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I1.

Grounds for and interest in the action requested.
A,

The Society of Nuclear Medicine (SNM) and the American College of
Nuclear Physicians (ACNP).

SNM and ACNP are comprised of over 12,000 individuals who partici-
pate in the medical use of byproduct material. Physician members
supervise the preparation and administration of radiopharmaceuticals
to diagnose and treat patients. Technologist members administer
radiopharmaceuticals and perform clinical procedures under the
direction and supervision of an authorized user physician. Nuclear
pharmacist members reconstitute radiopharmaceutical kits, compound
radiopha-maceuticals, and dispense radiopharmaceuticals for medical
use.

A1l of our members are interested in the requested action because
under current NRC regulations, they cannot appropriately practice
their professions. Specifically, authorized user physicians cannot
prescribe certain radiopharmaceuticals or routes of administration
for optimal patient care, even thouxg”thoy are otherwise permitted
to do so by the U.5. Food and Drug inistration (FDA) and by their
state medical licenses. Nuclear pharmacists have been disenfran-
chized as a professional entity. Although their state licenses
authorize them to prepare radiopharmaceuticals for patient adminis-
tration upon receipt of a prescription by an authorized user physi-
cisn, current NRC regulations severely restrict their activity
generally to rigid reconstitution of standard kits and dispensing
doses of radiopharmaceuticals distributed by manufacturers. As with
nuclear physicians, activities of nuclear ? armacists that are per-
mitted by the FDA and the states are not allowed under NRC regula-
tions. Nuclear medicine technologists reconstitute radiopharmaceu-
ticals and perform clinical procedures under the supervision of an
authorized user physician. Their normal professionz) activities are
curtailed by the limitations imposed on nuclear physicians and phar-
macists.

Statement in support of the petition.

A.

Issues involved.

1. ggﬁé;_:¥gnllxign;* NRC’s regulations in 10 CFR Part 35.
ical Use of Byproduct Material", restrict authorizes user

Khysicians to the use of radiopharmaceuticals for which the FDA
as accepted &« "Notice of Claimed !nvostigationa\ Exemption"
(IND) or approved a "New Drug Application™ (NDA) (10 CFR 35.100
at Add. 11, 10 CFR 35.200 (a) at Add. Iii, and 10 CFR 35.300 at
Add. 1111). The regulations do not allow medical use licensees
to modify methods of reconstituting reagent kits to meet
specific clinical needs encountered in the practice of medicine
(see 10 CFR 35.200 (b) at Add. Ii1). Moreover, licensees are
required to elute 99-Mo/%9m-Tc generators and prepare reagent
kits in accordance with the manufacturer’'s instructions. The
regulations do not allow a physician to use radiopharmaceuticals
to treat diseases that are not listed in the package insert (see




10 CF" 35,300 at Add. 111¢). Although NRC's regulations in 10
CFR Zart 32, "Specific Domestic Licenses to Manufacture or
Transfer Certain Items Containing Byproduct Material® appear to
allow nuclear pharmacists to distribute radiopharmaceuticals
that are not regulated or approved by FDA (see 10 CFR 32.72
(0)(2)(11) at Add. Iiv and 10 CFR 32.73 (a)(2)(11) at Add. Iv).
but this allowance is withdrawn in the radiopharmacy )icense
document (see Add. 11).

Interaction with other regulations,

(a) History. Radiopharmaceuticals for medica)l use were first
made with Ernest Lawrence’s cyclotron in Berkeley in 1937,
After World War 11 and the development of nuclear reactors.
most radiopharmaceuticals were made from byproduct
material. Today, about 75% of nuclear medicine procedures
involve byproduct radiopharmaceuticals; the remainder
involve accelerqtor-preduced material.

At the time the Atomic Energy Act of 1954 was passed, the
FDA did not regulate radivactive drugs (although they had
the mandate to do so). FDA began rogulatinq accelerator-
produced radiopharmaceuticals in 1968, and bo?an regulating
byproduct radiopharmaceuticals in 1974, Until that time,
the preparation and use of byproduct radiopharmaceuticals
had been regulated solely by the AEC. As years passed, FDA
continued to refine its role in reviewing, approving, and
regulating radiopharmaceuticals for ‘esearch and clinical
purposes. This regulatory evolution continues to the
present.

(b) Mmm&mmumm
Aithough the practices of medicine (see Add. I111) and

pharmacy (see Acd. Illi1, Add. IV, and Add. V) are exempt
from FDA’'s manufacturing and distribution regulations by
conyrossional mandate, they are definitely not exempt from
FDA's regulations forbidding misbranding and adulteration
(see Add. XI). In addition, the FDA is the enforcement arm
of the drug quality standards published in the United
States Pharmacopoeia (USP). In other respects, FDA now
reguiates all radiopharmaceuticals, whether made by manu-
facturers, nuclear pharmacists or their designees in
medical institutions or in centralized radiopharmacies, or
nuclear physicians or their designees. FDA has the federa)
authority to regulate all research and clinical use of
radioactive drugs directly or indirectly.

Because of the manufacturing and distribution exemption for
pharmaceuticals (including rediopharmaceuticals) prepared
under state laws roYu1at1ng the practice of medicine and
pharmacy, commercial New Drug Applications (NDA’s) are not
granted for these drug preparations. Nevertheless, it
should be appreciated that these drugs are still recognized
and regulated by FDA.



One mechanism of FDA radiopharmaceutical regulation is the
lnvtstigationa\ New Drug Application (IND). An IND from a
commercial manufacturer is ver, carefully scrutinized by

FDA in terms of all aspects of manufacturing, chemistry,
and the details of the ciinical tria) protecols. There are
several well-defined phases of clinical trials designed to

minimize risk to human subjects and maximize needed drug
information. Physician sponsored IND’'s are handled with
more flexibility because they involve fewer human subjects
and are for research purposes. These physicians do not
become commercial manufacturers or distributors of the
drugs they study. The actual clinical trials of both
commercial IND's and physician-sponsored IND's take place
in medical institutions which also provide Institutiona)
Review Board (IRB) and Radiation Safety Committee
oversight.

When sufficient supporting information is obtained under
the various phases of a commercial IND, the manufacturer
submits an NDA. When this /s approved, the menufacturer
may sell his drug to any appropriately licensed user.

The only FDA regulatory mechanisms recognized by NRC are
the IND and NDA.

(c) . ‘w_mu_ufmm
Part 35 directly conflicts with FDA's
rogu atory framework because except for physician sponsored

IND's, Part 35 only allows the use of radiopharmaceuticals
prepared under the portion of FDA rogu\ataons devoted to
manufacturers with nationwide distribution. Even in this
limited scope, NRC's regulations contort the concept,
intent, and application of FDA's designations "accepted"
and "approved" (see Add. 1111).

NRC's regulations also conflict with the laws of 50 States
regulating the practices of medicine (see Add. VI) and
pharmacy ?soo Add. VIIi and 11). They also conflict with
the Hippocratic Oath (see Add. VIII), which provides the
ethical foundation for Western medicine, and the spirit of
NRC's organic statute (see Add. IX).

3. S*IIA:!.QI.iiiHI; FDA regulates all clinical and research use
of radiopharmaceuticals in many ways. Approved IND's and NDA's
are only two of them. However, they are the only two avenues

recognized in 10 CFR Part 35. Part 35 needs to be amended to
recognize all the mechanisms that FDA uses to authorize the use
of a radiopharmaceutical. NRC’s current regulations that iden-
tify which radiopharmaceuticals may be used, how Lhey may be
prepared, and for which purposes they may be administered ave in
conflict with the long-standing regulatory framework established
by other Federal and gtato regulatory agencies.




4. zu:nsgat The purpose of this petition for rulemaking is to
amen C’'s regulations to allow the use of radiopharmaceuticals
in accordance with FDA requirements. Acceptance of this peti-
tion would, consistent with FDA jurisdiction and regulations and
state law: allow nuclear physicians and nuclear pharmacists to
reconstitute non-radicactive kits differently from the method
recommended by the manufacturer; allow nuclear physicians and
nuclear pharmacists to prepare radiopharmaceuticals whose manu-
facture and distribution are purposefully not regulated by FDA;
and permit nuclear physicians to determine appropriate diagnos
tic and therapeutic applications of radiopharmaceuticals, as is
their professional obligation.

[1T. Petitioner’'s views and arguments.

A.

Patient care.

The delivery of quality patient care often requires that a physician
modify an existing clinical procedure, create a new clinical proce-
dure, or use an existing product for an application not described in
the package insert. Some examples are provided below.

Example 1. pd.tﬂsl*.mmswuxum_umnmmmﬁu
n:n;gﬁ*:g‘ c-99m-albumin colloid 1s approved by the FDA as a liver
4

nd spleen imaging agent. The colloid particles are phagocytized by
cells of the reticuloendothelial system which reside in these
organs. If the kit is reconstituted using a modification of the
manufacturer’'s instructions, high specific activity particles may be
produced. When these are incubated with the patient’s white blood
cells, the particles are phagocytized, resulting in radiolabeled
white blood cells. These labeled cells are then injected into the
patient, where sites of infection and inflammation are imaged with a
?amma camera. This procedure is useful in diagnosing appendicitis,
or example (see Add. Xi). Compared to alternative procedures for
its purpose, the Tc-99m-albumin colloid method results in substan-
tially less radiation dose to the patient,

txample 2. . An angiographer
uses bits of gelfoam to occlude intractably bleeding varices. Gel-

foam 1s radiolucent, so he cannot use x-rays to locate the particles
once they have been introduced into a blood vessel. The radiopharm-
acist can label the gelfoam with Tc-99m so that the angiographer can
use nuclear medicine imaging to verify tne final destination of the
particles. The radiopharmacist works out a convenient labeling
method so that he can prepare the labeled particles quickly on
"prescription order" from the physician (see Add. Xii).

Example 3. mem A group of
patients with a variety of underlying disorders needs frequent red

cell transfusions. These patients develop multiple minor group
antibodies, and traditional in vitro crossmatch methods to evaluate
potential blood transfusions are often unsatisfactory. The immuno-
homato1o?tst requests an in vivo crossmatch using radiolabeled
potential donor red cells. (This method is more accurate.) The
radiopharmacist makes lyophilized stannous citrate kits to be used



for labeling donor red cells with Tc-99m. These will be injected
into the intended recipient and their survival determined by dily-
tion measurements (see Add. Xiii).

Use of an existing product for a ;9g[|ggngj; application
g::!ﬁi:ﬁ%ih:ﬂ_1n_1n:_nnsknsn_1n1:§1‘ A hematologist asks a nuclear
me

dicine physician to administer P-32 sodium phosphate to a patient
with documented thrombocythemia vera. The case is somewhat atypica)
because it is not associated with any other myeloproliferative dis-
order. AIthou?h P-32 has been used to treat this category of
disease since 1937, this particular abnormality is not listed on the
package insert (see Add. Xiv).

Under NRC's regulatory framework, example 1 is contrary to 10 CFR
35.200 (b) (see Add. I11i), example 2 is contrary to 10 CFR 35,200
(a) (see Add. 111), example 3 is contrary to 10 CFR 35,100 (see Add.
11), and example 4 is contrary to 10 CFR 35.300 (see Add. liii) and
recently occurred in a hospital under NRC license. The nuclear
physician insisted on treating his patient, and an emergency license
amendment was requested. As such an amendment would be contrary to
the regulations, NRC made a determination that the patient’s diagno-
s1s was sometimes observed as an element of an indication listed on
the package insert. The rulemaking change discussed in this peti-
tion would completely relieve the NRC of its role of providing man-
datory medical consultative services in 1ife threatening cases

It 15 essential to point out that all four of the above clinical
procedure examples are recognized and purposefully permitted under
the Federal Food, Drug, and Cosmetic Act and by the States under the
various laws regulating the practices of medicine (see Add. VI) and
pharmacy (see Add. IIIV and Add. VIIi). At the Federal level, this
broad authorization is not morolg a matter of regulatory discretion;
the exemption for medicine and pharmacy was directed by Congress in
the Food, Drug and Cosmetic Act (see Add. Xi). Thus, we believe the
NRC's stringent regulations for the medical use of byproduct
material are at odds with Congress’ clearly stated mandate to the
lead Federal drug regulatory agency. They are also at odds with
state laws under which all other aspects of the physician-
pharmacist-patient relationship are regulated.

B. Medical Research.

Hedical research is often conducted at community hospitals in addi-
tion to large, nationally known research centers that hold NRC or
Agreement State specific licenses of broad scope. The large re-
search centers typically develop whole new classes of radiopharma-
ceuticals, quality contio) and quality assurance procedures to
ensure their safe and effective use, and develop and refine proce-
dures and equipment to prepare these radiopharmaceuticals and image
their biodistribution in patients with various pathologies. They
also participate in research under commercial and physician-
sponsored investigational new drug applications (IND’'s) and other
research categories to be described below. Community hospitals may
participate in regional or nationwide research programs, use



approved drugs for additional applications that may become cetab-
lished clinical procedure, as described in scientific Titerature,
modify approved drugs to assess their utility in new clinical appli-
cations, and conduct basic research that may lead to development of
new radiopharmaceuticals and nuclear medicine procedures.

The FDA has established a complete regulatory framework to provide
for oversight of all these activities.

Specialized staff at the FDA review physician-sponsored and manufac-
turer-sponsored clinical trials before they are begun. The review
team includes nuclear and other physicians, pharmacists and nuclear
pharmacists, dosimetrists, statisticians, pharmacologists, chemists,
radiochemists, etc. The purpose of this review is to ensure that
the clinical procedure is as safe as possible, and that the clinica’
trial design is of sufficient quality to allow for scientific evalu-
ation of the results. NRC regulations allow all authorized user
physicians to participate in these IND clinical trials (see 10 CFR
23.10?‘:t,Add. I1, 10 CFR 35.200 at Add. I11, and 10 CFR 35.300 at
d. i).

However, certain research protocol catovorics are exempt from the
need to file IND's. Many of these involve the investigation of an
approved drug for an unapproved indication and/or by an unapproved
route of administration. To provide for regulatory oversight of
such research, hospital-based Institutional Review Boards (IRB’s)
are established under HHS regulations (see 45 CFR 46.107 at Add.
XI). Their specific purpose is to "ascertain the acceptability of
proposed research in terms of institutional commitments and regula-
tions, applicable law, and standards of professional _onduct and
practice." FDA requires IRB approval of research projects that FDA
regulates. As a matter of ethics and civil law, hospitals require
that all research projects be authorized and monitored by their
IRB’s. If radioactive drugs are involved, the IRB will require
approval of the institution’s Radiation Safety Committee as well.
This category of research, that which does not require an approved
IND, is nevertheless not permitted by NRC regulations. This impedes
the development of improved medical care, and is also a source of
great annoyance and frustration to the FDA, which is constantly
badgered by investigators demanding IND’s they do not even need
except to satisfy NRC’'s requirement. At a recent forum, an FDA
spokesman publicly stated that FDA had even granted some unnecessary
%No's only to aid investigators who needed to comply with NRC regu-
ations.

A third administrative category of medical research involves the use
of radiolabeled compounds for metabolic studies. Generally
speaking, these drugs are not destined for diagnostic or therapeutic
use except for the radiopharmaceuticals used in positron emission
tomography (PET). To provide regulatory oversight of such research
projects, FDA charters Radioactive Drug Research Committees (RDRC's)
under 21 CFR 361.1 (see Add. XII). The purpose of the RDRC review
is to ensure that the radiation absorbed dose to human subjects is
ALARA and less than 5 rem (1.e., annual or total dose commitment) to



whole body, active blood-forming organs, lens of the eye, and
onads, and that the quantity of substance to be administered is
nown not to cause an{ toxic effects in humans. Approval of appro-
priate proposals involving more than 30 subjects must be promptly
reported to FDA. These proposals must also be approved by the IRB
and the Radiation Safety Committee. NRC regulations do not permit
this category of research to be carried out, thereby impeding the
development of basic science information. Although NRC does provide
line-item authorizations for such research on community hospital
specific licenses of 1imited scope, the public health and safety
basis for the need of the applicant to specifically request this
authorization is not apparent.

An incipient problem exists with biologica1s used for research, such
as radiolabeled antibodies. Although biologicals, 1ike drugs, have
approved IND's for 1nvosti?ationa1 use, when biologicals are even-
tually approved for general use they <> rat have approved new dru
applications (NDA's), as do drugs. Tiey nave product license app?t-
cation apgrova\s (PLA’s). NRC regulations do not allow use of
PLA’s; only IND's and 's.

A very serious problem exists with the interpretation of 10 CFR Part
35 as regards medical institutions that possess specific licenses of
broad scope (see Add. XVi and vii). Although the Statements of
Consideration appear to leave “road licensees relatively unchanged
by the revision (see Add. XVi), in practice NRC has sought to signi-
ficantly Timit the necessary activities of these institutions. NRC
has removed the traditional and essential power of the Radiation
Safety Committee to approve research and clinical uses of radiophar-
maceuticals and has denied the traditional rights of the practice of
nuclear medicine and nuclear pharmacy to these institutions as well.
If this trend continues, the concept of the broad license will end
in NRC States and many Agreement States as well because of NRC
precedent. At the present time, this situation is occurring in
California and appears to be unjustified and inappropriate. Regula-
tions pertaining to broad licensees need to be clarified.

The contents of Addendum XV have been assembled to show a progres-
sion of interpretations of Part 35 that led inevitably to crippling
restrictions on the broad medical license. An example of such &
restricted license appears as Add. XVvi. NRC does not appear to
have set a determined course to destroy this license concept. The
contrary is probably closer to the truth. What appears to have
happened is that a straightforward interpretation of part 35 logi-
cally had to lead to this unfortunate state of affairs. The problem
is Part 35 itself, not its interpretation.

It is to NRC’'s credit that when it became aware of the impact of its
interpretation of Part 35 on broad medical licensees, the memo of
Add. XViv was sent to all regions (and al)l Agreement States). After
thorough consideration of this and related problems, NRC staff
determined that the best course of action was to change Part 35.
This Petition is the result of that decision.



Economy .

Instructions and suggestions for compouncing many radiopharmaceu-
ticals are provided in the scientific and professiona) literature.
The actual acts of compounding and administration are authorized
under state laws regulating the practices of medicine and pharmacy.
However, NRC regulations forbid the act of compounding except for
the very limited act of reconstituting reagent kits in accordance
with manufacturer’'s instructions. The only radiopharmaceuticals
permitted are those that have accepted IND's and approved NDA's.
The act of radiopharmaceutical compounding, as described in state
and FDA regulations, is not recognized by NRC; this effectively
disenfranchises the key professional practitioners, the nuclear
pharmacists. The nuclear pharmacist, who is permitted in 10 CFR
35.900 (a)(5) to be the Radiation Safety Officer, is nevertheless
not entitied to practice his primary profession. Certification by
the Board of Pharmaceutical Specialties in Nuclear Pharmacy is
recognized in all 50 States, but NRC does not recognize the profes-
sional practice of nuclear pharmacy. This needs to be rectified.

Han{ radiopharmaceuticals could be prepared by state-)icensed
nuclear pharmacists or nuclear physicians or their designees at
Tower cost or higher quality than for commercially available radio-
pharmaceuticals. Or, radiopharmaceuticals could go prepared that
are not commercially available at any price but may be used for a
nuclear medicine procedure which is economically competitive com-
pared with an alternative procedure. This issue has gained in
importance over the last few years because of health care cost con-
tainment policies and government reimbursement schedules.

The Federal ?ovcrnmont is responsible for the health care costs of
about 30 million patients each year, and most major third party
payers incorporate the HCFA fee schedules. Each clinical procedure
is reimbursed based on the professional component (the physician’s
fee) and the technical component (the cost of consumables, equipment
amortization, service of technologists, computer scientists, radio-
logical ghysicists, nuclear pharmacists, secretaries, receptionists,
and overhead). In many cases the technical component barely covers
the cost of the radiopharmaceutical of choice (see, for example,
“thyroid imaging with single determination" at Add. XII1). Thus,
the federal reimbursement schedule, coupled with NRC's requirement
to use only NDA-approved radiopharmaceuticals, occasionally forces
physicians to use radiopharmaceuticals that are not of choice. If
NRC permitted the practice of nuciear pharmacy, this would allow for
greater radiopharmaceutical flexibility and better and more economi-
cal patient care. FDA has specifically approved the manufacture of
cold kits by nuclear pharmacists (see Add. III1i and IV). NRC's
refusal to permit this practice is a severe regulatory contradic-
tion.

Summary.

Regulatory incompatibility between 10 CFR Part 35 and FDA regula-
tions and state pharmacy and medicine laws 1s causing serious
problems in the optimal delivery of quality nuclear medicine care




Iv.

énd the implementation of nuclear medicine research. The adoption
of the amendments described below will rectify this unfortunate
s;tuation. and we urge NRC to carefully consider these much-needed
changes.

Text of Amendment .

The petitioners recommend that the NRC publish for public comment the
following statements of consideration and proposed regulatory text:

A.

Definitions.

;*.1l*gu;_n{_ﬁnn;iﬁg:;;ign;‘ Certain definitions are needed to
clarify the scope and purpose of the regulations. The definition of
“meoical institution" needs to be amended to permit appropriate
flexibility and compatibility with FDA determinations. It is
assumed that a clear statement of responsibility will be available
for medical institutions composed of more than one entity where
scp:rato‘l§!'s. Radiation Safety Committees, and licensing agree-
ments exist.

Regulatory Text. 10 CFR 30.4 is amended by adding:

"Medical Research Use" means the intentional internal or external
administration of byproduct material, or the radiation therefrom, to
human subjects for research purposes.

Regulatory Text. 10 CFR 35.2 is amended by adding:

"Radiopharmaceutical” means any drug or biologic that contains
byproduct material.

"Medical Research Use" means the intentional internal or externa)
administration of byproduct material, or the radiation therefrom, to
human subjects for research purposes.

8’9!1&12:!T1111‘ 10 CFR 35.2 1s amended by changing the definition
of "medical institution" to read as follows:

"Medical Institution” means a single health care facility or 2
health care organization which may physically exist in multiple
separate locations but is integrated through economic and/or manage-
ment agreements. Several medical disciplines may be practiced in a
medical institution.

Practice of pharmacy, practice of medicine, and medical research.

511*¥nnn1_g£_§Qnging;ggign;* To avoid unnecessary duplication or
conflict with state and other Federal regulations that govern the
practice of pharmacy, the practice of medicine, and medical
research, the NRC regulations should be modified. The modifications
should permit the use of radiopharmaceuticals compounded under state
pharmacy and medicine laws. The NRC regulations should also be
modified such that the licensee is required to comply with appli-



cable FDA regulations. Because of the fact that state and FDA )aws
and regulations are subject to change and to new interpretations.,
and resultant policy changes, NRC should not attempt to itemize
these frameworks within its own requirements. It becomes the
licensee’'s responsibility to know and abide by the appropriate state
and Federal laws and regulations.

Regulatory Text. 10 CFR 35.100 is amended in its entirety to read:

(a)

(b)

A licensee may use for medical use any byproduct materia)
in a radiopharmaceutical and for a diagnostic use involving
measurements of uptake, dilution, or excretion in which:

(1) The radiopharmaceutical 1s manufactured and distri-
buted in accordarce with the Federal Food, Drug, and
Cosmetic Act and the Public Health Service Act, or:

(2) The radiopharmacevtical is manufactured. prepared,
propagated, compounded, or processed under an exempt
category of Section 510(g) of the Feders! Food, Drug
and Cosmetic Act.

A medical institution licensee may use for medical research
use any byproduct material in a radiopharmaceutical and for
@ use involving measurements of uptake, dilution, or excre-
tion 1f its use has been approved by the Radiation Safety
Committee (RSC) and the Institutional Review Board (IRB)
chartered in accordance with 45 CFR Part 46.

Regulatory Text, 10 CFR 35.200 is amended in its entirety to rrad:

(a)

(b)

A licensee may use for medical use any byproduct material
in a radiopharmaceutical and for & diagnostic use involving
imaging in which:

(1) The radiopharmaceutical is manufactured and distri-
buted in accordance with the Federal Food, Drug, and
Cosmetic Act and the Public Heaith Service Act, or:

(2) The radiopharmaceutical is manufactured, prepared,
propagated, compounded or processed under an exempt
category of Section 510(g) of the Federal Food, Drug,
and Cosmetic Act.

A medical institution licensee¢ may use for medical research
use any byproduct material in a radiopharmaceutical and for
a use involving imaging 1f its use has been approved by the
RSC and the IRB chartered in accordance with 45 CFR Part
46.

Regulatory Text. 10 CFR 35.300 is amended in its entirety to read:

(2)

A licensee may use for medical use any byproduct material
in a radiopharmaceutical and for a therapeutic use 1in
which:

10



{1) The radiopharmaceutical is manufactured and distri-
buted in accordance with the Federal Food, Drug, and
Cosmetic Act and the Public Health Service Act, or:

(2) The radiopharmaceutical is manufactured, prepared,
propagated, compounded, or processed under an exempt
category of Section 510(g) of the Federa) Food, Drug,
and Cosmetic Act.

(b) A medical institution licensee may use for medical research
use any byproduct material in a radiopharmaceutical for a
therapeutic use 1f its use has been approved by the RSC and
the IRB chartered in accordance with 45 CFR Part 46,

NRC licenses.

é131gg!ng_ff_nnngiﬂgzgxlna;‘ Licenses issued to date under 10 CFR
art only authorize medical use. To eliminate the administrative
burden of amending all those licenses to allow for medical research

use, the NRC will allow any medical institution licensee to also use
byproduct material for medical research use.

%l?nll&ﬂ:x_llxl* 10 CFR 35.11 1s amended by adding a new paragraph
c):

(c) Any medical institution licensed to use byproduct material
for medical use as described in sections 35.100, 35.200 or
35.300 may also use byproduct material for medical research
use described in the sections for which it is licensed.
This authorization supersedes any license condition issued
before (insert effective date).

