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Dear Workshop Participant:

During our workshop on August 7, 1991 on establishing an "authorized nuclear
pharmacist,” I promised to send you a copy of the revised strawman in late
October 199]1. The strawman has been revised based on our discussions at the
workshop. A copy is enclosed for your information. For ease of comparison,
a copy of the original strawman is also enclosed.

There are two major changes:

(1) We tried to make the three "in-lieu-of" aiternatives equivalent to BPS
certification, as much as possible. Each alternative would require
nuclear pharmacy experience equivalent to a minimum of 4000 hours.

(2) We added training and experience criteria for nuclear pharmacists to
ensure that they are qualified to supervise pharmacy technicians and to
manage a nuclear pharmacy.

1 Took forward to the next workshop after the proposed rule has been published
for public comment.

Sincerely,
) 7

L :

ohn Telford, Chief

Rulemaking Section

Regulation Development Branch
Division of Regulatory Applications
Office of Nuclear Regulatory Research

Enclosures:
Revised and original strawmen
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ISSUE

0 CURRENT REGULATIONS RESTRICT THE PREPARATION OF
RADIOPHARMACEUTICALS TO USING GENERATORS AND KITS
BY FOLLOWING:
- THE MANUFACTURER'S INSTRUCTIONS.
- AN AUTHORIZED USER PHYSICIAN'S DIRECTIVE.

0 CURRENT REGULATIONS (FOR HOSP. & IND. PHARMACIES)
ARE SILENT WITH RESPECT TO NUCLEAR PHARMACISTS:
- THEY CANNOT PERFORM THEIR FUNCTIONS EVEN IF

PROPERLY TRAINED AND LICENSED.

o ACNP-SNM PETITION REQUESTED THAT THE REGULATIONS

BE AMENDED.



OQUTLINE OF OUR APPROACH

0 ALLOW LICENSEES TO PREPARE RADIOPHARMACEUTICALS
(REMOVING RESTRICTION) UNDER CERTAIN CONDITIONS.

o ESTABLISH "AUTHORIZED NUCLEAR PHARMACIST" (ANP)
AND "NUCLEAR PHARMACIST" (NP).

0 SPECIFY RESPONSIBILITIES OF SUPERVISION FOR ANP

AND NF.



PREPARATION OF RADIOPHARMACEUTICALS

A LICENSEE MAY PREPARE RADIOPHARMACEUTICALS (IN
ADDITION TO §835.200 Anp 30.34) PROVIDED THAT
THEY WILL BE PREPARED:

(1) By AN ANP, or

(2) By A NP FOLLOWING A RADIOPHARMACEUTICAL
PROCEDURES MANUAL THAT WAS APPROVED BY THE
ANP, OR



(3) BY A PHARMACY TECHNICIAN WHO IS:

(1) BOTH UNDER THE DIRECT SUPERVIS.ION OF THE
NP AND IS FOLLOWING THE
RADIOPHARMACEUTICAL PROCEDURES MANUAL,

OR

(11) UNDER THE DIRECT SUPERVISION OF THE ANP.



ESTABLISH ANP IN REGULATION

"AUTHORIZED NUCLEAR PHARMACIST" IS A NUCLEAR

PHARMACIST WHO:

(1)

(2)

IS CERTIFIED AS A NUCLEAR PHARMACY SPECIALIST
BY THE BOARD OF PHARMACEUTICAL SPECIALTIES OF
THE AMERICAN PHARMACEUTICAL ASSOCIATION, OR

HAs A PH.D. or M.S. DEGREE IN NUCLEAR PHARMACY
AND 2000 HOURS OF PROFESSIONAL EXPERIENCE IN
NUCLEAR PHARMACY PRACTICE, INCLUDING 1000
HOURS OF SYSTEMATIC INSTRUCTION, OR



(3)

(4)

HAS COMPLETED A RESIDENCY OR INTERNSHIP
PROGRAM IN NUCLEAR PHARMACY AND 2000 HOURS OF
PROFESSIONAL EXPERIENCE IN NUCLEAR PHARMACY
PRACTICE, INCLUDING 1000 HOURS OF SYSTEMATIC
INSTRUCTION, OR

Has compLETED 4000 HOURS OF PROFESSIONAL
EXPERIENCE IN NUCLEAR PHARMACY PRACTICE,
INCLUDING 1000 HOURS OF SYSTEMATIC INSTRUCTION
BY AN ANP.



NOTE:

1000 HOURS OF SYSTEMATIC INSTRUCTION INCLUDES:

- COMPOUNDING RADIOPHARMACEUTICALS;

- PERFORMANCE OF (QC PROCEDURES;

- DISPENSING RADIOPHARMACEUTICALS;

- IMPLEMENTATION OF BASIC RADIATION
PROTECTION PROCEDURES AND PRACTICES; AND



CONSULTATION PROVIDED TO PHARMACISTS,
PATIENTS, AND OTHER HEALTH PROFESSIONALS
REGARDING:

THE PHYSICAL AND CHEMICAL PROPERTIES OF
RADIOPHARMACEUTICALS,

PHARMACOKINETICS AND BIODISTRIBUTION OF
RADIOPHARMACEUTICALS, AND

DRUG INTERACTIONS AND OTHER FACTORS THAT
ALTER PATTERNS OF DISTRIBUTION.

ANP BY EXEMPTION MAY BE ALLOWED ON A CASE-BY~-CASE

APPLICATION BASIS.




ESTABLISH NP IN REGULATION

"NUCLEAR PHARMACIST" IS A PHARMACIST WHO HAS A B.S
DEGREE IN PHARMACY OR PHARM.D. AND A STATE LICENSE
TO PRACTICE PHARMACY AND WHO:

(A) (1) Has A Pu.D. orR M.S. DEGREE IN NUCLEAR
PHARMACY, OR

(2) HAS COMPLETED A RESIDENCY OR INTERNSHIP
PROGRAM IN NUCLEAR PHARMACY, OR

1C



(3)

Has compLETED 1000 HOURS OF PROFESSIONAL
EXPERIENCE IN NUCLEAR PHARMACY PRACTICE,
INCLUDING 250 HOURS OF SYSTEMATIC
INSTRUCTION BY AN ANP ON:

COMPOUNDING RADIOPHARMACEUTICALS;
PERFORMANCE OF (QC PROCEDURES;

DISPENSING RADIOPHARMACEUTTCALS;
IMPLEMENTATION OF BASIC RADIATION
PROTECTION PROCEDURES AND PRACTICES; AND
CONSULTATION PROVIDED TO PHARMACISTS,
PATIENTS, AND OTHER HEALTH PROFESSIONALS
REGARDING:

11



(B)

0 THE PHYSICAI. AND CHEMICAL PROPERTIES
OF RADIOPHARMACEUTICALS,

0o PHARMACOKINETICS AND BIODISTRIBUTION
OF RADIOPHARMACEUTICALS, AN
0 DRUG INTERACTIONS AND OTHER FACTORS

THAT ALTER PATTERNS OF DISTRIBUTION;
AND

Has comPLETED 200 HOURS OF SYSTEMATIC
INSTRUCTION IN BASIC RADIOISOTOPE HANDLING
TECHNIQUES THAT INCLUDES:

- RADIATION PHYSICS AND INSTRUMENTATION.
- RADIATION PROTECTION,

12



(c)

- MATHEMATICS PERTAINING TO THE USE AND
MEASUREMENT OF RADIOACTIVITY, AND

- RADIATION BIOLOGY;

AND

Has coMPLETED 500 HOURS EXPERIENCE IN HANDLING

RADIOACTIVE MATERIAL THAT INCLUDES:

- ORDERING, RECEIVING, UNPACKING, AND
PERFORMING RELATED RADIATION SURVEYS;

- CALIBRATING DOSE CALIBRATORS, SCINTILLATION
DETECTORS, AND SURVEY METERS;

13



- CALCULATING, PREPARING, AND CALIBRATING
PATIENT DOSES, INCLUDING USING RADIATION

SHIELDS;

- FOLLOWING INTERNAL CONTROL PROCEDURES TO
ENSURE PROPER LABELING; AND

- PRACTICING EMERGENCY PROCEDURES FOR
SPILLS, INCLUDING SURVEYS, DECONTAMINATION,

AND WIPE TESTS.

NP BY EXEMPTION MAY BE ALLOWED ON A CASE-BY-CASE
APPLICATION BASIS.

14



RESPONSIBILITIES OF SUPcRVISION

(A) THE ANP SHALL:

(1) INSTRUCT THE SUPERVISED INDIVIDUAL 1IN
THE PRACTICE OF NUCLEAR PHARMACY AND THE

PRINCIPLES OF RADIATION SAFETY,;

(2) DEVELOP, IMPLEMENT, AND PERIODICALLY
REVIEW APPROPRIATE PROCEDURES TO ENSURE
THAT THE RIGHT RADIOPHARMACEUTICAL IN
THE RIGHT DOSAGE FORM IS PREPARED,

LABELED, AND DISPENSED CORRECTLY;




(3)

(4)

REQUIRE THE SUPERVISED INDIVIDUAL TO
FOLLOW THE INSTRUCTIONS OF THE ANP, AND
TO COMPLY WITH APPLICABLE REGULATIONS OR
LICENSE CONDITIONS OF NRC, STATE, OR
OTHER FEDERAL AGENCI1ES;

PERIODICALLY REVIEW THE SUPERVISED
INDIVIDUAL'S WORK AND DOCUMENT THE
REVIEW;

|

16



(6)

BE RESPONSIBLE FOR THE ACTS AND
OMISSIONS OF THE SUPERVISED INDIVIDUAL
IN THE PRACTICE OF NUCLEAR PHARMACY;

PROVIDE DIRECT SUPERVISION OF PHARMACY
TECHNICIANS BY BEING IN THE PHYSICAL
PRESENCE OF THE INDIVIDUAL PREPARING
RADIOPHARMACEUTICALS IN ORDER TO ALLOW
OBSERVATION AND DIRECT INSTRUCTVION;



(7)

(8)

LIMIT THE NUMBER OF INDIVIDUALS UNDER
DIRECT SUPERVISION TO A MAXIMUM OF 6;
AND

IF AN ANP wouLD LIKE TO SUPERVISE MORE
THAN ONE NUCLEAR PHARMACY, A PLAN TO
ENSURE THAT THE ANP wILL PROVIDE
SUFFICIENT SUPERVISION AND OVERSIGHT TO
EACH PHARMACY SHALL BE SUBMITTED TO NRC
FOR APPROVAL.

l
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(B)

THE NP SHALL:

(1) PROVIDE DIRECT SUPERVISION OF PHARMACY
TECHNICIANS BY BEING IN THE PHYSICAL
PRESENCE OF THE INDIVIDUAL PREPARING
RADIOPHARMACEUTICALS IN ORDER TO ALLOW
OBSERVATION AND DIRECT INSTRUCTION; AND

(2) LIMIT THE NUMBER OF INDIVIDUALS UNDER
DIRECT SUPERVISION TO A MAXIMUM OF 0.
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David A. Kessler, M.D.
Commissioner

U.S. Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Kessler:

1 am writing to follow up on our telephone discussion on

January 28, 1992, regardiny the responsibilities of the FDA and
NRC with respect to the regulation of radiopharmacies. More
specifically, this letter provides further information regarding
the regulatory issue faced by our egencies in regulating
radiopharmacies, NRC’s proposed strategy to resolve this issue,
and the specific action NRC will take to resolve the Syncor
International Corporation pharmacy-directed departure issue.

In the Commission’s view, FDA has the expertise to clarify the
complex interactions between FDA regulations, state boards of
pharmacy, and professional groups associated with radio-
pharmaceutical production and use. Nevertheless, NRC finds
itself in the position of having to address these issues because
current NRC regulations and license conditions require compliance
by NRC licensees with the Federal Food, Drug, and Cosmetic Act
and adherence to FDA-approved package insert directicns. Thus,
NRC’'s regulations raise issues of the correctness of NRC’'s
interpretation of these FDA requirements and the consistency
between FDA and NRC application thereof.

