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MEMORANDUM FOR: Frank P. Gillespie, Chairman
RES Independent Review Board
FROM: Karl R. Goller, Director
Division of Radiation Programs
and Earth Sciences, RES
SUBJECT: ADDENDUM TO RES INDEPENDENT REVIEW CF PROPOSED RULEMAKING

This is an addendum to our December 26, 1984 review package concerning NMSS's
modification of 10 CFR 35.14(b)(7) to add six new methods of use and the
appropriate radiopharmaceuticals for each. It should be noted that NMSS based
its decision to include these new medical procedures on the criteria given in
the February 28, 1983 Federal Register Notice entitled, "Physician's Use of
Radioactive Drugs." These two criteria are:

0 No unjustified radiation dose to the patient, and
0 Demonstration of adequate occupational radiation protection measures.

In addition to the staff evaluation, members of NRC's Advisory Committee on
the Medical Uses of Isotopes were consulted for their recommendations. For
the particular uses to be included, the health and safety considerations for
the additional uses are no greater than for the uses specified in the
respective package labels. These considerations were implicit in the review,
but we decided they should be transmitted in writing.

A K Gl

kKarl R. Goller, Director
Division of Radiation Programs
and Earth Sciences, RES
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MEMORANDUM FOR: William J. Dircks
Executive Director for Operations

FROM: Robert B. Minogue, Director
Office of Nuclear Regulatory Research

SUBJECT: CONTROL OF NRC RULEMAKING: RES INDEPENDENT REVIEW OF
PROPOSED RULEMAKING SPONSORED BY NMSS

Based on our independent review of the proposed rulemaking sponsored by NMSS
to modify §35.14(b)(7) of 10 CFR Part 35, "Human Uses of Byproduct Material,"
to add six new methods of use and the appropriate radiopharmaceuticals, RES
agrees with the recommendation of the Director, NMSS, that this rulemaking
effort should continue.

The basis for our recommendation is that this rulemaking concerns the
specific implementation of NRC's policy for licensing radiopharmaceuticals
that was described in the Federal Register on February 3, 1983, As such, it
is a minor updating of the medical licensing groups.

The complete RES independent review package has been sent to OEDO (Attention:
DEDROGR) and to the Director, NMSS.

Robert B. Minogue, Director
Office of Nuclear Regulatory Research

Enclosure:
As stated
DISTRIBUTION:
Subj. (C.4.1) WAMiTls
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DATE: //1’84 o/ /84 ) ﬁr§/84 t/ /8& /84 : ; /84




DRAFT STAFF RECOMMENDATION

Based on the staff review, DRPES finds that the proposed rulemaking should
continue.



a)

b)

c)

d)

e)

RESULTS OF RES STAFF REVIEW

The issue to be addressed.

This proposed rulemaking will add the following Food and Drug
Administration gFDA) - approved drugs for the following new methods of

use to §35.14(b)(7):
- technetium-99m labeled sulfur colloid for gastroesophageal
; imaging

- technetium-99m labeled sulfur colloid, pertechnetate, or
macroaggregated human serum albumin foi Le Veen,
ventriculo-atrial, and ventriculo-peritoneal shunt imaging

- technetium-99m labled pertechnetate for cystography and
dacryocystography. -

As such, it is a specific implementation of NRC's policy for licensing
radiopharmaceuticals as described in the Federal Register on

February 3, 1983 (48 FR 5217). The purpose of the policy change was to
allow presently licensed physicians or hospitals to use certain
radiopharmaceuticals for recently developed methods of use not listed on
their respective package labels.

The necessity and urgency for addressing the issue.

A large number of physicians have been waiting for FDA to issue a list of
new approved uses for already approved radiopharmaceuticals. It now
appears FDA will not take this step, but rather continue to follow the
established procedure of waiting for the manufacturers to request a label
change. Because of the costs involved relative to the additional sales,
the manufacturers have no incentive to do this.

