards of pharmacy and other State and Federal |
agencies of FDA's policy in the area of nuclear pharmacies.

Sac=ion SlO(g)(l; of the?ac: (21 U.s.C. 360(g) (1)) stakes that
pharmacies which maintain establishments in conformance with ény
applicable local laws regulating the practice of pharmacy and medicine
are exempe from the drug registration provisions of the act. For the
| exenption to apply- they must be regularly engaged in dispensing
prescription drugs or devices, upon prescriptions of practitioners
licensed ta administer such drugs or devices to pa:ieh‘:s under the care -
-of such practitioners in the course of their professional practice, and
ey must not manufacture, prepare, propagate, compound, or process drugs
or devices for sale c.ather thah in the regqular courses-of their business of

dispensing or selling drugs or devices. at retail. Because many Stakes do
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act will be exempt from registering as a drug establishment and from

not apoear Lo have laws that apply specifically o the praétice of
nuclear pharmacy, and may not have mechanisms specifically'designed for
certifying nuclear pnarmacists, aﬁd Decause many nuclear phasmacies
require specially trained perscnnel wheose activities resemble .those of -
érug manufacturers more than those of traditional pharmacy practice, E‘DA.
&des not believe tl"xat the "pharmacy” exemption of the drug registration
provisions of section SlO(g)(i) of the act '(21 U.S.C. 360(g) (1)) applies
to all so-called "nuclear pharmacies.”™ FDA's regulation of nuclear
pharmacies -n.ll be based on a reasonable application of the provisions of
section 510(g)(1l) of the act to nuclear pharmacies and it will treat
these.nuclear marmacies as other pnarmacies 'naye been traditionally
treated under this section. Therefore, a pharmacy, including a nuclear

marmacy, whose activities are consisteat with section S10 (g) (1) of the

canplying with other requirements that flow from registration.
Conversely, a pnarmacy, including a nuclear pharmacy, whose activities

are outside the provisions of section 510(g)(l) of the act will be

subject to the registration provisions of the act and to those

regjuirements that are concomitant to registration. )

To operate under applicable local laws regulating the practice of
marmacy and medicine iré.y mean that a .nuclear- pmarmacy must be operated
under the supervision of a pnarmacist, registered in the State to
practice pharmacy. In States with such rejuirements, nuclear medical
laborgtories operaced by d‘lemists or phy;icist:s who are not also
registered phnarmacists will not qualify for the exemption from
registration uader section S10(g)(l) of the act r=2 :dléss of the
ac‘:ivi‘q in waich the facility engaces.



Cectain activities of nuclear pnarmacies are clearly within the
paarmcy exemption of section 510(9)(1) of the act. For example, in a
situation where the nuclear marmacy is operating within applicable local |
laws regulating the practice of pharmacy and only prepares and dispenses
a radicactive drug upon receipt of a "valid prescription,® the pharmacy
exemption clearly applies. FDA views the term *valid prescription” to
mean an order that qualifies as a prescriptich under State law for a
pPrescxiption drug, from a practitioner licensed to administer the drug to.
a patient under the care of the practitioner in the course of his or her
professional practice. Further, although the act does not aefine the
cerm “prescription,” section S03(b)(2) of the act states that any drug
dispensed by filling a prescription of a p:actitioﬁe: licensed by law o
é.c‘:.xiniste: the drug is exempt from certain of the misbranding provisions
of the-act if it bears a label mntaining the nare and address of the ‘
dispenser, the se:x.al numoe:: and date of the prescription or its flllmg
and, if stated in the prescription, the name of the patient and
directions for -use and cautionary statements, if any, contained in the
prescription. Thus, except. for prescriptions for controlled drugs,
Federal law requires the name of the patient to appear on the label of
the prescnbed drug only when this information is stat:ed in the
prescription by the physician. However, without stating the precise
format of a prescription, the act contemplates that certain information
will ordinarily be supélied by the licensed practitioner to the
pharmacist. Further, the act implies that a prescription is writkten with
a particular pa;iéxt in'mind. In a_dditi.orr, many States, as part of their

oharmecy oractice statutes, reguire the patient's Full name.



In the traditional practice of pharmacy, prescriptions are usually
handled differently depending upon whether the prescsiber and patient are
- in an institutional setting or in a private setting.. In the
institutional setting, the patient's prescription is usually forwarded to
the pharmacy by the nursing staff and the prescribed drug is then sent
back to the nursing staff for storage without the institutionalized
patient ever obtaining possession of the prescription or of the
prescribed drug. 1In the private setting, the prescriber usually hands .
the prescription to the patient, who takes it to théir pharmacy of choice
and receives the prescribed drug from the pharmacist. In either
situation, acwever, the prescription is normally written for a specific
patient. Rarely, in the private setting, is a prescription written for
more than one patient. C(ne example of such a situation would be when all
member$ of a single familv are being t:e:éd for the same condition with-
the same drug, e.q., pinworms. In such a situation it is considered
appropriate to write and disvense one p:esc:ig;tion for the entire family
rather than write and dispense separate preScriptions for each family -
member, However, in such a situation, a.member of the family normally
obtains possession of the prescription and takes it to a marmacy to be’
Filled. |

The agency believes that, although traditional gharmacy practice
concepts should appiy to nuclear pnarmacies to the extent possible, the
unique nature involved in the p:epara’tion, handling and administration of
radioactive drugs might require scne departures from the traditional

pharmacy practice. For-example, when dezling with radioactive drugs the
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patient, whe_.t.her or not in an institution, normally does not obtain
possession of the prescription or of the prescribed drug. Usually, the
paysician orders the drug from a nuclear pharmacy wiich dispenses it
directly to the physician for ad:ninistratidn to the matient under the
physician's supervision. Further, because most radicactive drugs are
intended for diagnostic purposes, they must be administered to the
patient at a facility having the specialized equi;;nent necessary for the
diagnostic procedure to be performed.