Suppliers.

s1;*gmgnx_gz_ggn;1dg;;113n;‘ To allow the practice of institutiona)
nuclear pharmacy, the section that describes permissible sources of
radiopharmaceuticals must be expanded.

ngyljxn:x_I’xL, 10 CFR 35.49 is amended by changing the current
paragraph (c) regarding teletherapy sources to paragraph (d), and
inserting a new paragraph (c):

(c) Byproduct material in radiopharmeceuticals compounded by or
under the supervision of a state-licensed nuclear pharma-
cist or nuclear medicine physician if such radiopharmaceu-
ticals are manufactured, prepared, propagated, compounded,
or processed under an exempt category of Section 510(g) of
the Federal Food, Drug, and Cosmetic Act.

Free-standing Radiopharmacies.
The NRC licenses free-standing radio-

Statement of Considerations.
pharmacies to distribute radiopharmaceuticals, but typically
requires that they only distribute FDA-approved radiopharmaceuticals

11
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that have been reconstituted in accordance with the manufacturer's
instructions. The NRC must amend these licenses to allow free-
standing radiopharmacies )icensed under 10 CFR 32.72 and 10 CFR
32,73 to also compound radiopharmaceuticals. This must be accom-
plished by licensing action because those 1icenses have a clause
that states that 1f the license document is more restrictive than
the regulation, the license cocument takes precedence. Those
Ticenses will be amended by NRC, without charge to the licensee, to:
remove the requirement to reconstitute radiopharmaceuticals in
accordance with the manufacturer’'s instructions, and allow the com-
pounding of radiopharmaceuticals under the practice of pharmacy
regulations in accordance with requirements of the Food and Druy
Administration and applicable State requirements. In the event of
any disciplinary action by NRC, the applicable State Board of
Pharmacy will be alerted.

Specific Licenses of Broad Scope for Medical Research Use.

i1;1=E|n1_n§_nnn1113;;1*nn;‘ Ir. order to eliminate confusion
regarding the conduct of medical research use under a specific

l;conso of broad scope, it is advisable to amend portions of Part
33.

Regulatory Text. 10 CFR 33,11 (a) is amended to read as follows:
10 CFR 33.11 Types of specific licenses of broad scope.

(a) A "Type A specific 1icense of broad scope" is a specific
Ticense authorizing receipt, acquisition, ownership,
possession, use, and transfer of any chemical or physica)
form of the byproduct material specified in the license,
but not exceeding quantities specified in the license, for
purposes authorized by the Act. The quantities specified
are usually in the multicurie range. Applicants that are
medical institutions may conduct medical research use in
addition to conducting research and development as defined
in 10 CFR 30.4.

Blﬂllllnrx_ll§1¢ 10 CFR 33.13 (¢)(3) is amended by adding a new
paragraph (iv) as follows:

10 CFR 33,13 Requirements for the issuance of a Type A specific
license of broad scope.

An application for the issuance of a Type A specific license of
broad scope will be approved if:

12



. (c) ® . ®

(3) The establishment of appropriate administrative proce-
dure to assure:

(1) o B .
(11) - . .

(1v) Review, approval, and recording by the Radiation
Safety Committee and the Institutional Review
Board of the safety and ethics of proposed uses
fnvolving medical research use prepared in
accordance with paragraph (c)(3)(i11) of this
section prior to use of the byproduct material.

Regulatory Text. 10 CFR 33.17 (a)(4) is amended to read as follows:
10 CFR 33.17 Conditions of specific licenses of broad scope.

l (111) * . .
l

(a) Unless specifically authorized pursuant to other parts of
this chapter, persons licensed under this part shall not:

(l) * - o

‘2) L * -

(3) - L *

(4) Add or cause the addition of byproduct material
to any food, beverage, cosmetic, drug, or other
product designed for ingestion or inhalation by,
or ugplication to, a human being unless permitted

by the license document to conduct medical
research use.

i3



I1.

1.

v,

Vi,

Vil.

VIII.
IX.

ADDENDA

NRC regulations.

f. 10 CFR 35.100 Uptake, Dilution, Excretion

i1, 10 CFR 35.200 . Imaging
i11. 10 CFR 35.300 - Therapy

iv. 10 CFR 32.72 « = = Radiopharmacy

v. 10 CFR 35.73 « « « Distribution

vi. 10 CFR 35.11 « = « License required
vit. 10 CFR 35.49 « = « Suppliers

Sample free-standing radiopharmacy license (NRC) that only a)lows FDA

products reconstituted in accordance with the manufacturer’s
instructions. NRC Task FC 410-4, August 1985, pp. 53-57,

Letter from Paula Botstein of FDA dated 10 June 88 to Carol Marcus
explaining FDA's regulatory framework emphasizing that:

f. FDA permits the research and clinical uses of NDA-approved

radiopharmaceuticals for unapproved indications, by
unapproved routes of administration, and using kit
reconstitution methods other than as described in the
package insert. No IND is required. The FDA does not
distinguish between diagnostic and therapeutic
radiopharmaceuticals.

i1. FDA permits the practice of pharmacy.

Letter from Robert West of FDA dated 16 March 87 to Arun Sukerkar
stating that FDA permits the in-house manufacture of cold kits.

FDA Nuclear Pharmacy Guideline: Criteria for determining when to
register as a drug establishment. May, 1984. (Also known as the
"Lavender Report".)

Sample definition of the practice of medicine and related
d;:;n1tions. Corpus Juris Secundum 70:377-379; 393-394; 411-412,
1987.

Pharmacy

f. Sample description of the practice of pharmacy.
f1. Sample state radiopharmacy license.

Hippocratic oath.
Atomic Energy Act of 1954: Caution against intrusion into medicine.
Documentation of Clinical Examples

1. Marcus CS, Kuperus JH, Butler JA et al.: Phagocytic

labeling of leukocytes with Tc-99m-albumin colloid for
nuclear imaging. Nuc. Med. Biol. 15:673-682, 1988.

14



X1,

XI1.

X111,

XIv.

XV,

Henneman PL, Marcus CS, Butler JA et al.: Appendicitis:
Evaluation by T--99m-leukocyte scan. Ann. Emerg.
Med.]7:111-116, 1988.

11. Conroy RM, Lyons KP, Kuperus JH et al.: New technigue for
localization of therapeutic emboli using radionuc)ide
Tabeling. Am. J. Roentgenol. 130:523-528, 1978.

111, Marcus CS, Myhre BA, Angulo MC et al.: Radiolabeled red
cell viability 1. Comparison of Cr-51, Tc-$9m, and In-111
for measuring the viability of autologous stored red cells.
Transfusion 27:415-419, 1987,

Marcus (S, Myhre BA, Angulo MC et al.: Radiolabeled red
cell viability I1. Tc-99m and In-111 for measuring the
viability of homologous red cells in vivo. Transfusion
27:420-424, 1987.

fv. Hollander L: Treatment of malignant blood disease with
radioactive phosphorus. Chapter 29 of Blahd WH: Nuclear
Medicine, Mcgraw-Hill, NY, NY, pp. 760-774, 1971,

Federal Food, Drug, and Cosmetic Act, as amended.

i. Exemptions for pharmacy and medicine.
11. Definition of a drug.

Department of Health and Human Services Regulations for research
involving human subjects.

Food and Drug Administration Regulations for Radiocactive Drug Research
Committees: 21 CFR 361.1.

Marcus CS,: Radiopharmaceutical cost, procedure reimbursement, and
radiation absorbed dose: the cost of quality nuclear medicine in
America. Feb. 198%5.

NRC Limitation of Broad Licensees

1. Statements of Consideration
1. NRC correspondence prompted by Gerard C. Wong, Ph.D., of
the Radiologic Health Branch, California.
i11. Letter from the President of the American Pharmaceutical
Association to VADM Lando W. Zech, Jr., and the NRC reply.
iv. Memo from NRC to all regions (and also to Agreement
States): Notice of intent to reassess NRC regulations and
policy on byproduct radiopharmaceuticals.
v. Lletter from Paula Botstein, M.D., FDA, to Richard E.
Cunningham, NRC.
vi. The first of a series of new "broad licenses" issued in
California pursuant to XIVi.
vii. NRC correspondence prompted by Raymond C. Barrall, Director
of Radiation Protection, I1linois.
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§28.100

Subpert D—ilptohe, Dilution, and
Encrotion

8500 Us of mdiopharmercuticalc for
wptele, dilution and cucretion stediss.

A licensee moy voe any byproduct
meterial in o radiopharmaceutical and
for g diagnostic use ihvolving measure-
ments of uptake, dilution, or ercretion
for which the Food and Drug Admints-
tration (FDA) has ascepied o “‘Notice
of Claimed Investigstional Exemption
for & New Drug” (IND) or approved &
“New L rug Application” (NDA).

§35.120 Poceeacion of curvey inotrument

A licensee authoriaed to use byprod.
uet material for uptake, dllution, and
excretion studies shall have Ln its poe-
seesion @ portable radistion detection
survey instrument capable of detect-
ing dose rates over the range 0.1 mil.
lerm por hour to 100 millirem per
hour.

538280 Uos of radiopharmeseuticale, gen
gretors, ond reagemt Xita for lmagtna
and lccalization otudics.

() A licengee may uee any byprod-
uct material in a diagnostic radiopher-
maceutical or any Fenerator or rea-
gent kit for preparation and diagnoatic
we of & radiopharmaceutical contaln-
ing byproduct material for which the
Food and Drug Administrstion has se-
ceptad a “Notice of Claimed lnvnuao
tional Exemption for & New
(IND) or'%provod & “Mew Drug Appli-
cation” (WDA).

(b) A licensee shall aluta generators
and prepare reagent kit ia aoccordance
with the manufactures's instructions.

£ 35.304 Permiccidle melybdenum-#9 con-
centration

(@) 4 licensee may not sdminister to
humane & rediopharmaceutical con-
talning more than 0.13 microcurie of
molybdenum-$9 per millicurie of tech:
netium-$&m.

(b) A licensee that uses molybde-
num-98/technetium-#9m generators
for preparing & technetium-9#m redio-

harmaceutical shell measure the mo-
ybdenum-29 concentration I(n each
eluate or extract.

10 CPR €. | (1-1-80 Gdivion)

(¢) A licenses that must measure mo-
lybdenum concentration shall retain a
record of each measurament for two
years. The record must Include, for
each elution or extraction of technet)
um-20m, the messured activity of the
technetium expreesed In millicuriea,
the mewsured ectivity of the molybde-
num expreceed In microcuriea, the
ratio of the mecsures eapressad as mi-
crocuries of molyddenum per milll
curie of technetium, the time and date
of the meesurement, and the initials
of the individual who made the mees-
urement.

8 84.505 Contrsl of nareedlo and guess.

(6) A leensee that administers radio-
active aerceols or geaes ahall do so in @
room ¥ith a system that wili keep alr-
borne concentrations within the limits
preseribed by §8 20.103 and 20,108 of
this chapter. The system must either
be directly vented to the simesphere
through an air exhaust or provide for
collection and decay or disposal of the
a2rosol or ges in & shielded contalner.

(b) A liceraes shall administer radio-
aotive aecrosols and gases in rooms that
are ot negative pressure compared to
surrounding rooma.

(¢) Before receiving, using, or storing
& rodivactive ges, the licensee shall
calculate the amount ¢of time needed
after a gpill to reduce the concentra-
tion In the room to the occupational
iimit listed in Appendix B to Part 20
of this chapter. The calculation must
be baaed on the highest activity of ges
handled In & single contalner, the alr
volume of the room, and the measured
available alr exhaust rate.

(d) A licensee shall make & record of
the calculations required in paragraph
(¢) of this section that includes the &s-
sumptions, measurements, and calcu-
latiorw made and shall retain the
record for the duration of use of the
area. A licensee shall also post the cal-
culated time and safety measures to be
instituted (n case of a spill at the ares
of use.

(e) A licensee shall check the oper-
stion of collection sysiems each
month, and measure the ventilation
rates avallable (n areas of use each six
months

396
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035880 Poscecsion of survey Inotrume

A Ueanoee authorized to wse dypr
wet matarial for imaging and lecal
tion studies shall have In 18 ponsgs:
2 portable rediation detection sur

method of administration.

036310 Bafoty imatruction.

(&) A lecensse chall provide radiat
safety instruction fer all percon
caring for the patient receiving m
pharmeaoceutical therapy and hoap
ized for cumpliance with § 38. 'll of x
chapter. To satisfy this requirem
the Instruction must descride the
censee's procedures for:

(1) Patient control,

(2) Vigitor control;

(3) Contamination control;

(4) Waste control: and

(5) Motificstion of the Readia
Safety Officer in case of the patie
death or medical emergency.

(b) A licensee ahall keep for
years @ list of individuals receiving
giruction required by paragraph (8
this section, & description of the
gtruction, the date of Lnstruction,
the name of the individual who |
the instruction.

§88.3816 Safoty procautiona

(8) For each patient receiving ro
pharmsceutical therapy and hosp






A 10 CPR €h | (1.1.88 Gditioa)

20880 Conloel of asrossls and geses.

(3) & lioansée that administers radio-
ctive garegols or gases shall do 80 in a
som with & system that will keep alr-
oMme concentrations within the limits
resorided by 08 $0.108 and 20.108 of
ale chapter. The aystem must either
¢ Girestly vented to the atmosphere

Arrounding
(¢) Before recelving, using, or storing
radicactive goa, the licensee shall
sloulate the amount of time needed
& spill to reduce the concentrs.
in the reom 0 the occcupational
W in Appendiz B to Part 320
(e cmuv The calculation must
] d on the highest activity of ges
& mmlo contailner, the air
lume of the room, and the measured
/oilable air exhaust rate.
(d) A licensee shall make a record of
1@ caleulations required In parasgraph
) of this section that includes the as-
imptions, measurements, and calcu-
fione made and shall retain the
soord for the duration of use of the
22 A licensee shall also poat the cal
dlated time and safety measures Lo be
:mww in case of a spill st the area
fuse,
(@) A licensee shall check the oper-
don of collection systema each
onth, and measure the ventilation
suot::weblemmo!unmm
on

i

Mucleer Roguletory Commission

#80.220 Poccscsion of survey instruments.

A licergee authorized L0 use byprod-
uet material for imaging and localizs.
tion studies shall have (n its possession
& portable radiation detection survey
instrument capable of detecting dose
rates over the range of 0.1 millirem
per hour to 100 millirem per hour, and
a portable radiation messurement
survey instrument capable of messur-
ing dose rotes over the range | mil
:nm per hour 5 L000 millirem por

our

Therapy
035000 Use of radiopharmacouticalo for
therapy .

A licensee may use any byproduct
material in & rediopharmeceutica and
for a therapautic use for which the
Pood and Drug Adminisiration has ae-
ceptad 0 “Notiee of Claimed Lnvastigs-
tiona) Exemption for & New Drug”
(IND), or ved & “Wow Drug A
plication” (NDA). The licensee shall
comply with the peckage Insart iIn.
structions regarding indications and
method of adeninistration.

0 26319 Sefety Instruciion.

(2) A licenszae shall provide rediation
gafety Inetruction for all personnel
caring for the patient recziving redio-
pharmaceutical therapy and tal.
ised for compliance with § $3.78 of this
chaptar. To satisfy this mummt,
the instruction must dacceribe the -
censoe's procedures for:

(1) Patient control;

(2) Visitor control;

(3) Contamination control;

(4) Waate control; and

(8) Notificetion of the Radiation
Safety Officer in case of the patient's
death or medical emergency.

(b) A licensee shall Beep for tweo
yvears & liet of individuals recelving in-
struction required by paregraph (s) of
this section, & dascription of the (-
struction, the date of instruction, and
the name of the individual who gave
the lnatruction.

635318 Safoty precautions.

() Por each patient receiving radio-
pharmeceutical therapy and hospital-

§38.91%

izad for compliance w'th | 25 75 of this
chapter, a licensee shall

(1) Provide a private room with s
private sanitary facility.

(2) Poest the patient's door with @
“Radioactive Materials” & ¢ and note
on the dovr or In the patient's chart
where and how long visitors may stay
in the patient s room;

(3) Authorise visits by individunls
under age 18 only on & patient-by4a-:
tient basls with the approval of the
authorised wser after consultation
with the Radiation Safety O icer;

(4) Promptly after admin siration of
the desens, magsure the dore rates in
contiguows restricted and urrestricted
arecs with a rdiation mewsurement
suwrvey \mstrwement W derr onstrate
compllence ®ih the requirc: nws of
Part 20 of this chapier, and + tain for

t®o yaare o record of en« y that
includas the time and « of the
susrvey, o plen of the ar r st of
polnts surveyed, the men- . red doge
rate at peveral points ex; - n mi)-
lram par hour, the lnstr sed o
make the aurvey, and ! als of
the tndividual whe made vey.

(§) Eher monitor matcrial and
ftems removed from ! tient's
room Lo determine that ¢ \dlose-
tivity cannot be dist) ! from
the natural background r. n leval
with & radiation detec! ey In-
strument &2t on I3 mos! ¢ poale
and with no Interposc: ng. or
handle them & radiosc! :

(8) Provide the palic: radl-
ation gafety guldance tha: elp o
keep rediotion dose chold
membars and the pub! 5 res.
sonably achievable be! rizing
release of Lthe patient

(1) Survey the pati 1 and
private sanitary facilit) wvable
contamination with a - jetec-
tion gurvey instrumern »sign-
ing another patient tc The
room mugt not be rea e
movable contamination than
200 disintegrations per r or 100
sgueare centimaeters; an

(8) Meesure the th, en of
eech individual who h: re or
sdminister 2 dosage e-131
within three days aft ering
the desage, and reta b
required by § 20401 rd of

397
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s 10.CPR @ 1 (1100 Béian)

Wdine-120 and 0.008 microcurie of
“lelum 341 each, and
Duplaying the rediation caution
dazcrived In § 20.208(ax1) of
ter and the »ords, “Caution,
ve Material", and “Not for
m\.l or External Use in Bumans or

r"l!

The following statement, or a
antially similar statement which
sns the information called for in
vllowing statement, appears on a
alfined to each prepackaged unit
ppaars in &6 leaflet or brochure
h accompanies Lthe package: '

radicactive moterial may te rexived,
rad, poaceacesd. and wsed only by phyal
velarinarians in the proctios of vewes.
nedicine. clinical laboratorias or hoapl:
nd only for in vitro cliniasl o7 labors
A8 not involving inlarnal or estarnal
ustrstion of the meterial. or the radi
therofrom, W human beings or anl
1 receipl. coguisition. pescagsion. use,
rensfor are subjoot W the regulations
+ genaral liconce of the US Nuciear
atory Commission of of & Blale with

the Comumiasion haw entared into an
nant for the exercise of regulatory au-
y.

(Name of Manufacturer)

The labal affixed to the un't, or
wflet or brochure which accom
§ the package, contalng adequate
nation a8 to the precautions to
werved in handling and storing
br-=oduct material In the cose
(3 ck lodine 128 reference or
al.vn source, the information ae-
\nying the source must also con-
rections 0 the licensee regard.
e waste requirements

it in § 20301 of Part 20 of this
er.

16863, Nov i4, 1688 o8 amended st
34110, Dec. 11, 1973 39 PR 20148,
L1074, @0 PR 87848, Mar. 3. 1978 <3
04, Apr. 28, 1977, 43 PR 20087, May
T 44 FR 50228 Aug. 38, 1979)

‘s authorisad by the regulations in
n Seplamber 38, 1076, may be uped
e year from September 37, 1979

Yuclonr Rogulotery Commission

85272 Monufeeture ard diswribution of
radiopharmaceuticals  coutaining by-
preduct material for medical use under
Part 38

(8) An application for & specific L
cense W manufacture and distridbute
radiopharmaceuticals conteining by
product material for use by persons
suthorizsed pursuant to Part 35 of this
chapter wiid be approved |

(1) The applicant satisfies the gener.
al requirements spacified in § 30 33 of
this chapter,

(2) The applicant submits evidence
that.

(1) The radiopharmeceutical contain:
ing byprodust material will b2 manu-
factured, labeled, and packaged In ac-
cordance with the Federal Food, Drug
and Cesimetic Act or the Public Health
Service Act. such &8 & new drug appll-
cation (NDA) approved by the Food
and Drug Adruinistration (FDA), & blo-
logic product license Wsued by FDA, or
& “Notiee of Claimed Investigational
Exemption for & New Drug” (IND) ae-
cepted by FDA, or

() The manufacture and distriby-
tion of the radiopharmaceutical con-
talning byproduct material s not sub-
ject Lo the Federal Food, Drug. and
Cosmetic Act and the Public Health
Service Act,

(3) The applicant subm s informa.
tion on the radionuclide, chemical and
physical form, packaging including
maximum activity per package, and
shielding provided by the packaging of
the byproduct material that & appro-
priate for safe handling and storage of
radiopharmeaceuticals by group licens.
ees, and

(4)1) The label affixed to aach pack:
age of the radiopharmaceutical con
talns Information on the radionuclide
quantity, and date of asasy, and the
label, or the leaflet or brochure that
sccompanies each package, contains &
statement that the U8 Nuclear Regu-
latory Commission has approved dis-
tribution of the radiopharmaceutical
to persons licensed Lo use byproduct
material listed In §§ 36.100, 35.200, or
35.300, as appropriste, and to persons
who hold an equivalent license issued
by an Agreement State. However,
labels worded In accordance with re.
guiretaents that were In place on

363

5

March 30, 1987 may be used untl
March 30, 19089

(1) The labals, leaflets or brochures
required by this paragraph are in addl.
tion W the labeling required by the
Food and Drug Administration (FDA)
and they may be se e from or
with the approval of FDA may be
combined with the labeling required
by FDA

(p) If an application & flled pursuant
0 paragraph (&) of this section on or
before Owetober 15, 1974, for o license
0 manufactuwrer and distribute & ra
diopharmacevtical that wes distribut.
ed commearcially on or before August
18, 1874, the applicant may continue
the distribution of such rediopharma.
coutical W group lcenaseas untll the
Commisaion tasues the license or noti
fiea the applicant otherwise

(30 PR 28140, July 17, 1974, a8 aunended st
51 PR 30837, Oct. 16, 1606)

83270 Rlenufocture end diatribution of
Fenerator or reagont kits for prepars.
tion ef radiopharmaceuticals contain.
ing byproduct material.

(») An applization for a specific 1
cenge to manufacture and distribute
generators or reagent kits containing
byproduct material for preparstion of
rediopharmaceuticals by persons
censed pursuant to §35.14 of ths
chapter for the uses listed In Oroup
Il of Schedule A, §35.100 of this
chapter will be spproved (f (Se¢ Note
1)

(1) The applicant satisfies the gener
al requirements specified in § 3033 of
this chapter,

(2) The applicant submits evidence
that

(1) The generator or reagent kit is to
be manufactured, labeled, and pack.
aged in sccordance with the Mederal
Food, Drug, and Coametic Act or the
Public Health Service Act, such o8 new
drug application (NDA) approved by
the FPood and Drug Administration
(FDA), a Dbiologic product license
lssued by FDA, or & “Notice of
Claimed Investigational Exemption
for & New Drug” (IND) accepted by
FDA. or

(i) The manufacture and distribu
tion of the generator or reagent kit
are not subject Lo the Federal Food
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§ 3374

Drug, and Cosmetic Act and the
Public Health Service Act.

Norz 1. Although the Commigsion doss
not regulate the manufacture and distribu-
tion of reagent kits that do not contain by-
product material, It does regulate the woe of
such reagent kit for the preparation of ra-
diopharmaceutizals contalning byproduct
material as part of I lleenaing and reguls.
tion of the uoers of byproduct material. Any
manufpeturer of resgent kits that ¢o ot
contaln dyproduet matarial who dsaires to
have his reagent kita approved by the Com-
misalon for wee by percons licensed pursuant
o §35.14 and Qroup LIl of Schedule A,
§ 35,100 of this chapter may submit the per-
tinent information specified In this § 32.73

(3) The applicant subgits Informa-
tion on the radionuclide, chemical and
physical form, packaging including
maximum activity per package, and
shielding provided by the packaging of
the byproduct material contained in
the generator or reagent kit,

(4) The label affized to the genera-
tor or reagen: kit contains information
on the radionuclide, quantity, and
date of aasay; and

(5) The label affizxed to the geners-
tor or reagent kit, or the leaflet or bro-
chure which accompanies the geners-
tor or reagent kit, contains:

(1) Adequate Information, from & re-
distion gafety standpoini, on the pro-
cedures to be followed and the equip-
ment and shielding to be used In 2lut-
ing the generator or precessing radio-
lc::ve material with the reagent ki,
an

() A statement that this generator
or reagent kit (a8 approgriate) 18 ap-

proved for distributien o -
censed by the U.8. Nuelegs tory
Commission to use d material
identified In §38.2 or uncder an

equivalent license of an Agresment
State. However, labels worded (n ge-
cordance with requirements that were
in place on March 30, 1087 may be
used untll March 30, 1089,

The labels, 'saflets or brochures re-
qQuired by this paragraph are in addi-
tion Lo the labeling required by FDA
and they may be separste from or,
with the approval of FDA, may be
combined with the labeling required
by FDA.

(b) If an application is {lled pursuant
to psragraph (a) of this section on or

10 C7R . § (V138 Bdlktlen)

before Qctober 15, 1974, for o loense
to manufacture and distribute & gener-
ator or reagent kit that was distribut-
ed commercially on or before August
16, 1874, the applicant may continue
the distribution of such generator »y
reagent kit untll the Commigs: n
issues the license or notifies the appui-
cant otherwise.

(386 PR 28148, July 17, 1074, a0 amended at
81 FR 30837, Oct. 16, 1088)

§327¢4 Meonufesture and diotribution of
sourced or dovicss containing bypred.
uet material for mediesl ves.