NRC wants to remove itself from this position to the extent
consistent with our statutory responsibility to protect the
public health and safety vith respect to radiclogical hazards.
Therefore, the NRC staff is developing a rule change for
Commission consideration that would eliminate NRC regulations
which reguire NRC to interpret and enforce FDA regulations. The
NRC, of course, would retain its regulations governing
radiclogical protection of the public health and safety,
inclucing that of patients. This rule change would permit
alternatives to the current reguirement to follow the FDA~-
approved package inserts when directed by an authorized user
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physician or when prepared by an authorized nuclear pharmacist.
The rule change contemplated would also replace current NRC
regulations requiring explicit compliance with FDA approval
mechanisus for drugs with a general statement that nothing in
FRC’s regulations relieves licensees from complying with other
applicable Federal, state, and local reguirements governing the
preparation of radiopharmaceuticals.

In a related matter, Syncor International Corporation has
requested amendments of all 26 of its nuclear pharmacy licenses
to permit certain specific, as well as future unspecified,
pharmacy-directed departures from the manufacturer‘s FDA-approved
instructions for preparing reagent kits. NRC agreed to issue
these amendments as part of a settlement of a lawsuit Syncor
filed against NRC. Three licenses were amended pricr to the
receipt by NRC staff of a September 26, 1991 letter from Dr. Carl
Peck of your agency stating that, contrary to the representation
of the licensee, these deviations ". . . are not subject to any
practice of pharmacy exemption recognized by the FDA." Twventy-
three similar license amendsent requests are still pending. The
NRC intends to grant the Syncor requests for license amendments
and also grant associated exemptions from NRC regulations which
regquire pharmacies to demonstrate compliance with the Federal
Food, Drug, and Cosmetic Act. NRC will also consider granting
exemptions and license amendments to other licensees in the sane
circumstances. Granting these exemptions and license anendnpents
would be consistent with the proposed rulemaking described above.
Exemptions will be based on the NRC's determination that they are
consistent with protection of the public health and safety,
including patients, with respect to radiological hazards. The
license amendments and exemptions will clearly state that they do
not relieve the licensee from complying with other applicable
Federal, state, and local reguirements governing preparation of
radiopharmaceuticals.

Robert M. Bernero, Director of NRC’s Office of Nuclear Material
Safety and Safeguards, is providing more detailed information
about the NRC/FDA regulatory problem and the Syncor exenmptions
staff. He and other NRC staff members met with FDA staff

January 24, 1992, prior to our conversation, to discuss these
matters and are expected to meet ajain soon. NRC is receptive tc
any comments FDA may have on the Syncor exemptions. We would
appreciate receiving those comments by March 30 because NRC plans
to act on the exemptions and license amendment requests shortly
thereafter. NRC’s staff will alsc forward to your staff for

' draft changes to NRC regulatory language as they are




The Commission believes that NRC’s course of action will result
in a net benefit for both the nuclear medicine community and the

general public. I regquest your suppoert in this endeavor and look

Torward to receiving your views on the matters raised in this
letter.

‘Sincerely,

A

Ivan Selin
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Mr. Iven Belin i v U\
Chairman e
United Btates Nuclear Regulatory
Commission |

Wasningtom, D.C. 20555
Dear Chairman Belin: §

!
I apologize for the delsy 4in responding to your February 26, 1952
letter concerning the regulation of radiopharmaceutiocal drug |
products. W¥We appreciste the efforts of you and your staff to
coordinate regulstory pelicy with us.

Our New Drug Evalustion Staff in the Center fcr Drug Evaluation
and Research has evaluatsed the issues you raise. Besed on this
evaluation, we agree that the aotions proposed by the NRC axe |
perfectly consistent with the interests of FDA in regulating |
radiopharmaceutical products and other arpects of
radiopharmaceutical drug manufacturing. We belisve that the |
amendments proposed for Synoor‘s licenses, as describded in the
appendix to your letter, noting that ths MRC licerse does not |
relleve tha licensee from couplying with applicable YDA ‘
requirements, appropriatel laces the burden for enforcemsnt of
the Federal ¥ .
We IEEerpTret these ERC does
not object to certain pharmacy-directed deviations frox approved
labeling. Based on this understanding, we will work with the !
involved muolear pharmacies regarding how we interpret the FD&C
Act to apply to these deviatious.

To sssist pharzacies in general in undsrstanding curzrent agency
policy on the applicablility of certain provisions of the FD&C |
Act, our staff has recently prepare”. the enclosed Compliance
Policy Guide on Pharmacy Compound’ ag and has begun work on
revising our Complisnce Policy Guide for Muclear Pharmacy to
clarify asbiguities and to ensure consistency with the guide oxn
pharsacy coxpounding., We will share this Buclsar Pharmacy GQuide
with your steff as scon as it is prepared. ‘

You have indiocated that NRC Staff is preparing & rule that will
aliminate regulations reguiring NRC to interpret and enforce FIA
regulations. It is zy understanding that ocur staffas have |
scheduled & meeting on this and will work together to develop |
mutually soceptable langusge. We are especially appreciative of
yogr teking the initiative to involve us in the develcpment of |
thie rule,
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Page 32 -~ Chairman Belin

Tour letter also discussed Dr. Peck’'s Beptember 26, 1991, lettar
in which he indicated that, based cn information and polioy at
that time, he 4id not conclude that Syncor wase automaticelly
sntitled to & *practice of pharammoy exemption recognised by
FDA.* Our recently ocompleted policy ot pharmagy compounding is,
wve believe, consistent with this position. Wwe continue to
believe that the optimal way to handle reformulating producte

& routine and continuous fashion would be through submission
approval of appropriste data in the form of supplemental new
applications. However, given the apparent benefits, as
identified by your staff in discussions with FDA staff, of
consistent preparation of dlagnostic doses, reduced environmeatil
and pharnscists’ exposure to rediocmuclides through use of
centralized radiopharmacies, and better assursnce of the

Guide on as £
ouss s W o icensees that may wisgh tp

oonpound products in ways that sxe not explicitly described in
product labeling.

Again, we sppreciste the opportunity for involvement in your
rulemaking and look forward to continued cooparaticm in
coordinsting our regulatory responsibilities.

Sincerely yours,

ispioner of Yood and Drugs

Roclosure

’!
|
|
|
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FOOD AND DRUG ADMINISTRATION
COMPLIANCE POLICY GUIDES GUIDE
CHAPTER 32 - DRUGS GENERAL .

SURJECT: Manufacture, Distribution, and Promotion of
Adulterated, Misbrandsd, or Unapproved New Drugs toF
Human Use by State-Licensed Pharmacies

RACKGROUND

This conmpliance policy guide (C?G).rOtlcotl longstanding FDA
policy that has been articulated in related CPGs, warning
letters, and federal court decisions.

FDA recognizes that pharmacists traditionally have
extenporanecusly compounded and manipulated tonoonublzngpantimicl
of drugs upon receiptiof a valid prescription for an ividually
jdentified patient from & licensed practitioner. This
traditional activity is not the subject of this CPG.

With respect to such activities, it is important te note that|2l
U.8.C, 360(g) (1) exempts retail pharmacies from the registration
requirenents that include, among other things, & mandatory
biennial FDA inspection. The exemption spplies to * "
that operate in accordance with state law and dispense drugs
*upon prescriptions of practitioners licensed to administsr s
drugs to patients under the care of such practitioners ip the

napufacturs, prepare, propagate, gompound, Or process drugs or
devices for sale gther than in the regular course of their

businesn of dispeneing or selling drugs or devices af retall”
(exphasis added). See alsoc 21 U.5.C. Sections 374(a) (2)
{exerpting pharmacies that meet the foregoing criteria from
certain ins, lon provisions) and 353(b) (2) (exempting drugs

dispensed by 11ing a valid prescription from cartain |
nisbranding pruvisions).

It should ba noted, however, that while retail pharmacies that
peet the statutory criteria are exempted from certain
requirenents of the Federal Food, Drug, and Cosmetic Act (Act]
they are not the subject of any general exemption from the nc+
drug, adulteration, or misbranding provisions of the Act.

nsuing ormct:  Office of Enforcement, Division of Compliance Policy PAQE 1 J 6

AUTHORITY:  Associste Commussioner for Regulatory Affairs
DATE: 03/16/92
FORM FDA 26782(9/88)




_ SENT BYIFDA - Exec. Sec. Off. ¢ 4=14~82 | AT12PM 3014431883~ 8301504175738 §

YDA believes that an increasing number of establishments with | ~
retail pharmacy licenses are engaged in panufacturing,
distributing, and promoting unapproved nev drugs for human in
e manner that is clearly outside the bounds of traditional
pharesacy practice and that constitute viclations of the Act.
Some "pharmacies" that have sought to find shalter under and
expand the scope of :the exemptions identified above, have cla
that their manufacturing, distribution, and marketing practi
are only retail dispensing; however, the practices of these
entities are far more consistent vith those of drug manufa
and wholesalers than with retail pharmacies. The activities
the self-styled pharmacies are consistent with the activities
panufacturers in that they direct promotional activities at
licensed practitioners and patients. The promotional activit
include smploying detail persons and hiring marketing consul
to promote the company's specialization of compounding specif
products or therapeutic classes of drugs. The firms also r
and use in large guantity bulk drug substances to manufacture
unapproved drug products and to uanufacture drug products in
large quantity, in advance of receiving a valid prescription
the products. Morecver, the firms serve physicians and patie
vith whor they have no established individual or professional
relationship.

wWhen less significant violatiocns of the Act related to a p
have occurred, FDA has worked cooperatively with state regula
agencies; generally, FDA will continue to defer such actions
state authorities. However, FDA regards the more extrene
exanples of the foregoing conduct as significant viclationa t
constitute de'iberate efforts to circumvent the new drug,
adulteration or misbranding provisions of the Act.

There is & very real potential for causing harm to the public
health when drug products are manufacfured and distributed in
commercial amounts without FDA's prior approval and without
adequate record keeping (to retrace and recall harmful products),
vithout labeling, or without adequate manufacturing controls
assure the safety, purity, potency, quality, and identity of
4drug product. In one recent instance, an outbreak of eye
infectione in regional hospitals, and the loss of an eye by ea

of two patiunts, was attributed to a drug product compounded by a
pharmacy.

g

!
i
W

DATE: 03/16/92 'Abl!c'“

FORM FDA 26708a13/88) COMPLIANCE POLICY GUIDCS - SUBSEQUENT PAGE

1
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YDA has imsued warning letters to several firms that wvere clearly
manufacturing drugs for husan use under the guise of traditiomal
pharmacy practice. For example, one establishment manufac :
over 300,000 dosage units of albuterol sulfate and other
inhalation therapy drugs per month for 6,000 patients, most o
vhom live out of state. Another firm manufactured a large
antity of a drug product at dosags levels that have not b
z:torllnod by adequsts and vell contrelled studies to be
affective for tne indicated use. A recent inspection of pther
coppany operating with a pharma license revealed that the £
had hundreds of bulk drug ingredients on hand te manufacturs
about 165 different products. A revievw of the manufacturing
dates of the "compounded" druge on hand during the inspection| of
this firm revealed that 17 products had been produced over &
prier to the inspection, six products had been nmade betwsen s
and eleven months prier to the inspection, and 111 products
rno recorded manufacturing date.