The agency is also aware that in nuclear pharmacy there are .ins'ta.nces
where physicians in private practice specializing in nuclear medicine, as
w2ll as physicians spef:ializing in nuclear medicine connected with a
private clinic, will schedule several patients to undergo the same
diagnostic procedure using the same injectable radioactive drug on a |
particular day. Rather than order a separa{te container of the drug for |
each patient, a multiple dose cantainer of the radioactive drug to be
administered to all the patients undergoing the same procedure is
ordered. In addition, the physician or clinic may nave a standing o;der
with the nuclear pharmacy .t:o supply a miltiple—dose container of a -
particular radicactive drug on a certain day of the week to be
administered to patients scheduled to undergo a common diagnostic ..
trocedure. The practice of having .one order cover several unrelated, but
scheduled p=tients and supplying a multiple-dose container for such
patients is not normally considered to be the traditional pnarmacy
practice. However, the agency has evaluated this practice with respect

to the dispensing of
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radiomarmacelticals and concludes that, while it is a departure from
traditional mharmacy practice, it is, given the unique circumstances of
nuclear medicine, a reasonable variant of it, and thus appropriately
oonsidered acceptéd charmacy practice. Accordingly, FDA will not reguire
a nuclear pnarmacy engaging in such activities Lo register as a drug
establishment provided the dispensing pharmacy maintains a hard cooy of
the prescription or physician's order as rejuired by section .503(‘.::)(2) of
the act and the pharmacy otherwise complies with all aspéc‘:s of )
traditional pharmacy practice. Although the above :eferénced practices
will not subject a nuclear pharmacy o r:égis:-_':ation with the FDA as a
drug establishment, a nuclear pharmacy should also determine tha: such
practices are consistent with applicable State pharmacy laws.

In certain situations, the fact that the preparation of the
radicac=ive drug results in the pteparationf of a new drug or reguires
more technical equipment and expé."::ise than that of a nonradicactive
prescription drug dees not nullify the pharmacy exemption. Likewise,
neither the locakion of the patient nor the location or ownership of the
nuclezr pharmacy would nullify the gharmacy exemption. Several different
situations involving a nuclear g‘:ézmacy operating under applicable .Sta‘.:e
phariracy laws and preparing and dispensing a radioactive drug upon
receipt of a- valid crescription are set forth in the examples given below.

In other situations, the activities of a nuclear pharmacy will be
clearly cutside the pnarmacy exemption. For example, if a nuclear
charmacy prepares a nonradicactive kit for sale o other nuclear

pharmacies, which add the radionuclide for dispensing under prescription,



the ac_tivity of the first pharmacy clearly falls outside the pnarracy
exemption. The examples below give several sitiations in which the
tnarmacy exemption does not apply because there is no prescription.
Nonetheless, in some situations, it will not be clear whether the
activities of a nuclear pnarmacy will fall within the pnarmacy
-exemption. Many involve nuclear pharmacies that are located within a
hospital. To determine if the pharmacy exemption applies,.E;DA believes
it will be helpful to compare the activities of a hospital .nuclear
pharmacy with the activities of a traditional hospital pharmacy. 1In -
acdition to filling and dispensing valid prescriptions for both
inpatients and outpatients, a traditional hospital pnarmacy may also send
prescription drugs to a ward or clinic within the hospital upon the order
0f an authorized pe:son.A' The drug, when sent to the ward or clinic, is
not intended for any specific.patient, but'is intended to be used by the.
wa:d' or clinié as needed when a licensed practitioner orders the drug in
a patient's medical record. The term "ward or floor stock"™ has been
apolied to drugs made available in this manner. Because these drugs are -
under the control of the pharmacy and the institution within which the
ward or clinic is located and the drug is prescribed by a licensed:
practitioner for a particular patient, this activity will be considered
to fall within the marmacy exemption. Under the same rationale, if a
nospital nuclear pharmacy prepares & radiocactive drug and dispenses it to
a nuclear medicine clinic or department located within the nospital upon

an order for the drug by am authorized person, even though the drug were
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:n a multiple-dose container, the pharmacy exemption would apply. Of
course, because of their short half-life, it would not be expected that
radiocactive Zrugs would be maintained as ward orifloor stock in the same
menner as other drugs. .

On occasion, a traditional hospital pharmacy may, upon request of
another mnarmacy, send a drug product in its original unopened container
o another pharmacy. This situation may arise when the second pharﬁacy
finds that it is out of stock of a particular drug product. ?2Provided the
first pharmacy did not manufacture the drug product, it would not be
required to register for such an activity. Likewise, a nuclear pharmacy
can send a radioactive drug product marketed under an approved NDA in its
original unopened container to another nuclear harmacy upon reguest
without being subject to the registration provision of the ackt.