(8) An application for & specific li-
cenge to manufacture and distribute
sources and devices containing byprod-
uct material to persons licensed pursu.
ant to Part 35 of this chapier for use
&8 o calibration or reference source or
for the uses lsted in §§ 35.400 and
afl.aoo of this chapter will be approved
it

(1) The applicant satisfies the gener-
&l requirements in § 30.33 of this chap-
ter;
(2) The applicant submita sufficient
information regarding esch type of
source or device pertl ent to an eval-
ugtiion of its rodigtion safaty, includ-
m.

(1) The byproduct material con-
tained, ita chemical and physical form,
and amount;

(i) Detalla of deslgn and consiruc-
tion of the gource or 4evice;

(i) Procedures for, and results of,
prototype tests to demonstrete that
the source or device will malntain its
integrity under stresses likely to be en-
countered in normal use and accidents;

(lv) For devices containing byprod.
uct material, the radiation profile of a
prototype device,;

(v) Detalls of quality control proce-
dures to assure that production
sources and devices meet the stand-
ards of the design and prototype tests;

(vi) Procedures and standards for
calibrating sources and devices;

(vil) Legend and methods for label-
Ing sources and devices as to thelr ra-
dioactive content;

(vill) Instruct'ons for handling and
storing the gource or device from the
rediation safety standpoint. these in-
structions are to be Included on & du-
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rable label atiached to the soure
dovioe or ottichad o & permat
storage contalngr for the source
dovice: Provided, That instruct
which are too lengthy for such |
may be summarized on the label
printed In detall on & brochur* w!
is referenced ol. the label;

(3) The label affixed to the sourc
device, or to the permanent sto
container for the source or device,
talng informatior. on the :adienuc
quantity and dete of aseay, an
statement that the UE, Nuclear R
Iastory Commission has approved
tribution of the ‘name of soure:
device) to peroons licenged to wuse
product material identified in §8 8
35.400, or 35.800, ns appropriate,
to persons who hold an esguivaler
cenge lagued by an Agreement 8
However, labels woided In accord:
with requirements Lhat were In
on kaarch 30, 1887 may be used \
March 30, 1880.

(bX1) In the event the applican!
pireg that the source or device ¢
quired to be teated {or leakage o)
dicgctive material at intervals lo:
than alx months, he shall includ
his application sufficient informe
to demongtrate that such longer L
val 8 jugtified by performance che
teristics of the souree or deviee
gimilar gourcsd or devices and
design features that have a gigmifl
bearing on the probabllity < =0
quences of leakage of radioactive
terial from the souree,

(2) In determining the accepiabl
terval for test of leakage of radios
material, the Commission will con:
information that includes, but L
Iimitad to:

(1) Prin.ory containment (source
sule);

(i) Protection of primary con
ment;

(i) Method of sealing centainn

(lv) Contalnmant construction n
rials,

(v) Foria of contained radioa
material,

(vi) Maximum temperature 1
200d during prototype tests.

(vil) Maximum pressure withs
during prototype tests,

(vili) Maoximum quantity of
tained radioactive material;
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§ 8891

‘) The approved Informatior ol
“on requirements contalneg In this
gaﬂ appear In 0§ 36.13, 98.18, 38.14,

5.21, 36.23, 35.23, 33.27, 35.20, 88.31,
36.33, 35,60, 36.61, 28.53, 36.89, 356.00,
35.81, 33.70, 25.80, 38.92, 35.204, 35.208,
36,310, 26.315, 80.404, 35.408, 35.410,
36.418, 35.808, 35.8010, 35.818, 36.330,
85.833, 38.834, 20.833, 30.841, 35.843,
36.848, and 39.647.

(¢) This part contalns information
collection requiremenis in addition to
thoge approved under the control
number specified In paragraph (a) of
this section. These information collec-
tion mwguirements and the control
numbars under which they are ap-
proved as foliowa:

(1) In § 86.12, Porm NRC-313 I ap-
g{gﬁd under control numnber 3180-

788,11 Liceass required.

(@) A person shall not manufaciure,
produce, scquire, recelive, posasss, use,
or tranafer byproduct material for
medical uge except In necordance with
2 specific license issued by the Com-
mission or an Agreement State, or as
anovoc. inh paragraph (b) of this gec-

on.

(d) An individual may receive, pes-
sess, use, or tranafer oyproduct materi-
al in aecordance with the regulations
in this chapter under the supervision
of an authorazed user as provided In
§35.25, unless prohibited by license
condition.

2358.12 Application for lkemes, amend.
ment, or repewal.

(a) If the application {s for medical
use sited in 2 medical institetion, only
the Institution's maN2gIEAGAL mMAay
apply. If the application & for maedical
use not sited in a medical inatitution,
any person may apply.

(b) An spplication for & license for
medical use of byproduct materiel as
described ir §§ 35.100, 35.200, 38.300,
35.400, and 1'5.500 of this part must be
made by flling an original and one
copy of Fonu NRC-313, “"Application
for Materialh License.” For guldance
in completing the form, refer to the
instructions Ln the most current ver-
vions of the appropriate Regulatory
Juldes. A request for & license amend-
ment or renewil may be submitted as

10 €FR Ch. | (1-1-288 Bdition)

an original and one copy in letier
format.

(¢) An application for & license for
medical use of byproduct material oo
deacribed in § 38.600 of this part must
be made by flling an original ard one
copy of Form NRC-313. For guidance
in completing the form, refer to the
instructions In the mest current ver-
sion of the eppropriate Regulatory
Quide. A request for a license amend-
ment or renewal may be submitted os
an original and one copy in letter
format.

(d) For copies of regulatory guides,
application forms, or Lo submit an ap-
plication or an amendment request,
refer Lo ) 706 of this chapter.

838813 Liconce amendmants.

A licensee ahall upply for and must
reczive g licanse amendment:

(a) Beiore it recelves or uses dyprod-
uct material for @ clinical procedure
permittad under this Part Lut not per-
miited by the license lnsuecd pursuant
to this part,

(b) Before it permita anyone, except
8 vigiting suthorised user deacribed in
§ 356.37, Lo work e an authorized user
under the license,

(¢) Before it changes Radistion
Safety Officers o1 Teletherapy Physi-
cists;

(d) Before It orders byproduct mate-
rial In excess of the emount, or radio-
nuclide ¢ form dif'erent than author-
iged on the license; snd

(@) Before It adds to or changes the
aress of use or addrees or addresses of
uge ldentified in the spplication or on
the license.

985.14 Notficatione.

2 licensee shall notify the Commis-
gslon by letter within thirty days when
an suthorized user, Radiation Safety
Officer, or Teletherapy Physicist per-
manently discontinues performance of
duties under the license or has & name
change, or when the liconsee’'s mailing
address changes. The licensee shall
mall the report to the appropriate ad-
dress Identified Iin § 30.6 of this chap-
ter.
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$35.18 Licence icouance.

The Commisaion shall iasue a le
for the medical use of byproduct m
rial for o term of five years if:

(8) The applicant has flled F
NRC-313 “Application for Mate
License” In meccordence with the
structions in § 35.12;

(b) The applicant h=* pald any a,
cable fee as provided in Part 17
this chapter;

(¢) The Commission finds the &
cant equipped and committed to
serve the safety standards establl
by the Comamission in this Chapte
the protection of the public ne
and safety; and

(d) The applicant meets the req
ments of Part 30 of this chapter,

935.19 Spocifie ezemptions.

The Commisasion may, upon aps
tion of any interested person or '
its own initiative, grant such ex
tions from the regulations in this
a8 it deternines are authorized b)
and will not «ndanger life or proj
or the comnon defense and sec
and are cther®ise in the public |
est. The Conunission will revies
quests for exemptions from tre
and experience rajuirements witl
sasistance of ita Advisory Commx
on the Medical Uses of lsotopea.

Subport B—tionooal Administret
Rogquiromente

§235.20 ALARA program.

(a) Bach licerse2 shall develop
implement o writien radiation p:
tion program thut includes prov
for keeping doses ALARA.

(b)) To aatutty tt\l;:'e nt?ulreme

aragraph () of t gection:

" (1) At & medical lnstitution, ma
ment, the Radiation Safety O:
and all authoriged users must p:
pate in the program &s request
the Radiation Safety Committee.

(2) Por licenaees that are not
cal lnstitutions, mansgement &
authorized users must particips
the program 8 requested by the
ation Safety Officer.

(¢) The program must include
1o workers of the program's exl
and workers' responsibility to
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oLher, respectivaly. These notifics-
¥ must be made within 2¢ hours
*r the licensee discovers the misad-
unmqon If the referring physi-
1 ent, or the patiant's responsi-
: Jve or guardian cannot be
shed within 2¢ hours, the licensee
Il notify them as soon as practics-
The licensee is not required to

ity the patient or the patient's re.
naible relative or ruard?an wuho:t
* consulting the referring physi-
x& l:::‘/’:vclr. the 'llcenne shall not
" cal care for t .
R he patient be
) Within 18 days after an initi
gpy misdministration report t.;
< the acensee thall report, in writ.
to the NRC Reagional Office ini-
¥ talephoned and to the referring
ilclen, and furmish o copy of the
rt Lo the patient or the patient's
onsible relative (or guardian) If
eF WA3 previously notified by the
802 under parsgraph (a) of this
on. The writter. report must in.
e the licensee's name; the refer-
physician's name; & brief descrip-
of the event; the effect on the pa-
i the action taken to prevent re-
ince, whether the licensee (n-
ed the patient or the patient's re-
8ible relstive (or guardian), and it
why not. The report must not in-
' the patient's name or other in-
&tion that could lead to identifl-
n uf the petient.

When a misadministration (n-
] agnostic procedure, the Ra-
i Jety Officer ghall promptly
tigate its cause, make & 12cord for
review, and retain the record as
@d In §38533(d). The licensee
also notify the referring physi-
and the appropriate NRC Office
led in § 30.6 of this part In writ.
n Form NRC ' within 1§
if the misadministration involved
se of bvproduct material not in.
d for medical use, administration
dosage five.fold different from
tended dosage, or administration
product material such that the

o ——

* SIaff 1s developing this form and will
L avallable before the effective date
regulation. A notice of its avallability
published in the Feoenal Recisren

Huctear Rogulatery Commissien

patient s likely to recelie an organ
dose greater than 2 rem or a whole
body dose greater than 300 millirem.
License®s may use dosimetry tatles in
peckage Inserta, corrected only for
amount of radioactivity administered,
to determine whether & report is re-
quired.

(d) Each licensee shall retain s
record of each misadministration for
ten years. The record must contaln
the namaes of all individuals involved
in the event (including the physician,
allled health personnel, the patient,
and the patient's referring physician),
the patient's social security number or
identification number i one has been
assigned, a brief description of the
event, the effect on the pstient, and
the astion taken, if any, Lo prevent re-
currence.

(e) Aside from the notification re-
quirement, nothing In this section af-
fects any rights or duties of licensees
and physicians In relation to each
other, patienta, or responsible relatives
(or guardians),

8 36.49 Suppliare.

A llcensee may use for medical use
only:

(a) Byproduct material manufae-
tured, labeled, packaged, and distribut-
ed In accordance with & licerge lssued
pursuant to the regulations in Part 30
and 0§ 32.72, 32.73, or 33.94 of thi
chepter or the squivalent regulations
of an Agreement Etate;

(b) Reagent &% that have bzen
manufactured, labeled, packaged, and
distributed in cocordance with an ap-
proval by the Commisaion pursuant to
§32./5 or an Agreement State under
equivalent regulations for the preparse-
ticn of radiopharmaceuticals for medi-
cal use, and

(¢) Teletherapy sources manufec-
tured and distributed In accordance
with a license leaued pursuant to Part
30 of this chaptier or the equivalent
regulations of an Agreement State.

Subpant C—Bonarcl Tochnical
Rogquiremants

£ 35.80 Posscasion, uce, calibration, and
eheek of doce callbrator.

(8) A medical use licensee suthorized

to administer radiopharmaceuticals

§ 33.50

shall have In I8 possession a dose call-
brator ard use It to measure the
amount of activity administered to
each patient. 3

(b) A ilcensee shall

(1) Check each dose calibrator for
constancy with a dedicated check
source at the beginn...g of each day of
use. To satisfy the requirement of this
paragraph, the check must be done on
o irequently used setting with a sealed
source of not less than L0 microcuries
of radium-228 or 50 microcuries of any
other photon-emitting radionuclide;

(2) Teat aach dose calibrator for ac-
curscy upon installation and st least
annually thereafter by assaying at
least two sealed gources containing dif.
ferent redionuclides whose activity the
manufacturer has determined within §
parcent of 1ta stated ¢ ctivity, whose ac-
tivity o ot least 1v microcuries for
radium- 236 and 50 microcuries for any
othér photon-emitting radionuclide,
and at least one of which has & princi-
pal photon energy between 100 keV
and 500 keV,

(3) Test each dose calibrator for line-
arity upon Instaliation and at least
quarterly thereafter over the range of
ita use between the highest dosage
that will be administered to & patient
and 10 microcuries. and

(.) Test each dose calibrator for ge-
ometry dependence upon installation
over the range of volumes and volume
configurations for which it will be
uged. The licensee shall keep a record
of thig tast for the duration of the use
of the doge calibrator,

(¢) A licensee shall also perform ap-
propriate checks and tests required by
this section following e&djustment or
repalr of the dose calibrator.

(d) A licensee shall mathematically
correct dosage readings for any geome-
try or linearity error that exceeds 10
percent I|f the dosage Is greater than
10 microcuries and shall repair or re-
place the dose calibrator if the accura-
cy or constancy error exceeds 10 per.
cent.

(@) A licensee shall retain a record of
each checlt and test required by this
section for two years unless directed
otherwise. The cecords required In
parsegraphs (b)1) through (b)X4) of
this section must Include:
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CFFICE OF NUCLEAR REGULATORY RESEARCH Ofviston 30

DRAFT REGULATORY GUIDE AMD VALUE/IMPACT STATEMENT ' o%k FC 410-4

Contact: P. Vacca (301) 427-4002

GUIDE FOR THE PREPARATI
APPLICATIONS FOR NUCLEAR P SES

~ 00

This regulatory guide and the associated valua/ impact statement are being issuen in draft form Lo involve
th public In the early stages of Lr; deve.coment of 4 reguiatory position in this ares. They have not
Feceived compiete staff review And 10 not represent an official NRC iLaff pasition

Public comments are being solizited an both Arafts, the guide (including any implemantation schedule) and
the value/impact statement., Comments on the value/ 'mpact statement should be sccompanied by supporting

data. Comments an both grafts should be sent to the Secretary of the Commission. U.S, Nuclear Regulatory
Commission, wasnington, 0.C. 20955, Attention Decketing and Service Granch. % October 31, 1985,

Requests for single copies of draft quides (which say de reproduce i) 3¢ for placement an an autumatic
alstribution 1ist for single copies of future draft Quides n specific divisions should e sade In
writing to the U.5. Muclear Requiotory Commission, Washington, D C  20955. \ttention: Director,
Division of Technical Infarmatinn and Nocument Contro!
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" License number
|

MATERIALS LICENSE = 3

SUPPLEMENTARY SHEET t or Reference number
. 030-XXXXX _

14,

16.

17,

18,

CONDITIONS

continued

c. If the test reveals the presence of 0.005 microcurie or more of removable
contamination, the licensee shall immediateiy withdraw the sealed source
from use and shall cause it to be decontaminated and repaired or to be
disposed of in accordance with Commission regulations. A report shall be
filed within 5 days of the test with the U, S. Nuclear Regulcotory
Commission, Region I, 631 Park Avenue, King of Prussia, Pennsylvania 19406,
describing the equipment invclved, the test results, and the corrective
action taken, =™ P

D. Tests for lnkl‘o and/or contamination shall be performed-by the licensee or by

vther persons specifically authorized by the .Commission ar an Agreement

ftate to perform such services. 3
The licensee shall conduct & physical inventory every 6 months {o account for all
sealed sources received and possessed unde: the license. The récords of the
inventories shall be maintained for 2:'years from the date of tf¥ ioventory for
inspection by the 'to-ul},pg. and she lude the quantities-and kinds of
byproduct material, ‘manufscturer's. lel numbers, logition of sealed
sources and the duto;of the thvgne 5 - -

’ ' e .‘y‘ L 4 -

The licensee may tum';art licensed -t -X\Brwvcr 1 sed material to a
carrier for transport ccordance h'prov“tona@ itle 10, Code of
Federal Regulations, Part 71, "Packaging and ‘runcpor(.c n of Radioactive
Material." 7 \

7

Radiocactive waste mry be picked up to-*o tonuc'l customers and disposed of
in accordance with Zhe procedures, statements, and representations in ite
application dated April 1, 1985,

A. Radiopharmaceuticals dispensed and/or distributed for human use shall be
either:

(1) Repackaged trom prepared radiopharmaceuticals that are the subject of
an FDA-approved "New Drug Apnlication" (NDA) or for which FDA hae
accepted a "Notice of Claimed Investigational Exemption for a New Drug"
(:ND)} or

(11) Prepared from generstors and reagent kits that are the subject of an
FDA~approved NDA or for which FDA has accepted an IND,
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License number
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j 20.

i 21.

DATE
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CONDITIONS

Continued

B. Prepared radicpharmaceuticals for which FDA has accepted an IND and
radicpharmaceuticals prepared from generators or reagent kits for which FDA
has accepted an IND shall be dispensed and/or distributed:

29 &
(1) In accordance with tha dtnztiom prar{ﬁ, by the sponsor of the IND,
and (] N

(11) Only to physicians who have been accepted by th()pomor of the IND to
participate In clinical evaluation of the drug. 'p
. /
: partt‘tpctu in an IND
neor of.the IND for use of
he op and for

The licensee uhall‘ﬁ?on tnfuun. each physici
evaluation that t hysician responsible to
the drug in acco':.l« with &

reporting to the Qnoor tho

drug.

oal ive ial with reagent
‘-by thh.kuuc er on the label
t togccovﬁtn t enerator or

S 2
Any proposed changes in packaging, shielding, or&s.m%#n be submitted for
c

The licensee ohlll lute .gpcnto
kits in accordance with instructiohe
attached to or in the leaflet or bro
reagent kit, ‘!

reviev to the Material Lf{censing Branch, Division éf Fu cle and Material

Safety, U.S. Nuclear Regulatory Commission, Peshtn.to 20555,
Except as specifically providod"&t 10 1ccnu. the licensee shall
possess, use, package, label, and d unud material described in

Items 6, 7, and 8 of this license in .cccrdanco vith statements,
representations, and procedures contained in spplication dated April 1, 1985;
and letter dated June 1, 1985. The Nuclear Regulatory Commission's regulations
shall govern the licensee's statements in applications or letters, unless the
statements are more restrictive than the regulations.

FOR THE U.S. NUCLEAR REGULATORY COMMISSION

June 15, 1985 BY VOI1D

Material Licensing Branch

Division of Fuel Cycle and
Material Safety

Washington, D. C. 20555
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Mealth Service

Food and Drug Administration
Rockville MD 20857

JN 10 1988

Univarsity of California, Los Angeles
UCLA School of Medicine

Harbor-UCLA Medical Center

1000 Carson Street, Building A~13
Torrance, California 90509

Attention: Carol §, Marcus, Ph,D., M.D.
Director, Nuclear Medicine OQutpatient Clinic

Dear Dr. Marcus:

Dr. Temple has requested that I reply to your letter dated July 20,
1987 regarding particular issues which affect the radio-
pharmaceutical community,

Because our response may have a significant impact on this promising
modality, we have attempted to approach these complex regulatory
issues in a thought ful and measured manner, We hope you will
understand our delay in providing this response.

1 will address each point in your letter sequentially,

Raiiochemicals and Chemicals ve. Radiopharmaceuticals and
Phurmaceuticals

The Food, Drug, and Cosmetic Act (hereafter referred to as the Act)
establishes extensive controle to assure that finished
pharmaceuticals and components are safe and effective for their
intended uses, A shipper or supplier may be liable to injunction
and/or criminal prosecution if a new drug is distributed contrary to
the proviesions of the Act. Thie is not a new position.

FDA has for many years regarded suppliers of chemicels Zor

presc on compounding, or for other drug uses, as fully subject
to re, on under the Act': drug labeling and preclearance
requiremencs, Suppliers must register pursuant to section 510,
submit to inspection under Section 704 and meet the current good
manufacturing practice requirements of Section 501(a)(2)(B). 1In
addition, in the case of new drugs, the manufacturer of such
chemicals must be approved in an NDA. These are legal requirements
wvhich we believe to be in the public interest.
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As you have stated, for many years radiopharmacists have obtained
radiochemicals to prepare unapproved radiopharmaceuticals for human
aduwinistration, FDA has not sought to regulate under the nev drug
provisions of the Act this limited aspect of the practice of
pharmacy, where a radiopharmacist, acting pursuant to & prescription
order from a physician, compounds a radiopharmaceutical for clinical
use within the institution with which he or she is affiliated,

The agency takes a different view with regard to sale of unapproved
non-radioactive kites or similar ligands (not synthesized from
components) for purposes of being labeled by radiopharmacists with
radiochemicals, 1In this case, the radiopharmacist labels a
commerciaily prepared “cold" kit or ligand, which was in all
probability shipped in interstate commerce from the supplier with
the intent of ultimately being used for diagnosis or treatment,

An example of this is the labeling of cold mIBG with radiocactive
jodine 1 131 for adrenal scanning, The mIBC is & drug (a component
for a finished product) that has not been compounded from ite
individual components by the radiopharmacist, but usually has been
purchased from an outside source, Similarly, the iodine I 131 being
used for the labeling procedure is often supplied as a
radiochemical, If the safety and effectiveness of such drugs have
not been established in an approved NDA, an IND should be submitted
to the FDA to provide for the clinical use of the drug., I have
enclosed for your ‘nformation FDA's “"Nuclear Pharmacy Guideline”,
which discusses in detail the agency's approach to the practice of
nuc lear pharmacy.

Similarly, a kit or ligand for PET imaging, because of its intended
use, is not an intermediate but is rather a drug that is fully
subject to FDA regulation, As you probably are aware,
non~radiocactive reagent kits or nuclide generators are regulated as
druge under the Act when used in the preparation of a
radiopharmaceutical, See 21 C.F.,R. 310.3(n).

At this time, let me address some additional concerns you have
raised regarding the FDA policy.

With respect to your belief that the Agency is “"trespassing on the
territory of other regulatory agencies”, it is the FDA's ultimate
responsibility to assure that any new drug, prepared for either
diagnostic or therapeutic purposes, hae been determined to be safe
end effective for its stated purpose and is the subject of an
approved WDA or an abbreviated NDA. Alternatively, the drug should
be under active investigation (IND) involving controlled clinical
trials to establish its safety and effectiveness, No other agency
per forms this task,
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. Regarding your remarks concerning National Laboratories, FDA does
not set policy for the National Leboratories, Nothing in FDA's
regulations would prohidbit National Laboratories, or any one else,
from submitting an IND or NDA in compliance vith the requirements of
the Act. Submissions have been made and are Leing made by National
Laboratories under the new drug section of the Act.

Moreover, we do not believe that patients are being deprived of
optimal care. As previously stated, the FDA has not sought to apply
the new drug provision of the Act to the compounding of &
radiopharmaceutical under limited circumstances consistent with tte
practice of pharmacy and medicine and we are aware that this
pructice has led to the initial development of new products and new
uses of existing products, However, with regard to the distribution
of kits or ligands for medical use, we have applied the new drug
provisions of the Act. See FDA's "Nuclear Pharmacy Guideline,”
enclosed, Better quality safety and effectiveness v ta will be
derived from studies conducted under the IND regulations a..' matient
safety will be safeguarded, I am certain you will agree, that
patients receive optimal care when they receive drugs which have
been approved on the basie of data generated from adequate and
vell-controlled scientific studies and they have adequate
prescribing information in their labeling. In addition, we welcome
suppliers of unapproved radionuclides to work with the Agency 8o
that these agents may become the subject of NDA approvals and thus
be more readily available to the entire community.

For your information, the FDA has recently explicitly relaxed ite
regulations regarding investigations of addi*ional unlabeled uses of
approved druge including radiopharmaceuticals. Please be advised
that no IND need be submitted for such uses, if the following
conditions [see final rule prblished in the Federal Repister of
March 19, 1987 (52 FR 8748-8847)] and codified at CFR 312.2(b)

are met:

1. The investigation is not intended to be reported to FDA as
a vell-controlled study in support of a new indication for
use nor intended to be used to support any other
significant change in the labeling for the drug;

2. the investigation is not intended to support & significant
change in the advertising for the product; and,

3. the investigation does not involve a route of
adwinistration or dosage level or use in a patient
population or other factor that significantly increases the
risks (or decreases the acceptability of the risks)
associated with the use of the product.
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4, The investigation is conducted in compliance with the
requirements for institutional review, informed consent and
promotion and sale of investigational drugs.

In addition, an IND is not required when a physician uses an already
approved drug for an unlabeled indication within the practice of
medicine, which the Agency has consistently viewed as including the
use of marketed drugs for unlabeled indications in the “"day to day”
treatment of patients, 21 CFR 312.2(a).

Radiopharmaceuticals for PET Imaging

Many of the staff at FDA, particulariy those in our Division of
oncology and Radiopharmaceutical Drug Products, tave spent
substantial effort in exploring the various aspects of the
regulation of radiopharmaceuticals for PET imaging. The clinical
use of PET imaging carries a great potentia) for the
radiopharmaceutical community and for the patients served, It also
raises complex medical, legal, regulatory, compliance and management
issues,

For example, although PET centers are customarily located in
clinical institution settings, these centers are similar in many
respects to drug manufacturing sites, Reconciling the implicatione
that emerge just from this situation alone makes it apparent that
serious consideration must be given to devising, within the Act and
regulations, means of regulation that assure safe and effective PET
imaging agents without placing an undue burden on either the PET
centcre or the FDA.