The agency has initiated enforcement action when th;rnncy
practicc extends beyond the ressonable and traditional practi
of & retail pharmacy. The courts have upheld FDA's
interpretation in those cases. See United Statas v. Bans X
Lleemomynary Corp.. 479 F. Bupp. 970 (S.D. Fla. 1979), afL’g,
(1982~-1983 Transfer Binder] Food Drug Cosm. L. Rep. (CCH) par
36,207 at 139,117 (1ith Cir. 1963); Cedars M. Towers Pharmacy.
Ing.. ¥. United States, (1978-79 Transfer Binder] Food Drug Cosn.
L. Rep. (CCH) para. 18,200 at 38,826 (8.D. Fla. Aug. 28, 1978).
See also United States v. Algon Chemical, InC.. 879 F.2d 1154] (3d
cir. 1969), United States v. 9/1 Kg. Containers, 854 F.24 173
{7th Cir. 1988), cert. denied, 489 U.S. 1010 (1989), and
States v, Rutherford, 442 U.S. 544 (1979), regarding limitatipns
on sale of unapproved and otherwise uniawful products to licensed
practitioners.

, —

FOA recognizes that a licensed pharpecist may compuund drugs
extemporaneously after receipt of a valid prescription for an
Andividual patient (i.2., an oral or vritten order of a
practitioner licensed by state law to administer or order the
administration of the drug to an individual patient identifie
and treated by the practitioner in the course of his or her
professional practice).

=

|
-—_-—#
DATE: 03/16/92 PAO!S.'?

SSSATBERARANK R s T 10 s R B RS

FORM FDA 267889/88) COMPLIANCE POLICY GUIDES - SUBSEQUENT [PAGE
!
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Pharmacies that do not othervise engage in practices that extend
beyond the limits set forth in this CPG may prepars drugs inv
limited qguantities before recaiving a valid troscrlptloa.
provided they can document a history of rece ving vallid
prescriptions that have been gensrated solely within an
established professional practitioner-patient-pharmacy
relationship, and provided further that they maintain the
prescription on file for all such products dispensed at the
pharmacy as required by state law. .

If a pharmscy compounds finished drugs from bulk active
ingredient materials considered to be unapproved new drug
substances, as defined in 21 CFR 310.3(2), such activity must be
coversd by an FDA-sanctioned investigatlional nev drug application
(IND) that is in effect in accordance with 21 U.5.C. Section
355(4) and 21 CFR 312.!

In certain circumstances, it may be appropriate for a pharmasist
to compound a small quantity of a drug that is only slightly r
difterent than an FDA-approved drug that is commercially
available. In these circumstances, patient-by-patient
consultation between physician and pharmacist must result in
docunentation that substantistes the medical need for the
particular variation of the compound.

Pharmacies may not, without losing their status as retail
entities, compound, provide, and dispense drugs to third partiLo
for resale to individual patients.

FDA will generally continue to defer to astate and local ottici*ls
regulation of the day-to-day practice of retail pharmacy and
related activities. FDA anticipates that cooperative :fforte
between the states and the agency will result in coordinated
investigations, referrals, and follow-up actions by the states

FDA may, in the exercise of its enforcement discretion, initiate
federal enforcement actions against entities and responsible
perasons when the scope and nature of a pharmacy's activity raiges
Ahe kinds of concerns normally associated with a manufacturer and
that results in significant violations of the new drug,

adulteration, or misbranding provisione of the Act. In

determining whether to initiate such an action, the agency wil

consider whether the pharmacy engages in any of the following
acte:

| o

¥ v W

DATE: 03/16/92 PAGE A of B

FORM FDA 26788/9/88) COMPLIANCE POLICY GUIDES - SUBSEQUENT PrGE

|

|




.

SENT BY:FDA - Exec. Sec. Off. & 4=14=02 i 4114PM | 3014431863+ 93015041757:8 §
, SE

. Soliciting business (e.g., promoting, advertising, or B
using sales persons) to compound specific drug
products, product classes, or therapeutic classes o
drug products.

- A Compounding, regularly, or in inordinate amounts, drug
products that are commercially available in the
marketplece and that are essentially generic copies of
commercially available, FDA-approved drug products.

3. Receiving, storing, or using drug substances without
tirst obtaining written assurance from the supplier
that each lot ©of the drug substarce has been msde in an
FDA approved facility.

4. Receiving, storing, or using drug components not
guarasnteed or othervise determined to meet official
compendia requirements.

7

veing commercial scale manufacturing or testing
equipnment for compounding drug products.

6. Compounding inordinate amounts of drugsé in anticipation
of receiving prescriptions in relation to the armounts
of druge compounded after receiving valid

prescriptions.

y I offering compounded drug products at wholesale to other |
state licensed persons or commercial entities for |
resale. |

8. Distributing inordinate amounts of compounded producks

out of state.

9. Failing to operate in conformance with applicable -tLtc
lav regulating the practice of pharmacy.

The foregoing list of factors is not intended to be exhaustive
-and other factors nmay be approprlate for consideration in a
particular case.

FDA guidelines and other CPCs lnterpret or clarify agency
positions concerning nuclear pharmacy, hospital pharmacy, lhcr%d
4

service operations, mail order pharmacy, and the manipulation
approved drug products.

DATE: 03/16/92 PAGE B of &

FORAM FDA 2878s19/88) COMPLIANCE POLICY GUIDES - SUBSEQUENT PAGE
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M’.
REGUIATORY ACTIQ: GUIDANCE

Pharmecies engaged in promotion and other activities analogous to
manufacturing and 4istributing drugs for huwan use are subdect | to
the same provisions of the Act as manufacturers. District
offices ére encouraged to congult with state regulatory
authorities to assure coherent application of this CPG to
esteblishments which are operating ocutside of the traditional
practice of pharmacy.

FOA-initiated regulatory sction may include issuing & warning
letter, seirure, injunction, and/or prescecution. Charges may
include, but need not be iimited to, viclations of 21 U.S.C.

sections )51(.)(2)(8),!352(a), 182(£) (1), 3%52(0), and 3535(a) of
the Act.

Issued: March 16, 1992
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UNITED STATES
NUCLEAR REGULATORY COMMISSION
WASHINGTON, D. C. 20555

May 1, 1992

LT T A
CHAIRMAN

David A. Kessler, M.D.
Commissioner

U. §S. Food and Drug Administration
S6C0 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Kessler:

Cys:

& Do

Taylor

Sniezek 5
Thompson .AD 67 ‘
Blaha ——
00 246

66

DBHowe \Wl
NMSS r/f ~itim—-
Clenkins

JGlenn

EBeckjord
RCunningham
PRathbun

JScinto

CEstep

MKnapp

JGreeves

STreby

IMNS Central Files
NMSS Dir. Off. r/f
IMAB r/f

Thank you for your Apri) 14, 1992 reply to Chairman Selin's NRC File Cente
letter conceraing the heoulation of radiopharmaceutical drug

products,

We are pleased that the food and Drug
is willing to work with the Nuclear Regulatory Co

Administration
mmission's

licensees that wish to compound products in ways that are not
explicitly described in product labeling in order to clarify
the applicebility of the Food, Drug, and Cosmetic Act to such
activities.

On April 1€, 1992, our staffs met to discuss 2 response to the
pharmacy issues raised in the 1989 American College of Nuclear
Physicians and Society of Nuclear Nedj{ine petition for rule-
making. The NRC staff believes that the discussions on the
pharmacy issue and the NRC interim fina) rule were very pro-
ductive and provided ways 1o address FDA's concerns.

The Commission appreciates your support and looks forward to
continued cooperation and coordination between our agencies.

Sincerely,

Kenneth C. Rogers
Acting Chairman
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This section of the FEDERAL REGISTER  the key issues related to three topics authorized user physician ahdl come o
anw:nmﬂd whgmdembedbdw & conclusion, through a reasoned &nd
Proposed msuance American College of Nuclear professional judgment on the natient's
:"“’" The pupose of these nOcSS  phygicians (ACNP) and the Society of  pregnancy and breast feeding status and
o gve ';'"‘“!" P Nuclear Medicine (SNM) submitted 8 provide thet status in th2 written
mm"*w‘ b"“'mm' of the final  Petition for rulemeking requesting that  directive.”
ades. the NRC amend its regulations Dr. Carol Marcus onbmmod a petition
. pertaining to the preparation and use of  for rulemaking requesting a modification
) " radioactive drugs containing byproduct  of the public dow hmiu in the revised
NUCLEAR REGULATORY material. Two issues of the petition (ie. 10 7FR part 20. " he concern
COMMISSION departure !n}m manufecturer's in the petition w..s that the revised dose
instructions for preparing limit of 100 millirem total effective dose
10 CFR Parts 20, 30, 32, and 35 radiopharmaceuticals u:umg nuclide equivalent was in conflict with the
orkshop to Discuss Topics Relat generators and reagent kits, end criteria in 10 CFR 35.75 for release of
:"m&"‘mzocenbm::" departure from package insert patients from hospitals for those
and “Patient Release Criteriz” instructions indications and patients who have been administered
method of administration for therspeutic  byproduct material. During the public
AGENCY: Nuclear Regulatory radiophermaceuticals) were temporarily comment period on the receipt of the
n. addressed in the interim final rule, thst  petition by Dr. Marcus, the American
AcTiON: Notice of meeting. became effective on August 23, 1990 for Cobﬂ;m Nuclear Medicine (ACNM)
~ 3 years. Three remaining issues are submitted a petition for
suMmARY: The Nuclear Regulatory whether to allow: (1) Human research  specifically related to the release
Commission (NRC) staff plans to using byproduct materiel; {2) the use of  criteria in 10 CFR 35.75. The ACNM
convene o public workshop with radiolabeled biological products: and (3) petition suggested that the & to
repr esentatives of Agreement States o omuounding redioactive drugs (i.e.. establishing release criteria be modified
d"% issues "l";’d to three topics. synthesized from reagent chemicals) by  to & dose based approach as outlined in
'"'" .'wvgci'“'??'";hepwp“ﬁd quelified nuclear pharmacists. The NRC  Report 37 of the National Council on
resolution of & petition for rulemaking i 5 the process of resolving all issues  Radiation Protection and Messurements.
submitted by the American College of ¢ i petition. The NRC staff is considering the
Nuciear Physicians and the Society of The NRC is considering issues related  sppropristeness of these two

Nuclear Medicine concerning the
preparation and use of radicactive drugs
containing byproduct material. The
second topic involves the administration
of byproduct material or radiation
therefrom to patients of childbearing
potential who mey be pregnant or breast
feeding. The third topic involves the
proposed resolution of petitions for
rulemaking submitted by Dr. Carol
Marcus and by the American College of
Nuclear Medicine concerning the
criteria for release of patients from
hospitals for those patients who have
been edministered byproduct material.
OATE: The workshop will be held on July
15 and 16, 1992, from 8:3C em. to S p.m
or later on the first day and from 8:30
#.m. 1o 345 p.m. or later on the second
day.

ADDRESSES: Meeting to be held at Lenox
Inn, 3387 Lenox Road, NE., Atianta, GA
30326 (telephone 404-261-5500)

FOR FURTHER INFORMATION CONTACT:
Vandy L. Miller, Office of State
Frograms, 3D23, U.S. Nuclear Regulatory
Commission. Washington, DC 20555,
telephane [301) 504-2326
SUPPLEMENTARY INFORMATION: The
objective of the workshop is to conduct
& roundtable discussion with
reprepentatives of Agreement Stales on

to administration of byproduct material
or radiation therefrom to & pationt of
childbesring potential without first
determining whether the patient is
pregnant or breast feeding. It is & matter
of record that some medical use
licensees have sdministreted byproduct
material to patients of childbearing
potential who were pregnant or breast
feeding without knowing the patient's
pregnancy or breast feeding stetus. The
consequences were that unintended
radiation exposures were delivered to
an embryo, fetus, or breast-fed infant
The NRC is considering adding two
more objectives to the Quality
Managemen! Program {10 CFR 35.37) 1c
ensure & high level of confidence that
unintended radiation exposures to an
embryo, fetus, or breast-fed infant will
be prevented. The objective for all
rediopharmaceutica! administrations
{i.e., diagnostic and therapeutic) would
be that, “prior to each administration,
patients of childbearing potential be
alerted to notify the suthorized user
physician or technologist if they are
pregnant or breast feeding " The
objective for all administrations, for
which e written directive is required
pursuant to 10 CFR 35.32(a), would be
that, “pnor to administration, the

petitions simultaneously, and whether
the existing approach to patient release
criteria in 10 CFR 85.75 should be
modified.