Thé agency is aware that ‘same nuclear ﬁharmacies have been
instrumental in the develomment of new radicactive drugs or new uses for
existing radicackive drugs. HRuclear ;ha:Facies may also prepare new
radicactive drugs that are not commercially available, but whose use and
preparatjon nave been described in the medical literature. Physicians
that write a mrescription for a drug that must be compounded-by a
pharracist bear the professional respoqsibility to base its use on sound
scientific rationale or medical evidence. The agency believes that as
long as the pha:maéist does not engage in activities that £all outside
the normal practice of charmac/, such use of a drug in the practice of

medicine does not rejuire

VAR



an Investigational New Drug Applicasion (IdD) or ¥Ja. Houwevsr, if a
pharmacist does engage in activities that fall ouitside the norzzal
praccice of' parmacy, the marmacy would legally hav_e to de recisterad
notWithstanding that it may be filling physician's ordgrs. Zherefore, -
depending upon how such a drug is prepared, praooted, and distributed,
its preparation -may fall outside the normal practice of pharmacy and not
qualify for the pharmacy exemption. In such cases, even if the drug were
dispensed on prescription, the nuclear pharmacy would have to comply with '
the new drug provisions of the act even though it ray not be rejuired to
register under section 510 of the act (though it mzv be rejurired to do
both). Because the particular circumstances surrounding the opsration of
the nuclear pharmacy wéuld have to be examined in d&etail o cdetermine
whether the pharmacy is operating within the practice of mharmacy, suca
situations will have to be decided on a case-by—case basis. Aan example )
where a nuclear pnarmacy would have to ;:omply with the new c-ug
provisions is where the nuclear p'nar.-.'xac:_/ has developed a rechargesanle
generator, suci as a generator used 'mk oreparing Technetim —¢C 39™ oy
being charged with Molvbdenum Mo 99. zZach reck;_arging of the generator is
considered the manufacturing of a new drug by the agency. :-_:j. 10A would
Abe required to cover all phases in the development and use of this type
of generator, fram its construction to the £inished product, including
-how many tines it could be recharged.

It 1s obvious frdn this discussion that certain types oI nuclear
pharrecy activities mey be conducted under the pharmacy exemstion wiile
others conducted by ther same nuclear mnarracy may‘not. The nuclear

~



marmacy must register with FpA for activities that are not within *he
pharmacy exemption, irrespective of how small a wortion they are of the
marracy's total activities. Under this policy some nuclear pharmacies
not now registered will be required to register. Nonetheless, this
guideline does not impose new requirenents on these establishments,
Rather, it applies existing requirements to facilitigs whose functions
‘have for the first time been examined and quantified. Pharmacies,
‘including nuclear harmacies, are considered as drug establishments ang .
are subject to the provisions of the 'E‘edgral Food, Drug, and Cosmetic Act
to the extent they are not specifically exempt, including the provisions
of sections 501, 502, 503 and the applicable part of the factory
inspection provision iﬁ section 704. Establishments that are required to
register are also subject to the current good manufacturing prac:ic_e
requiregents of section 501 of the act and FDA's fegulations under 21 CFé
Parts 210 and 211, énd the factory inspection provisions of section 704
of the act. 1In addition, an establishrent manufacturing a "new drug®, or
a marmacy that has itself developed a new drug, will also be subject to
the grovisions of séction'SOS of the act and applicable FDA requlations
under 21 (FR Parts 310, 312, and 314. iuclear parwacies may obtain
information and aporocriate forms for registering as a drug establishment
from FDA Regional or District Offices or by writing directly to the
Center for Drugs and Biologics, Drug Listing Branch (FTFN-315), qud and

Drug Administration, 5600 Fishers Lane, rROckville, MD 20857.
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The e:<am§les that follow cover most activities of nuclear
Dharmacies. Ob_'v'iously, they cannot renresent all possible situations.
In addition, it must be remembered that in many situ.a'tions the particular
circumstances surrounding the operation of a nuclear pharmacy may have to
be exapined in detail to determine whether the pharmacy is operating
within the practice of gharmacy, and such situations _will have to be
decided on a case-by-case basis. Anycne may seek an opinion ighether a
particular activity gualifies for the gharmacy exemption by writing to
the person resporisible ‘for maintaining the guideline named above.
Therefore, the agency makes available the following examples
reflecting the agency's policy for examining functions of a nuclear

oharmacy to determine if they are required Lo register.

EXAMPLES OF WHEN A NUCLEAR PHARMACY MUST REGISTER
AS A DRUG ESTABLISHMINT

Source of drug Activities of the nuclear Registration
pharmacy required

A. Radiocactive drug 1. Dispenses the drug l. o

15 suoplied by a under a prescrciption in

manufacturer, the manufacturer's

(Product is subject original container.

of an aporoved NDA '

or IND) i

2. After storing the drug, 2. No
ships the drug in the :
manufacturer's original

container to another

nuclear pnarmacy or o a

paysician with or wikthout

having received a

prescription.
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B. Radiocactive drug
(not involving use of
4 nonradiocactive kit)
prepared by the
nuclear pharmacy.