PET is not a new modality, but sufficient assurance of iudividual
product uniformity from site to site and over time at the same site
appears lacking, However it is achieved, such assurance is, of
course, important in consietently obtaining the anticipated effect
of PET radiopharmaceuticals in patients, Were such a goal
obtainable it would be ressonable to expect, within regulatory
limitations, that the amount of clinical safety and effectiveness
data for each drug product among PET centers would necessarily be
reduced substantially.

We are approaching the regulation of PET with an open mind and with
due regard for its special nature and role in the development of new
products, We intend to be flexible and creative in our approach.

Physician Sponsored INDs and OQutside Review of INDs
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The most efficient mechanism to get a drug through the NDA approval
process is for the commercial sponsor to conduct an appropriate
number of adequate and well-controlled clinical studies which are of
proper design to yield data upon which the Agency may base an
approval, As newer radiopharnaceutical agents have evolved, we have
urged the sponsors to proceed ir this more focused direction.

An important aspect of this app “uch includes a commitment on the
part of the sponsor to limit the number of certain kinds of
physician-sponsored INDs beyond those for studies deemed adequate
and necessary for NDA approval, Sponsors of individual INDs may
want the drug for various reasons, These principally include

(1) ueing the drug in clinical practice without really evaluating
the drug or cellecting safety and effectiveness data, (2) using the
drug as a specific research tool typically in a funded research
investigation in an area of interest which is different from that of
the commercial sponsor, and (3) evaluating the performance of the
drug in a manner substantially different from the approach and
setting chosen by the commercial sponsor, The last two types of
INDs will collect important data, although these data nay not be
directly or readily applicable for use by the sponsor in the
original NDA submission,

The first type of physician-sponsored IND mentioned above is less
useful with regard to drug approval, Such an IND expends resources,
usually does not provide usable data and may contribute to delayed
approval, Thus, in an attempt to hasten the approval process we
have discouraged commercial IND cponsors from freely providing a
drug which is under clinical trials to ai’'{tinnal practitioners,
particularly for use under such individua. shysician-sponsored INDs,

The American College of Nuclear Physicians and the Society of
Nuclear Medicine also expressed themselves on thic matter by
recom.ending that widespread distribution of druge under INDs with
cost recovery be avoided, The societies stated their concern on
thie issue and on & related issue to Dr. Frank Young, Commissioner
of Food and Drugs, when they met with the FDA in August 1986:

"Prohibit Commercialization of an IND - The widespread
distribution of an IND pharmaceutical, with cost recovery,
should be eliminated, This widespread distribution decreases
the incentive to obtain an NDA approval., A limit on IND studies
would aleso stimulate the timely performance of adequate and well
controlled studies, and thus lead to a more rapid response
during the review process.” (ACNP/Scanner, Volume XII, No. 7
Septembar 1986),
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Additionally, FDA has sometimes suggested for firms, as a further
means of increasing the focus and hastening approval, that they
limit the number of initial indications for uee of the drug. Firus
are encouraged to plan and implement studies on additional
indications to be submitted for supplemental approval after the drug
is approved for marketing,

1t should be understood that we are restricting our remarks
regarding physician-sponsored INDs to cases in which a commercial
sponsor is actively seeking approval for marketing the drug. FDA is
certainly supportive of the concept of physician-sponsored INDs in
general,

Development of a new drug can be made more burdensome by submission
of & large number of INDs, the number being more of & problem than
the amount of clinical data contained in the INDs. This is because
in most of the INDs submitted, the physician sponsor is simply using
the drug in the clinical practice of medicine. 1In those INDs, the
amount of medical data to review is minimal and is not a significant
burden on the FDA medical reviewer. 1 cannot agree with your
suggestion that the review of such INDs is an appropriate task to
share with an outside peer review group. The types of
physician-sponsored INDs that would be candidates for an outside
peer review group generally are not numerous enough to constitute a
significant burden on the FL\ medical review staff.

1 thank you for your interest and concern for the nuclear medicine
community., Please excuse our delay in respondirg, but our intent
was to provide as comprehensive a response as possible to your
concerns, We believe that the Agency and the community can continue
to work together to resolve differences and solve problems,

Sincerely yours,

’?Mln &l\‘u—s MD

Paula Botstein, M.D.

Deputy Director (Medical Affairs)
Office of Drug Research and Review
Center for Drug Evaluation and Review

Enclosure






. DEPARTMENT OF HEALTH & KUMAN SERVICES Rubid aecks Saliias

» . Food and Drug Agminisiiaiion
Rockville MD 20857

MAR | 5 1287

Arun Sukerkar, M.D.

Dlrector, Department of Nuclear Medicine
Il1linois Masonic Hospital

836 West Wellington Avenue

Chicago, Illinois 606°7

Dear Dr, Sukerkar:

This ie in respomse to a written request from Stephen M. Karesh,
Ph.D., Consultant in Radiopharmacy, for clarification of the
Agency's current policy regarding the in-house manufacture of
radiopharmaceutical cold kits for use vithin the institution's
nuclear medicine department.

The Agency considers the in-house manufacture of approved
radiopharmaceutical cold kits intended for Use solely within the
institution as permissible and clearly within the pharmacy exemption
provided for under section $10(g)(1) of the Federal Food, Drug, and
Cosmetic Act. Implicit in this exemption is the need for the
dispensing pharmacy to maintain adequate manufacturing records for
each lot of cach product manufactured, to perform appropriate
quality control testing. to maintain a hard copy of the prescription
or physician'e order and to comply with all other aspects of
pharmacy practice as required by local au horities. A publication

¢ titled Nuclear Pharmacy Cuideline - Criteria for Determining When to

' Register as & Drug Establishment discusses this policy in greater
detail. A cupy may be obtainad freom the FOA's Office of Nompliance

(HFN-310).
Sincerely yours, {:

Robert L. West

Consumer Safety Officer

pivision of Oncology and
Radiopharmaceutical Drug Products
Office of Drug Research and Review
Center for Drugs and Biologics
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NUCLEAR PHARMACY GUIDELINE
QRITERIA FOR DETERMINING WHEN TO REGISTER AS A DRUG ESTABLISHMENT

Date: May 1984

Office Responsible

for Guideline: Division of Drug Labeling Coml iance
Office of Compliance (HFN-310)
Center for Drugs and Biologics
Food and Drug Administration
301-443-7281



MAY, 1984
NUCLEAR PHARMACY GUIDELINE
CRITERIA FOR DETERMINING 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 & nuclear

pharmacy is required to register as a drug establishment

REGULATORY HISTORY

In the FEDERAL REGISTER of July 25, 1975 (40 FR 31298), the Food and
Drug Adninistration (FDA) published regulations which terminzted a
then-existing exemption for radioactive drugs from the investigational new
drug requirements of the Federal Food, Drug, and Cosmetic Act (the act).
The exemption was originally published in the FEDERAL REGISTER of January
8, 1963 (28 FR 183). The effect of the termination was to reguire
manufacturers and distributors of radiocactive drug products to comply with
the act and applicable regulations, including reguirements for
registration, drug listing, current good manufacturing practice, new drug
applicatijons, investigational new drugs, labeling, and advertising. With
the publication of the termination, the FDA replaced the Nuclear Regulatory
Cammission (NRC) as the agency responsible for regulating the safety and
effectiveness of radicactive drugs as they affect patients, Certain
residual authority to control the use of radioactive materials, discussed

in greater detail below, remained with the NRC.



The FDA has legislative authority under the Federal Food, Drug, and

Cosmetic Act to regulate drugs for human use, Section 510 of the act

(21 U.S.C. 360) reguires drug establishments to register with FDA. Other

provisions of the act provide the authority for FDA to regulate the
manufacture, sale, and distribution in interstate commerce of new drugs, to
assure that they are safe and effective for their intended use (Secs. 501,
502, S05 of the act; 21 U.s.C. 351, 352, 355)., Section 201(p) 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 radioactive drugs, including radioactive
biclogical products, are new drugs except for those generally recognized as
safe and effective when adninistered for ‘research under the conditions set
forth an § 361.1(b) of the act (21 CFR 361.1(b)).

Under section 510(g)(1) of the act, a pharmacy, including a nuclear
pharmacy, 18 exempt fram complying with the need to register as a drug
establishment if (1) it operates in conformance with any applicable local
laws regulating the practice of pharmacy and medicine, (2) it is regularly
engaged in dispensing prescription drugs upon the prescription of
practitioners licensed to adninister prescription drugs to patients under
their care in the course of their professional practice, and (3) it does
not manufacture, propagate, campound, or process drugs or devices for sale
other than in the regular course of their business of dispensing or selling
at retail. Thus, to the extent these requirements are met, a nuclear
pharmacy may prepare a radioactive drug without being required to register

with FDA
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as a drug establishment under section 510, Under other circumstances,

however, registration of a nuclear pharmacy will be reguired.

As a matter of practice, in addition to nuclear pharmacies, nuclear
medicine laboratories under the control of a physician may also prepare
radioactive drugs. Section 510(g)(2) of the act specifically permits
lxc;ennd practitioners to manufacture drugs without having to register as
drug manufacturers provided the drugs are solely for use in the course of
the practioner's professional practice.

Because the NRC has legislative authority to license and regulate all
aspects of the possession and use of radicactive by-product (i.e.,
reactor-produced) materials in order to protect health and minimize danger
to life or property, it also has certain regulatory authority over
radioactive drugs. Both radiocactive drug manufacturers and nuclear
pharmacies are required, therefore, to comply with applicable regulations
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 announced 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 take regulatory action agains: a nuclear pharmacy that
did not camply with the requirements i the act, except when regulatory
action was necessary to protect the public health, provided the pharmacy
(1) complied with applicable local laws regulating the practice of

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



State to possess, use, or transfer radioactive &rugs., (An Agreement State

‘

is one that, under formal agresment with the NRC, is authorized to license,
urder 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 avo.d 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 regulatory action for the failure
of nuclear pharmacies to camply with the reguirements of the act, under the
nditions specified, until the status of nuclear pharmacies was further

clarified.
DEVELOPMENT OF NUCLEAR PHARMACIES

Since 1946, when artificially produced radioisotopes became available
in quantity, there has been a rapid growth in the medical use of
radicactive drugs, including radioactive biological products, to diagnose
and treat disease, Radioactive drugs are administered for two different
purposes: as a radiation source, and as a radioactive tracer. As a
radiation source their principal role is in therapy; as a radioactive
tracer they are used primarily for diagnostic purposes.

When radioactive drugs first became generally available, they were
usually prepared by cammercial drug manufacturers under approved new drug
applications (NDA's) and shipped to users in a form suitable for direct



administration to patients. As the use of radioactive drugs increased
within hospitals, units within hospitals were often created to receive and
store all incaming radioactive drugs. In most hospitals--where, in fact,
most radicactive drugs are admunistered—those unit§ often became part of
the pharmacy department., Pharmacies employing registered pharmacists and
othar personnel having specialized training and experience in compounding,
preparing, storing, and dispensing radioactive érugs became known
specifically as "nuclear pharmacies.®

Initially, the activities of a nuclear pharmacy included (1) purchasing
a commercially prepared radioactive drug from a drug manufacturer who held
an approved NDA and dispensing the drug in its original unopened container,
(2) dispensing a single dose from a multiple-dose container of a
cormercially prepared radioactive drug, and (3) diluting (including
adjustments of buffers, bacteriostatic agents, and stabilizers) and
repackaging a commercially prepared radioactive drug for subsequent use or
distribution, As the training and experience of nuclear pharmacists
increased, some nuclear pharmacies began preparing their own radioactive
drugs,

One method used by nuclear pharmacies to prepare radioactive drugs was
to add a radionuclide to a nonradiocactive substance, usually a drug
product, resulting in what is referred to as a *labeled compound.* 1In
nuclear medicine the term "labeling® refers to the process of adding a
radioisotope to a suitable nonradioactive substance. In this document,
this process i1s referred to as ‘radiolabeling® to avoid confusion with the

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



As technology developed, and in order to reduce the radiation dose to

patients, radiocactive drugs with shorter-lived radionuclides were
1nt.ro;hcod. Because of their short half-lives, many of these drugs must be
prepared :n 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
wvhere they would be administered, Otherwise the delivery time could be so
long that significant radioactive decay would take place before the drug
was admunistered, The ability to prepare radicactive drugs with short
half-lives became possible, in part, through the use of a radjonuclide
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, Radioactive decay of the
long-lived parent radionuclide results in the production of a short-lived
*daughter® radionuclide which js eluted by passing an appropriate liquid or
gas through the colum. These radionuclides are then used by a nuclear
pharmacy to prepare short-lived radioactive drugs, often by using a
nonradioactive kit, A "nonradioactive kit" or "reagent kit" contains all
the necessary ingredients, except the radionuclide, for making a
radiocactive drug product. By adding the radionuclide to the nonradiocactive
kit according to the directions accompanying the kit, a radioactive drug
product of specified purity can be produced, often just prior to
administration. Most nonradioactive kits are prepared by a commercial
manufacturer under an approved NDA, but some nuclear pharmacies are now

preparing their own kits,



Another aspect in the development of nuclear pharmacies has been their

physical location and extent of activities. Most nuclear pharmacies are

* located in hospitals and dispense radioactive drugs 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 radioactive drugs to other institutions
that do not have nuclear pharmacies. 1In other instances, some nuclear
pharmacies may be completely independent of any institution and may supply
radiocactive drugs to a number of institutions and practitioners.
Distribution of radioactive drugs by a nuclear pharmacy may thus be limited
to (1) one institution, (2) 2 few institutions and practitioners in the
vicinity of the nuclear pharmacy, or (3) a large number of institutions and
practitioners in a large metropolitan or geographic area, which may be

located in more than one State,

ACTIVITIES OF NUCLEAR PHARMACIES

Activities of a nuclear pharmacy may include:

© Purchasing a cammercially prepared radioactive drug product which is
marketed under an approved NDA and dispensing the drug in its original

unopened container,

© Repacking a radioactive drug product which is the subject of an

approved (DA for subsequent use or distribution.




° mmm & 8inglv dose, or series of single doses, from a
multiple~dose container of an approved radicactive arug product. Por
example, dispensing si gle capsules of radioactive sod 1 10dide,
drawing a single dose of 1 Fadicactive drug into a myr. e, or drawing

& nuber of single doses of a radiocactive drug into syTinges,

© Diluting and repackaging ai ajproved radicactive drug product, such as
adding water for injection to ‘educe \he concentration of the active
componerts, and adjustment of tuffers, bacteriostatic agents and

scabilizers,

© Eluting an apprived radionuclide generator and using the eluate to

radiolabel a nonradioactive kiu t: prepare a radioactive darug product.

© Manufacturing a nonradiocactive kit [o- subseguent use in preparing a
radioactive drug product,

® Preparing a radiocactive drug produc. by using a cormmer cially prepared
radionuclide or a radionuclide obtained from a nuclear reactor or

particle actelerator to which the nuclear pharmacy has access.

Some activities of a nuclear pharmacy clearly invoive pharmacy practice
that qualify for the statutory exemption available to pharmacies, Other

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




. register mdc; section 510 of the act., Nuclear pharmacies that are
requred to register under the act will also be subject to the drug listing
provisions of section 510 of the act and FDA's regulations under 21 Part
207, the current good manufacturing practice reguirements of section 501 of
the act and FDA's togulitim under 21 CFR Parts 210 and 211, and the
factory inspection provisiors of section 704 of the act. A nuclear
parmacy, particularly one that is required to register, may also be
Sutject to the new &rug provisions of section 505 of the act and FDA'S
regulations under 21 CFR Parts 310, 312, and 314,

All pharmacies, including nuclear pharmacies that qualify for the
statutory exempticn, are subject to section 501 of the act. Sectiun
SC1(a)(2)(B) of the act deems a drug to be adulterated if the facilities or
controls used for its manufacture, processing, packing, or holding do not
conform to or are not operated or adnunistered in conformity with current
900d manufacturirg practices, Although nuclear pharmacies are reguired to
comply with section 501(a)(2)(B) of the act, it has not been the policy of
FDA to apply the current good manufacturing practice regulations under 21
CFR Parts 210 and 211 to pharmacies as these regulations are not
specifically applicable to many pharmacy operations,

All pharmacies, including nuclear pharmacies, are also subject to the
factory inspection provisions 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 cosmeti.s are

manufactured, processed, packed, or held for introduction into interstate



cammerce or after such introduction into interstate canmerce. Thus, as

establishments holding drugs after their introduction into interstate
cammerce, All pharmacies, including nuclear pharmacies, are subject to
inspection unde* this provision. In addition, nuclear pharmacies that
are required to register as drug establishments under section 510 of the
act are subjest to rore 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 phirmacies, including nuclear pharmacies, operating entirely
under the pharmacy exemptions in the act. However, the agency will be
reqiired, under section 510(b) of the act (21 U.8.C. 360(b)), to inspect
pharmacies, including nuclear pharmacies, that are registered as drug

establishments under section § 510(b) of the act.

DEVELOPMENT OF GUIDELINE

70 better understand the nature of the practice of nuclear pharmacy,
including the types of activities and organizational settings in which
these activities are performed, FDA has met with a number of
professionals, professional organizations, and Pederal and State agencies
having an interest in nuclear medicine and pharmacy. A meeting, jointly
sponsored by the State of wWashington Radiation Control Unit and FDA's
regional office in Seattle, was held in Seattle on November 12 and 13,

1975, Repxesentatives of a number of State radiation control agencies,

10



two State boards of pharmacy, the American Pharmaceutical Association,
and several practicing nuclvar pharmacists and others attended this
meeting. Issues discussed at this meeting were: (1) What is & nuclear
pharmacist, and what kind of qualifications ashould he/she have for
preparing and dispensing radicactive druge? (2) What credentialing
uqu:rmnt.i are a';.:piogt iate for nonpharmacist dispensers of radicactive
drugsy (3) what is the definition of radiophirmacy or nuclear pharmacy,
and what constitutes a prescription for a radivactive drug? (4) what Ar;
the requirements for ‘he preparation and supply of radicactive new drugs
including those for investigationel purposes? A summary of this meeting
is available for inspection at FDA's Dockets hanagement Branch (HFA-305),
Fuod and Drug Admunistration, Rn, 4-62, 5600 Fishirs Lane, Rockville, MD,
20857, under Docket No. BO0D-0069.

FDA believes the first three guestions involve ximarily State and
Jocal laws regulating the practice of pharmacy. However, under the act
the ansvers to these guestions may determine, in a given situation,
whether a pharmacy 18 exempt from the registration provisions of the
act. Thus the licensure procedures that designate a person as being a
pharmacist, the extent that a pharmacist may delegate authority, and the
type of order that gqualifies as a prescription are all matters that are
determined under State laws, but they may also affect the app.ication of
the act to pharmacies,

To aid the agency in establishing criteria to determine what
activities of a nuclear pharmacy reguire registration, a subcammittee of

FDA's Radiopharmaceuticals Advisory Committee was appointed in October

1



1975 to consider and report On issues relating to nuclear pharmacy,

Specifically, the subcommittee was requested o consider the following
two questions: What types of operations engeged 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 subcommuittee reported to the Radiopharmaceuticals Advisory
Camittee on April 15, 1976. 1In preparing its report the subcammittee
received suggestions and recommendations from numerous individuals and
organizations. In addition, it considered the public testimony presented
an these t«0 questions before the full comrittee in April 1975, and the
statements and discussions at a meeting of the subcammittee in January
1976, A copy of this report is also available for inspection at FDA's
Dockets Manajement Branch (address above) under Docket No, 80D-0069.

in considering which nuclear pharmacy operatiors should be regulated
by FDA, the subcomm.ttee concluded that if the radioactive drug was
prepared and dispensed under a ,rescription, the laws and regulations
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 pharmacy. On the other hanl, the subcamnittee stated that
the presence of a third party in the distribution of a prescription drug,
between the location where the product 1s formulated, campounded, or
manufactured and the point where it is administered to patients, changes
the practice to one of manufacturing. Examples of this type of situacion

that were cited by the subcormittee inclided one in which a nuclear
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pharmacy sells radioactive drugs Lo a second pharmacy for dispensing oy

the second pharmacy under a prescription, and one in which a nuclear
pharmacy sells to other pharmacies bulk guantities of nonradiosctive kits
that it develops. In each case the first pharmecy would be a
manufacturer under the act and be reguired to reg.ster uncer Section 510
of the act.

The subcommittee also recogniz 4 that radiocactive drugs are often
administered by a nuclear me”.cine unit in a single institution., Such a
niclear medicine unit may operate a nuclear pharmacy and maintain control
over any radioactive drug manufactured or campounded within the pharmacy
until i1t is dispensed, Here, the subcommittee concluded that the high
level of control exercised over the drug precluded any need for
registration,

The subcommittee recommended to FDA that substantive changes in FDA
regulations, as they pertain to true nuclear pharmacies, were not
needed, The subcommittee recommended that individual State boards of
pharmacy rather than FDA should regulate nuclear pharmacies in the same
manner as they now regulate traditional pharmacies which do not compound
or dispense radioactive drugs,

At the same time, the subcommittee recommended that FDA clar 1fy "the
1ssue of nuclear pharmacy manufacturing versus traditional pharmacy
compounding with a policy statement; this statement should indicate that
the sare criteria will be used in making this determination for
radicactive drugs as those which are used for nonradioactive drugs, This
statement will also affirm that certain of the operational procedures in
which some nuclear pharmacies engage are, in fact, manufacturing, and

mast de regulated as such.*




FDA agrees with the suboammittee's recammendation that, to the extent

practicable, the criteria for régistration as a drug establishment for
niclear pharmacies should be the same as those for traditional
pharmacies. The agency furthar agrees with the subcommittee that
reguletions applicable to nuclear plarmacies contemplated in the July 28,
1975 notice are not needed at this time and that FDA can fulfill its
regulatory responsibiiities in this acea by issuing a guideline on the
subject, This guideline also responds to the subcommittee recommendation
that FDA notify State boards of pharmacy and other State and Federal
agencies of FDA's policy in the area of nuclear pharmacies,

Section 510(g) (1) of the act (21 v.s.C. 360(g) (1)) states that
pharmacies which maintain establ ishments in conformance with any
applicadble local Jaws regulating the practice of pharmacy and medicine
are exempt from the drug recistration peovisions of the act, FPor the
éxenption *o apply they must be regularly engaged in dispensing
pescription drugs or devices, upon prescriptions of practitioners
licensed tu administer such drugs or devices to patients under the care
of such puctit'lonuu in the course of their professional practice, and
they must not manufacture, prepare, propagate, campound, or process drugs
or devices for sale other than in the regular course of their business of

dispensing or selling drugs or devices at retail. Because many States do
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not appear to have laws that apply specifically to the jractice of
niclear pharmacy, and may not have mechaniems specifically designed for
 certifying nuclear pharmacists, and because many nuclear pharmacies
tequire specially trained personnel whose activities resemble those of
@&rug manufacturers more than those of traditional pharmacy practice, FDA ..
does not believe that the “pharmacy® exemption of the drug registration
provisions of section 510(g)(1) of the act (21 V.8.C. 360(g) (1)) applies
to all so-called *nuclear pharmacies.® FDA'S regulation of nuclear
pharmacies will be based on a reasonable application of the provisions of
section 510(g)(1) of the act to nuclear pharmacies and it will treat
these nuclear pharmacies as other pharmacies have been traditionally
treated under this section, Therefore, a pharmacy, including a nuclear
pharmacy, wvhose activities are consistent with section 5.0(g) (1) of the
act will be exempt from registering as a drug establishment and from
camplying with other requirements that flow from registration,
Conversely, a pharmacy, including a nuclear pharmacy, whose activities
are outside the provisions of section 510(g) (1) of the act will be
subject to the registration provisions of the act and to those
requirements that are concamjtant to registration,

To operate under applicable local laws regulating the practice of
pharmacy and medicine muy mean that a nuclear pharmacy must be oporated
under the supervision of a pharmacist, registered in the State to
practice pharmacy. In States with such reguirements, nuclear medical
laborator jes operated by chemiste or physicists who are not also
registered pharmacists will not qualify for the exemption from
registration under section 510(g)(1) of the act regardless of the

activity in which the facility engages,
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Certain activities of nuclear pharmacies are clearly within the
pharmacy exemption of section 510(g)(1) of the act, Por example, in a
~ situation whete the nuclear pharmacy is operating within applicable local

laws regulating the practice of pharmacy and only prepares and dispenses
8 rudicactive drug upon receipt of a *valid prescription,® the pharmacy
exemption clearly applies. FDA views the term *valid prescription® to
mean an order that qualifjes as a prescription under State law for a
prescription drug, from a practitioner licensed to adunister the drug to
& matient under the care of the practitioner in *he course of his or her
professiunal practice. Further, although the act does not define the
term "prescription,” section 503(b)(2) of the act states that any drug
dispensed by filling a prescription of a practitioner licensed by law to
adninister the drug is exempt fram certain of the misbranding provisions
of the act if it bears a label containing the name and address of the
dispenser, the serial number and date of the prescription or its £illing
and, 1f stated in the prescription, the name of the patient ard
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 prescribed drug only when this information is stated in the
prescription by the physician. However, without stating the precise
format of a prescription, the act contemplates that certain inforrat.on
will ordinarily be supplied by the licensed practitioner to the
pharmacist, Purther, the act implies that a prescription is written with
a particular patient in mind, In addition, many States, as part of their

pharmacy practice statutes, reguire the patient's full name,
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In the ﬁ.ldt;xom practice of pharmacy, prescriptions are usually
handled differently depending upon whether the prescriber 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
DACk to the nursing staff for storage without the institutionalized
patient ever cbtaining possession of the prescription or of the
prescriled drug. In the private setting, the prescriber usually hands
the prescription to the patient, who takes it to their pharmacy of chuice
and receives the prescribed drug from the pharmacist, In either
situation, however, the prescription 1s normally written for a specific
patient, Rarely, in the private setting, is a prescription written for
more than one patient, One example of such a situation would be when all
members of a single famuly are being treated for the same condition with
the same drug, €.g., pinworms, 1In such a situation it is considered
appropriate to write a.d dispense one prescription 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 pharmacy to be
filled,

The agency believes that, although traditional pharmacy practice
concepts should apply to nuclear pharmacies to the extent possible, the
anigue nature involved in the preparation, handling and administration of
radioactive drugs might reguire same departures from the traditional

pharmacy practice. FPor example, when dealing with radiocactive drugs the
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patient, whether or not in an institution, normally does not obtain

possession of the prescription or of the prescribed drug. Usually, the
physician orders the drug fram a nuclear pharmacy which dispenses it
directly to the physician for administration to the patient under the
physician's supervision., Further, because most radioactive drugs are
intended for diagnostic purposes, they must be adninistered to the
patient at a facility having the spacialized equipment necessary for the
ciagnostic procedure to be performed,

The agency is also aware that in nuclear pharmacy there are instances
where physicians in private practice specializing in nuclear medicine, as
well as physicians specializing in nuclear medicine connected with a
private clinic, will schedule se/eral patients to undergo the same
diagnostic procedure using the same injectable radioactive drug on a
particular day. Rather than order a separate container of the drug for
each patient, a multiple dose contziner of the radioactive drug to be
admunistered to all the patients undergoing the same procedure is
ordered. In additicn, the physician or clinic may have a standing order
with the nuclear pharmacy to supply a multiple-dose container of a
particular radjoactive drug on a certain day of the weeh to be
administered to patients scheduled to undergo a common diagrostic
procedure, The practice of having one order cover several unrelated, but
scheduled patients and supplying a multiple-dose container for such
patients 13 not normally considered to be the traditional pharmacy
practice. However, the agency has evaluated this practice with respect

L0 the dispensing of
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radiopharmaceuticals and concludes that, while it is a departure from

traditional pharmacy practice, it is, given the unique circunstances of

nuclear medicine, a reasonable variant of 1t, and thus appropriately

wnsidered accepted pharmacy practice, Accordingly, FDA will not reguire

& nuclear pharmacy engaging in such activities to register as a drug

establishment provided the dispensing pharmacy maintains a hard copy of

the prescription or physician's order as required by section S03(b)(2) of
the act and the pharmacy otherwise complies with all aspects of
traditional pharmacy practice, Although the above réisrenced practices
will not subject a nuclear pharmacy to registration with the FOA as a
drug establishment, a nuclear pharmacy should also Jetermine that such
practices are consistent with applicable State pharmacy laws,

In certain situations, the fact that the preparation of the
radioactive drug results in the Freparation of a new a..> or reguires
more technical egquipment and expertise than that of a nonradioactive

prescription drug does not nullify the pharmacy exemption, Likewise,

neither the location of the patient nor the location or owmership of the

nuclear pharmacy would nullify the pharmacy exemption, Several different
Situstions involving a nuclear pharmacy operating under applicable State
pharmacy laws and prepar ing and dispensing a radiocactive drug upon
receaipt of a valid prescription are set forth in the examples given below.