Conduct of the Meeting

The workshop will be co-chaired by
the undersigned and Dr. John E. Glenn,
Chief Medical end Commercial Use
Safety Branch, Division of Industrial and
Medical Nuclear Safety, NRC. The
moderator will be Mr. John L. Telford,
Acting Chief, Regulatio Development
Branch, Divisien of Regulatory
Applications, Office of Nuclear
Regulatory Research, NRC. The
workshop will be conducted in & manner
that will facilitate the orderly conduct of
business. The transcript of the workshop
will be available for inspection, and
cepying for a fee, at the NRC Public
Document Room, 2120 L Street NW,
(Lower Level), Washington, DC 20558,
on or about August 31, 1992,

The foliowing procedures apply to
public attendance at the workshop:

1. Questions or statements from
stiendees other than participants (ie.
participating representative of each
Agreement state and participating NRC
stafl) will be enterteined as time
permits.

i
4
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2. Seating for the public will be on a
first-come first-served basis.

Dated at Rockville. Maryland. this 121h day
of june 1982,

For the Nuclea: Regulaiory Commission.
Carlton Kammerer,
Director. Office of State Programs.
[FR Doc. 92-14605 Filed 6-19-82 845 am)|
BILLING CODE 7590-01 -

A

DEPARTMENT OF TRANSPORTATION
Federal Aviation Administration

14 CFR Part 39

[Docket No. 91-NM-251-A0]

Alrworthiness Directives; Airbus
Industrie Model A320 Series Airplanes
AGENCY: Federal Aviation
Administration, DOT.

AcTion: Supplemental notice of
proposed rulemaking: reopening of
commen! penod.

summary: This document revises an
earlier proposed airworthiness directive
{AD), spplic.ble to certain Airbus
Industrie Model A320 series airplanes,
that would have required inspection to
detect chafing of the wire looms in the
wing and the horizontal stabilizer. and
repair or replacement, protection, and
realignment, if necessary. That proposal
was prompted by an incident in which &
wire loom short circuit ceused fire
extinguishant to discharge and pop the
circuit breaker for a brake fan. This
action revises the proposed rule by
revising the inspection area
requirements, increasing the repetitive
inspection intervals, and adding two
airpianes to the applicability of the AD
The actions specified by this proposed
AD are intended to prevent electrical
short circuiting due to chafing of the
wire loom in the wing and the horizontal
stabilizer.

DATES: Comments must be received by
July 13, 1992

ADDRESSES: Submit commentis in
triplicate to the Federal Aviation
Administration (FAA), Transport
Airpiane Directorate, ANM-103.
Attention: Rules Docket No. 91-NM-
251-AD, 18 Lind Avenue SW., Renton,
Washington 98055-4056. Comments may
be inspected at this location between 9
e.m. and 3 p.m.. Monday through Friday.
except Federal holidays.

The service information referenced in
the proposed rule may be obtained from
Airbus Industrie, Airbus Support
Division, Avenue Didier Daurat, 31700
Blagnac, France. This information may
be examined at the FAA, Transport

Airplane Directorate, 1601 Lind Avenue
SW.. Renton, Washington.

FOR FURTHER INFORMATION CONTACT:
Mr. Greg Holt, Aerospace Engineer,
Standardization Branch, ANM-113,
FAA, Transport Airplane Directorate,
1601 Lind Avenue SW., Renton,
Washington 98055-4056; telephone {206)
227-2140;, fax (206) 227-1320.
SUPPLEMENTARY INFORMATION:
Comments Invited

Interested persons are invited to
participate in the making of the
propo ed rule by submitting such
written data, views, or arguments as
they may desire. Communications shall
identify the Rules Docket number and
be submitted in triplicate to the address
specified above. All communications
received on or before the closing date
for comments, specified above, will be
considered before taking action on the
proposed rule. The proposals contained
in this notice may be changed in light of
the comments received.

Comments are specifically invited on
the overall regulatory, economic,
environmental. and energy aspects of
the proposed rule. All comments
submitted will be available, both before
and after the closing date for comments,
in the Rules Docket for examination by
inlerested persons. A report
summarizing each FAA-public contact
cencerned with the substance of this
proposal will be filed in the Rules
Docket.

Commenters wishing the FAA to
acknowledge receipt of their comments
submitted in response 1o this notice
must submit a self-addressed. stemped
postcard on which the following
statement is made: “Comments to
Docket Number 81-NM-251-AD." The
postcard will be date stamped and
returned to the commenter

Availability of NPRMs

Any person may obtain a copy of this
NPRM by submitting e request to the
FAA. Transport Airplane Directorate,
ANM-103, Attention: Rules Docket No.
91-NM-251-AD, 1601 Lind Avenue SW.,
Renton, Washington 98055-3056.

Discussion

A proposal to amend part 36 of the
Federal Aviation Regulations to add an
airworthiness directive (AD), apnlicable
to certain Airbus Industrie Model A320
seres airplanes, was published as a
notice of proposed rulemaking (NPRM)
in the Federal Register on January 10,
1992 (57 FR 1120}. That NPRM would
have required inspection to detect
chafing of the wire looms in the wing
and the horizontal stabilizer, and repair
or replacement, protection. and

realignment, if necessary. That NPRM
was prompted by an incident in which &
wire loom short circuit caused fire
extinguishant to discharge and pop the
circuit breaker for a brake fan. That
condition, if not corrected, could result
in electrical short circuiting due to
chafing of the wire loom in the wing and
the horizontal stabilizer,

Since the issuance of that NPRM,
Airbus Industrie has issued Revision 2
to Service Bulletin A320-24-1044, dated
March 3, 1992 and Revision 2 to Service
Bulletin A320-24-1045, dated April 8,
1992,

Revision 2 of Airbus Service Bulletin
A320-24-1044 provides clanfication of
the inspection arees by highlighting
critical zones where wire chafing
had occurred [wing zones 574 and 674
through panels 574 AB and 674 AB).
leading to engine extinguisher bottle
discharge. The FAA has revised
paragraphs (&) and (b) of the NFRM
accordingly.

The service bulletin revision also
describes a revision to the intervals for
repetitive inspections of the wire looms
in the wing and horizontal stabilizer
{excluding wing zones 574 and 674
through panels 574AB and 674AB) from
3,100 to 3,500 flight hours. The FAA has
revised the repetitive inspection
intervals reguired by paragraph (b} of
the NPVRM to coincide with this change

The service bulletin revision provides
clarification concerning the conditions
that would require realignment and
protection of the wire loom. The FAA
has revised paragraphs (a}{2) and (b)(2)

of the NPRM 1o include this clarification.

Should an operator choose to
accomplish the temporary repair
required by paragraph {8)(2) or (b)(2) of
the proposed AD, the operator then
would be required to accomplish
realignment and protection of the loom
at a specified interval after performing
the temporary repair. {This requirement
it specified in new proposed paragraph
(<))

In addition, this service bulletin
revision adds two airplanes to the
eflectivity. Since two additional
airplanes that are subject 1o the unsafe
condition have been identified, the FAA
has revised the applicability of the
NPRM to include these airplanes.

Revision 2 to Airbus Service Bulletin
A320-24-1045 revises certain
modification numbers, revises the
effectivity, and describes alternative
materials and material specifications
that are available to operators.

The FAA has revised the proposal to
reflect these latest revisions to the
service builetins as additional service
information sources.
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e June 16, 1993 -

The Honorable Joseph 1. Lieberman, Chairman

Subcommittee on Clean Air and Nuclear Regulation ]
Committee on Eavironment and Public Works

United States Senate

Washington, D. C. 20510

Dear Mr. Chairman:

In the near future the Nuclear Regulatory Commission (NRC)
intends to publish in the Federal Register the enclosed proposed
rule. This proposed rule would amend the NRC’s regulations in
10 CFR Parts 30, 32, apd 35 to eliminate certain restrictions
regarding the medical use of byproduct material.

Specifically, among other things, the proposed rule would
incorporate into NRC’s regulaticns the concept of authorized
nuclear pharmacists to allow properly qualified pharmacists
greater discretion to prepare radicactive drugs containing
byproduct material. Also, the proposed rule would allow
physician authorized users greater discretion to prepare and use
radiocactive drugs containing byproduct material, the use of
byproduct material in research inveolving human subjects, and the
use of radiclabeled bioclogics containing byproduct material.

The Commission believes that the proposed rule, if adopted, would
result in a small cost reduction for medical use licensees
without compromising the level of protection of public health and
safety against radiological hazards.

Sincerely,

Dennis K. Rathbun, Director
Office of Congressional Affairs

Enclosure:
Federal Register Notice

cc: Senator Alan K. Simpson
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June 16, 1993 L

The Honorable Richard Lehman, Chairman
Subcommittee on Energy and Mineral Resources
Committee on Natural Resources

United States House of Representatives
Washington, D. C. 20515

Dear Mr. Chairman:

In the near future the Nuclear Regulatory Commission (NRC)
intends to publish in the Federal Register the enclosed proposed
rule. This proposed rule would amend the NRC’s regulations in
10 CFR Parts 30, 32, and 35 to eliminate certain restrictions
regarding the medical Uge of byproduct material.

Specifically, among other things, the proposed rule would
incorporate into NRC’s regulations the concept of authorized
nuclear pharmacists to allowv properly gualified pharmacists
greater discretion to prepare radiocactive drugs containing
byproduct material. Also, the proposed rule would allow
physician authorized users greater discretion to prepare and use
radicactive drugs containing byproduct material,” the use of
byproduct material in research invelving human subjects, and the
use of radiclabeled biologics containing byproduct material.

The Commission believes that the proposed rule, if adopted, would
result in a small cost reduction for medical use licensees
without compromising the level of protection of public health and
safety against radiological hazards.

Sincerely, /
- :‘?"
j(.a..l-&, [ OTAXEA
‘ ~ﬁ¢PL/

Dennis K. Rathbun, Director
Office of Congressicnal Affairs

Enclosure:
Federal Register Notice

cc: Rep. Barbara Vucanovich
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The Honorable Philip Sharp, Chairman
subcommittee on Energy and Power
Committee on Energy and Commerce

United States House of Representative:
Washington, D. C. 20518

Dear Mr. Chairman:

In the near future the Nuclear Regulatory Commission (NRC)
intends to publish in the Federal Register the enclosed proposed
rule. This proposed rule would amend the NRC’s regulations in
10 CFR Parts 30, 32, and 25 to eliminate certain restrictions
regarding the medical uJde of byproduct material.

Specifically, among other things, the proposed rule would
incorporate into NRC’s regulations the concept of authcrized
nuclear phurmacists to allow properly qualified pharmacists
greater discretion to prepare radioactive drugs containing
byproduct material. Alsc, the proposed rule would allow
physician authorized users greater discretion to prepare and use
radicactive drugs containing byproduct material, the use of
byproduct material in research inveolving human subjects, and the
use of radiolabeled biologics containing byproduct material.

The Commission believes that the proposed rule, if adopted, would
result in a small cost reduction for medical use licensees
without compromising the level of protection of public health and
safety against radiclogical hazards.

81

incerely, )
5( j ~ ;rﬁlzkz<,
Dennis K. Rathbun, Director

Office of Congressional Affairs

Enclosure:
Federal Register Notice

cc: Rep. Michael Bilirakis
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(c) An individual may
unsealed ma for medical
use in sccordance with the regulations
in this chapter under the supervision of
an authorized nuclear pharmacist or
authorized user as provided in § 35.25,
unless prohibited by license condition.

15. 1n § 35.12, paragraph (e) is added
to read as follows:

§35.12  Application for licenss,
amendment, or renewsl.