These new methods of use are not only better than older ones, they may
even result in lower patient doses. In some cases, there is no other
fmaging method available.

Alternatives to rulemaking.

The only alternative is to amend individual licenses to authorize the new
methods of use.

How the issue will be addressed through rulemaking.

The proposed rule would modify 10 CFR 35.14(b)(7) to add six new methods
of use and the appropriate radiopharmaceuticals for each.

How the public, industry, and NRC will be affected.

Both the NRC and the licensees will benefit by eliminating costly and
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time consuming license amendments. The pat
improved diagnostic methods.

NRC resources and scheduling.

NMSS estimates it will need about 0.1 staff
and final rulemaking. This seems reasonabl

ients will benefit from

~year to complete the proposed
e.
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List of Subjects in 7 CFR Part 910

Marketing agreements and orders,
Californie, Arizona, Lemons.

PART 910—{ AMENDED)
1. Section 910.097 (s added as follows:

§ 910,897 Lemon Reguiation 387,

The quantity of lemons grown in
CnhlmJMamdeamybo
bandled during the period February 8,
mrmum.u

at 210,000 cartons.
2 Section 910.686 Lemon Regulation

396 (48 FR 3935) is revised to read as
follows:

§#10.69¢ Lemon Reguiation 396

The quantity of lemons grown in
&Mm»guaouumchmybc
hndkddwu?&cpﬁodlnuqso.

1083, ebruary 5, 1083, is
Cﬂlbm:l 200,000 cartons.

(Secs. 1-19, 48 Stat. 31. as amended: 7 US.C.
801 -874).

Dated: February 3, 19683
D. 8. Kuryloski,
Deputy Director, Fruit and Vegetable
Division, Agnicultural Marketing Se~vice.
(PR Doc 83-3267 Piled 3-3-4) 11 88 am|
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“NUCLEAR REGULATORY
COMMISSION

10 CFR Part 35

Physician’s Use of Radioactive Drugs

AaEncY: Nuclear Regulatory
Commission.

Acmon: Final rule.

SummMAny: The Nuclear Regulatory
Commission (NRC) is amending its
regulations to provide an exception from
certain regulatory requirements for
technetium-99m pentetate (a Food and
Drug Administration (FDA)-approved
drug) used for lung function studies
which is a use not yet approved by FDA.
Prior to this final rule, NRC regulations
required that a physician using an
approved drug for an unapproved
ure follow FDA-approved

beling for (1) pbhysical form, (2) route
of administration. and (3) dosage range.
Because in the lung function studies,
technetium-99m pentetate is used as an
serosol and administered by inhalation,
it does not meet the FDA-approved
method for use of this
ndm?:.ual ng l:n c'xhc'opﬂon
is necessary. preamble to this
rulemaking also sets out the criteria and
procedures that NRC will use to
evaluate similar requests for exceptions

of other diagnostic
radiopharmaceuticals. This fina] rule
responds to the petition filed by the late
Dr. George V. Taplin to approve the use
of technetium-99m pentetate for lung
function studies (PRM 35-1). The final
mlcwﬂll;l::cu:y g{NRC'ludicd
licensees applicable regulatory
requirements. The final rule and the new
exception procedures are intended to
remove unnecessary restrictions on the
physician in patient treatment while
continuing to provide an adequate leve!
of radiation protection for the patient
and the worker.

EFFECTIVE DATE: March 7, 1983

POR FURTHER INFORMA TION CONTACT:
Deborah A. Bozik, Office of Nuclear
Regulatory Research. U.S. Nuclear
Regulatory Commission. Washington,
DC, 20555 (Phone 301-427-4586).
SUPPLEMENTARY INFORMATION: Ou April
13, 1882, the NRC published a proposed
rule (47 FR 15798) to amend its
regulations to provide an exception from
certain regulatory ts for
technetium-99m pentetate in § 35.14 of
10 CFR Pan 35, which contains the
specific license requirements for certain
groups of medical uses of byproduct
material. In addition. this proposed rule
also offered criteria and Information for
evaluation of similar future exceptions

" 10 NRC regulations.