™~

3. Fills the druc ints single
or multinle-dose containers
in anticipation of a future
need and its subsequent
dispensing under a
prescription.

4. Dispenses a drug that
was diluted or filled into
single or multiple dose
containers upon receipt of a
Frescription.

5. Dilutes or fills the

drug into single- or
multiple-dose containers

and dispenses the drug

without a prescription but
upon receipt of an appropriate
order, for use within “he same

rlnstitution.

6. Upon an order from a
physician, dilutes or fills
the drug into multiple-dose
containers and ships the drug
to the physician as:part of
accepted pharmacy pracsice.

7. Dilutes or fills the
drug ints single- or
muitiple-dose containers
and ships it without a
prescription £o another

nuclear pharrmacy or insti-
‘tution that, irrespective of its
location or ownersnip, is r2cog-

nized as a separate entity by
EDA.

1. Opon receipt of a

-prescription, prepares

a radioactive drug
and dispenses it.

3 No
4. No
S. No
6. No
7. Yes
1. M



C. A reagent Kiz
and generator are
supplied by a
manufacturer.
(The kit and
generator are
subject to an
approved MDA ot
o).

2. Prepvares z raziicactive
ériac in anticization of a
future need and its subse-
quent dispensing under a
presciption.

3. Prepares a radiocactive
drug and dispenses it with-
out a prescription, but
upon receipt of an
appropriate order for use

within the same institution. -

4. Operates an accelerator
or nuclear reactor to
produce radiocnuclides and

radiochenicals to manufacture

radicactive drugs to be

dispensed under a prescription.

S. Upon a request from a
chysician, prepares a drug
in multiple-dose containers
and ships the drug to the

physician as part of accepted

arnacy practice.

. [
6. Prepares a radioactive
drug and ships it without
& prescription to another

caarracy or insktitation that,
irrespective of its location or
ownersiip, is racoqnized as a

separate entity S5y FDA.

7. Prepares radiochemicals
and ships them to other
nuclear pnarmacies or
institutions as drug
canpenents,

1. Radiolabelis the reagent
kit according to the manu-
facturer's dirsctions and
dispenses the Zrug under a
prescciption.

No

Yes

Yes



D. A reagent kit
is orepared by the
nuclear pharmacy.

2. Radiolabels a reagent
kit in anticipation of -a
future need ané its
subsequent dispensing under
a prescription.

3. Upon reguest from a
physician, radiolabels a reagent
kit and ships the drug to the
physician as part of accepted
pharmacy practice.

4. Radiolabels a reagent

Kit and ships it without a
prescription to another

pharmacy or institution that,
irrespective of its location

or ownership, is recognized as a
separate entity by FDA.

1. Upon receipt of a
prescription, prepares and
radiolabels the reagent -kix
and dispenses it.

2. Prepares a reagent kit
in anticipation of a future
need. Upon receipt of a
prescription, radiolabels
and dispenses it.

3. Upon a request from a
physician, prepares reagent kKits
and ships them (either befcre or
after radiolabeling) to the
paysician as part of accepted
pharmacy practice.

.4. Prepares a reagent kik

and ships it without a
prescription, either before

or after radiolabeling, to
anotner pharmacy or insti-
tution that, irrespective of
its location or ownership, is
recognized as a separate entity
by FDA.

o

Yes

Yes



E. Radiocactive cdrug
or redgent kix
cotained from
another nuclear
marracy, insti-
tution, or
practitioner,

1. Uses the radiocackive 1. Yes
drug or reagent Kit to

perform one or more steps

in the manufacture of a

radicactive drug as a service

for the nuclear pharmacy or

‘institution that supplied the

radiocactive drug or kit, i.e.,
custom manufacturing. ‘

ttachment: Summary of Cormen:s on Proposed Quideline for Nuclear
Pharmacies Describing Activikties that Reguire Registration as a Drug
Establishment and Agency Responses.
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Attachmens

STARY OF CQCMMENTS ON PROPGSED GUIDELINE FOR NUCLZAR PHARMACIES

DESCRISING ACTIVITIES THAT REQUIRE REGISTRATION AS A DRUG ESTABLISHMENT
AND AGENCY RESEONSES '

(Docket No. 80D-0069, 75N-Q069] *

In the FEDERAL REGISTER of April 11, 1980, (45 FR 24920) the agency
annouhcad the availability of a proposed guideline that would assist
nuclear pharmacies in determining if they are reguired to register as
drug establishments under section S10 of the Federal Food, Drug, and .
Cosmetic Act (21 U.S.C. 360). Twelve comments were received in résponse
o the proposed guideline. A summary of the carments and the agency's
resgonse o =ach are as follows:

1. several comments cited specific fact situations and asked if
registration was necessary. .The s:_pecific questions were as follows:

(2) One corment asked if registration is necessary if a.nuclear
p’narrracist' purc:';'lases raw materials, prepares a radioactive drug produck
and then dispenses the drug product upon receipt of a prescription.

(D) One ccmment asked Lf registrakion is reguired if a nuclear
pnarmacist prepares a radicactive drug in bulk at one location, transfers
the bulk drug o a second mharmacy where- the same nuclear p'n?rmacist also
works and uses the material in filling a prescription.