(e} An applicant thet satisfies the
requirements specified in 10 CFR 33.12
may upsly for a Type A specific license
of broad scope. T

16. In § 35.13, paragraph (bj is revised
to read as follows:

§3513 License

() Before it permits anyone to work
as an authorized user or authorized
nuclear pharmacist under the license,
except an individual who is:

(1) An authorized user certified by the
organizations specified in paragraph (2)
of §§ 35.910, 35.920, 35 630, 35.940,

35 650, or 35.960,

{2) An suthorized nuclear pharmacist
certified by the organization specified in
paragraph (a) of § 35 980;

(3) Identified as an authorized user or
an authorized nuclear pharmacist on a
Commission or Agreement State license
that authorizes the use of byproduct
material in medical use or in the
practice of nuclear pharmacy,
respectively; or

{4) Identified as an suthorized user or
&n suthorized nuclear pharmacist on a .
permit issued by 8 Commission or
Agreement State specific licensee of
broad scope that is authorized to permit
the use of byproduct material in medical
use or in the practice of nuclear
pharmacy, respectively.

17. Section 35,14 is revised to read as
follows:

§35.14 Notifications.

(a) A licensee shall provide to the
Commission a copy of the board
certification, the license, or the permit
for each individual within 30 deys of
the date that the licenses permits the
individuel to work as an authorized user
or an authorized nuclear pharmacist
pursuant to § 35.13(b)(1) through (b)(4)

(b) A licensee shall notify the
Commission by letter within 30 days
when:

{1) An suthorized user, an authorized
nuclear pharmacist, Radiation Safety
Officer, or teletherapy physicist
permanently discontinues performance
of duties under the license or has 8
name chenge; or

the sp

{2) The licensee's mailing address

g {c) licensee shall t:nﬂ the
ocuments required in this section to
address identified in
§306 of chapter.

18. Section 35.15 is added to read as
follows:

§35.15 Exemptions regerding Type A
specific licenses of brosd scope.

A licensee possessing & Type A

specific license of broad scope for
medical use is exempt from the
following:

{a) The provisions of § 35.13(b);
(b) The provisions of § 35.13(e)
regarding additions to or changes in the

areas of use only at the addresses
specified in the license;

{c) The provisions of § 35.14(a); and
{d) The provisions of § 35.14(b)(1) for

an authorized user or an authorized

nuclear pharmacist.

19. In § 35.22, peragraph (b)(2) is
revised to read as follows:

§35.22 Radistion Sefety Commities.

(b) LI
{2){i) Review, on the basis of safety
and with regard to the training and

axperience standards in subpart ] of this

pant, and approve or disapprove any
individual who is to be listed as an
authorized user, an authorized nuclear
pharmacist, the Radiation Safety Officer,
or a teletherapy physicist before
submitting e license application or
uest for amendment or renewal; or
m?ii] Review, pursuant to § 35.13(b){(1)
through (b)(4), on the basis of the board
certification, the license, or the permit
identifying an individual, and epprove
or disapprove any individual prior to
allowing that ' adividual to work as an

authorized  or or suthorized nuclear
pharmacist;
. - * - -

20. In § 35.25, paragreph (b] is
redesignated as paregraph (c) and a new
graph (b is added to read as
ollows.

§3525 Supervision.
(b} A licensee that permits the
preparation of bypmé'\:ct material for
medical use by an individual under the
supervision of an euthorized nuclear
pharmacist or physician who is an
authorized user, as allowed by
§ 35.11(c), shall require the supervising
authorized nuclear pharmacist or
physician who is en authorized user to:
(1) Instruct the su sed individual
in the preparstion of byproduct material
for medicel use and the principles of
und procedures for rediation safety and

in the licensee's written quality

managemernt program, as sppropriate to
that individual’s use of byproduct

(2) Require the supervised individual
to follow the instructions given
pursuant to paragraph (b)(1) of this _
section and to comply with the :
regulations of this chapter end license '
conditions; and

(3) Periodically uunm the work of the
supervised individual as it pertains to
pr:g‘trlng- byproduct material for
medical use and the records kept to
reflect that work.

§3527 [Removed)
21. Section 35.27 is mm;;v(u;(. S
22. In §35.32, paragraphs (8)(2) an
(b)(1)(i) are revised to read as follows:

§35.32 Quality management program.

(.) L

(2) That, prior to each administration,
the patient’s or human research
subject’s identity is verified by more
than one method as the individual
named in the written directive;

(b) L

(1) * % 8

(i} A representative sample of patient
and human research subject
administrations,

23. In § 35.33, paragraphs (a)(2), (a)(3).
{a)(4). (b), and (c) are revised to read as
follows:

:‘u.n Notifications, reports, snd records
missdministretions.

“) .- =
(2) The licenses shall submit a written
rt to the appropriate NRC Regional
ce listed in 10 30.6 within 15
days after discovery of the
misadministration. The written report
must include the licensee's name; the
prescribing physician’s name; a brief
description of the event; why the event
occurred; the effect on the petient of the
human research subject; what
improvements are needed to prevent
recurrence; actions taken to prevent
recurrence; whether the licensee
notified the patient or the human
research subject (or either individual's
responsible relative or guardian), and if
not, why not, and if the patient or the

re

- humaen research subject (or sither

individual's responsible reistive or
guardian) was notified, what
information was provided to that
individual. The report must not include
the patient's or the humen research
subject’'s name or other information that
could lead to identification of the
patient or the human research subject.
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Draft Regulatory Analysis rﬁ’T‘
For Proposed Rulemaking Entitled \ & F%\N

“Preparation, 7.ansfer for Commercial Distribution,
and Use of Byproduct Material for Medical Use"
10 CFR Parts 30, 32, and 35

1. Background

1.1 Statement of the Problem

A petition for rulemaking (PRM-35-9) concerning the medical use of
byproduct material was submitted jointly by the American College of Nuclear
Phasicians (ACNP) and the Society of Nuclear Medicine (SNM). The petition
requested that the NRC amend its regulations to fully recognize the role of
licensed nuclear pharmacists and physicians. The petition addressed issues
related to the preparation and use of radioactive drugs containing byproduct
material for diagnostic, therapeutic, or research purposes. In addition,
certain portions of the existing regulations in Parts 32 and 35 need to be
updated, clarified, or simplified. This proposed rulemaking has been prepared
in response to the petition and to provide miscellaneous amendments to update
or clarify the existing regulations.

1.2 NRC's Policy Statement on the Medical Use of Radioisotopes

In a policy statement published on February 9, 1979 (44 FR B242),
entitled "Regulation of the Medical Uses of Radioisotopes; Statement of

General Policy,” the NRC stated:
1. The NRC will continue to regulate the medical uses of radioisotopes

as necessary to provide for the radiation safety of workers and the general
public.

2. The NRC will regulate the radiation safety of patients where
justified by the risk to patients and where voluntary standards, or compliance
with these standards, are inadequate.



3. The NRC will minimize intrusion into medical judgments affecting
patients and into other areas traditionally considered to be a part of the
practice of medicine.

In conformance with this pelicy, the Commission proposes to eliminate
certain restrictions in the NRC regulations regarding the preparation and use
of byproduct material for medical use. In addition, the Commission proposes
to provide the authority to licensees to conduct research involving human
subjects and to use radiolabeled biologics. The Commission believes that
these restrictions can be eliminated without compromising the level of
protection of public health and safety against radiological hazards. The
Commission recognizes that physicians have the primary responsibility for the
diagnosis and treatmert of their patients and recognizes that the nuclear
pharmacists have the primary responsibility for the preparation of radioactive
drugs. NRC regulations are predicated on the assumption that properly trained
and adequately informed physicians and pharmacists will make decisions that
are in the best interest of their patients. Furthermore, the pharmacological
aspects of radioactive drugs, including drug safety and efficacy, are
regulated by the U.S. Feod and Drug Administration (FDAR).

1.3 Earlier NRC Actions

Following receipt of the petition, the NRC, in consultation with the
FDA, determined that some issues of the petition should be addressed promptly.
On August 23, 1990 (55 FR 34513), the Commission published an Interim Final
Rule to allow, for a period of 3 years, the use of therapeutic
radiopharmaceuticals for indications not listed in the package insert and to
allow departures from the manufacturer’s instructions for preparing diagnostic
radiopharmaceuticals using radionuclide generators and reagent kits, provided
that certain recordkeeping requirements were met. Based on the records
collected from the affected licensees, both the NRC and FDA staff agreed that
the major trends in departures that may be identified by the recordkeeping are
already discernible and collecting additional data is unnecessary. On
October 2, 1992 (57 FR 45566), the NRC published a rule eliminating the
recordkeeping requirements.




In a parallel effort, the NRC continued to work on the remaining issues
in the petition. On August 7, 1991, the NRC conducted a workshop in Rosemont,
1114nois, presenting strawman language on the training and experience criteria
for authorized nuclear pharmacists to representatives of the following
organizations: Board of Pharmaceutical Specialties, American Board of Science
in Nuclear Medicine, National Association of Boards of Pharmacy, Committee on
Radionuclides and Radiopharmaceuticals of the U.S. Council for Energy
Awareness, American Pharmaceutical Association, American Society of Hospital
Pharmacists, and three graduate schools of pharmacy. Subsequently, the NRC
also discussed the proposed resolution of these issues in meetings with the
FDA, the NRC’'s Advisory Committee on the Medical Uses of Isotopes (ACMUI), and
the Agreement States. This proposed rulemaking is the evolutionary result of
numerous meetings with the aforementioned groups.

2. Objectives

The objective of this proposed rulemaking is to grant the petition and
to eliminate certain restrictions in NRC's regulations regarding the medical
use of byproduct material without compromising the leve) of protection of
public health and safety against radiological hazards.

Specifically, among other things, the proposed rule would incorporate
into NRC's regulations the concept of authorized nuclear pharmacists to allow
properly qualified pharmacists greater discretion to prepare (including
compound) radioactive drugs containing byproduct material. Also, the proposed
rule would allow physician authorized users greater discretion to prepare and
use radioactive drugs containing byproduct material, the use of byproduct
material in research involving human subjects, and the use of radiolabeled
biologics containing byproduct material.

In addition, the proposed rule also contains other miscellaneous and
conforming amendments necessary to update or clarify the current regulations.
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3. ALTERNATIVES

Two alternatives have been considered for the petition: maintain the
status quo or grant the petition.

The first alternative would continue to restrict physicians and
pharmacists in the medical use of byproduct material. This alternative would
continue to require NRC medical use licensees to meet the current prescriptive
regulations which restrict the activities of nuclear physicians in the
preparation and use of radiocactive drugs. In addition, this alternative would
continue to restrict the activities of nuclear pharmacists in the preparation
of radicactive drugs. Therefore, this alternative was not further considered.

The second alternative, promulgation of a proposed rule to grant the
petition, would provide greater flexibility for physician authorized users to
use byproduct material in the practice of medicine. The proposed amendments
would also incorporate into the regulations the concept of authorized nuclear
pharmacists to allow properly qualified pharmacists to prepare (including
compound) radioactive drugs containing byproduct material. The Comrission
believes that granting this petition would eliminate certain restrictions
regarding the medical use of byproduct material without compromising the level
of protectior of public health and safety against radiological hazards.

4. Brief Descriptions of the "roposed Amendments

In response to the petition for rulemaking, the Commission is proposing
to:

1. Allow physician authorized users to use therapeutic radioactive
drugs containing byproduct material for indications or methods of
administration not listed in the FDA-approved package insert;

2. Allow physician authorized users to use radioactive drugs containing
byproduct material for research involving human subjects;

3. Allow physician authorized users to use radiolabeled biologics
containing byproduct material;

4. Allow medica)l use licensees and commercial nuclear pharmacies to
depart from the manufacturer’s instructions for preparing radicactive drugs
using radicnuclide generators and reagent kits;

4




5. Allow medical use licensees and commercial nuclear pharmacies to
compound radioactive drugs using byproduct material;

§. Delete the existing regulations related to the nonradicactive
reagent kits; and

7. Clarify regulatory requirements for specific licenses of broad
scope.

Table 1 summarizes the requests made in the petition and the
Commission's responses.