This mlemaking was developed in
response to & petition filed by George V.,
Taplin. M.D. (deceased) for a rulemaking
to remove NRC restrictions that apply
when & physician uses an FDA-
approved radioactive drug for a clinical
procedure that does not have FDA
approval. Specifically, the petitioner
sought the nonrestricted use of
technetium pentetate as an serosol for
lung function studies (PRM-35-1. 44 FR
28817 May 1, 1878). The NRC grants that
portion of the petition that requests a
specific exception for technetium-99m
anuo used for lung function studies.

e NRC denies the petitioner's request
that NRC remove all restrictions on the
physican’s use of an FDA-approved
radioactive drug for a clinical procedure
that does not have FDA approval
However, the procedures and criteria
established in this rulemaking create an
appropriate mechanism for addressing
future requests for exceptions to these
restrictions and. as such. are an attempt
to provide the greater flexibility desired
by the petitioner.

The public was Invited to submit
written comments on the proposed rule
by June 14, 1982, and 35 comment letters
were received. Thirty-one commenters

- supported the proposed rule, and 15
specifically noted their support of the
criteria and procedures for evaluating

5217

similar future exceptions. Copies of the
public comments received and the
Commission analysis of the comments
may be examined in the Commission's
Public Document Room at 1717 H Street,
N.W., Washington, D.C.
Two commenters opposed the

rule because of their feeling
that NRC would be authori the
addition of non-FDA-approv
procedures to its ngl'alano:;. thereby
starting a precedent for such procedures
to be added without close evaluation.
Careful consideration was given to the
questions raised by these commenters,
but the NRC does not believe that
rucm protection is being compromised

echnetium-99m penetetate gives

several times less radiation to the M:h
than other radiopharmaceuticals whi
are more slowly absorbed and thus are
retained longer in the lungs. Taplin and
Chopra, “Inhalatiog Lung Imaging with
Radioactive Aerosols and Gases.” Prog
Nucl. Med., Vol. 5, pp. 118-143 (Karger,
Basel 1978),-and Taplin and Chopra,
“Lung Perfusion-Inhalation. Scintigraphy
in Obstructive Airway Disease and
Pulmonary Embolism,” Radiological
Clinics of North America, Vol. XV1, No.
3, pp. 491513, December 1978.

It is noteworthy that NRC and FDA
bave sought a solution to the general
problem of drug labeling for unapproved
uses, and m:d mmndg is considering a
program to add presently unapproved
uses of approved ndlomeuuduh.
However, until such & program is
implemented, NRC believes that this
rulemaking is the most appropriate way
to resolve the problem in this interim
period. Nine commenters either
addressed topics not specifically
covered in this rulemaking or requested
that NRC consider other unapproved
uses of FDA-approved
radiopharmaceuticals. The most
common requests centered on the uses
of technetium-99m pertechnetate for
volding cystograms and technetium-99m
sulfur colloid for evaluation of LeeVeen
shunt patency. NRC developed criteria
and procedures for evaluating
exceptions to § 35.14(b)(8). These
procedures and criteria were published
in the April 13, 1882 proposed rule and
were open to the public for comment.
They were very favorably received. The
Commission will use these criteria to
determine whether an exception from
the requirements in § 35.14(b)(8) of 10
CFR Part 35 will result in an
unreasonable risk to the health and
salety of the public or will minimize
danger to life or property.

Any interested person should submit
# request for an exception to NRC's
Office of Nuclear Materia/ Safety and

yg FR 5217
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Safeguards detailing the following
- Dn:io:ﬂon of the procedure
. s,
 Justification for the exception
( an explanation of why the
ure is not included in the product

N'pt):nudbtmﬂbdthc

. Aulm of the radiation dose, and
technical and scientific
hfu-nion. including any provisions
necessary to ensure occupational safety
and patient safety.