In other situations, the activities of a nuclear pharmacy will be
clearly outside the pharmacy exemption, For example, 1f a nuclear
pharmacy prepares a nonradioactive kit for sale to other nuclear

pharmacies which add the radionuclide for dispensing under prescription,




the activity of the first pharmacy clearly fa'ls outside the pharmacy
exemption, The examples below give several situations in which the
pharmacy exemption does not apply because there is no prescription,
Nonetheless, in some situations, it will not be clear whether the
activities of a nuclear pharmacy will fall within the pharmacy
exemption, Many involve nuclear pharmacies that are located within a
hospital., 7o determine if the pharmacy exemption applies, FDA believes
it will be helpful to compare the activities of a hospital nuclear
pharmacy with the activities of a traditional hospital pharmacy. In
addation to filling and dispensing valid prescriptions for both
inpatients and outpatients, a traditional hospital pharmacy may also send
prescription drugs to a ward or clinic within the hospital upon the order
of an authorized person, The drug, when sent to the ward or clinic, is
not intended for any specific patient, but is intended to be used hy the
ward or clinic as needed when a licensed practitioner orders the drug in
a patient's medical record. The term *ward or floor stock® has been
epplied 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 Jocated and the drug is prescribed by a licensed
practitioner for a particular patient, this activity will be considered
to fall within the pharmacy exemption. Under the same rationale, if a
hospital nuclear pharmacy prepares & radiocactive drug and dispenses it to
a nuclear medicine clinic or department located within the hospital upon

an order for the drug by an authorized person, even though the drug were
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in a multiple-dose container, the pharmacy exemption would apply. Of
@urse, because of their short half-life, it would not be expected that
- radioactive d&rugs would be maintained as ward or floor stock in the same
manner as other drugs.

On occasion, a traditional hospital pharmacy may, upon request of
another pharmacy, send a drug product in 1ts original unopened container
to another pharmacy. This situation may arise when the second pharmacy
finds that 1t is out of stock of & particular drug product. Provided the
first pharmcy did ot 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 MDA in its
original unopened container to another m.iclur pharmacy upon reguest
without being subjict to the registration provision of the act.

The agency 1s aware that some nuclear pharmacies have been
instrumental in the development of new radicactive Arugs or new uses for
existing radioactive drugs, Iluclear pnarmacies may also prepare new
radicactive drugs that are not commercially available, but whose use and
preparation have been described in the medical literature, Physicians
that write a prescription for a drug that mist be compounded by a
pharmacist bear the professional responsibility to base its use on sound
scientific rationale or medical evidence., The agency believes that as
long as the pharmacist does not engage in activities that fall outside
the normal practice of pharmacy, such use of a drug in the practice of

medicine does not reguire
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an Investigational New Drug Application (IND) or NDA. However, if a
pharmacist does engage in activities that fall outside the normal
postion of pharmacy, the pharmacy would legally have to be registered
notwithstanding that it may be filling physician's orders. Therefore,
depending upon how such a drug is prepared, pramoted, 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 may not be required to
register under section 510 of the act (though it may be required to @
both). Decause the particular circumstances surrounding the operation of
the nuclear pharmacy would have to be examined in detail to determine
whether the pharmacy 1s operating within the practice of pharmacy, such
situations will have to be decided on a case-by-case basis. An example
where a nuclear pharmacy would have to camply with the new drug
provisions is where the nuclear pharmacy has developed a rechargeable
generator, such as a generator used in preparing Techne.ium Tc 99" by
being charged with Molybdenum Mo 99, Bach recharging of the generator is
considered the manufacturing of a new drug by the agency. An NDA would
be required to cover all phases in the development and use of this type
of generator, fram its construction to the finished product, including
how many times it could be recharged,
It 1s obvious fram this discussion that certain types of nuclear

pharmacy activities may be conducted under the pharmacy exemption while

others conducted by the same nuclear pharmacy may not. The nuclear
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pharmacy must register with FDA for activities that a e not within the

pharmacy exemption, irrespective of how small a portion they are of the
pharmacy's total activities, Under this policy some nuclear pharmacies
not now registered will be required to register, MNonetheless, this
guideline does not impose new reguirements on these establishments,
Rather, 1. applies existing requirements to facilities whose functions
have for the first time been examined and quantified, Pharmacies,
incliding nuclear pharmacies, are considered as drug establishments and
are subject to the provisions of the Federal Food, Drug, and Cosmetic Act
to the extent they are not specifically exempc, including the provisions
of sections 501, 502, S03 and the applicable part of the factory
inspection provision in section 704, Establishments that are required to
register are also subject to the current good manufacturing practice
reyuirements of section 501 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. 1In addition, an establishment manufacturing a *new drug®, or
a pharmacy that has jtself developed a new drug, will also be subject to
the provisions of section 505 of the act and applicable FDA regulations
under 21 CFR Parts 310, 312, and 314. MNuclear pharmacies may obtain
information and appropriate forms for registering as a drug establishment
from FDA Regional or District Offices or by writing directly to the
Center for Drugs and Biclogiecs, Drug Listing Branch (HFN-31%), Fool and

Drug Adninistration, 5600 Fishers Lane, Rockville, MD 20857,

23



The cunp'ln that follow cover most activities of nuclear
pharmacies. OCbviously, they cannot represent all possible situations,
In addition, it must be remembered that in many situations the particular
circumstances surrounding the operation ol 8 nuclear pharmacy may have to
be eramined in detail to determine whether the pharmacy 18§ operating
within the practice of pharmacy, and such situations will have to be
decided on a case-by-case basis. Anyone may seel an opinjon whether a
particular activity gqualifies for the pharmacy exemption by writing to
the person reuvponsible 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

pharmacy to determine if they are required to register,

EXAMPLES OF WHEN A NUCLEAR PHARMACY MUST REGISTLR
AS A DRUG ESTABLISHMENT

Source of drug Activities of the nuclear Registratijon
pharmacy required

A. Radioactive drug 1. Dispenses the drug 1. N

18 supplied by a under a prescription in

manufacturer., the manufacturer's

(Product is subject original container,
of an approved NDA
or IND)

2. After storing the drug, 2, No
ships the drug in the

manufacturer 's original

container to another

nuclear pharmacy or to a

physician with or without

having received a

prescription,
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B. Radiocactive drug
(not invelving use of
a nonradioactive kit)
prepared by the
nuclear pharmacy.

3. Fills the drug into single 3,
or multiple~dose containers

in anticipation of a future

nead and its subseguent

dispensing under a

prescription,

4. Dispenses a drug that 4.
was diluted or filled into

single or muitiple dose

containers upon receipt of a
prescription,

5., Dilutes or fills the S,

drug into single- or
multiple~dose containers

and dispenses the drug
without a prescription but
upon receipt of an appropriate
order, for use within the same
institution,

G. Upon an order from a 6.

physician, dilutes or fills
the drug into multiple-dose
containers and ships the darug
to the physician as part of
accepted pharmacy practice,

7. Dilutes or fills the
darug into single~ or

multiple~-dose containers

and ships it without a

prescription to another

nuclear pharmacy or insti-

tution that, 1tto:rct1vo of its
location or ownership, is recog-
nized as a separate entity by

’DA.

1, Upon receipt of a

prescription, prepares
a radioactive drug
and dispenses it,
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C. A reagent kit
and generator are
supplied by a
manufacturer,
(The kit and
generator are
subject to an
approved DA or
D).

2. Preparer a radioactive
drug in anticipation of a
future need and its subse-
quent dispensing under a
prescription,

3, Prepares a radicactive
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 radionuclides and
radiochemicals to manufacture
radioactive drugs to be
dispensed under a prescription,

5. Upon a regquest from a
physician, prepares a drug
in multiple~dose concainers
and ships the drug to the
physician as part of accepted
pharmacy practice,

6. Prepares a radioactive
drug and ships it without

& prescription to another
pharmacy or institution that,
irrespective of its location or
ownership, 18 recognized as a
separate entity by FDA,

7. Prepares radiochemicals
and ships them to other
nuclear pharmacies or
institutions as drug
camponents,

1. Radiolabels the reagen:
kit according to the manu-
facturer's directions and
dispenses the Arug under a
prescription,
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D. A reagent kit
i8 prepared by the
niclear pharmacy.

2. Radiolabels a reagent
kit in anticipation of a
future need and its
subseguent 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 kit
and dispenses it,

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

3, Upon a reguest from a
physician, prepares reagent kits
and ships them (either before or
after radiolabeling) to the
physician as part of accepted
pharmacy practice,

4. Prepares a reagent kit

and ships it without a
prescription, either before

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

27

3.

Yes

Yes




E. Radiosctive drug 1. Uses the radioactive 1. Yes

Or reagent kit drug or reagent “it to
obtained fram perform one or more steps
another nuclear in the manufacture of &
pharmacy, insti- radioactive drug as a serice
tution, or for the nuclear pharmacy o,
practitioner, institution that supplied the

radioactive drug or kit, i.e,,
custam manufacturing,

Attachment: Summary of Comments on Proposed Guideline for Nuclear
Phaimacies Describing Activities that Require Regustration as a Drug
Estadlishment and Agency Responses,
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SUMMARY OF COMMENTS ON PROPOSED GUIDELINE POR NUCLEAR PHARMACIES
DESCRIBING ACTIVITIES THAT REQUIRE REGISTRATION AS A DRUG ESTABLISHMENT
AND AGENCY RESPONSES

(Docket No. BOD-0069, 75N-D069)

In the FEDERAL RBGISTER of April 11, 1980, (45 FR 24520) the agency
announced the availability of a propused guideline that would assist
niclear pharmecies 1n determining if they are required to register as
drug establishments under section 510 of the Pederal Food, Drug, and
Cosmetic Act (21 U,S8.C, 360). Twelve comments wer: received in response
to the proposed guideline. A summary of the comments and the agency's
response %0 each are as follows:

1. Several commnts cited specific fact situations and asked if
fegisation was necessary, The specific questions were as follows:

(a) One comment asked if registration is necessary if a nuclear
pharmacist purchases raw materials, prepares a radioactive drug product
and then dispanses the drug product upol receipt of a prescription,

(5) One cament asked if registzation is required 1f a nuclear
pharmacist prepares a radioactive drug in bulk at one location, transfers
the bulk drug to a second pharmacy where the same nuclear pharmacist also
works and uses the material in filling a prescription.

(¢) Several caments asked if registration is reguired if a
pharmzcist prepares a prescription using a commercial reagent kit, but
deviates from the instructions accompanying the reagent kit, such as by

adding ascorbic acic,



(d) One coment asked if registration 18 reguired when a technician
prepares radioactive drugs under either direct or indirect supervision of
& physician and then delivers the drug to the physician at multiple
sites,

Certain activities of nuclear pharmacies are clearly within the
pharmacy exemption of section 510(g)(1)of the Act (21 U.8.C, 360(g) (1)),
Likewise, certain other activities of nuclear pharmacies will be clearly
OJt3 de the pharmacy exemption, However, in many situations, the
particular circumstances surrounding the operation of a nuclear pharmacy
may have to be examined in detail to determine whether the pharmacy is
operating within the practice of pharmacy and such situations will have
to be decided on a case-by-case basis. Thrrefore, the following
responses to the question posed by the corments are generalized and are
not intended to resolve individual fact situations, Persons seeking
guidance on indiavidual situations should contact Division of Drug
Labeling Campliance (HMN-310), Office of Compliance, Center for Drugs and
3inlogics, Food and Drug Administration, 5600 Fishers Lane, Rockville, MD
20857, (301)443-7281.

(a) Normally, a nuclear pharmacy that prepares a drug product from
rav materials and dispenses it under a prescription 18 not reguireé to
register, (See B. 1. of the guideline).

(b) The fact that the same nuclear pharmacist 18 involved with the
drug at two pharmacies is not relevant to the need to register, nor is
necessarily the fact that both pharmacies have camon ownership., The
agency would have to examune such an arrangment as a whole, However, FDA
would consider one relevant factor to Le whether the local State Doard of

Pharmacy recognized the two pharmacies as a single entity and issued them
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a single license. In such a case transfer would likely not require
registration. However, if a state Doard considered the pharmacies as two
distinct entities, and required separate licensure, then the pharmacy
that planned to ship the bulk material would likely be required to
register as a drug establishment., Because state pharmacy boards may
differ on their treatment of such arrangements, other factors would
norrall’ also be considered. |
(¢) The guideline did mot discuss modifications that might be made
to an approved reagent kit because issues apart from registration are
primarily involved. The agency reviews considerable data before
apvroving an NDA for a reagent kit and concludes that if the
manufacsurer's instructions are followed, a safe and effective
radicactive drug will be produced fraom the reagent kit. Thus, if the
instructions are followed, a physician can be assured that the product

4
|
pressrized nas the properties it purports to pousess. If a pharmacist |
deviste: from the manufacturers instruction, apart from as a prescriber

may have directed, the possi®ility of misbranding or adulterating the

drug oraduct must be considered. The addition of ascorbic acid as cited

here or other uses of a pharmaceutical necessity in compounding a

prescriztion does mot subject the pharmacy to registration, but

pharmec.sts are not exempt from the misbranding and adulteration

provisions of the act and must rely to a large degree on their

profess.onal judgment as to when and the extent to which modifications to

an erorcved new drug are appropriate.

(d) Registration would not be required if a technician prepares

radicaz-ive drugs under the supervision of a physician solely for use by




that physician. in the course of his or her professional practice,
However, registration would be required if the drugs are used by other
physicians, or {f the drugs are sold to the multiple sites mentioned in
the coment.

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

If the nuclear pharmacist modifies a kit as directed by prescription,
and dispenses it under the prescription, an NDA would not normally be
needed, (See, however, the response to comment 3 for factors to be
considered). If distributed without a prescription, however, the NDA
requirements would apply. Whenever an NDA is not required, however, the
pharmacy must keep in mind the adulteration and misbranding concerns
expressed in the response to 1, (c) above.

3. Same comments requested the agency to give examples of specific
situations in which a new drug application (NDA) or exemption for
investigational use of a new drug (IND) would be required., One camment

tated it was not conceivable that an NDA or IND would ever be required
if an order from a physician for a vadiocactive drug is dispensed by a

nuclear pharmacy for .%e physician's own use (examples B7 and D4 of the
draft guideline) or in response to a prescription order of a physician.,

Although the primary intent of this guideline is to describe
tetivities of nuclear pharmacies that require reyistration as drug
establishments, the draft guideline did indicate that in some situations
an IND or NDA may be required., These situations would be unusual and for
this reason, the parenthetical statements that an IND or NDA may be

tequired included in the draft have been amitted fram the examples of



when a3 nuclear pharmacy must register as a drup establishment. Such
situations, nevertheless, could occur, As stated in the text portion of
the guideline, concerning the development of new radicactive drugs or new
uses of a radioactive drug, ". . . depending upon how such a drug is .
prepared, promoted, 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 camply, with respect to the products it
produced, with the mew drug provisions of the act, even though it may not
be required to register under section 510 of the act.” Such
ciroumstances are commonly found when an individual physician is the
sponsor of an DND for a radiopharmaceutical. Thus, application of the
new drug provisions requires evidence that the pharmacy is performing
activities not normally associated with the normal practice.of pharmacy
and is operating in a manner that subjects it to the new drug provisions
of section 505 of the act.

4. Ome comment was uncertain of the provisions of section 704 of the
act and asked about its application to the nuclear pharmacist.

Section 704 of the act authorizes, among other things, the inspection
of any factory, warehouse, or establishment in which food, drugs,
devices, or cosmetics are manufactured, processed, packed, or held for
introduction into interstate commerce or after such introduction into
interstate commerce. Thus, as establisiments holding drugs after their
introduction into interstate commerce, all pharmacies, including nuclear
pharmacies, are subject to inspection under this provision. 1In addition,
nuclear pharmacies that are required to register as drug establishments

under section 510 of the act are subject to more extensive provisions of ,
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the inspectional authority of section 704. Although subject to
inspection, the agency is not required to inspect, and except for
reasonalie cause normally does not inspect pharmacies, including nuclear
pharmacies, operating entirely under the pharmacy exemptions in the act.
However, the agency will be required, under section 510(b) of the Act (21

U.§.C. 360(b)), to inspect pharmacies, including nuclear pharmacies, that
are registered as drug establishments under this section. The revocation
of the interim enforcement policy, published in the FEDERAL REGISTER
concurrently with the issuance of this guideline, will mean that nuclear
pharmacies qualifying for the pharmacy exemptions will be regulated in
the same manner as pharmacies generally and that nuclear pharmacies
reguired to register under section 510 will be regulated like drug
manofasturers., The guideline has been expanded (see page 9) to clarify
the agency's inspectional authority under section 704 of the act.

5. One comment recomended that the agency develop good
manufasturing practice regulations specific to nuclear pharmacies.

Te agency does not believe that current good manufacturing practice
(0GT) regulations specific for nuclear pharmacies subject to regulation
as drug establishments are necessary at this time. The QP regulations
(21 CFR Part 211) provide sufficient detail for drug manufacturers
generally and are reasonably applicable to nuclear pharmacies registered
as drug establishments. Although some requirements in the regulations
are ot specific to all types of manufacturing, the agency believes that
nuslear pharmacies will be able to initiate additional good manufacturing
practices to insure their products meet appropriate standards. With the

revosation of the interim enforcement policy and the issuance of these



guidelines, it 18 expected that many more nuclear pharmacies will
register and be inspected by the agency. 1If these inspections reveal a
problen the agency will take appropriate action, including providing
further guidance through additional guidelines or proposing additional
regulatory requirements. 1Ir. the meantime, nuclear pharmacists should, on
the basis of their professional training and experience as well as their
inoviedge of the principles of &rug manufacturing, be able to apply
reasonable control procedures to insure the integrity of their products,

The agency notes that at the 1980 Americar Pharmaceutical
Association's {APhA) Annual Meeting, the APhA House of Delegates adopted
two policy statements regarding nuclear pharmacy. These were:
*The American Pharmaceutical Associatinn supports the concept of state
boards of pharmacy retaining their authority to regulate all aspects of
professional pharmacy practice including nuclear pharmacy practice,* and
"The American Pnarmaceutical Association urges state boards of pharmacy
to promptly adopt appropriate rules and regulations for the practice of
nuclear pharmacy using the National Association of Boards of Pharmacy
Model Regulations for the Licensure of Nuclear Pharmacies as a model®,

The FDA supports these policy statements and encourages States to
take appropriate action, Implementation of these policies along with
appropriace action by ruclear pharmacy organizations may obviate the need
for the agency to develop any addilivnal regulations specific for
radioactive d-ugs,

6. One o mment recomme. ded trat all nuclear pharmacies be reguired

to perform stability and conatability studies on their containers,



A nuclexr pharmacy that performs activities that cause it to be 2
drug estadblishment is required to follow the TGMP 1egulations. These
regulations include requirements for containers and closures (21 CFR
11.94) and rQuiremnts for stability (21 CFR 211.166). Although these
reQUITEMENtS LD NCt apf " “uclear pharmacy operatitns that fall within
the prarmacy e emption, it is still necessary that a nuclear pharmacy,
1ite any other harmecy, observe standards for containers that assure the
sta1)ity of the final product.

7. One corment stated t 1t ruclear pharmacists who make their own
colé kits should e regus of tO register and suggested thit FDA require
niclerr pharmacies o nanufarsure final products from FDA upproved kits
ansd pronibit pharmecies from compounding from basic ingrediunts becaute
stanility of radicative &ugs is of utmost impor tance.

The agency advis:s that as part of the practice of pharmay,
;:-.a:'acu:; have traditionally been considered free to make us:: of
cimmercia.ly available materials to practice their profession of
coiposiding and dispensing prescription drug products. Nuclear
phaTacists that operate within the pharmacy exemption have this same
freeom, Hooever, nuciear pharmacies that rcutine'y prepare a particular
t/pe 0f reagert kit and ship it without a prescrip..on are no longer
actine as pharracies and wo:ild be required to register. As noted in the
teSE. te soment 6, nuclear pharmacists, as well as other pnarmacists,
are resoonsible for asssuring .at drug products prepared under a

prescription meet all standards for that product including proper

$tal.)1ty tequiremsnts as dispenscd.



8. One cament referred to a 1978 opinion handed down by the

Atterney General of California, which stated that a pharmacist may
campound and dispense an individual prescription for en individual's
needs if the components have not been banned even though the product *
might be a new drug 1f not dispensed under a prescription. The opinion
was that the pharmacist is not creating a market for a new d&ug but
rather acting on the decision of a physician who has exercised
independent judgement as to '..e safety and effectiveness of a particular
druz in the treatment of a patient, The camment stated that the proposed
guideline indicated tnat in certain circumstances a nuclear pharmacy may
be required to sponsor an IND for a product even though it is dispensed
under a prescription, The comment indicated that there may be a conflict
between the Attorney General's opinion and the guideline and reguested
clarification,

The agency does not believe there is any conflict between the
California opinion and the guideline. The agency recognizes that medical
practice dictates that physicians remain free to use drugs according to
their best knowledge and judgement. This may include the reguest for a
drug product to be prepared under a pcescription that wruld be a new drug
1f prepared by a drug establishment without a prescription, Physicians
that write a prescription for a drug that must De compounded by a
p.armacist bear the professional responsibjility to ba%e its use on sound
scientific rationale or medical evidence. The agency agrees that as long
as the pharmacist does not engage i: activities that fall outside the
normal practice of pnarmacy, such use of a drug in the practice of

medicine does not reéjuire an IND or




IDA. However, i1f a pharmecist does engage in activities wutside the
normal practice of pharmacy, the pharmacy would legally have to be
registered notwithstanding that it may be filling physician's orders.
The guideline has been modified in order to clarify this point (see page
21).