In addition to the proposed amendments in response to the issues raised
in the petition, the Commission is proposing related or miscellaneous
amendments to Parts 32 and 35. In general, the objective of these proposed
amenaments is to clarify, update, and simplify the current regulations.
Specifically, these proposed amendments include:

1. In Part 32, the Commission is proposing to replace the word
“vadiopharmaceutical"™ with the term "radioactive drug" in proposed § 32.72.
This change is necessary to include both radiopharmaceuticals and radiolabeled
biologics in Part 32.

2. In Part 35, whenever applicable, the Commission is proposing to use
the terms "unsealed byproduct material for medical use" or "radiocactive drug"
instead of “"radiopharmaceutical.” This proposed change is intended to
indicate that the Commission’s regulations regarding the medical use of
byproduct material are focused on radiation safety and are separate from FDA's
regulaticns regarding radiopharmaceuticals. However, to prevent massive
changes in Part 35, the word "radiopharmaceutical” will continue to be used in
the sections for which modifications are not proposed. Thus, the word
"radiopharmaceutical” would be eguivalent to "unsealed byproduct material for
medica) use" or "radioactive drug” in the sections that are not modified by
this proposed rule.

3. The Commission is proposing to modify the definition of "medical
use” in Parts 30 and 35 by replacing the term "human beings” with the term
“patients or human research subjects" to include the administration of
byproduct material to an individual who is participating in a research
procedure. In addition, the Commission proposes to delete the language in the
definition of "medical use" that the administration of byproduct material be

on



Table 1

N

Summary of Reguests in the Petition
and the Commission’s Responses

Reguest

Permit authorized users to use
radiopharmaceuticals for
therapeutic uses not covered in
the package insert.

Permit authorized users to use
radioactive drugs for research
involving human subjects.

Permit authorized users to use
radiolabeled biologics.

Permit medical use licensees and
pharmacies to depart from
package inserts when using
generators and kits.

Permit medical use licensees and
pharmacies to use byproduct
material to compound radioactive
drugs.

Permit nuclear pharmacists to
prepare reagent kits.

Clarify requirements on licenses
of broad scope.

Response

Permit physician authorized
users who are qualified for
therapeutic administration to
use radioactive drugs for
therapeutic uses not covered in
the package insert.

Permit physician authorized
users to use radiocactive drugs
for research provided that human
research subjects are protected.

Permit physician authorized
users to use radiolabeled
biologics provided that dosages
of alpha- or beta-emitting
radionuclides are measured.

Permit physician authorized
users and authorized nuclear
pharmacists who meet certain
training and experience criteria
to depart from package inserts
when using generators and kits.

Permit physician authorized
users and authorized nuclear
pharmacists who meet certain
training and experience criteria
to prepare (including compound)
radioactive drugs.

Delete NRC regulations on
reagent kits which do not
contain byproduct material.
Thus, nuclear pharmacists would
be able to prepare reagent kits
under applicable law.

Clarify the requirements by
adding two exemptions in
Part 35.
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10. The Commission is proposing that licensees may allow authorized
users and authorized nuclear pharmacists who meet certain requirements to use
byproduct material without the licensee first obtaining a license amendment
from the NRC. Therefore, the Commission is proposing to delete the provisions
in Part 35 addressing visiting authorized users.

11. The Commission is proposing to modify the requirements for
recentness of training of certain authorized users.

12. The Commission is proposing to add requirements regarding the
preparation of byproduct material for medical use under the supervision of a
physician authorized user and to provide comparable requirements regarding the
supervisory responsibilities of authorized nuclear pharmacists.

13. The responsibilities of the Radiation Safety Committee would be
modified to reflect the activities which the proposed changes to Part 35 would
authorize.

5. [ESTIMATION OF COST IMPACT

..1 GENERAL DISCUSSION

The NRC has about 2,000 medical use licensees (licensed under Part 35)
and about 50 licensees who manufacture or prepare radioactive drugs (licensed
under Part 32). Agreement States have approximately twice the NRC's licersees
mentioned above. It is expected that the requirements proposed in this
rulemaking would be a matter of compatibility for the Agreement States: all
proposed definitions contained in §§ 30.4 and 35.2 would be Division 1 items
of compatibility; proposed sections 32.72, 35.6, 35.22(b)(2), 35.25, 35.50,
35,52, 35.53, 35.920, 35.972 and 35.980 would be Division 2 items of
compatibility; and the remaining proposed sections in Part 35 would be
Division 3 items of compatibility.

The cost estimates shown below are for affected NRC licensees only.
Therefore, the total cost impacts (i.e., for NRC and Agreement State
licensees) associated with this proposed rule would be approximately 3 times
the cost to the affected NRC licensees.
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The cost estimates are based on the following:

0 Fee per license amendment $460
0 Unit labor costs (unloaded)
For licensee staff - Physician* $85/hour
- Scientific staff* (e.g. nuclear pharmacists) $50/hour
- Technical staff* (e.g. medical technologists) $30/hour
- Clerical staff $15/hour
For NRC (and Agreement State) staff* $50/hour

* Includes prorated amounts for clerical staff.

§.2 IMPACTS TO AFFECTED NRC LICENSEES

fach section of the proposed rule has been evaluated in terms of the
cost impact (i.e., increase, decrease, or no change as compared to the cost
under existing situations) to affected licensees. In calculating the cost
impacts, the cost savings are expressed as positive (+) values and the cost
increases as negative (-) values. The cost impact of each proposed section is
discussed below except for those sections that obviously have no cost impacts.
Table 2 is a summary of the impact to affected licensees for each proposed

section.

§.2.1 PART 30 - RULES OF GENERAL APPLICABILITY TO DOMESTIC LICENSING OF
BYPRODUCT MATERIAL

§ 30.34 Terms and conditions of licenses.

The proposed amendment would delete paragraph § 30.34(i) in its
entirety. Under the existing paragraph, licensees are permitted to depart
from FDA-approved package inserts. Under the proposed rule, this permission
would be moved to Part 32 for commercial nuclear pharmacies and to
Part 35 for medical use lic-nsees. Therefore, there would be no cost impact

associated with this proposed amendment.
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Proposed
Section
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30.34(1)

Part 32
32.72(a)
32.72(b)

32.72(c)
32.72(4)
[32.73)

32.74

Table 2

mmary of icen
No. of Amend,
permission, or Hours $/hr Fee

Record, etc./yr

No cost (See footnote 1)

No cost (See 5.2.1 of this analysis)

No cost (See footnote 2)

Zz0 license 4 hours $50 $460
amendments
eliminated
50 license 2 hours $50 $460
amendments

eliminated

50 notifications 1/2 hour $30 ———
required

No cost (See 5.2.1 of this analysis)
No cost (See footnote 3)
1 license 32 hours $50 $3,600
application

eliminated

No cost (See footnote 3)

10

Impact/yr
Savings: +
Costs: -

+ $13,200

+ $28,000

- $750

+ $5,200



1 ntin
ry of R n
Proposed No. of Amend, Impact/yr
Section permission, or Hours $/hr Fee Savings: +
No. Record, etc./yr Costs: -
Part 35
35.2 No cost (See footnote 1)
35.6 2 license 8 hours $85 $460 - $2,280
amendments
required
35.7 No cost (See footnote 3)
35.8 No cost (See footnote 2)
35.11 No cost (See footnote 3)
35.12 No cost (See footnote 3)
35.13 200 license 2 hours $50 $460 + $112,000
amendments
eliminated
10 license 2 hours $50 $460 - $5,600
amendments
required
35.14 220 notifications 1/2 hour $30 - - $3,300
required
35.15% No cost (See footnote 2)
35.22(bY(2) No cost (See footnote 2)
35.2 No cost (See footnote 2)
[35.27] 100 records 1/6 hour $15 ———- + $250
eliminated
35.489 No cost (See footnote 4)
11
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5.2.2 PART 32 - SPECIFIC DOMESTIC LICENSES TO MANUFACTURE OR TRANSFER CERTAIN

TEM YPR
§ 32.72 Manuf rati r transfer for ial ribution
radicactive drugs containing byproduct material for medical use under Part 35.
§ 32.72(b)

(1) Proposed § 32.72(b) would allow commercial nuclear pharmacies to
depart from FDA-approved package inserts and to compound radioactive drugs,
without obtaining a license amendment from the NRC. Therefore, a cost saving
is expected due to the elimination of these license amendments.

Assuming 20 amendments requesting departures or compounding would be
eliminated per year and 4 hours of scientific staff's time would be avoided
for preparing an application for a license amendment, the cost saving 1is
estimated to be:

20 amend/yr x (4 hrs/amend x $50/hr + $460 fee/amend) = + $13,200/yr.

(2) This proposed paragraph would allow commercial nuclear pharmacies
to permit an individual to work as an authorized nuclear pharmacist, without
obtaining a license amendment from the NRC, if the individual is:

(1) certified by the Board of Pharmaceutical Specialties; (2) listed on a
Commission or an Agreement State license; or (3) listed on a permit issued by
a specific licensee of broad scope as an authorized nuclear pharmacist. This
proposed provision would eliminate a current licensing requirement that
requires a licensee to cbtain a license amendment from the NRC before
permitting an "authorized user" to work.

Assuming 50 amendments requesting to add the names of the "authorized
users” would be eliminated per year and 2 hours of scientific staff’s time
would be avoided for preparing an application for amendment, the cost saving
is estimated to be:

50 amend/yr x (2 hr/amend x $50/hr + $460 fee/amend) = + $28,000/yr.

(3) This proposed paragraph would require licensees to provide to the
NRC a copy of the individual's board certification, the license, or the
permit, and the state pharmacy licensure or registration, respectively, for

13



each individual within 30 days of the date that the licensee permits, pursuant
to this section, the individual to work as an authorized nuclear pharmacist.
Therefore, a cost increase is expected due to this proposed notification
requirement.

Assuming 50 notifications would be required per year and 1/2 hour of
technical staff’s time would be needed for preparing a notification, the cost
increase is estimated to be:

50 notifications/yr x 1/2 hr/notification x $30/hr = - $750/yr.

§ 32.72(c)

This paragraph is proposed tec clarify that Part 32 licensees measure and
record dosages of radioactive drugs, including those containing alpha- or
beta-emitting radionuclides, before transferring these drugs to a medical use
licensee. Currently, these licensees already possess measurement
instrumentation, perform the measurements, and record the dosages to provide
information required under existing § 32.72(a)(4)(i). Therefore, there would
be no cost impact associated with this proposed amendment.

§ 32.73 Manufacture and distribution
preparation of radiopharmaceuticals containing byproduct material,

The section would be deleted in its entirety. This section requires
that a licensee shall obtain a specific license from the NRC before the
licensee may manufacture or distribute radionuclide generators containing
byproduct material or reagent kits. Under the proposed rule, the existing
requirements related to radionuc)ide generators would be moved to the proposed
§ 32.72. However, the existing requirements related to these reagent kits
would be deleted because they do not contain byproduct material. Therefore, a
cost saving is expected because the proposed elimination of the application
for a license to manufacture or distribute these reagent kits.

The fee for NRC's review of an application to manufacture and distribute
a new type of reagent kit is $3,600 per application. Assuming 1 application
would be eliminated per year and 32 hours scientific staff’s time would be

14
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avoided by the licensee to prepare the application, the cost saving would be:
1 application/yr x (32 hrs/appl x $50/hr + $3,600 fee/appl) = + $5,200/yr.

5.2.3 PARI 35 - MEDICAL USE OF BYPRODUCT MATERIAL
§ 35.6 Provisions for research involving human subjects.

This proposed section would allow licensees to conduct research using
byproduct material involving human subjects provided that the research is
conducted, funded, supported, or regulated by another Federal Agency which has
implemented the Federal Policy for the Protection of Human Subjects.
Otherwise, a licensee shall apply for and receive approval of a specific
amendment to its NRC license before conducting such research. Thus, a cost
increase is expected. However, the NRC believes that most human research
involving byproduct material is currently conducted, funded, supported, or
requlated by another Federal agency.