(c) Severc;l coaments asked tf registration is reguired if a
sharmaciss Q:epares" a prescription using a cormercial reagant Kit, out
deviates fram the instructions accompanying ths reagent kit, such as by

adding ascorbic acid.



(d) One coament asked 1f recist-ation is reguired when a technician
p:epareé radioactive drugs uncer either direct or indirect supervisioa of
a phaysician and then delivers the drug to the paysician at multiple
sitas.

Certain activities of nuclear pharmacies are cléarly within the
pharmacy exemption of section 510(g) (1)of the Act (21.-0.s.C. 360(g) (1)).
LikeWvise, certain other activities of nuclear pharmacies will be clearly
ou‘csidé the marmacy exenption; However , in many situations, the
parﬁcular circumstances surrounding the operation of a nuclear pharmacy
ray have to be examined in detail to determine whether the pnarmacy is
operating within the practice of gharmacy and such situations will have
to be decided on a case—by:case basis. Therefore, the followlhg

responses to the question posed by the corments are generalized and are

¢

not intehded to resolve individual fact sitilatiom. Persons seek\ing
gaidance on individual situations 'sahculd contact Division of Drug
i2heling Campliance (HFN-319), Office of Campliance, Cen;er for Drugs and
3ioclogics, Food and Drug Administration, 5600 Fishers Lane, Roxville, MD
20857, (301)443-7281. |

(a) MNormally, a nuclear pharracy that prepares a drug product from
raw materials and dis?enses it under a prescription is not reguired to
register. (See B. l. of the guideline).

(b) The fact that the same nuclear pharmacist is involved with the
drug at Swo pharmacies is not relevant to the need to register, nor is
necessarily the fact that both pharmaciés have common awmership. The
agency would nave o examine such an arrangment as a whole. However, FDA
would considec one :eievan: factor 0 be whether the local State Doard of
dharmacy cecoqnized :“_’.ne “jo pnarmecies as a singls entity and jssued them

-
—



sinzle license. In such a case transfer woulc likelVy not reguire

n

registration. Eowever, if a state board considered the pharmacies as two
Gistinet entities, and required separate licensure, then the pharmacy .
that planneé to ship the bulk material would likely be required to
;egis::e: as a drug establishment. Because state pharmecy boards may
differ cn their treatment of such arrangements, other factors would

normall also be considered. ' .

(c) The guideline did mot discuss medifications that might be made

~

to an azoroved reagent kit because issues apart fram registration are
primerily involved. The agency reviews éonsiderable data before
aporoving an NDA for a reagent kit and concludes that if the-
rr.anufac:turer.:'s instructions are followed, a safe and effective
radicacsive érug will be procuced from the reagent kit. Thus, if the
instructions are followed, 2 paysician can be assured that the product

-

rescrisad has the properties it purports to possess. If & pharmacist

'3

Gaviztes from the menufacturers instructicn, apart frcm as a prescriber
may have directed, the possinility of misbre_dding or aculterzting the
érug product rust De considered. The adéition of ascorbic acid as cited
nere cz other uses-of a pharmaceutical necassity in comoouncéing a
prescriztion does mot subject the charmacy to registration, but
pharmacists are not exempt frem the misbrancing _ard aduiteration
orevisions of the act and rust rely to a large degree on their

rofzesicnal judcment as o woen and the extent ta wihich mocifications o

'O

an emoroved new drug are aoorooriate. ~
(&) Registraticn would not be required if a technician orepares

radicas=ive drugs under the supervisicn of a physician solely for use b¥



chat paysician.in the course of his or her orofassicnal oractice.
However, registration would be required if the drucs are used by other
physicians, or if the drugs are sold to the multiple sites mentioned in
the ccrment. |

2. Several comments asked if practices such as modifying a reagent
kit would make the resulting product a new drug.

If the muclear pharmacist modifies a kit as directed by prescription,
ard dispenses it under the prescription, an NDA would not normally be
needed. (See, however, the respense to comment 3 for factors to be
considered). If distributed without a i_:réscription, however, the NDA
requirements would apoly. Whenever an NDA' is not recuired, however, the
cna:'na":v' must keep in mind the adulteration and misSranding concerns
expressed in the response to l.(c) above.

3. Scne caments requested the agency o give examples of specific -

ituations in which a new Erug a:nl*c_.\.lon (N2A) cr exemption for
inves=iczzional use of 2 new drug (IND) would be recuired. Cne coment
stated it was ot conceivable that an NCX or IND would ever be reguirsd
i1f an order f:cm'a phyéician for a racdicactive drug is cispensed bv a
auclear pharmacy for :ne phaysician's own use (examples 37 and D4 of the
éraft cuideline) or in response to a prescription order of a \;:hysician.