9. One comment stated that the example in the last sentence on
page 20 of the draft guideline stated that a multi-dose vial filled by a
nuclear pharmacist to be admunistered to several unknown patients may not
be recognized as a prescription, but also stated on page 29 that &
physician's order for a bulk drug for use in the physician's own practice
18 not cause for registration. The coment stated that this appeared to
e a conflict,

The agency has reevaluated these two examples and has concluded that
the need for registration under circumstances involving supplying
miltiple dore containers of a radioactive drug intended for
adninistration to several patients needs clarification, Berause of their
ghort half-life, most radioactive drugs must Le administered very
pramptly. Thus, the example of having a physician order a pharmacist to
prepare a radiocactive drug in bulk for the physician to store in the
office as “"office stock" for use in the physician's practice on
appropriate patients as they are seen by the physician was not a
realistic example, Therefore, it has been deleted from the guideline,

The agency agrees, hovever, that such an activity, when
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performed by a nuclear or traditional pharmacy, should .eguire
registration., The guideiine has also been rodified (see pages 16-19) to
clarify that since prescriptions represent a professional ulatiomhip
between the prescriber, pharmacist and patient, an order written for a
multi-dose vial intended for administration to several patients is
considered to be u prescription, if the dispensing pharmacy or phermacist
maintains & hard copy of the prescription or physician's crder as
required by section 503(b)(2) of the act and the pharmacy otherwise
complies with all aspects of traditional or accepted pharmacy practice,
Althougn such a practice will not by itself subject a nuclear pharmacy to
registration with the FDA as a drug establishment, a nuclear pharmacy
should also determine that such practices are consistent with applicable
state laws,

10. One comment stated that FDA's belief that a [irm should register
is not in itself justification to require registration,

FUA's conclusion regarding the registration of certain types of
nuclear pharmacies result from a reasoned application of section 510 of
the act to the services which those establishments actually provide. The
purpose of the guideline is to give guidance to nuclear pharmacies as to
when one should register. Some situations regarding the manufacture 5f
radiocactive drugs present complex questions. These guidelines are not
requirements, but rather an assurance that a person following the
guideline will be following procedures acceptable to FDA., Manufacturers
are encouraged under FDA guideline procedures to bring to the agency's
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atiention in i'annct situations in which a guideline may not be
followed. FDA will attempt to resolve in advance disagreements hetween
nuclear pharmacies and FDA over whether registration is required.

1. One comment stated that radiclabeling of a kit, as in example’
€. 2, 1s not done according to the directions of a physician. Instead a
physician identifies the end product and the pharmacist prepares the
prescription for that use.

The agency agrees that a prescription for a radicactive & ug does not
normally contain instructions for radiolabeling & kit. The intent of
this ex:mple was t0 cover thone instances where a prescription did
conta’n suen information and to distinguish it from example C. 1, which
COVers those situations where the prescription &es not contain
information for the labeling of a kit and the nuclear pharmacist prepares
the prodact as set forth in the manufacturer's instructions accompanying
e :eagent‘ki:. However , since only rarely would a prescription contain
inswwuctions for radio labeling a kit, this example has been deleted from
the guidel ine,

12, Several comments stated that the guideline should be integrated
Wit the l.clear Regulatory Cammission (NRC) to limit regulatory concerns
t0 RC and &ug manufacturing concerns to FDA,

As previously stated, the purpose of the guideline is to give
§.icance 0 nuclear pharmacies sO that they can determine if they should
register as drug estadblishments under section 510 of the Federal Food,

Drug, and Cosmetic Act. The determination of whether or not a nuclear

e 13-



pharmacy :hox.n'd register is entirely within FDA's jurisdiction; there is
no overlap with MRC's area of jurisdiction, Therefore, the agency does
not se: any need to integrate NRC's area of jurisdiction over nuclear
pharmacies into the guideline, The agency has, however, supplied a cody
of the &raf: guideline to the NRC for review and comment and will
continue to work with NRC to avoid areas of duplication and
inconsistencies between the two agency's policies,

13, One comment recommended that the guideline include names of
agency personnel to be contacted wnen nuclear pharmacists have a4 question
concerning their operations,

Agency regulations o1 guidelines (21 CFR 10.90) require a guideline
L0 ¢ .tain the name of the person responsible for maintaining the
gaideline. This person is ramed as the "contact person® in the notice of
availapility and this parson should be contacted if questions ar.se as 2
result of the guideline. If a contact person cannot answer a Juestion he
or she will refer the inguirer to FDA employees knowledgeadble in the
Sud&Ct matier.

14, One comment stated that a regquirement that the patient's name
appear on a prescription is inconsistent with contemporary nuclear
pharmac) gractice because physicians often reassign prescriptions to
oiher patients and is also inconsistent with the guideline examples that
prysicians ray order drug products for their om use. One comment stated
that a prescription 15 defined as an order for a particular patient which

would require the patients name to appear or the prescription.

e 13 =



The agency advises that the act (Section 503(b)(2) (21 vu.s.C.
353(b)(2)) requires the label of a drug 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 that a
prescription is written with a particular patient in mind. (See the
response to g.2stion 9), Further, many states require *he patients full
name and address on al) prescriptions and even when not required by state
lav, the common accepted practice is for physicians to include tre name
of the patient on a prescription. The agency reccgnizes, however, that
there are certain differences between traditional pharmacy and nuclear
pharmazy. Thus, under the guideline a nuclear pharmacy may prepare a
radioactive drug intended for administration to several putients in a
multi-dose via. ard dispense it provided the dispensing pharmacy engaging
in such activities maintains a h/rd copy of the prescription or
physician's order as required b section 503(b)(2) of the Federal Food,
Drug, and Cosmetic Act and the pharmacy otherwise complies with all
aspects of accepted or traditional pharmacy practice. The guideline
con..'ns a mre complete discussion of this issue (pages 16-!9),

15. One comment objected to the use cf the term "diluting® in the
guideline. The commenc said this gave the impression that pharmacists
only *"dilute® and dispense when in fact when they dilute a product, they
must be concerned with factors such as adjusting buffers, bacteriostatic
agents and stabilizers, The word "preparing® was suggested as a

substitute,

o 14



The agency believes that the use of the term *preparing® in place of

*diluting® may be inappropriate because it could imply that the nuclear
phaimicist prepared the radioactive drug rather than just performed some
activities on a product prepared by a drug manufacturer, However, ;
because *4i1luting® may also not be appropriate, it .as been decided for
purposes of this guideline to define the term as including not only
simple dilution, but also adjustment of such things as buffers,

Dacteriostatic agents and stabilizers.
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VI. Sample definition of the practice of medicine and related
c‘a;;;nitions. Corpus Juris Secundum 20:377-379; 393 *94; 411-412,
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GENF™AL INFORMATION ABOUT THE

ST/.TE BOARD OF PHARMACY
m%mmam--m-&u

memdum‘&mnm
w‘hmwmd&m“&emw«m
phrm-cumxmlennmdthepnb&m-um
expertise in one cr more significant portions of the Board’s
M(“W.Ml;.wm-ewdby&ecw~
mtomfwlmdfa.yws("mlm) a:d may serve for
two terms (§§ IJI.M).NMMmM.mm.
executivedﬁcamdm;theemwndﬁoetneednotben

complaints
Asdied*dthe&te:nndlouﬁomdﬂouduudmniﬂeemﬂ-
ings may be obtained from the Board's Sacramento office.
aﬁmuﬁsmm-mmwmd
in Sacrameu.io, supervising incpectors headquartered in Sacramento
utd_lmMAngelaladﬁeHWIntddM' the Board has a
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4014 Imemunity; of Officers
All Luthorized officers of the law, while investigating violations of this
Mﬂhmdtmmmuﬂmmm
under their immediate dircction, supervision, or inst-uction &, > im-
mune from prosecution under this chapter.

: Article 2.  General Provisions and Definitions

For the purposes of this chapter, the definitions of the terms in this

aﬂichgovcmlheWmo(ﬂ\epmvﬁuuoﬂhischapta,
unless otherwise inaicated.

403!. Drug

“Drug” means (1) articles recognized in the official Unitad States
Pharmacopoeia, official Homeopathic Pharmacopoeia of the United
States, or official National Formulary, or any supplement of any of
them; (2) articles intended for use in the diagnosis, cure, mitigation,
treatment or prevention of disease in man or other animals; (3) articles
{otker than food) intended to affect the structure or any function of the
body of man or other animals; (4) articles intended for use as a compo-
nent of any article specified in clause (1), (2), or (3).

40315 Device

“Device” means instruments, apparatus, and contrivances, including
thei: components, parts, products or byproducts of a device, and acces-
sories which are used or intended (1) for use in the diagnosis. cure,
mitigation, treatment, or prevention of disease in a2 man or any other
amimal; or (2) to affect the structure or any function of the body of 2
man or any other animal

4033. Prescribers

“Physicians,” “dentists,” “pt armacists,” “podiatrists,” “veterinasi-
ans,” “veterinary surgeons,” “registered nurses,” and “physician’s as-
sistan®s” are persons authorized by a currently valid and unrevok
license to practice their respeciive professions in this state_ “Physicians™
means and includes any person holding a valid and unrevok>" phvsi-
cian’s and surgeon’s certificate or certificate to practice medicine and
surgery, issued by the Board of Medical Quality Assurance or the Board
of Osteopachic Examiners of this state, and includes an unlicensed per
son lawfully practicing medicine pursuant to Section 2147 5, when act-
ing within the scope of that section.

4034  Monufocturer

“Manufacturer” means and includes every person who prepares, de-
rives, produces, compounds, or repackages any dru~ excepting a phar-
macy which manufactures on the immediate premises where the drug
is sold to the ultimate consumer

e |
.v" a
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4005 Phormocy

Mn.cyismmphce,otptenhain-hththew*.'md

ph-m”nwﬂmdu'dwhnmmw

drugs, or devices which are included within one or more of the follow.

(a) Drugs or devices hearing the legend, “Caution, federal law pro
h* its dispensing without prescription,” or words of similar import

(b) Controlled suistances as defined in Division 10 (commencing
with Section 11000) of the Health and Safety Code.

(c) Orugs or devices enumerated in Section 4211

(d) Hypodermic syringes 3-1d needles, or other drugs or devices, the
sale of which is restricted by law to 4 registered pharmacist

Neither this section nor any other provision of law shall be construed
as prohibiting 3 phermacy from furnishing a prescription drug or device
to a hicensed health care facility fos storage in a secured emergency
phrmmﬂwpﬁesmﬁnevm&edﬂhhthefxﬂnym
accordance with facility regulations of the State Department of Health
Services set foyth in Title 22 of the California Administrative Code
4035.1. Hospital Phormocy

“Hospital pharmacy” means and includes a pharmacy, licensed by
the board, lovated within any ho-pital, institution ~r estavlishiment
Mmmﬁw«m:dm&!hmme
and treatmesit of human ilinesses to which persons may be admitted for
WMuldchhmeﬂsaldthemmdﬁsdnptﬂ
and the rule; and regulatior:s of the board

When, in the opinion of the board, a high standard of patient safety.
consiitent with good patien? care, can be provided by the licensure of
a pharmacy within a hospital, which does not meet all of the require-
merts for licensure as a hospital pharmacy, the bourd may waive any
requirements pertaimng to mimmum eqguipment, minimum space,
sanitary facilities and waiting area, ; rovided that when the waiver of
any of the above requirements s granted by the board the pharmacen

iz
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furmishing of drugs to patients registered for treatment in the hospital,
whether or not they are actually staying in the hospital, or to emer-
gency cases under treatment in the hospital

40352 Security—Pharmacy

No person other than a registered pharmacist a« defined in Secticn
4037 or an intern pharmacist as defined in Section 4038 1 ur an author-
1zed officer of the law or a person authorized to prescribe as provided
by Section 936 shali be permitted in that area, | lace or premises de-
scribed in the permit issued by the board pursuant to Section 4035
wherein controlled substances or drugs or dangerous devices
as therein defined are stored, possessed, prepared, manufactured,
denved, compounded, or repackaged, except that a registered nharma-
“ist shall be responsible for any individual who enters the phanaacy as
described in Section 4035 for the purposes of receiving consultation
from the pharmacist or of performing clerical, inventory control,
housekeeping, delivery, .naintenance or similar functions relating to
the pharmacy, if the registered pharmacist re-nains present in the phar-
macy during all times as such authorized individual is present.

The board may by regulation establish reasonzble security measures
consistent with this section in order to prevent unauthorized persons
from gaining access to such area, place or premises or to the controlled
substances or dangerous drugs or dangerous devices therein

40353  Security —Hospitol Pharmocy

No person other than a registered pharmacist as defined in Section
4037 or an intern pharmacist as defined in Section 4038 | or an author-
ized officer of the law o a person authori.ed to prescribe as provided
by Section 4036, or a registered nurse, or u licensed vocational nurse or
a person who enters the pharmacy for purposes of receiving consulta-
tion from a registered pharmacist or a person authorized by the regis-
tered pnarmacist in charge to perform clerical, inventory control,
housekeeping, delivery, maintenance or similar functions relating to
the pharmacy shall be permitted in that area, place or premises de-
scribed ia the permit issued by the board to a licensed or county hospi-
tal as such institutions are defined by Section 4047 of this code wherein
nar~otics or dangerous drugs or dangerous devices as defined by Sec-
tion 4035 are stored, possessed, prepared manufactured, derived, com-
pounded, or repackaged.

4036. Prescription—Who Moy Prescribe

(a) “Prescription” means an oral order given individually for the
person or persons for whom prescribed, directly from the prescriber to
the furnisher, or indirectly by means of a written order, signed by the
presciiber, and shall bear the name or names and address of the patient
or patients, the rame and quantity of the drug or device prescribed,
directions for use, and the date of issue, and either rubber stamped,
typed, or printed by hand or typeset the name, acdress, and telephone

raemhar A tha neacrvidhos bic vor hranens Alacvifinatine and hie nr har
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MWW.HQWMBM&
WQMMQW.MMGMM
prescribe or write a prescription.
Whtkmﬁmﬁnﬁemhmd&elnm
deleanMuw
the right which a chirops actor, while acti. within the scope of his or
her license, may have to prescribe a ce.

The use of commonly used abbreviations shall not invelidate an oth-
(b)WM(-),.Waﬂad&ep&
scriber for a dangerous drug, excep: for any Scheduie Il controlled
m.v&hmmdlunlhemmdmd&em
scribet.themormand.d&e.dthepﬂﬁtﬂﬂpﬂhbhl
mm'ﬂhmm)dﬁvﬁm@)d&tﬁ.
Illﬂoﬂhellaltband&kty%.themendmd&e&‘
prm-ibed.dnectmfamnddleﬂeo‘-nmyhew
~ pwescription by the dispensing pharmacist so lor:z as any additional
ﬁiwnmﬁmreqdredbynb&vﬁm(a)isru&lyrdﬁenﬂah&e
pharmacy. In the event of a conflict between the provisions of this
anisimuuiSechonlllﬁdlheHdh.ndedyGode.&eM
sions of Section 11164 shall prevail

(c) Except 2 provided in Section 4036 1, an ora! prescription shall as
soon as practicable be reduced to writing by the pharmacist and shall
be filled by, or under the directicn of, the pharmacist The pharmacist
ueednotredncetowriting!he.ddres,'e’!pl\u\emm.&tm
Mmmdmmdwwmm.aﬂnm
of the patic.it or patients if the information is readily retrievable in the
pharmacy.

4036.1. Chort Order
An“udcv.“eNeredontheManedicﬂtmddam
r@adhawanmmmmlmh&e
boqﬁd.byamtbeadadammhoﬁudbyhvh
prescribe drugs, shall be authorization for the administration of such
dmgfromlunpitdﬂouuv.dﬂecbftnﬂndbylheboqﬂdpl'-
macy or under licensure granted under Section 4052 1, and shall be
considered to be a preserh, .on if such medication is 1o be furnished
&mhlothmhlhwwnncyamm
Wﬁum&rd&mhlﬁqﬂdpﬂh&m&d&dﬂv
Mann&cdrmddtﬁepdielumddthem
required by Section 4036 and the order is signed by the practitioner
nnhoﬁzedbthtoptmibedmp,iheismwhenﬁ-:dmp
negim\.onﬂueis.\otptazm.dnaonhismﬁﬁlotbcw
4036.2. Prescriber’s Employee Tronsmitting Prescriptioss
Notwithﬂaudingmyothupwv&ondhw,apvmibﬂmaymhor

izebisorherempioyeronhisorhetbeutoonﬂyhmnnam
tion to the furnisher The furnisher shall record the name of the
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This section shall not apply to orders for Schedule 11 controlled sub-
stances as defined in Divisicn 10 (commencing with Sectior- 11000) of
the I ~alth and Safety Code.

4036 .3 identificotion of Patients

No prescription for a controlled substance transmitied by means of
an oral order shall be furnished to any person unknown and unable to
properly establish his identity. The board may by regulation establish
procedure to prevent unauthorized persons from receiving prescrip-
tion drugs furmished to a patient or a representative of the patient.
4036.4.  Tronsmitting Prescriptions from o Heolth Core Focility

Notwithstanding any other provision of law, a revistered pharmacist,
registered nurse, licersed vocational nurse, licen<ed psychiatric techni-
cian, or other healing art- licentiate, if so authorized by int i
regulation, who is employed by or serves as a consultant for a licensed
skilled nursing, intermediate care or other health care facility, may
orally transmit to the furnisher a prescription lawfully orderea by a
person authorized to prescribe drugs or devices persuant to Section
4036 The furnisher shall record the name of the person who transmits
the order. This section shall not apply to erders for Schedule 1l con-
trolled substances as defined in Division 10 (commencing with Section
11000) of the Health and Safety Code.

In enacting this section, the Legislature recognizes and affirms the
role of the Department of Health Services in regulating drug order
procesiing requirements for licensed health care facilities as set fo-*h
in Title 22 of the California Administrative Code as they may be
amended from time to time

4037 Registered Phormocist

“Registered pharmacist™ means a person to whom a certificate has
been issued by the board, under the provisions of Section 4085
4038 Wholesoler :

"Wholenler”nmandindudeseverypemuhomasadrug
wholesale merchant, broker, jobber, or agent, who sells # + resale, or
negodates for distribution any drug included in Section 4211 Phartna-
cies and licensed manufacturers are exempt from the provisions of this
section
4038.). intern Phormocist

An “intern pharmacist™ means a person registered with the board
pursuant to subdivision (c) of Section 4035 and Section 4087 of this
chapter who shall have completed the educational reguirements as
determined by the board

" Person

Person”™ includes firm, association, partnership, corporation, state
governriental agency, or political subdivision
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404). Certificate

“Certificate,” as used in this chapter, unless otherwise i
m.mmmmmdm;:w"
4044, Bourd
”de"wdnm:m&aubwddw.

4045 Chemicol

mitigation, treatment, or prevention ./ disease in man or
pose.
4045. Pharmocy Profession
(a) lnvmﬂimdndca&!auwﬁbthedecﬁandthewl
Hemudﬂﬁnue.thelcgﬁtmhuebydedamtheptmd
plhrux-tylobeapfd_aipn.

therapy.

(c) Neitherthisdnplevnamyothcrpmvmno‘h\vﬂnlbem-
strued 1o prohibit a registered pharmacist from

(n Fmﬁdﬁgtotm-tmnbkwﬂyuw
(2) Transemtting to another registered pharmacist a valid prescrip-
tion.

3) Ahidmﬂymw.&wuidw wals pursuant
to a prescrit 2r’s order.

Mandreginendmwith!hemdlhewy
or: -

(A) Grdering or performing routine drug therapy related patient
mMMmmepubeadmm

(B) Ordering drug therapy related I-boratory tests

{C) Muig“-dmbyﬁedhnmton
prescriber’s order (the administration of immunizations under the
md.uacri:etmyahobepeﬂamedomideduﬁcemui
health care facility)

(D) m«m&&qrmd.m&iaumm
norderor“hoﬁzationmadebytbepaiem'smﬁber-dmao
eordumvilhtbepolicies,ptotﬂh.a.apto(ombdlhelicemed
health care facility

As used in this paragraph, “licensed health care facility” means a
facility Loensed pursnant to Article 1 (commencing with Section 1250)
dﬂpﬂﬂ!dwzdtkwbmw%maluﬂnv
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a health care service plan licensed pursuant to Chapter 22 (commenc-
ing with Section 1340) of Division 2 of the Health and Safety Code.

(d) Pnior to performing any procedure authorized by paragraph (4)
of subdivision (c), a register=d pharmacist shall have received appro-
priate training as prescribed in the policies and procedures of the |-
censed health care facility.

€047 hospital Detined
As used in this chapter, “licensed or county hospital” means an insti-
tution, place, building, or agency which maintains and operates organ-
ized facilities for one or more persons for the diagnosis, care, and
treatment of human illnesses to which perscns may be admitted for
overnight stay, and includes any insistution classfied under regulations
issued by the State Department of Health Services as » general or
specialized hospital, as a maternity hospital, or as a tuberculesis hospital,
but does no” inclu-'e a sanatorium, rest home, a nursing or convalescent
home, a maternity home, or an institution for treating alcoholics.

4047.). Heolth Focilities

As used in this chapter, the terms “skilled nursing facility,” “inter-
mediate care facility,” and other references to health facilities shall be
construed with respect to the definitions contained in Article 1 (com-
mencing with Section 1250) of Chapter 2 of Division 2 of the Health 2nd
Safety Code

4047 5. Prescription Lobel Requirements

A pharmacist shall not dispense any prescription except in a contain-
er correctly labeled with the following:

(a) Except where the prescriber orders otherwise, either the manu-
facturer’s trade name of the drug or the gereric name ard the name
of the manufacturer. Commonly used abbweviations may be used.
Preparations containing two or more active ingredients may'be identi-
fied by the manufacturer’s trade name or the commonly used name or

(b) The directions for the use of the drug.

(c) The name of the patient(s).

(d) The name of the prescriber.

(e) The date of issue

(f) The name and address of the furnisher, and prescription number
or other means of identifying the prescription.

(g) The strength of the drug or drugs dispensed.

{n) The quantity of the drug or drugs di

(i) The expiration date of the effectivene:s of the drug dispensed if
such information is required on the original label cf the manufacturer
of the drug

If a pharmacist dispenses . prescribed drug by means of a unit dose
medication system, as defined by administrative regulation, for a pa-
tient in a skilled nursing, intermediate care or other health care facility,

e

-
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hkmwmn:hmd&qm
4047.6. Orug Product Selection
(A)Elcep(tsptovidedin&-dmmlm-udnﬁamyl 1976,
2 ist filling a prescript ionorderlot-.dmgpm(hdw'
hmudeah-dmumynbdm&qm'ﬂ&e
mmwwe&ennddnmmm“
mhm,nddthemmdmgtype,.dehedhm

(c)&!ecﬁmwtoﬂissecﬁonkwi&nhedhueﬁondlhc
» except as provided in subdivision (b). The person who
aelecuthedmgpmdudtobedispemedpumlollismionﬂ
mlhmwmyionelcdmthew&ugm
l:youldbelmredhﬁllhgaptmiptmfotadmgpmdudpre
nubedbygamjcm.“mdnlbemm)mlhem
fo:a_nadamby-plnrmocistiatdedhg.prepuing,ovdi&
m!&ugptuhc{mnmlothsmion.lnmcm“th
phmm.&ugptodadwmtomhmmme
dmgptodudselededcousthepaﬁemlesthaﬂheptmibeddmg
m.(lod,umdh!hism.kdeﬁwdtoirhdemy
pmfemdkewhchmybrhugedbylhcphnnm
(4 mmdnlappiytoalptmiptiau.mhdim!hmcpre-
mdbyambehﬂdmre:ﬁ“a&umﬁomtbekd«d
mawﬂmthewhwm-me?m
Chapter commencing with Section 3
Division 9 of the Welfare and Institations Code. . 0 %
(e)%aubu&uioah-ndemnothismm.mempd
Qhe_cwmdrugwhamddnlbemmcdmthe
patient and the name of the dispensed dhug product shall be indicated
o'.;bemm' label, except where the prescribe: orders other.
(f) For the purposes of this section, the term ic dr 16
means the chemical or generic nanwe, as dﬂamund'mby !h:sl}md'm
Devg Admitraion (YDA o e G i e ot and
_ ,of t oducts having t
ristra s drug pr ving the same

4047.7. Generic Drvg Formulory

{a) The State Director of Health Services shall establish by regula-

ﬁonaionmiafyofgenen'cdmglypesulddtugpmdnm hich
State Director of Health Services determines dtmocutn:e'rlnm:::
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stituted under Section 4047 6, would pose a threat to the health and
saiety of patients receiving prescription medication.

() The drug formulary established pursuant to this section shall
include generic drug !;pes and manufactured brand drig products,
nciuding, where applicable, drug products differentiated by dosage
form or strength In compiling the get.eric drug types and drug
products for inclusion on the formulary, the State Director of Health
Services may rely on drug product research, testing, information, and
formularies compiled bv other states, the United States Depariment of
Health and Human Services, and any other source which tr= State
Director of Hez'th Services deems reliable.

(c) Regulations establishing the drug formulary shall be promulgat-
~d within 120 days of the effective date of this section. The formulary
shall be added to or defeted from as the State Director of Health Serv-
ices deems appropriate. Regulations shall be adopted in accordance
with Chapter 3.5 (commencing with Section 11340) of Part 1 of Division
3 of Titie 2 of the Government Code. Any person who equests that the
State Director of Health Services make any inclusion, addition or dele-
tion, of a generic drug type or drug product to the formulary saall have
the burden of proof to show cause why such inclusion, addition, or
deletion, <hould be made by the State Director of Health Services.