Assuming 2 license amendments would be needed per year and 8 hours of
physician’s time would be needed to prepare an application for amendment, the
cost increase would be:

2 amend/yr x (8 hr/amend x $85/hr + $460 fee/amend) = - $2,280/yr.

§ 35.13 License amendments

(1) Proposed paragraph (b) of this section would allow medical use
licenses to allow an individual to work as an authorized user, without
submitting a license amendment to the NRC, if the physician authorized user
is: (a) certified by the appropriate certification boards; (b) listed on a
Commission o- Agreement State license; or (c¢) listed on a permit of a
Commission or Agreement State specific licensee of broad scope. Under current
regulations, a license amendment must be obtained before the individual may
work as an authorized user (except for a visiting authorized user). Thus, a
cost saving is expected due to the elimination of these license amendments.

Assuming 200 license amendments would be eliminated per year and 2 hours
of scientific staff's time would be avoided for preparing an application for
amendment, the cost saving would be:

15
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200 amend/yr x (2 hr/amend x $50/hr + $460 fee/amend) = + $112,000/yr.

(2) This proposed paragraph would permit medical use licenses to allow
an individual to work as an authorized nuclear pharmacist, without submitting
a license amendment to the NRC, if the authorized nuclear pharmacist is:

(a) certified by the certification board; (b) listed on a Commission or
Agreement State license; or (c) listed on a permit of a Commission or
Agreement State specific licensee of broad scope.

However, if the individua) does not meet the criteria stated above, a
license amendment must be obtained by the licensee before the individual can
work as an authorized nuclear pharmacist. Thus, a cost increase is expected
due to the proposed requirement for these license amendments.

Assuming 10 license amendments would be required per year and 2 hours of
scientific staff's time would be needed for preparing an application for
amendment, the cost increase would be:

10 amend/yr x (2 hr/amend x $50/hr + $460 fee/amend) = - §5,600/yr

§ 35.14 Notifications.

In addition to the existing notification requirement, the NRC proposes
to amend this section to require specific licensees of limited scope to submit
a copy of an individual's board certification, the license, or the permit as
discuysced in § 35.13. Thus, a cost increase is expected.

Assuming 220 notifications would be needed (200 notifications for
authorized users and 20 notifications for authorized nuclear pharmacists) and
1/2 hour of technical staff’s time would be needed for preparing each
notification, the cost increase would be:

220 notification/yr x 1/2 hr/notification x $30/hr = - §3,3%5, vr,

§ 35.27 Visiting authorized user.

The NRC is proposing to delete this section because, under the proposed
rule, the concept of a visiting authorized user would no longer be necessary.
Since a recordkeeping requirement in the existing seciion would also be
eliminated, a cost saving is expected.

16
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Assuming 100 records per year would be eliminated and 10 minutes of
clerical staff's time would be avoided for each record, the cost saving would
be:

100 records/yr x 1/6 hr x $15/hr = 4 $250/yr.

§ 35.52 Possession, use, calibration, and check of instruments to measure
dosages of alpha- or beta-emitting radicactive drugs.

This paragraph is new and would require Part 35 licensees to possess
instrumentation to measure the radioactivity of alpha- or beta-emitting
radioactive drugs, except for unit doses obtained from manufacturers or
commercial nuclear pharmacies. Most alpha- or beta-emitting radionuclides are
used in radiolabeled biologics which are still under new drug investigation.

Under current practice, licensees preparing radiolabeled biologics
containing alpha- or beta-emitters in their own facilities or purchase
qualities of these radiolabeled biologics from manufacturers or commercial
nuclear pharmacies other than unit doses already have instrumentations to
measure the doses. In addition, licensees who purchase only unit doses would
be exempt from this section. Therefore, no cost impact is expected.

§ 35.100 Use of unsealed roduct material for

excretion studies.

§ 35.200 Use of unsealed roduct materi or imaging and localization
studies.

§ 35.300 Use of unsealed byproduct material for therapeutic administration.

The proposed amendments in these three sections would allow medical use
licensees to compound radicactive drugs using byproduct material without
obtaining specific license amendments. Therefore, a cost saving is expected.
Departures from FDA-approved package inserts and manufacturers’ instructions
are already permitted under the Interim Final Rule.

Assuming 20 amendments per year would be eliminated and 2 hours of
scientific staff's time would be avoided to prepare each application, the cost
savings would be:

20 amend/yr x (2 hr/amend x $50/hr + $460 fee/amend) = + $11,200/yr.
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§ 35.980 Iraining for an authorized nuclear pharmacist.

This proposed section would require authorized nuclear pharmacists to
meet the training and experience criteria. Because the criteria proposed in
this section are nearly identical to those in the current licensing guidance,
there would be no cost impact to implement this section, with an exception of
requiring a written certification from preceptors. Thus, a cost increase is
expected.

Assuming 20 certifications would be written per year and 1 hour of
scientific staff's time would be needed to complete each certification, the
cost increase would be:

20 certification/yr x 1 hr/certification x $50/hr = - $1,000/yr.

Total im ffec NRC licen

The cost impact to affected NRC Ticensees is estimated to be a saving of
$156,920 per year (See Table 2).

5.3 IMPACIS 10O AFFECTED AGREEMENT STATES LICENSEES

Since Agreement States have approximately twice the NRC's licensees, the
impacts for Agreement State licensees associated with this proposed rule would
be approximately twice the impact to the affected NRC licensees. Therefore,
the savings for Agreement State licensees would be:

2 x $156,920/yr = + $313,840/yr.

5.4 TOTAL IMPACT TO AFFECTED LICENSEES

The impact to both the NRC licensees and Agreement State licensees would

be a savings of
$156,920/yr + $313,840/yr = $470,760/yr.
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5.4 COST IMPACT TO NRC

The predominant factor affecting the NRC’s operating costs as a result
of this proposed action is the decreased number of Ticense amendments which
will no longer need to be processed by the NRC. However, this impact is
already addressed in the cost impact to the licensees and is included as the
change in fees charged to the licensees.

5.5 IMPACT T0 AGR NT_STAT

Since the requirements proposed in this rulemaking would be expected to
be a matter of compatibility for the Agreement States, each Agreement State
would be required to adopt certain sections of the proposed rule. The impact
to the Agreement States would be associated with the adoption of certain
sections of the proposed rule into their State regulaticns.

The impact for each Agreement State may be estimated as follows:

0 Draft a proposed rule 40 hours
0 Review by an Advisory Committee 8 hours
0 Send the proposed rule to NRC for review 4 hours
0 Prepare a final rule 20 hours

Impact for an Agreement State 72 hours

Since there are 29 Moreement States, the total impact to the Agreement
States to incorporate certain sections of the proposed rule is estimated to
be:

29 Agreement State x 72 hrs/Agreement State x $50/hr = - $104,400,

6. NEFIT

This proposed rule would benefit the public by permitting medical use
licensees to increase the scope of the applications of radioactive drugs and
to increase efficiencies in the preparation and use of radicactive drugs.
Specifically, this proposed rule would provide physician authorized users
greater flexibility in the medical use of byproduct material. Similarly, the
proposed rule would permit qualified nuclear pharmacists to use byproduct
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material to prepare radioactive drugs. Even though the proposed rule would
eliminate cer*xin restrictions related to the medical use of by byproduct
material, the NRC believes that additional safeguards against radiological
hazards are inciuded in the proposed rule that will continue to ensure
adequate protection of public health and safety.

7. DECISION RATIONALE

Based on the above analysis, NRC believes that the proposed rule, if
adopted, would provide physician authorized users with greater flexibility to
use and would allow authorized nuclear pharmacists to prepare radicactive
drugs containing byproduct material. The NRC believes that additional
safeguards against radiological hazards are included in the proposed
amendments that will continue to ensure adequate protection of public health
and safety. Therefore, the NRC is publishing the proposed rule for public
comments.
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DRAFT ENVIRONMENTAL ASSESSMENT ;
FOR PRPOPOSED AMENDMENTS TO 10 CFR PARTS 30, 32, AND 35, o
“PREPARATION, TRANSFER FOR COMMERCIAL DISTRIBUTION, AND »ﬁ—'TBF‘\
USE OF BYPRODUCT MATERIAL FOR MEDICAL USE"; -
FINDING OF NO SIGNIFICANT IMPACT

1. Introduction

The Nuclear Regulatory Commission (NRC) is proposing to amend its
regulations for the medical use of byproduct material. This action is
necessary to respond to a petition for rulemaking and to fully recognize the
role of licensed nuclear pharmaeists and physicians. The petition for
rulemaking (PRM-35-9) was submitted by the American College of Nuclear
Physicians and the Society of Nuclear Medicine. The proposed rule is intended
to provide greater flexibility for authorized user physicians te prepare and
use radioactive drugs containing byproduct material. The proposed rule would
also incorporate into the regulation the concept of authorized nuclear
pharmacists to allow properly qualified pharmacists greater discretion to
prepare radioactive drugs containing byproduct material.

The major features of the proposed amendments include: (1) allowing
medical use licensees to depart from the U.S. Food and Drug Administration
(FDA) approved package insert instructions regarding the preparation and use
of radioactive drugs; (2) creating the concept of an “authorized nuclear
pharmacist” and specifying training and experience requirements; (3) allowing
authorized nuclear pharmacists and physician authorized users to use byproduct
materia)l to prepare radioactive drugs; (4) allowing the use of byproduct
material in research involving human subjects; and (5) allowing the use of
radiolabeled biologics.

2. Need for the Amendment: Rejection of the No Action Alternative

The proposed amendments have been developed to grant the petition for
rulemaking. The Commission recognizes that physicians have the primary
responsibility for the diagnosis and treatment of their patients, and
recognizes that the nuclear pharmacists have the primary responsibility for
the preparation of radioactive drugs. The Commission’s regulations are
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predicated on the assumption that properly trained and adequately informed
physicians and pharmacists will make decisions that are in the best interest
of their patients. Furthermore, the pharmacological aspects of radioactive
drugs, including drug safety and efficacy, are regulated by the FDA.
Therefore, the proposed amendments would allow physician authorized users
greater discretion in the medical use of byproduct material, and allow
authorized user physicians and authorized nuclear pharmacists greater
discretion to prepare radioactive drugs containing byproduct material.

This no-action alternative is not favored because the Commission's
regulations are more restrictive than FDA and State pharmacy regulations.
Moreover, the current regulatory philosophy of linking NRC regulations
(e.g., 10 CFR 35.200) to FDA approval of package inserts to ensure the
radiation safety of radicactive drugs does not allow NRC licensees sufficient
flexibility to use or prepare radioactive drugs. The Commission believes that
greater flexibility can be provided while continuing adequate protection of
public health and safety.