Alshough the primarv intent of this guideline is to cescribe
accivities of nuclear pharmacies that recuire registraticn as drug
estabiis:.—aents, the draft guideline did indicate that in scme situations
an DD or NDA may be reguired. These situatiors would oe unusual anc for

this reason, the parenthetical statements that an IND or NDA may be

requirad included in the draft have been cmitted Iram the examples of



when a nuclear, pharmacy must register as a drug estadblishment. Such
situz=ions, nevertheless, could occur. As stated in the text portion of
the cuideline, concerning the develomment of new ra&ioactive drugs or new
uses of a radicactive drug, ™. . . depending upon how such a drug is
prepaced, pramoted, and distributed, its preparation may fall outside the
nommal practice of pharmacy and not qualify for the pharmacy exewption.
In such cases, even if the drug were dispensed cn prescriptioq, the
nuclear pharmacy would have to camly, with respect to the products it
produced, with the new drug provisions of the act, even though it may not
be required to register under secticn 510 .of the act.” Such
circumstances are c:nntnly Eound'when an individual ohysician is the
spcnso£ of an IND for a radiopharmaceutical. Thus, acplication of the
new c-ug orovisions requires evidence that the pharmacy is ver forming .
activities not normally associated with the normal oractice<of pharmacy -
and is operating in a menner that subjects it to the new drug proéisions
of seztion 535 of the act.

4. Cre comment was wcertain of the provisions of section 704 of the
act and askad ebout its application to the nucleaz pha:macist;

Secticn 704 of the act authorizes, among other things, the inspection
of anv factory, warehouse, or establisiment in which food, drugs,
devices, or cbsmetics are manufactured, orocessed, vacked, or held Ior
int*:oduc:ion into interstate comerce or after such intreduction into
interstars commerce. Thaus, as establistments holding drugs after théir
introduction into interstate commerce, all pharmacies, including nuclear
oharmacies, are subject to inspection undeﬁ this provision. In acdition,
auclear pharmacies that are required to register as drug establisiments

u~der sec-ion 510 of the act are subiect ta more extensive provisicns of



_t-.he inscectionzl authoritv of section 704. AlZaOUEd sunject o
inspezticn, the agency is not requized to inspect, aé except for -
reascnable cause normelly does mot inspect chamacies, incluéing nuclear
pharmecies, operating entirely under the pharmacy exexpticns in the act.
However, the agency will be required, Qnder section S510(b) of the Act (21
U.S.C. 260(b)), o inspect pharmacies, including nuclear pharmacies, that
" are registered 'as' drug establishments uncer this section. The revocation
of the interim enforcement policy, published in the FEDERAL REGISTER
concurrently with the issuance of this quideline, will mean that nuclear
pharmacies qualifying for the pharmacy exemotions will be regulated in
the szme manner as vharmacies generally and that nuclear pnarmacies
reguired bo :;agiste: under secticn 510 will be regulated like drug
manufasturers, The guideline has oeen exganded (see pege 9) clarify

ghe agency's inspectional authority under section 704 of the azt.
¢

5. One comment recamended that the agency develop good '
manufaétu:ing oractice regulatims' specific to nuclear g;ha:macies.

Tae agency coes rot believe that current cood menufacturing practice
(C=2; reguiations specific for nucleas pharmzcies subject O regulation
ac ‘érug establishments are necessacy at this time. The CP reculaticns
(21 CzR Part 211) provide sufficient detail for drug manufacturers
generally and are reasonably appiicé‘?:le to muciear prarmacies registered
as crug establismen;cs. Although some recuirements in the regulaticns
ara mt zpecific to all types of mznufacturing, sme zgency believes that
nuclear pharmecies will be able to initiate aéditional good manufacturing
oractices to irsure their products meel a2 sriate standards. With the

revocztian of the interim enforcement oolicy and the issuance of these



guicelines, it is exéected that many more nuclear pharmacies will
register and be inspected by the agency. 1If these inspections reveal a
problem the agency will take approzriate action, including provicing
further quidance through additional quidelines or provosing additional
regulatory requirements., In the meantime, nuclear phnarmacists should, on
the basis of their professional training and experience as well as their
mcdleége of tr;e pcinciples of drug manufacturing, be able to-v arply .
reasonable cont:.ol procedures to insure the integrity of their products.’
The agency notes that at the 1980 Ameérican Pharmaceutical
Association's (APhA) Annual Meeting, the APhA House of Delegates adopted
two policy statements regarding nuclear pnarmacy. These were:
"The American Pharmaceutical Association supports the concept of state
poards of p‘narmacy retaining their author‘ity to regqulate all aspects of |
’pcofegs ional charmacy practice including nuclear paarmacy practice,” and
*The American Pharmaceutical Association urges state boards of gharmacy
to oromptly adoot aporopriate rules and regulations for the practice of
nuclear pharmacy using the Naktional Association of Boards of Pharmacy
Hocel Regulations for the Licensure of Nuclear Pharmacies as a model':
The FDA supports these policy statements and encourages 'S‘.:ateé to
take approg:iaée action. ‘Implementation of these policies along with
‘agcropriate action by nuclear charmacy organizations may obviate the need
for the agency to develop any additional regulations specific for
radiocactive drugs.

6. C(ne comment recormended that all auclear pharmacies be rejuired

£o perform stability and compatability studies on their containers.



A nuclear mharmacy that periorrns ac-ivities that czuse it Lo De a

druc estadblishment is required £511low e CGMP recclations. These

regulaticns include requirements for ccntainers anc gloéu:es (21 CER
211.94) and regquirements for stability (21 GR 2ll. 166). Althouch these
requirements éo not apply to nuclear pna_ zcy operations that fall within
the pharmacy exemption, it is still necessary that a nuclear charracy,
like eany other pharrmacy, chserve standarés Sfor containers ..hat assure the
stability of the final product.