(d) Upon adoption of the formulary, and upon each addition, dele-
tion or modification to the formulary, the State Director of Health
Services shall mail a copy to each pharmacist licensed by the State
Board of Pharmacy and with each physician and surgeon licensed to
practice in the state with the Stat > Board of Medical Quality Assurance
and each person hcensed by the Board of Osteopathic Examir rs. No
pharmacist shall dispense a generically equivalent drug product pursu-
ant to Sectic: 4047 6 if the drug product and its generic drug type is
included in the formulary

4047 8 Advertising

Notwithstanding any other provision of law, prescription drugs may
be advertised provid=d such advertisement conforms with the require-
ments of Section 6513

4047 9. Drvg Wornings

(a) A pharmacist shall inform a patient orally or in writing of the
harmful effects of a drug dispensed by prescription if such drug poses
substantial risk to the person consuming the drug when taken in combi-
nation with alcohol or if the drug may impair a person’s ability to drive
a motur vehicle, whichever”is applicable, and provided the drug is
determined by the board pursuant to subdivi<ion {(b) to be a drug or
drug type for which such warning shall be given

(b The board shall determune which drugs or drug types pose a
wubstantial nisk to the person coissuoung the drug if taken in combina-
tion with alcohol or whichy may im; awr a person’s ability to drive a2 motor
vehicle and the board shall provide each ;. armacy in thas state with
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mmummmmhudmmw
bwamm-dahmeuhh‘hm
Beensed pursuant to Section 1230(a) (b) (e) of the Health and Sefety

40485,  Furnish
M'mmmhmmbynkmm.
4049. Dispense

“Dispense™ means the ishing of “~ripti

g T - fumn::ng mupullwcmﬁ_
404%.5.  Avthorized Officers of low

“Authorized officers of the law™ means empowered peace
Divhondhvem&t:g&:n: - ks.”y“mt :
. o inspectors of the State Bureau of Food
404968 Title
mwamu.mdmybecitedu.lheﬁhrmuyh'

Article 3. Application of Chapter

40505 Exemption
Section 4050 shall aot spply to @ manufactur wholesaler i
Muuumwmv:mzaw;:
safeguard

under Section 351 of Title Il of the Public Health Service Ac
Law 410, Chapter 373, 78th Cong —2d Sess S
405068 Fees for Exemphion

Mmmhmemmldenhe owisions of Sec-
mm._s«mjslnnmtocheemmveomca‘:nhboudtu
fees provided for ist subdivision (h) of Section 4416
40507 Hemodiolysis Exemg von

Section 4050 shall not znnlv 10 a manmfacturer wholoe lae v cab.
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: if the board shall fird thai sufficient, gualified supervision is
mwwm.w.awmm
safeguarc and protect the public health.

g 'chnpt. : . the ai ing cf drugs by anyone
i does not i aispensing
wi:;)b:::.ph;;'dm‘s surgeon’s certificate or a certificate to
wmm.mmu&w-mpyuwa
MMMW.&M&O&?M«!
thisstnte.ifaldtheﬂuﬂa-ﬁmm’ - =

(1) The drugs ere dispensed to the physician’s or the podiatrist’s own
pntienlmd!bedmp-enolwbynmamendﬁu.

{2) ﬂndrupa-‘mytothewdlhecandmonfa
which the physician or podiatrist is attending the patient.

{3) The physician or doumtheeplphrm.cyqensbop
or drugstore, advertised or otherwise, for the retailing of drugs or poi-
m’- . -

ician or i fulfills ali of the labeling require-
mc(:v:s?:pmedphymupon p&uummby Section 40475, all of the recor‘d-
leepingraﬂrmuddﬁm.u@aldt.hem
rmrmdmwm.m&eg'd
dchﬂtedqtmﬁtydgunplubyaphymum.ithe
physic'nnotpodiatﬁsldiqaemaﬂlealnplaht.hepmanmthep’d-
ageptovidedbythem.nodmge?m.deto.the.p.m
lherefm.udmcpptoprhﬁemdhaﬁaednthepﬁdnn’sc@.

(5) Mphyﬁhnam&awmlmm
device unless he or she owns the device and the contents of
it and personally dispenses the drugs to the patient packaged, labeled,
and recorded in accordance with paragraph (4).

(b)mbwddﬂe&dwym.mcendthenwddos—
emmmddmmmmemorm
tommﬁmmumdﬂwb@&nm
charged with the enforcement of this chapter with respect to their
respective licensees.

4051.5. Registered Nurse Dispensing in Chnics .
mwa&ammanJ-Mmmw
registered nurses functioning pursuant te Section 2725.1

4051.6. Nurse Proctitioner Ordering in Clinics )

Notwithstmdmganyodzrpmvﬁouofhw.licemedw
may dispense drugs or devices upon the order of a nurse practitioner
functioning pursuant to Section 2836 1. :

- . ion 4240, this chapter does not apply
(a) Except as provided in Section , this er

to the ntailsalcofdmgsmnmbjedtomﬂllwb.chuep.ckaged

bt e thae mmansfacturer’c or dictributor’s container .’K’ M

(mmwhgwihSecﬁonM)dDivﬁmJ.othﬂz(W'
'ihSecﬁonm)d{)ivﬁonﬁ.dtheWelae-ﬂlmﬂmCode.
3) An exporter for export outside the United States where such
&@mdﬁnﬁcakmldmlydippedoutidedthel!ﬂedm
(c)'llisc!np(adoanotapplylolheretﬂdedm«
MMGMtw«mMm«
nurientsusadtofonifythediﬁdmanotothetmimlmpo&ry-d
Hdednanhwﬁchuem:ﬁuilokﬁmdll and which are
ubdtmthm'sadm s container and
in accor with applicable federal and state labeling re-
Quirements.

4052.1. Exempt Hospitols
WWMM!MM«..M«
mhoqﬂaluddhedh&tﬁonm'hchcwmlwbedsw
Mﬁoeluuenployl‘heateguetedmmy
m&muMbMMQth
thMWﬁhWﬂmbmm
mwuhmmwmmpmah
k'mdandmddmpsomhnedmd.dm‘muﬂed.mduch
mm&m&whﬂmhuhaized
personnel of the Board of Pharmacy A separate record shall be kept of
the iny ion of hypnotic drugs including the amount given, the
m:::m and the name and address of the per<on to whom

40522 Pormit Required

Nohnpi!d“beenmledmmebﬂwﬁ'sofSccﬁonmzlmﬁM
has obtained a permit from the board Each permit shall be issued to
a specific hospital and for a specific location.
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mwfa.wmmmuu_&a
n!amfuuiﬁedbythebo.dl!pm&eﬂ‘ngdt‘\ew-d
wamhwum (a)olSe'd_m“lﬁ,&'e
mdﬁmdmmum-wmuw

whether tbeappliumisslieemedaeoﬂyWasde&edhlﬁs
code.whetheticdoaadoaweuployﬂdmwm
m.wwdm&!mm-ﬂhmdhm
tor

Bt | ' suspend it tssued under Section
The board may revoke or a permit issu _
Ib?dmlheumandforthegmundswiﬁadmArhdell.m-
i e bora office for the
1 * , iaboraiory or
”l(:.)dwﬁ'ﬂ?_ S!;r o:mpmmdw ph;'mdn@ or chemicals, ot_fot the dis-
mgdmmdumdwmmﬂbemma
a registered pharmacist. .
b) E Wmm-p&wqm:m
Mmuurwh.mgw

(c) Anynmplnfmamstownetwhocamwmmwhkhvodd
mbvatataxhtoa:bveﬂtheeﬁaudthpummd-_ngem
canplyvi!hthehmgmmtbeopenﬁondlhephnmsgﬂy
of a misdemeanor.

4062. Blood Pressure Mecsurement e B

Notwithstanding Section 2013, or any other provision -
cam:ry..licemedphanmislmynkeaperm's.bl_mdm-d
mnyinfotmlhepetmdﬂ-cremlu.retdetmwuh'be&a
!hereadmgiswithin-high,bwumuﬂmlg.e.sd‘mydﬁn&e
mmtomﬂlﬂmdlhem'scbpm.mmm‘
ing blood pressure measurement, a pharmacist shall have received
training in l}nﬂurdatdmfnddb!oodptmem. Phar-

ty standards in rendenng opimons '
':h‘;';:cz:m Enforcement of this section is vested in the Board of Phar-

b cneniine chall not he in viola-
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Atide 35  Chnic Permits

4063. Chnic Permit

ing anything contained in this chapter, a licensed

wc&&aﬁueﬁcadeﬁnedhpnn;rqh(l):

(2):‘%(-)0‘%!“0(&““5‘&7&&”
mmuwumam*&e
W«.mmmwhmummm
eh;?ﬂleepm&d&elhd-dmd“m

a minimum ! :
med. : seven years for inspection by all properly

(a; Enhmﬁwomm&cmm“bemde
on a form furnished by th board Upon the filing of the application and
pamtofthe‘eeprmibedhaﬁdiv&m(s) f Section 4416, th~
Mdulunkea!wé.mmdamm&e
mmﬁnwm‘mfamm&x.mhmde
Mbammwdﬂﬂnmm&em
Men-j-redlyrehtedtothemdthepamu'ﬂieho.du
w.w,mmwefnyWMdMQbmd
& premises, including ¢ perating hc s, parking ' '
noise, except those m tters relating to the

deny :
for a permit under this
(b} If the board determines that the applicant and the premises for
2 F m.wh.mdﬂh
article, the exer ver of the Bl hiun & :
S e ubdruhgm.m' =
ant to Section =~ . he permit shall be renewed annually on or before

Demnbetmofe.d;ywmmdthereneﬂkemw
in subdivision (s) of Section 4416 and shall not be transferable.

4063.3. 2pphcotion Form
Mhmdm&nmtm&dmm“mﬁ
(hemlu!l&!rmdthelppﬁmn.whdberthelppﬁe-nisli»
peefnmsionsl divector. the e of ot e
. or, the name of its administrator, and the of its
: name
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Article 1. G  Poastes
1702, Delegotion of Certoin Functions

The power and discretion conferred by law upon the board to receive
and file ar _usations; issue notices of hearing, statements to respondent
and statements of issues; recerve and file notices of defense; determine
thetuneu\dplneof“mpmdet&cmllsmoﬂhecovemmm
Code; set and calendar cases for hearing and perform other functions
necessary to the business-like dispatch of the business of the board in
connedmmlhproceedmgsu;datheptwmd&ctmllﬁm
through :1528 of the Covernment Code, prior to the hearing of such
proceedings; and the certification and delivery or mailing >f copies of
decisions under Section 11518 of said code are hereby delegated to and
conferred upon the executive secretary, u.hhsuhetabueacefrmn
the office of the board, the acting secretary.

1704. Chorge of Address

Each person holding a certificate, license, permit, registration or
exemption to practice or engage in any activity in the State of California
under any and all laws administered by the Board shall file a proper and
current residence address with the Board at its office in Sacramento and
shall within 30 days notify the Board at its said office of any and all
changes of residence address, giving both the old and new address.

1705.  Nofificotion of Bankruptcy, Receivership or Liquidation

Any pharmacy, wholesaler, or manufacturer who makes any assign-
ment for the benefs* -f --~4itars or enters into any creditor compromise
arrangement, or who files s petiti-.. “» bankruptcy, or who has a re-
ceiver appointed, or who eriers into any liquidation ur other arrange-
meni ¥ hich may result in the sale or transfer of drugs, poisons, devices
or apphiances which are ~equired to be sold by a registered pharmacist
or other licensee, shall notify the Board immediately in writing of such
fact, and shall set forth the following information, if known:

(a) Date of sale or transfer of such poisons, drugs, d=vices or appli-
ances;

{b) Name and address of purchaser;

(c) Inventory of dangerous drugs and devices showing their disposi-
tion;

(d) Location of records of manufacture, sale, purchase, and disposi-
tion of dangerous drugs and devices.

1706. Words of Similor Import

The words “Prescription”, “Prescription Service”, “Medication”,
“Prescribed !Medication”, and “Medicinals” are words cf similar or like
import to those enumerated in Section 4391, Business and Professions
Code.

Artide 2. Phormocies

1707.1. Noftice to Consumers ond Duty to Consuly
() A Pharmacist shall provide his or her patient with consultation
mmmmumm-cm-u-&e

exercise 8f his or her jadgment.
(b) In every pharmacy subje.t to the provisions of Business and
r.mmmwmuuww-.
place conspicuous to and readable *y prescription drug consumers the

following notice:
“NOTICE TO CONSUMERS™

At your request, this pharmacy shall provide its current retail price
of any prescriptior: without obligation. You may request price informa-
tion in person or by telephone.

Ask your pharmacist if & lower-cost generic drug is availabse to fill
V’Mpeﬂ'“m

Pﬂwmmhﬂnm&um&mmmm

Onermladﬂamnmudﬂet

checked below. lnmqmﬂmmnuww
consider the services provided.

{] Personal Medication Records

{1 Health Services Information

{1 Compounded Prescription Service

[1 Emergency Prescription Service

[ ] Prescription Delivery

{1 Credit Service

B i

iF Y()U HAVE ANY QUESTIONS RECARDINGC MEDICATIONS,
PLEASE ASK TO SPEAK WITH A PHARMACIST.

17082 Discontinvonce of Business
Any pharmacy permit holder must contact the board prior to discon-
- nung business or conducting bankruptcy proceedings or transferring
mse&ngtheptmmtommomcdm
sheet applicable to the transaction.

1708.3. Radiooctive Drugs

A radioactive drug is any substance defined as a drug in Section
mu;unmmrmruo-..awm«.m
biological product as defined in 21 CFR 600.3(ce) which exhibits spon-
taneous disintegration of unstable nuclei with the emission of nuclear
particles or photons and :includes any such drug or biological product
which is intended to be made radioactive This definttion inclisdes non
nd-o.chvcrecgenthtsandmadldemm-hd\.emeudedh
be used in the preparation of any such substance but does not include
drugs such as a carbon-coniaining compounds, potassium-containing

compounds or potassium-containing salts which contain trace quanti-
ties of naturally occurring radionuclides




e

- 17084 ommacist Handling Rodicoctive Drugs

Aﬂmw:mmmhmmhthe
jons, Rsiliing Wesage, iving. d& S Siiadii sl

- pharmacology of radiocactive drugs. He must have completed a2 nuclear

phmymuldlotmedelperiawehmmwwedby
meﬂwd.&hrationuldclpeﬁencehmwovedprognmsmy
be granted partial or equivalent credit, if, in the opinion of the Board,
arhprogumprovidelheleveldcunpetenceuappmvedpmgrm
aﬂ:leeuthncyCanpetalcySu!emodoptedbytbe
Board.

17085 MMMIMD-
Aphumacyfumishmgndimcﬁn“hmyﬂu.phcemptem-
hesdescﬁbedhapennitimaedbyﬂleﬂwdbyfﬂfermtopluu

, repackaged, or dispensed.

Addﬂeddiagrmdtbedkmwm-ﬁopentmd

ign of the premises and a list of all equipment required for the assay,
identification., storage, processing, compounding, repackaging, dispens-
i andmlys'uohhephannaceuﬁalquﬁtyolndimcﬁvedmgsdnﬂ
bemhnmledtoandnpptovedbytheﬂwdhefmaphﬁmpemﬂ
is issued by the Board.

A pharmacy exclusively furnishing radioactive drugs shall be exempt
from the building standards of Title 16 Cal. Admin. Code Section 1712
unless the Board finds taat -he public health and safety require their
application

A pharmacist gualified under Section 1708.4 to furnish radicactive
drugsshn!lbeinthcphamncywhemverthefumiﬂingdndioacﬁve
drugs occurs. All personnel involved in the furnishing of radicactive
drugs shall be under the immediate and direct supervision of such a

1709. M-adOm:dMiGap

Each permit to operate a pharmacy shall show the name and address
of the pharmacy, and the form of ownership (individual, partnership or
corporation). Each pharmacy shall, in its initial application and on the
annual renewal form, report the name of the pharmacist-in-charge, the
names of all owners and the names of the corporate officers (if a corpo-
ration). Any changes in corporate officers shall be reported to the
Board within thirty (30) days A permit to operate a hospital pharmacy,
or a permit issued to a hospital under provisions of Section 4052 1 of the
Business and Professions Code, must show the name of the current
pharmacist-in-charge.

1772, Building Stondards ¥
mmm.ammm-m;mm
(a) Approval of Plans. The 1Sing area, waiting

area, storercom, restroom, and all partitions, doors, windows and fix-

tures shail be indicated on flcor plans, ing appropriate elevations

Med'od\eﬂouddlhetiulhelﬂimﬁon‘w.mm

is filed, or prior to remodeling. Such plans shall be submitted to the

Board prior to proceeding with new construction
Before a pharmacy permit is issued, the plans submitted must meet

the approval of the Board.

(b) Pharmacy Area. The minimum area of the pharmacy, exclud-
ing enclosed storerooms, shall be not less than 240 square feet. Each
pharmacy shall be of adequate size to permit effective and non-hazard-
mnspinrmacypnct':ed!hetype:stgcdinbythepermﬂblda.

(c) Prescription Compounding Dispensing Counter. There
MkaMMMMMmMaM
shall provide unobstructed working space commensurate with the com-
poundingand(ﬁspenu‘ugmllmdreqﬁrementsoﬂhephamucyund
which shall be used fur no other purpose

Adeuandunbdrudedﬂoumdnleﬂendthefuﬂlﬂngthdlhe
prescription compounding and dispensing counter

A minimum of 16 square feet of counter space shall be provided for
onep!nnmcist.&toqhoddiﬁudmetmshdlbepmﬁdedh
each additional w«m. to permit eﬂecnveby' and non-hazardous
pharmacy practice type engaged in by the permit holder.

(d) metobeeonidaedhdeletmme.deqmcydphu-
macy size under ion (b) and the adequacy of the prescription
compounding an-{ dispensing counter space under subsection (c) shall
include.bmannotimited!o.thefolorhg:lhemmdlyped
perscnnel; the emount and of ecuipment and stock in the pharma-

tooeilingdnllbeprovidedlosepnaletbep'mmacy,orthephumxy
utdldjoirﬂ:gmerchmdisingue..frmthereﬂoﬂhehildmgo:thc
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’ " Pd-!-l-u-!-hlﬂ-ﬁmw

RADIOACTIVE MATERIAL AUTHORIZATION
_—

1. Individual User:
Willian H, Briner

3. locatior

Radi 1 rmacy Laboratory

d. Authorization No:
MC~176

4. Expiration Date:
September 1, 19¢0

5. Radiocactive Macerial .

6. Possession Limit

A. Any radicactive material between A. Amount to be approved by Radiation
Atomic Numbers 1 & B3, inclusive Safety Office

B, 1-125 (2 sealed sources) o B, 400 milliCuries

C. Americium=-241 (2 sealed sources) C. 2 milliCuries

D, Strontium-82 D. 150 milliCuries

E. Rubidium-82 E. 150 milliCucies

F. Strontium=®3 (contaminant of 5D) F. 500 milliCuries

G. Osmium=19i 3. 1 Curie

H., Iridium-191lm . 1 Curie

7. Conditions

A. Radioactive material shall be used by or under the direct supervision
of William H., Briner.

B. Radioactive mnterial shall be possessed and used in accordance with
statements, representations and procedures described in application
dated September 13, 1988 and manual entitled "radiation Safety Manual
Duke Medical Center."

C. Human use of radiocactive material shall be by a physician specifically
authorigsed by the Duke Medical Center Radiation Control and Radiocactive
Drug Research Committee.

For The RADIATION CONTROL And RADIOACT UG RES B C E

1988

Date September 21, Conrad M, Knight, RSO |







2 e RETURN TO: RSO, BOX 3155, Dumc

AUTHCRIZATION NO.
RENEWAL APPLICATION = RADIOISOTOPE AUTHORIZATION

B b il

l.  Applicant:william H. Briner, Associate Professor of Radiology and
Director, Radiopharmacy and Nuclear Hedicine.Laborutory

2. Radionuclides and quantities to be possessed:

Any radioactive materials between Atomic Numbers | and 83 inclusive, in amounts as
required, but within the conditions of DUMC North Carolina Radiocactive Materials License
Number 32-085-3 and as approved by the Duke Radiological Safety Officer. Also 1. Iodine
125 (2 sealed sources, 200 mCi each); 2. Americium 241 (2mCi sealed source); 3 Strontium
82, 150 mCi (Parent of Rb 82, q.v.); & Rubidium 82, 150 mCi (Generator); (Continued

an. Supnlementary Sheet 14)
3. Building(s) and room(s) in which radicactive materials are used or stored:
Section of Radiopharmacy Space (Bell Building Rooms 144, 146, 147, 149, 151, 152 and

154) Division of Imaging Space in Duke Hospital North and South, including the PET
Imaging Center in Duke Hospital South.

4. Brief description of purpose for which radicactive material is used (to in=
clude activity per experiment and nunber of experiments per month):

| A, The formulation and dispensing of radiopharmaceuticals intended for administration
to patients of Duke Medical Center Section of Nuclear Medicine, as well as other
Duke Hospital patients when appropriate errangements by authorized physicians

have been made with the Director, Section of Radiopharmacy. This is, in part,

made possible by the issuance of a Pharmacy Permit (license, No. 3051) to the

Duke University Medical Center Radiopharmacy by the North Carolina Board of Pharmacy.

B. Similarly, under appropriate contractual arrangements, the function carried out
of A above is performed for the Veterans Administration Medical Center, Durham,
N.C., with the transfer of radiocactive material from the DUMC Radicactive Material
License (N.C. 32-085-3) to the VAMC Byproduct Material License (NRC 32-01134=01),
being duly recorded.

C. The quality control testing of all radiopharmaceuticals formulated and dispensed
in A and B above, in accordance with regulations of the N.C. Radiation Protection
Program, USNRC, USFDA, USP, N.C. Board of Pharmacy, and the professional judgment
of the Director, Section on Radiopharmacy.

D. The development of new radiopharmaceutical dosage forms as required at DUMC and
the Durham VAMC, in accordance with Federal and State statutes and regulations
relating to the practice of pharmacy and medicine.

E. Participation in basic research carried out independently and in tollaboration
with other DUMC, Durham VAMC faculty and staff members.

(Continued on Supplementary Sheet lA)







RENEVAL APFLICATION - ) ADIOISOTOPE AUTHORIZATION, 12 SEPTEMBER 1968

Applicant: William }, Briner

SUPP. EMENTARY SHEET 1A

Appliser ton Item 2 (Con't)

5. étrontiun 65 (contaminart of 4) to be used in snimals only in conjuction with
~ PET lmaging Center, Duke Hospital touth. Osmium 191, | Ci and Iridium 191,
1 C1 in & Generator Systen,

Application Ivem 4 ion't)

F. As required in A through E above, the use of laboratory anivals, such as
monkeys, swine, mice, rots, rabbics dogs, cats, ete » may '« involved.

C. Performance ./ » wide variety »f rad.-bioaszays for patierts,



$. Tortable radistion detection instruments sainta
b oo " intained in your laroratory

I es Eberline RO-3 fonization chamber survey instrument
I ea Eberline RM=14 OM survey instrument
1 e« Eberline E~520 GM survey instrument

6. Descrire the radiclogical safety measures employed to minimize the possibility
2f contamination of sonnel and facilities, incl method of det
effectiveness of o.«:g.r messures: _— S

A. All persounel assigned to the Section of Radiopharmacy wear TLD whole body badges.

B Selected personnel (i.e., those vorking in the Radiopharmacy per B¢, but not the
Noclear Medicine Lcboratory) wear finger TLD's. =~ 0. TR

C. All personnel who work with radiouctive material wear protective gloves and lab~
oratory coats.

D. No smoking, eat‘ng, drinking, or application of cosmetics is permitted in .reas
where radioactive materials are stored or handled.

E. All incoming packages of radioactive material are visvally inspected upon receipt
to check for loss of containmert or obvious damage.

F. Packing materiels are surveyed with GM meter prior to disposal.

G. Outside containers of shipments containing more than 100 201 of nuclides with
helf-lives greater than 7 davs are wipe tested upon receipt to detect external
~ontamination in excess of limits prescribed by NRC and DOT; 4if obvious in-transit
damage to any package has occurred, regardless of activity level or half-iife,
the package is wipe tested.

H. Lab area is checked for contamination, using wipe tests and survey instruments
at intervals deemed necessary by Lab Director and Radiclogical Safety Officer.

I. Receir* and dispo.el of all radioactive material is recorded im accordance with

Duke Universiiy Rauiological Safety Policies and Procedures,

J. A)]l radiocactive materials ar¢ shielded appropriately as required by their nature.

K. All other pt':odhroa mandated by the Duke University Radiological Safety Policies

and Procedures are followed.




7. (&) Do you provide instructions to laboratory personnel concerting the
gomtu.l hu:dn of lonizing radiation and safe nandling procedures?
es _x —

(b)  Are special precautions or instructicns provided potentiall regnant
female emplovees? ol " e

(€) 1f answer to a or b above is Yes, how are instructions given?
Oral _x =  Written _____

8. Do you use Bydrogen 3 ian such a way that internal deposition is possible and
periodic urine analysis is warranted? Yes _ No _X

S. mmm:mzn:mmwcaanym:mmm:mu

Foss: le and rtiodi tyreid peant is warr ? Yes X
Periodfc ur?m assays are done when dee~ed necessary, 1 ponyitivc. 'ﬂ:yro:l!? counting
would be done.

10. Do you have any of the following devices or materials undes our supervision?

a. Analytical X-Ray equipment; e.g. electron mic:ascope, X-Ray diffraction:
Yes _ [T

b. LlLasers or masers: Yes __ No _x
€. Microwsve equipiant; f.g. oven: Yes ... No _.»x_

d. Sealed radicactive sources; e.n. check sources for nstruments, static
eliminator, etc.: Yes _ S

11, Name of individual responsible for radiation safety matters during absences
0. the Authorized User:

Name _ Nelsen Niehaus Fhone _684-5636

12. Signature of Authorized User:

_u.as._éLL___ zlza(a;r

signature
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RADIATION PROTECTION SECTION Page | of 7 Pages
DIVISION OF PACILITY SERVICES
. N.C. DEPARTMENT OF HUMAN RESOURCES
RADIOACTIVE MATERIAL '.ICENSE

! went to North Curolios Regulations for Protection Against Radiation and in reliance on
statemsents and representations heretofore made by the licensee, a license is hereby issued
authoriziog the licensee to receive, acquire, own, possess, transfer and ivport radioactive
materials listed below; and use such radicactive material for the purpose(s) and at the
place(s) designated below. This License is subject to all applicable rules and regulations
of the Nortb Carolina Departwent of Buman Resources now or hereafter in effect and to any
conditions specified below.

Licensee |

|3, License No. 032-0085~3
1. Name Duke Univevsity Medical Center |

|
|4, Expiration Date March 31, 1994
2. Address P.0., Box 3158

|
Durham, N.C. 27710 |” AMENDS IN 178 ENTIRETY
:5. Amendment No. 63
7. Chewical and/or [ 8. Mazimum Amount of Radiocactivity
Physical Porm | and/or Quantity of Radiocactive
Material which Licensee may
Possess at any one time.