In order to reach a conclusion
regarding the possible inclusion of these -

ceuticals in the regulations,
NRC would expect that such requests
would provide evidence that the
foll two criteria. upon which NRC
will its assessment, would be
met

* No unjustified rnduhon dose to the
patient. and

* Demonstration ol adequate
occupational radiation protection
measures.

The NRC staff would review a
request, and based upon its findings as
well as the recommendation of its
Advisory Committee on the Medical
Uses of Isotopes (ACMUT), would
publish in the Federal Register a notice
of rulemaking. The notice would provide
for & 30- to 45-day comment period. The
fina! rule establishing the exception
would be made immediately effective.

Environmental Impact: Negative
Declarstion

The Commission has determined
under the National Environmental Policy
Act of 1980, as amended, and the
Commission's regulations in 10 CFK Part
81, that promulgation of this regulation
is not a major Federa! action
significantly affecting the quality of the
human environment and therefore an
environmental impact statement is not
required. The environmental unpact
appraisal and negative declaration on
which this determination s based are
available for public inspection at the
NRC Public Document Room. 1717 H St.
NW., Washington, D.C.

Paperwork Reduction Act Statament

Pursuant to the provisions of the
Pa Reduction Act of 1880 (44
U.S.C. 3501, et seq ), the NRC has made
& determination that this rule would not
impose new nwdknyl.n’ mypuuﬂon

reporting, or other tion
collection nqumnu

Regulatory Flaxibility Cartification

In accordance with the Regulatory
Flexibility Act of 1960, 5 U.S.C. 805(b),
the Commussion hereby certifies that

this rule will not have a significant
economic impact upon a substantial
pumber of small entities. The final rule
affects about 2,000 specic licenses
under §§ 35.11, 35.12, and 35 14 of 10
CFR Part 35. These licenses are issued
pally to medical institutions. Small

iness entities, primarily physicians io
private mcﬁu comprise about 275 of
the specific medical licenses.

The final rule relieves NRC's medical
licensees from regulatory requirements
by relaxing restrictions on the physician
concerning patient care. The final rule
has no significant economic impact on
these licensees. In the proposed rule, the
NRC specifically requested comments
oa this conclusion as to impact on small
entities. No comments were received
that questioned this conclusion.

List of Subjects in 10 CFR Part 35

Byproduct material. Drugs, Health
facilitivs, Health professions, Medical
devices, Nuclear materials,
Occupational safety and health, Penalty,
Radiation protection. Reporting and
recordkeeping requirements.

Under the Atomic Energy Act of 1954,
as amended the Energy Reorganization
Act of 1874, as amended, and section
853 of Title 5 of the United States Code,
the following amendments to Title 10,
Chapter I, Code of Federal Regulations,
Part 35, are published as a document
subject to codification.

PART 35—HUMAN USES OF
BYPRODUCT MATERIAL

1. The authority citation of Part 35
continues to read as follows:

Authority: Secs 81, 181, 182, 183, 88 Stat
935 948 953 954, as amended (2USC 2111,
2201, 2232, 2233): sec. 201, B8 Sta' 1242 as
amended (42 US.C. 5841)

For the purposes of sec. 223, 88 Stal. 858, as
amended (42 US.C. 2273) §4§ 352 35.14(b).
(e) and (f), 35.21(a) 35.22(a) 35.24. and 35.31
(b) and (c) are lssued under sec. 161b. 68 Stat
948, as amended (42 USC. 220(b)) and
§4 35.14(b)(8) (L), (iki), and (v) and ()(2). 38.27
and 35.31(d) are 1ssued under sec 1810, 88
Stat 950 as amended (42 US.C 2201(0)).