7. Cne comment stated that nuclear tharmacists who make. their own
cclé kits shoulé be required {0 register ané sucgested that TDA require
nuclear tharmzcies o manufacture final produces from DA approved kits
ané crohibit tharracies iroam compoundéing £-om basic incredients because

‘sez=ility cf radiocactive drucs is of utnost imoortancs.
I -

The acency advises that as’ part of the practice of pharmacy,

p arezcists have traditionally been consicdered free to meke use of
co—mercially eveiledle ra ..e:ials to practice their srofession of

ccooounding and Gispensing sresciption &rig sroduczs. Huclear

-

Snarmacists hat operate within the pharmacy exemprion save this same

3-

f-ecconm. However, nuclear pharracies that o outinely precare @ particaiac
“/pe 0f reagent Kit and snip it without a prescripticn are no longer
acting as pharrecies and would be required 4o recister. as nocied in e
sesponze $O CIITent §, nuclear pnermacists, as well 2s othet Tharmacists,
zre responsible for asssurmg that c grodicts precarsd tnéer 2
crescziption meet all st sndarés for that. procict inciuding PLoTEs

stacility rCeguirements as dlspenced.



8. ne camnent referred to a 1973 opinion handed down by the

teorney General of California, which stated that a pharmacist may
canpound and dispense an individual prescription for an individual's
needs if the components have not been banned even thougn the _pcoéuct
.might be a new drug if not dispensed under a prescription. The opinion
was that tie ﬁiarnadst is not creating a market for. a new drug but
rather acting cn the decision of a physician who nas exercise;d
independent judgement as to the safety and effectiveness of a martiaular’
d&rug in the treatment of a patient, The camment stated that the proposed
quideline indicated that in certain circumstances a nuclear pharmacy may
be rejuired to sponsor an IND for a product even though it is dispensed
unée: a prescription. The comment indicated that there may be a conflict

between the Attorney General's opinion and the guideline and requested |
- {

clarification. )

The agencjdoes not believe there is any conflict between the
California opinion and the guidelinel. The agency recognizes that medical
practice dictates that physicians remain free to use drugs according Lo
their best knovledge and judgement. This may include the request for a
drug p:odﬁc: to be prepared under a prescription that would Se a new drug
if prepared by a drug establishment without a prescription. Physicians
that write a rrescription for a drug that mist De compounded by a
pﬁamcist bear the professional responsibility to base its use qxi sound
scientific rationale or medical evidence. The agency agrees that as long
as the tharmacist does not engage in activities that fall ocutside the
normal practice of pbar;racy, suca use of a d-ug in the gpractice of

nedicine does not require ax IND or




1o, HYowever, if a pharmacist does engace in activities outsicde the
norral practice of gharmacy, the pharsacy would lecally have to be
registerad notwithstanding that it may be filling ghysician's orders.
The quideline nas been modified in order to clarify this point (see page
21). .

9. (ne Commpent stated that the example in the last sentence on
page 20 of the draft guideline stat:ed that a multi-dose vxal filled by a
nuclear pharmacist to be admm.stered several mknown patients may ! not
be recocnized as a prescription, but also stated on page 23 that a
ghysician's order for a bulk drug for use in.t-_"xe ghysician's oWn practice
is not cause for :egistration.. The cooment stated that this appeared o
be a conflict.

'“'ne agency has reevaluated these &wo examples and has concluded that
‘the need for zegls._ra..lon u_nder circumstances mvolvmg supply7ing
multiole dose containers of a radioactive drug intended for
aéninistration to several patients neecs clarification. Because nf their _
shors half-life, most radioactive drugs must e admnls@fed very
oraaptly. Thus, the example Ef having & physician order a pharmacist to
prepare a radiocactive drug in bulk Zor the ghysician to store in the
office as "office stock™ far. use, in the physician's practice on
apororriate patients as they are seen by the chysician was not a
realistic exaimple. Therefore, it nas been deleted from the guideline.

The agency agrees, however, rhat such an activity, when

™~ -




zzricrmed by a nuclear or tradizicnal Dharmacy, sheuld rezuire

regiswation. The cuiceline has also been modified (s2e pages 16-19) co

tla:ify that sincs orescripeions {2DIesent a profzszional relationsnip

bezween the p:esc:ibe:, pharracist and pacient, an order written for a
multi-cese vial intended for acn.m.scrac*on to several patients is

onsidered to be a p-escrlptlon, 1f£ the disvensing tharracy or pharmacist

maintains a hard copy of the presc:xoclon or paysician's ord
recuired by seczion 503(b)(2) of the act and the pharracy otherwise

complies with all asgects of tradi:ional or accepisd pharmacy practice.

2lchouch such a o'aczlce will not by 1bse1f subject a nuclear pharmacy to

registration with the FDA as a drug establishment, a nuclear paarmacy

shculc als0 ceterzine that such practices are consistent wich applicable

10. One corment stated thai TIA's belfef that 2 firm should register
is net in itself justification to rezuire reciscration.