6. Radioactive Material
(element and sass no.)

|

|

|
(See Pages 2, 3 6 4) | (See Pages 2, 3 & 4)
|

r
|
|
|
|

(See Pages 2, 3 & &) :

9. Autborized Use

A BB: To be used for Medical Researzh, Diagnosis and Therapy.

CC = HH: To be used for Calibration, Research and Levelopment.

II = JJ: To de used as static eliminators.

KK - To be used in AECL Gamma Cell 40 Irradiator for the study of radiation effects.

LL - To be used in AECL Gamma Cell 1000 Irradiator for the irradiation of blood and blood
components.

MM - To be used in J. L. Shepherd Mark I Irradiator for non~human radiation studies.

NN = UU = To be used in Electron Capture Detectors as & part of Manufacturer Gas Chromatograph
Systems.

CONDITIONS i
10. Joless otherwvise zpecified, the authorized place of use is the licensee's address stated in
Item 2 above.

ll. The licensee shall comply with the provisions of 10 NCAC 3C .2500, "Standards for Pro;ectign
Against Radiation," and 10 NCAC 3G .3i00, "Notices, Instructions, Reports and Iqspcc:xons.'
(The North Carolina Regulations for Protectior Against Radiation are crntained in 10 NCAC

36)a

lé. Radiocactive material shall be used by, or under the supervision of xpdividuals suthorized
by the Radiation Safety Commitiee and Radiocactive Drug Reseirch Committee.




RADIATION PROTECTION SECTION
DIVISION OF PACILITY SERVICES
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Supplementary Sheet
Revioactive Materiale:

6A. Any radicactive material TA. Any Form 8A. 100 millicuries each
between Atomic Nos. 3 & (Total possession
83, inc.. sive, except: 25 curias.,
B. Carbon-lé B, Any Form 8., 2 curies
C. Phosphorus=32 C. Any Form C. 500 millicuries
D. 1lcdine-}]l D. Any Form D. 500 millicuries
E. Iridium=-192 E. Any Form E. 1 curie
F. Xenon-l33 ¥. Any Forw F. 10 curies
C. lodine-i25 G. Any Form S. 750 millaicuries
H. Hydrogen-J H., Any Ferm H. 10 curies
I. Molybdenun-99 I. Any Form I. 10 curies
Ji Technetivn~99q J. Auy Form Je 10 curies
¥  Radon~222 K. Any Form K. 50 millicuries
L. Krypton-85 L. Any Form Le 2 curies
M. Gold~198 M. Seeds M. 1 curie
N. Strontiuve~90 N. Medical Applicator Ne 100 willicuries
Yttrium- 90 (Tracerlab Model
RA~24)
0. Ceiinm=137 0. Sealed Sources 0. 2.2 curies
(3M Co. Model 6D6C
medical radiation
sources)
P. Tungsten~178/Tantalve~178 P, Generator P. 400 millicuries
Q. Sulfur-3$ Q. Any Form Q. 300 wmillicuries
R, lodine-l25 R, Sesled Source R. 2 sources 400
(Amersham Mocel millicuries total.
IMC-129)
$. lodine~125 §. Seeds §. 2 curies
T. Strontium=82 T. Generator T. 150 willicuries
Us Strontium-85 U. Any Forwm U. 500 millicuries
V. Rubidium~82 V. Any Form V. 150 millicuries




RADIATI'N PROTECTION SECTION Page 3 of 7 .
DIVISION OF FACILITY SERVICES ’ T T

N.C. DEPARTMENT OF HUMAN RESOURCES
RADIOACTIVE MATERLIAL LICENSE License No. 032-0085-13

Supplementary Shee.
kadicactive Materials (costioued):

6W. Osmium='%( JW. Generator 8W. 1 curie
X, Iridium=19ln X. Any Forwm X. 1 curie
Y. Fluorine~18 Y. Any Forx Y. 1 curie
Z. Oxygen~l5 «+ Any Fory 2. 1 curie
AA. Nitrogen-13 AA. Any Fform AA. | curie
BB. Carbon~l1l BB. Any Form BB. | curie
CC. Americium=241 CC. Sealed Sour.e CC. 600 millicuries
(NEN Model NER~
«78)
PD. Redium-226 DD. Any Form DD. 2 millicuries
EE. Americium=~24) EE. 3ealed Source EE. 10 millicuries
(Amersham/Searle
Model 2084)
r Americium=241| FF. Sealed Source FF. 2 wmillicuries
(Amersham Model
AMC-21)
GG, Americium=241 GG, Sealed Source GG, 100 millicuries
(Amersham/Searle
Model AMCL type
X~131)
HR, Cesiun~l3? HH. Sealed Source HH. 3 curies

(J.L. Shepherd
and Associates
Model 78-~68)

II. Polonium=210 I1. Static Eliminator I1. | willicurie
(Nuclear Products
Model 2 U=-1000)

JJ. Awmericium=241 JJ. Custom sources JJ. &40 wmicrocuries

(DUMC Mod=Alull) (2 sources =
20 microcuries
each)

KK, Cesium~-l37 KK, Seasled Sources KK. 3600 curies
(AECL Model C-5616, (2 sources 1800
type 8) curies each)

LL. Cesium=137 LL. Sealed Source LL. 2180 curies

(180-100N)
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Supplementary Sheet

Re.i0sctivy Materials (comtinued):

PP.

Cesiun~-137 MM, Sesled Sources MM, 10,000 curies
(Shepherd Model
6810)

Nickel«63 NN, Custom Plated NN. 15 millicuries

Source (Amersham/
Searle or NEN)

Nickel~=5%3 00. Custom Plated JO. 8 millicuries
Source (Varian
Model 02«001972-00)

Nickel~«63 PP, Custom Plated PP. 8 millicuries
Source (Varian
Model 02-001972-00)

Nickel=6] QQ. Custom Plated QQ. 8 willicuries
Source (Varian
Model 02-001972-00)

Nickel~63 RR., Custom Plated RR. 8 millicuries
Source (Varian
Model 01-1028-01)

Nickel=-63 §S., Custom Plates 8§85, B8 willicuries
Source (Var:a-
Model O01-1028-01)

Nickel=63 TT. Custom Plated ™. 8 willicuries
Source (Varian
Model 02-001972-00)

Nickel=63} VU, Custom Plated UU. 15 millicuries
Source (Hewlett
Packard Model 5890)

Conditions (continued):

124,

Each sealed scurce contuining radiocactive material, othir than Hydrogen 3, with a
half-iife greater than thirty days and in any form other than gas shall be tested for
leakage and/or contamination at intervals not to exceed six months. In the absence of
a certificate from a transferor indicating that a test 1as been made within six months
prior to the transfer, the sealed source shall not be .ut into use until tested.

Notwithstanding the periodic leak test required by this condition, any 1iccpood sealed
source is exempt from such leak tests when the source contains 100 microcuries or lqoq of
beta and/or gamma-emitting saterial or 10 wicrocuries or less of alpha-emitting material.

The periodic leak Cest regr.red by this condition does not apply to sealed sources that are
stored and not being user., The sources excepted from this test shall be tested for leakage
at intervals not to exc.ed three (3) years and prior to any use or transfer to ansther
perscn unless they hev: been leak tested within six months prior to the date of use or

transfer.
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RADIATION PRUTECTION SECTION Page 5 of 7 Pages.
DIVISION OF FACILITY SERVICES

. N.C. DEPARTMENT OF HUMAN RESOURCES
RADIOACTIVE MATERIAL LICYNSE License No. 032-0085~3

Supplementary Sheet
Conditions (continued):

13D, Notw. hstanding Condition No. 13A the Cesium 137 listed in item O of 6, 7, B & 9 shall bde
tested for leakage and/or contamination et intervals not to exceed three years. In the
absence of a certificate from a transferor indicating that a test has been made within
$1X months prior to the transfer, the sealed scurce shall not be put into use until
tested.

E. The test shall de capable of detecting the presence of 0,005 microcurie of radicactive
material on the test sample. The test sample shall be taken from the sealed source or
from the surfaces of the device in which the sesled source is permanently mounted or
stored on which one might expect contamination to accumulate. Rucords of leak test
results siall be kept i1n units of microcuries and maintained for ‘-~epection by the
Agency.

F. 1f the test revealcr the presence of 0.005 microcurie or more of removable contamination,
the licensee shall imweciately withdrav the sealed source from use and shall cause it to
be decontaminated and repaired or to be disposed of in accordance with Agency regulations,
A report shall be filed within five (§) days of the test wi*h the Redintion Protection
Section, Division of Facility Services, Department of Human Resources, 701 Barbour Dv.,
Raleigh, North Carolina 27603, describing the equipment involved, tha test results, and
the corrective action taken.

Tests for leakage and/or contamination shall be performed by licensee, or by other
persons specifically authorized by the Agency to perforu such services.

14, In lieu of using the conventional radiation caution colors (magenta or purple on yellow
background) as provided in 10 NCAC 36 .2511(a)(1), the licensee is hereby authorized to
label detector sells and cell baths, containing radivactive material and used in ges
chromatography devices, with conspicuously etched or stamped radiation caution symbols
without a color requirement.

15, Experimental animuls administered radiocactive materials or their products shall not be
used Oor human consumption,

\6A, Individuals involved in operations which utilize, at any one time, more than 100
millicuries of Hydrogen 3 in a non-contained forw, other than metal ic foil, shall have
bioassays performed within one week following 2 single operation and at weekly intervals
for continuous cperation., The urine specimen shall be collected on the same day of the
week ins.far as possible.

B. Notwithstanding the bioassay at weekly intervals for continuous operations required by the
preceding paragraph, bioassay may be performed at mont™ly intervals on any individual for
the following calendar quarter, if the average concentration of Hydrogen 3 in the urine of
the individual juring & calendar quarter was less than L0 microcuries per liter. Bioassay
may continue &t monthly intervals so long as the average concentration remains below 10
microcuries per liter,

€ Hydrogen ] shail not be used in such a manner as to cause any individual to receive a
radiatior - ‘posure such that the urinary excretion rates exceed 28 microcuries of
Hydrogen o per liter when averaged over a calendar quarter.

B
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Supplewmentary Sheet

Conditivns (continved):

16D. A report of an average concentration in excess of the limit specifiev in the preceding

17.

18.

19.

20,

-~

22.

23.

24,

25,

26'

27,

paragraph for any individual shall be filed, in writing, within thirty (30) days of the
end of the calendar quarter with the Radiation Protection Section, Division of Facility
Services, Department of Human Resources, 701 Barbcur Dr., Raleigh, North Carolina 27603.
The report shall contain the results of all urinalysis for the individual during the
calendar quarter, the cause of the excessive concentrations and the corrective steps
taken or planned to assure against a recurrence.

The foil may be removed from the electron capture cell for cleaning only, in accordance
with procedures con.ained in the manufacturer's operating manual.

The Nickel 63 Electron Capture Detector designated in items RN through UU of 6, 7, 8 & 9
shall be used in conjunction with & properly operating temperature limiting device as
specified by the manufacturer.

Technetium 9%m penetate as an aerosol for lung function studies wmust be administered
with & closed, shieldrd system that either is vented to the outside atmosphere through
an air eshaust or¢ provides for collection and disposal of the serosol.

Radicactive material shall not be used in humans until its pharmaceutical quaiity and
assay have been ¢stablished,

Radioactive gases as free gas or in solution, to ve administered to humans, shall be
procured from a supplier who distributes the product indicated for buman use in
accordance with the Federal Food, Drug, and Cosmetic Act.

Notwithstanding 10 NCAC 3G .2504 and .2507 of "North Carolina Regulations for
Protection Against Radictigs," the maximum permissible concentration (MPC) for Xenon
127 in_gir shall be 9 X 10 ~ microcurie per milliliter for a restricted area and

2 X 10 " wmicrocurie per millilicer for an unrestricted area.

The licensee shal. comply with the provisions of 10 NCTAC 3G .2800, "Use of Sealed
Radicactive Sources in the Healing Arts.”

Patients containing lodine 31 for the treatment of thyroid carcinoma, or patients
cor:” 1ing therapeutic quantities of Gold 198, shall remain hospitalized until the
resi..al activity is 30 willicuries or less.

Patinnts containing Radon 222 implants shall remain hospitalized until the residual
activity is 30 millicuries or less,

Patieats containing Cobalt 60, Cesium 137, Radium 226, or Iridium 192, implants shall
remain hospitalized until surveys made with an appropriate radiation detectinn
irstrumeni indicate that all implants have been removed.

Patients containing implants shall remain hospitalized until the implants are removed,
except that patients containing lodine 125 seeds may be released from the hospital,
provided the attending phvsician has determined the seeds are secured and are not likely
to be lost by the patient,
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Supplementary Sheet

Conditions (continued):

28. The licensee shall conduct a physical inventory every six (6) months to account for all
sealed sources received and possessed under the license. The records of the inventories
shall be mrintained for two (2) yeasrs from the date of the inventory for inspection by
the Agercy and snall include the quantities and kinds of radiocactive material, location
of sealed sources, and the date of the inventory.

29. Except as specifically provided otherwise by this license, the licensee shall possess and
use radioactive material described in Items 6, 7 and 8 of this license in accordance with
statewents, representations and procedures contained in:

A, Applicetion with attachments dated March 28, 1989 and signed by Kenneth W. Lyles, M.D.,
Chairman, Radiation Control Committee.

(e ~~% ;QE?‘é;ngtA&l‘~\\\
Dav. of lssuance March 7, 1989 For - Daygq;!, Brow~n ; :
Chief, Radiation Protectiom Section

Form No DFS-~5211
(Rev. 3/88) - ——
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PART I. THE ATOMIC ENERGY ACT OF 1984!
AS AMENDED
Public Law $3-70)
(68 Stat, 919)

AN ACTY
To smend the Atomic Energy Act of 1966, as smended, and for
other purpose. .

Be it enacied by the Seno.¢ ond House of Represenia-
tives of the United Siates of America in Co ress
assembled, That the Atomic Energy Act of 1942, o
amended, is amended 10 read as (ollows:

"ATOMIC ENERGY ACT OF 195

"OuAPTER | DECLARATION FINDINGS aND PL (L]

QUSC e
“Sec | Declaraton 0
“Sec 2 Findings 12
*Sec ) Purpow 21)
“Cuarrin 2 Dirivimions
“Sec 11 Definions Xl
"CHAPTER ) ORGANIZATION
*Sec 2) Office )
“Sec 24 Genersl Manager, Deputy and Assistant Geners! Manageny X4
“Sec 25 Divisions. Offices. and Positions 018
“Sec 27 Miliwry Luson Commities 0
“Sec. 20 Appoiniment of Army. Navy. or Air Force Officers 0
"Sec 29 Agvisory Commitiee on Remcror Saleguards 0
“CHaPTER & RESEARCH
“Sec )1 Research Asnisiance 281
“Sec. 32 Research by the Commission 2082
“Sec 1) Reseach for Oxhers xs)
SCHAPTER 5. PRODUCTION OF SPECIAL NUCLEAR M ATERIAL
“Sec. 4| Ownership and Operstion of Production Facilities. 208 |
“Sec. 42 irmadation of Maierals 282
“Sec 4)  Acquisiion of Praduction Facilities 20
“Sec. &4 Duposition of Energy P )
“CHAPTER 6 SPECIAL NUCLEAR MALZRIAL
“Sec. 51 Specws! Nuciesr Matenal, 07
“Sec. $) Domesuc Dutnbution of Special Nucicar Masenal X7
“Sec. M. Foreign Drstnbution of Specusl Nuciesr Matenal 0%
“Sec. 55 Acquisition 078
“Sec 56 Cuanniend Furchase Prcm 0%
*Sec 37 Prohidbition 3l
“Sec 30 Revew b ) ]

S ——— e ———— i, — o »
"For inden (0 g v huory s appendin ) iy'es

’ 0
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QUSC w
x| “Sec (1
xw2 “Sex 62
200) “Sec 8)
= =S
2006 “Sec o6
b e 8
0 “Sec o
Fod ‘e o
T “hex 01
W RRY Wi “See 02
¢ ™ J% HIT) “Sec 1)
. T \\ HIT “Sec M
( )' } /ol
e M “Sec #1
S 02
1M “Sec 101
1N “Sec 102
o oEe
~> i Sec 108
i “Sec 108
N S 10?7
N “Sec 108
1M S 19
1140 “Sec 110
T “Sec 111
N “Sec 121
192 “Sec 122
1% “Sec. 12).
% . 124
2183 (W) “Sec 128
2188 S 126
1% “Sec. 127,
0y e 12
use e 1D
W “Sec. 120
HI *Sec. 1)1
] “Sec. 141
162 “Sec 142
16 “Sec. 14).
lies “Sec. 164,
168 “Sec. 143
™ “Sec. 146
HY “Sec. 147
60 S M
2181 e
k] 2182 “Sec. 152
Fi[ 1) S 15)

-
-

OarTie Y SORCE Matiea

Source Materal
License for Translem Reguired
Datnbuiion of Source Materw!
Foreign Dsinbuiion of Source Materal
Reporing.
3:-. Lands be he U s
oM on ing to 1 nited Swiey
Public and Acquired u:.”
Prohidilion

SCHAPTER b BYPRODUCT MaTinial

“ M"MM
L] CH namn o | and
y sueral

Authont . of Commision R pecting Cerain Bypraduct Materal
SCRAPTER 9. MILITARY APPLICATION OF ATOMIC ENERGY

honty
Prohibition

CHAPTER 10 ATOMIC ENEROY LiCENsES

Lace e Required
Utihas ion and Production Facilites for Indusinal or Commerca’

Commarcial Liornass.
Medual Therapy and Research and Drweicpment
Anutrust Provesiona
Cnsses of Foarlitu

o Licenass.
“ar or Natonal Emer,
Componem and other m ¥ Facilitva
Exciumons.
Dwtnbution by the Depsr  omi of Energy

“CHAPTER || INTERNATIONAL ACTIVITIES
Effect of Iniermations. Arm:
Comained

Congressional Review Procedures.
Subsequent

Sa Informauon
hmm Against the Disclosure of Cerain Unclam fed
Informavcs.

SCRAPTER |). PaTawTs anD INvENTIONS
Inventions Relating 10 Alomx Weapors, aid Filing of Repory
Contracts.

Invenuors Conceived During Coinmussion
Nonmulitary Utilization.



Injunetions
An
Commusson Patent Licensr

Compraation Awsrds and Roysites
M.o?a.‘um‘u. Use of Paieny

Feoernlly Financed Resenrch

Seving Coum

“Oxartie 14 GENERAL ALTHORITY

“Sec 18] Canersl Provisons

“Sec 162 Convmew

“Sec 16) Advaory Commitiees

“Sec | Eleeine Uity Contraen

*Sec 163 Coniraet Practiom

“Sec 166 Comprroller Genesnl Audit

*“Sec 147 Qm Settements

*Sec 168 Pyyments in Liev of Tones

“Sec 168 No Subndy

“Sec 170 ind mnificetion and Limintion of Lability
“Sec. 170A ConfMiews of Inerest Relating 10 Conimcu and other Armengements.

SCHAPTER 1S COMPENSATION FOR PRIVATE PROPIETY ACQUIRED

171 Just Compensation

172 Condemnaiion of Real Perperty
173 Peuemt tion Dhacionures.

174 Anormey Cenersl Approval of Title

SCHAPTER 16 JUDICIAL REVIEW aND ADKINISTRATIV | PROCRLURE

18 Cemenl

102, Lucense A Hons.

183 Terme of nees.

184 Inalenability of Licenses

188 Construcuion Permiu

106 Revooruion

187 Madifiation of Licensr

168 Continued Opersuon of Facilites.
109 Hesrings end Judicw! Reves

190 Lacensee Incident Repors

191 ~1ome Safety and Licensing Bosrd
192. Temporary Opersting Lacense.

CEEEEiiididd  fidd

SCHAPTI R I8 EnviRONMENT

Cenernl Provions.

. Violsuon of Specific Sections.

. Violstion of Secuons Generally.
Communcation of Restncred
:ﬂ!dl::mubn.
e d A
Swiw. of Limiatons

Trespass Upon Commussion Instaliations.

Phot ng. o of Commussion Insallstions.
Ouvwer Lawn.

{_nm .

onwmpi Procesd

. Cwl a3 for Violstions of La sreTnenu
Ci M«un 3-. Lacenaing Requ
Sabousge of Nucies! Facilivw or Frel

fiddfiddddd iy
BUREEURNRSEREEY

SCAAPTER 19, MISCRLLALROVS

T cnaler of Property.
A port 1o Congren
proprations.
Agenry Junsdcuon.
A»«-N:I of Federnl Power Act.
Government Agencws.

Coorerstion with Swuaws.
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so notify the Commission. Violation of rhe condition
prescnbed Ly this subsection may, in the Commission's
discretion, constitute grounds ior license revocation. In
accordance with section 187 of this Act, the Commission
shall rowuy amenc each license for a utilization facuity
issued under this section or section 104 b. which is in
effect on the date of enactment of this subsection to
include the provisions equired under this subsection. ™

“Sc 104, Mepical Twerary anp Researcw ano Diveror.

ENT -

“a. The Commussion is authorized to iss)-¢ lioenses 10
persons apnlying for use in medical therapy. In issuing
such licenses the © .+ mission is directed 10 permit the
widest amount of :fc. ve medical therapy possible with
the amount of spe: *  uclear material available for such
purposes and to im the minimum a nount of regula-
tion consistent with its obligations under this Act to
promote the commoi defense and secunity and 12 protect
the health and safety of the public,

“b. As provided for in subsection 102b_, or 102, or
where specifically authorize ! by law, the Commission is
authorized 1o issue licenses under this subsection to per-
sons applying therefor for utilizauon and production
facilities for industnal and commercial purposes. In issu-
ing licenses under *his subsection, the Commission shail
impose the minimum amount of such regulations and
terms of license as will permit the Comm.ssion 1o fulfill
its obh”‘uom uader this Act™ .

“c. Commission is authorized 10 issue licenses to

rsons applying therefor for utilization and produciion
acilities useful in the conduct of research and develop-
ment activitics of the tgru specified in section 31 and
which are not facilities of the tyne specified in subsection
|04b, The Commission s directed to impose only such
minimum amount of regulatiin of the licensee as the
Commission finds will permit the Commission to fulfill
its obligati~ns under this Act to proriote the common
defensc and secunty and to protect the health and ufnc.tz
of the public and will permit the conduct of widesp
and diverse research and development. .

*d. No license under this section may be given 10 any
serson for activities which are not under or within the
jurisdiction of the United States, except for the export of
production or utilization facilities under terms of an
agreement for cooperation arranged pursuant to section

R (84 S 147D (1970), s 5, smmbed subems 10: 5. Blon

:é"; e o pwihonmd 10 peIsons & thersior lor
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123 or except under the provisions of section 109 No
license may be issued 1o any corporation or other entity if
the Commission knows or has reason 0 beleve it i
nwned, controlled, or dominated by an alien, a fareign
corporation, or a foreign govern'aent n any event, ne
license may be issued (o any purson 1 ithin the Lnied
States if, in the opinion of the Commssion, (he issus.ice
of a license to such person woul4 be inimical to the com.
n’::n dbe'lcme and secunty or to the health and salety of
the public.

“Sec 105, Antitaust Provisions — :

“a. Nothing coritained in Li..© Act® shall relieve any
person from the uperation of the following Acts, as
amended, An Act 10 protect trade and commerce against
uilawful restraints and monopolies, approved July
second, eighteen hundred and ninety; sections sevanty.
three to seventy-sev-n inclusive, of an Act entit'e. ‘An
Act to reduce taxation, 10 provide revenue for the
Government, and for other purposes approved August
twenty-seven, eighteen hundred and ninety-four; An Act
to supplement existing laws against unlawful restrains
and monopolies, and for other purposes, approved
October fifteen, nineteen hundred and fourteen; and ‘An
Act to create 8 Federal Trade Commission, to define its
g:wm and Guties, and for Mh."l{ approved

ptember twenty-six, nineteen hundred and fourteen. In
the event » licensee is found by s court of competent
Jjunsdiction, ei.oc* in an original action i that court or in
i rprocndin. to enforce or review the findings or orders
of any Governme.. agency having jurisdiction under the
laws cited abo'#, 1o have violateg aam:. th2 proisions of
cuch laws in .ne conduct of the licensed activity, the
Commission may suspend, revoke, or take such other
action as it may deem necessary with respect to any
h:cu: issued by the Commission under the provisions of
this Act.

*b. The Commission shall report promptly to the
Attorney General any information it may have with
“espect to eay utilization of special nucler material or
«tomic energy which :rr-n 10 violate or to tend toward
the violation of any of the foregoing Acts, or to restnct
free competition in'private enterprise. ‘

“¢. (1) The Commissicn shall promptly transmit to the
Attorney General a copy of any license application pro-
vided for in paragraph (2) of this subsection, ar.d a copy
of any wntten request provided for in paragraph (3) of
this subsection; and the Attorney General shall, within a
reasonable time, but .a no event to exceed 180 days after
receiving a copy of such application or written request,
render such advice to the _ommission as he determines
to be appropriate in regard to the finding to be made by
the Commission pursuan* to paragraph (3) o1 this subsec-
tion. Such advice shall include an explanatory statement
as 10 the easons or basis therefor.

Puble 88489 602) (1984), 14, delewd the . inehading On
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Marcus (3, Kuperus JH, Butler JA et al.: Phagocy*ic
labeling of leukocytes with Tc-99a-albumin colloid for
nuclear imaging. Nuc. Med. Biol. ).:673-682, 1988.

Henneman PL, Marcus CS, Butler JA et al.: Appendicitis:
fvaluation by Tc-99m-leukocyte scan. Ann. Emerg.
Med.]17:111-116, 1988.
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