3. Impact on the Public and the Environment

The proposed amendments would have no significant impact on the public
and the environment. The additional research activities allowed by the
proposed amendments are expected to be small in comparison to the current
total activities involving radioactive drugs containing byproduct material.
Therefore, the proposed amendments would not cause a significant increase in
the total activity. Furthermore, allowing compouriing could reduce radiation
exposures to workers. For example, allowing the use of specific additives
could decrease the volatility of certain radioactive drugs, thus, reducing the
concentration of radionuclides in air. In other cases, exposures may increase
if a licensee markedly increases the amount of compounding, however, such a
scenario is extremely unlikely and the workers are protected under the
provisions contained in 10 CFR Part 20. Therefore, it is expected that there
would be no increase in radiation exposure to the public, health care workers,
or the environment, beyond the exposures currently resulting from the
preparation and administration of radioactive drugs containing byproduct
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5. Finding of No Significant Impact

The Commission has determined under the National Environmental Policy
Act of 1569, as amended, and the Commission’'s regulations in Subpart A of
10 CFR Part 51, that the proposed amendments, if adopted, would not be a major
Federal action significantly affecting the quality of the human environment,
and therefore an environmental impact statement is not required. The proposed
amendments would relax certain requirements and eliminate specific
restrictions associated with the medical use of byproduct material. The
Commission believes these proposed amendments would provide greater
flexibility in the medical use of byproduct material while continuing to
adequately protect public health and safety. It is expected that this
proposed rule, if adopted, would not cause any significant increase in
radiation exposure to the public or radiation release to the environment
beyond the exposures or releases currently resulting from the medical use of
byproduct material.
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UNITED STATES

NUCLEAR REGULATORY COMMISSION

Office of Public Affairs
Washington, D.C. 20555
No. 93-80 FOR IMMEDIATE RELEASE A T 6, '
Tel. 301-504-2240 (Thursday, June 17, 1993) ~ > Vi
NRC PROPOSES CHANGES TO INCREASE FLEXIBILITY PO fL

IN MEDICAIL USES OF NUCLEAR MATERIAL be

The Nuclear Regulatory Commission is considering changing
its regulations for the medical use of nuclear material to
provide greater flexibility for authorized user physicians and
qualified pharmacists.

The proposed changes are responsive to a petition for
rulemaking submitted to the NRC by the American College of
Nuclear Physicians and the Society of Nuclear Medicine. Notice
of receipt of the petition and opportunity for public comment was
published in the Federal Register on September 15, 1989.

The Commission has already addressed some issues raised in
the ACNP~-SNM petition by publishing, on August 23, 1990, an
interim rule that allows, for a period of three years, specific
departures from the package inserts under the direction of a
physician authorized user.

Previously, NRC regulations restricted medical use licensees
to using or preparing certain radioactive drugs in accordance
with the Food and Drug Administration (FDA) approved package
inserts, although FDA generally does not regquire physicians or
pharmacists to follow these inserts.

In addition, current NRC regulations do not specifically
allow medical use licensees to use byproduct material in research
involving human subjects, in radiolabeled biologics (blood and
other body materials to which radiocactive material has been
added) and in preparing radioactive drugs.

In response to the petition, the Commission is proposing to
amend its regulations to

(1) Allow departures from FDA-approved package inserts
regarding the preparation and use of radiocactive drugs by
deleting the remaining restrictions of the interim rule published
on August 23, 19%0;



{2) Include the concept of an "authorized nuclear
pharmacist®” and specify training and experience requirements;

(3) Allow physician authorized users and authorized nuclear

pharmacists to use byproduct material to prepare radioactive
drugs;

(4) Allow the use of byproduct material in research
involving human subjects; and

(5) Allow the use of radiolabeled biologics containing
byproduct material.

The proposed changes also include miscellaneous changes to
clarify, update and simplify the current regulations, such as
accepting certification in nuclear medicine by the Royal College
of Physicians and Surgeons of Canada.

The Commission does not believe that these propcosed changes
will result in any significant increase in radiation exposure to
the public or the environment beyond the exposures currently
resulting from medical uses of nuclear material.

Interested persons are invited to submit written comments on
the proposed regulations by October 15. The comments should be
addressed to the Secretary of the Commission, U.S. Nuclear
Regulatory Commission, Washington, DC 20555, Attention:

Docketing and Service Branch.

URITED STATES
NUCLEAR REGULATORY COMMISSION
WASHINGTON, D.C. 20555-0001

CFFICIAL BUSINESS
PENALTY FOR PRIVATE USE, $300

US NRC-RES

DIV REGULATORY APPLICATION
DEPUTY DIVISION DIRECTOR
NL/S-007

WASHINGTON DC 20555
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NOTICE OF OFFICE OF MANAGEMENT AND BUODGET ACTION

AD (-1

S—

.~

T0: BRENDA JO SHELTON (MNBB-~7714) ACTION DATE
NRC CLEARANCE OFFICER
UeSe NUCLEAR REGULATORY COMMISSION
WASHINGTONy Del e 20555
Nuclear Regulatory Commission 08/18/93

ON 07/16/53s YOU REQUESTED APPROVAL OF THE FOLLOWING INFORMATION COLLECTION:
TITLE: SPECIFIC DOMESTIC LICENSES TO MANUFACTURE OR TRANSFER CERTAIN

ITEMS CONTAINING BYPRODUCT MATERIAL —= 10 CFR PAR[&§£~
AGENCY FORM NOS.: -

IN ACCORDANCE wITH THE PAPERWORK REDUCTION ACT, WE HAVE TAKEN THE FOLLOWING
ACTION ON THIS INFORMATION COLLECTION:

APPROVED FOR USE THROUGH 05/31/960,0H6 NOe 3150-0001«

THE OFFICE OF MANAGEMENT AND BUDGET CONTROL NUMBER MUST BE DISPLAYED IN
ACCORDANCE wITH 5 CFR 1320, UNLESS CTHERWISE PROVIDED IN "REMARKS.*®
EXPIRATION DATES MUST ALSO B8E DISPLAYED AS REQUIRED BY 5 CFR 1320«

EFFECT ON BURDEN: RESPONSES REPORT ING HOUKRS
PREVIOUS STATUS 0 0
NEW STATUS 59360 24240
DIFFERENCE 50360 14 240
EXPLANATION UF DIFFERENCE: :
ADJUSTMENTS
CORRECTION-ERROR 0 0
CORRECTION-REESTIMATE 0 0
CHANGE IN USE 0 0
PROGRAM C(HANGES
INCREASE 59360 14, 240
DECREASE 0 0

REMARKS:



NOTICE OF OFFICE OF MANAGEMENT AND BUDGET ACTION PAGE 2

OMB NOe. 3150-0001

ABSTRACT:
*RADICACTIVE MATEIALSy RADIAVION SAFETY, BYPRODUCT MATERIALe NUCLEAR

MEDICINE®
THE PROPOUSED AULE WiILL ALLOW PROPERLY QUALIFIED NUCLEAR PHARMACISTS

AND AUTHORIZED USERS GREATER UISCRETION IN PREPARING RADIOACTIVE DRUGS
WITHOUT SUBMITTING AN APPLICATION.

ALLOWANCE LETTER: NO FUNCTION:

ON PLAN: NO EXCEED BUDGET: NO 3504(H): NPRM
NOe OF FORMS: 1 USE: PUBLIC REQUEST: REINST
RESPONDENTS: 249 RESPONSES: 59360 HOURS3240

AFFECTED PUBLIC: STATE/LCL GOV € BUS/INST & NUN~PROFIT INST
SMALL BUSINESS: YES ACTIVITY TYPE:

PURPOSE: REG/CONMP
FREQUENCY: OCCAS € QTULY & ANNL & OTHER
COLLECTICON METHOD: MALL 5/A

RETENTION: COLLECTION AGENT: RCDKPNG R4T CONFIDENTIALITY: NO
COMPULSORY STATUS: MANDATORY )
FEDERAL COST: PUBLIC COST:

REVIEWER: Ron Minsk

- — . e —— - —— et

ACTION TAUTHORIZING OFFICIAL CTITLE: DEPUTY ADMINISTRATORIDATE
APPROVED bY: t/S/JAMES B. MACRAE FOR !'OFFICE UF INFORMATION t08/18/793

: !AND REGULATORY AFFAIRS !

.
o — - - —— e o - —

IMPORTANT: BECAUSE THIS INFORMATION COLLECTION HAS BEEN APPRUVEDs PLEASE SEND
TO THE OeMeBe AS SOON AS AVAILABLE: UNE COPY UF THE FINAL PRINTED (OR OTHERWISE
REPRODUCED) REPORT FORMe OUR REPOURTING OR RECORDKEEP ING REQUIREMENT, TRANSMITTAL
LETTERy INSTRUCTININSe AND ANY DOCUMENT SEING SENT TO EACH RESPOUNDENT.



NOTICE OF OFFICE OF MANAGEMENT AnND BUDGET ACTION

AD G|
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Ta: SRENUA JO SHELTON (MNBB~7714) ACTION DATT
NRC CLEARANCE OFFICER
UsSe NUCLEAR REGULATURY COMMISSION

WASHINGTONy Dels 20555
Nuclear Reguletory Commission 08/18/93

ON 06/07/93s YOU REQUESTED APPRUVAL OF THe FOLLUWING INFORMATION COLLECTION:
TITLE: MEDICAL USE OF BYPRODULT MATERIAL_-- 10 CFR PART 35
AGENCY FORM NOSe: =

IN ACCORDANCE wiTH THE PAPERWURK REDUCTION ACT, WE HAVE TAKEN THE FOLLOWING
ACTION UN THIS INFORMATION COLLECTION:

APPROVED FUR USE THROUGH 08/31/96« OMB NOe 3150-0010.

THE OFFICE OF MANAGEMENT AND BUDGET CONTROL NUMBER MUST BE DISPLAYED IN
ACCORDANCE wiTH 5 CFR 1320. UNLESS OTHERWISE PROVIDED IN “"REMARKS."
EXPIRATION DATES MUST ALSO Bt DISPLAYED A5 REGUIRED BY 5 CFR 1320.

EFFECT UN BURDEN: RESPONSES REPORTING HOURS
PREVIOUS STATUS _ 994224955 16,288
NEWw STATUS Bea22v955 3024944
DIFFERENCE 0 2849156
e I Lkt =30 o |
EXPLANATION OF DIFFERENCE: :
ADJUSTMENTS :
CORRECTICN=ERROR 0 0
CORRECTION-REESTIMATE 0 284+ 156
CHANGE IN USE ¥ 0
PROGRAM CHANGES
INCREASE 0 0
DECREASE 0 0

REMARKS:



NOTICE OF OFFICE OF MANAGEMENT AND BUDGET ACTION PAGE 2

CMB NU. 3150-0010

ABSTRACT:
*RADIATION SAFETY, RADIOACTIVE DRUGSy NUCLEAR MEDICINE. BYPRODUCT

MATERIAL®

THE PROPOSED RULE WILL ALLOW PROPERLY WUALIFIED NUCLEAR PHARMACISTS
AND AUTHORIZES USERS GREATER DISCRETION IN PREPARING RADIOACTIVE ORUGS
WITHOUT SUBMITTING AN APPLICATION.

ALLOWANCE LETTER: NO FUNCTION:

ON PLAN: NO EXCEED BUDGLET: NO 3504(H): NPRM

NCe OF FORMS: 1 USE: PuUBLIC REQUEST: REVISION
RESPONDENTS: 24400 RESPONSES: 844224955 HOURS: 3024944

AFFECTED PUBLIC: STATE/LCL GOV & BUS/INST & NON~PROFLT INST
SMALL BUSINESS: YES ACTIVITY TYPE:

PURPOSE: REG/COMP

FREQUENCY: OCCAS & UTHER

COLLECTION MEYHOD: RKP RQT

RETENTION: 5 YRS COLLECTION AGENT: RCOKPNG RQT CONFIODENTIALITY: NO
COMPULSORY STATUS: MANDATORY "
FEDERAL COST: $14120 PubLIC COSI:

REVIEwWER: Ren Minsk

- e toe D

ACTION TAUTHORIZING UFFICIAL TTITLE: DEPUTY ADMINISTRATOR!IDATE
APPROVED o¥Y: t/S5/JAMES de MACRAE FUR !0FFICE OF INFORMATION 108/18/93
2 LAND REGULATORY AFFAIRS 4

- —— e —— - ——— - —— —— -

IMPORTANT: DECAUSE THIS INFORMATION COLLECTION HAS BEEN APPROVEDe PLEASE SEND
10 THE UeMeBe AS SUON AS AVAILABLE: ONE COPY UF THE FINAL PRINVED (OR OTHERWISE
REPRUODUCED) REPOURT FORMy OR REPORTING OR RECORDKEEPING REQUIREMENT » TRANSMITTAL
LETTERy INSTRUCTIONS, AND ANY DOCUMENT BEING SENT TO EACH RESPUNDENT.