-

Da's conclusion recarding the recistration of cercain types of

12}
o

nuclear pnarmacies result from a reasoned apolicaticn of seczion 510 of

'

the act to the services which those es:ablishmen:é actually provide., The
curpose of the cuicdeline is to-give guidance to nuclear pharmacies as to
when cne should register. Some situations recaréing the manufaccure of
radicactive drugs present complex guestions. These cuidelines are not
racu i:-:enbs, but rather an assurance thar a Person following che

guicdeline will be following procedures acceptabla to FDA. Manufacsurers

are encouraced uncer TDA guideline crocedures to bring to the agency's
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tzenticn in aé:a:zce situations in wiich a guicdeline may not Se
£ollowed. FDA will attempt Lo resolve in advance disagreem&n‘:s‘between
nuclear gna.raczes and FDA over waether recistrazien is regquirec.

11. One CmEnt stated that radiolabel ing of a Kit, as iIn example
€. 2, is not dene according to the directions of a physician. Instead a
ohyszc:Lan identifies the end product and the Fharracist prepares the

prescription for that use.

The agency agrees that a ptesc:iption for a radicactive &ug does not
nor=ally contain xns_ruc.lons ‘for radiolabeling a kit. .‘I‘he intent of
Tils =xample was Lo cover those instances where 2 prescripzion :did
conzain such information and to distinguish it from example C. 1, which
@Vers hcse ;si:uaé.ior.s where the prescription &ozs not contzin
inZfczration for the labeling of a kit and the nuclezr phnarmaciss prepares

!
crocuct as set forth in thé rmenufacturer's instruc-ions acosmpanying

r
1
1]

Ze rezcent ki, -HZowever, since oaly rarely would 2 Jrescriziion contain

rf

instructions for radic labeling 2 kis, this '-:-.xa::;:le has Deen leted from

iZ. Several coments sta ":':a: the cuideline should be intecrated
with e Wuciear Requlatory Cmission (IRC) to limit regulazzry concerns
o !2C and &ug manufzacturing concerns o FDA.

7= Treviously stzied, the puroose of the cuideline is'to zive

cuilzncz C nuciear pharmacies so hat thew can dezernine if thev should
as

7ents uncer secticn 510 o0f the Federal Food,
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mL.eItecy ~no~.ld register is entirely within A's jurisdiction; there is
no overlap with NRC's area of juriséiction. Therefore, the agénc.y does
not see any need to integrate NRC's arez of Jurisdiction over nuclear
mharracies into the quideline. The agency has, hovever, supplied a copy
of.‘:.he &raft guideline to the NRC for review and conment and will
oontinue to work with NRC Lo avoid areas of duplication and
-inconsistencies between the two agency's policies.

13. One comment recormended that the quideline include names of .
agency personnel to be contacted when nuclear pnarmacists have a question
concerning their operations.

kgency requlations on gquidelines (21 CFR 13.90) reguire a2 quideline
to contain the name of the pesson responsible for maintaining the
2idsline. This perscn is nared as the "contact person” in fhe notice of
gveilanility anc ...‘us person should be coruac‘:. ¢ iZ questions arise as a
result of the guideline. If & contac:t person cannot answer & guestion he

Ne incuirer o FDA enmplovees knowledce2aSle in the
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14. One corment staied that a requirement the: the matient's name
&gTezr on a prescription is inconsistent with contemporary nuclear
‘Pharracy ractice because physicians offen reassiqn presciptions to
other patients and is also inconsistent with the quideline examples the
shysicians may ordsr druc procdicts for heir o-n use. Cne cormment stated

tmat a prescrizticn is d=finsd as an order for & particular pD2tient which

would require the gatients name L0 appear on the prescripoion.

-~



The agency advises that the act (Section 503(b)(2) (21 U.S.C.
353(5)(2)) requires the label of a crug dispensed by prescription to
contain the name of a patient when stated in the prescription. Even
though the act does not require the patient's name, it does imply chat a
prescription is written with a particular patient in mind. (See the
response to question 9). Further, many states require the p;tients full
name and address on all presc:ipti;ons. and even when not required.by state
law, the common accepted practice is for physicians to include the name
of the patient on a prescription. The agency recogqnizes, however, that
there are certain differences between traditiocnal pharmacy and nuclear
pharmacy. Thus, under ti'xe guideline a nuclear pharmacy may prepare a
radicactive drug intenced for administration to several patients in a
rmulti-dose vial and dispense it provided the dispensing pharmacy engaging
in sudl activities maintains ‘a hard cooy o,jE the prescripcion or
physician's order as required by seccion 503(b)(2)~$f the Federal Food,
Drug, and Cosmetic Act and the pharmacy otherwise complies with all

aspects of accepted or traditional pharmacy practice. The guideline

contains a more complete discussion of this issue (pages 16-19).

15. ne comment objected to the use of the term "diluting” in the
quicdeline. The comment séid this cave the impression that pharmacists
only "dilute” and dispense when in fact wnen they dilute a product, they
must be concerned with factors such as adjusting buffers, bacteriostatic
agents and stabilizers. ’Zhe-word "prezaring” was suggested as a

subsrirtute.
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P The agency believes *hat the use of the tern "preparing® in place of

"{.} "diluting" may be inappropriate because it could imply that the nuclear

. | charracist prepared the radicactive drug rather than just performed some
activities on a product prepared by a drug manufacturer. However,
because "diluting” may also not be appropriate, it has been decided for
purposes of this guideline to define *he erm as including not only
simple diluticd, but also adjusiment of such things as buffer.s,

bacteriostatic agents and stabilizers.
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