2. Section 35.14 is amended by
revising paragraph (b)(6) and adding
paragraphs (b)(7) and (b)(8) to read as
follows

§ 3614 Bpecific Bosnees for certain .
Proups of medical uses of byproduct
matenal

)'.0

(8) Except for those
radiopharmaceuticals listed in
paragraph (b)(?) of this section. for
Groups L [I and [l any licensee using
byproduct material for clinical
procedures other than those specified in

Federal Register / Vol 48, No. 25 / Friday, February 4, 1983 / Rules and Regulations

the ct labeling (package insert)
.shall comply with the product labeling
{ ] 4
”?l) Chemical and physical form;
(1i) Route of administration: and
(iii) Dosage range.
(7) The following

radiopharmaceutical(s) when used for
th; listed dlmalm' procedure(s), are nol:
subject to the restrictions in paragrap
(b)(6) of this section:

(i) Technetium-99m pentetate as an
aerosol for lung function studies.

(8) Radioactive aerosols must be
administered with a closed. shielded
system that either is vented to the
outside atmosphere through an air
exhaust or provides for collection and
disposal of the aerosol.

Dated at Bethesda, MD, this 28th day of
January, 1983,

For the Nuclear Regulatory Commission.
William |. Dircks,

Executive Director for Operations.

PR Doc. ©-3271 Plied 3-3-43 £48 am) d \\

BILLING COOE 7980-01-4
e e e
DEPARTMENT OF ENERGY

10 CFR Part 810

Unclassified Activities in Foreign
Atomic Energy Programs

AQENCY: Energy.
Acmon: Final rule.

SUMMARY: Pursuant to the Nuclear Non-
Proliferation Act of 1878 (NNPA) and in
accordance with the Executive Branch
Procedures established and published
June 6. 1978 (43 FR 25328), the
Department of Energy (DOE) is
amending its reguletions. 10 CFR Part
810 “Unclassified Activities in Foreign
Atomic Energy Programs.” The amended
regulations reflect changes made by the
NNPA to Section 57.b. of the Atomic
Energy Act and incorporate the
edditional export criteria mandated by
the NNPA to govern the export of
sensitive nuclear technology for
peaceful purposes. The amended
regulations update the list of countries
to which the general authorization
contained in § 810.7(a) does not apply.
Added to the listed countries are 15
non-nuclear weapon states that are not
- to the ‘l"r;orcyl on the Non-

eration of Nuclear Weapons (NPT)
(except for those that accept
safeguards or for which the Treaty of
Tlatelolco is currently in force) and
certain countries in regions of particular

®olatility and sensitivity. Withdrawal of

the general authorization to these
countries will assure that authorizations
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MEORANDLM FOR: Williams J. Dircks

Executive Director for Operations

TiRU: Jares J. Henry, Coordinator
Research Independent Review Board
FROM: John G. Davis, Director
Office of Nuclear Material Safety and Safeguards
SUBJICT s RECOMMRDDATION TO INITIATE MINOR RULEMAKING v
The information is submitted in response to your directive

dhy”.l’ﬁ‘mtthdﬁamm‘mmmmuu
rulewking reviev package.

i.

2.

3.

4.

This rulemaking will allow NRC licensees to use Food and Drug
Adrminis Lration (FDA) approved radiopharmacewvticals for same
recent)y developed methods of use that are not listed on the
respecti v package labels. This inmplements WRC policy

(48 FR 5.17, Pebruary 4, 1983).

Although not urgent, this will facilitate potentially beneficial
new uses of approved drugs.

The anly alternative to the rulemaking would be to amend individual
licenses to authorize the new methods of use; that would consure
an incrdinate amount of staff tire.

The proposed rule would modify 10 CI'R 35.14(b)(7) to add six new
mrthods of use and the appropriate radiopharmmeceuticals for each.

The proposed rule would make the new diagnostic methods of use
available to NRC licensees and their patients. There is no
increase in cost or worker dose for licersees. This is the
most efficient way for NRC to sutharize the new methods of use.

NIC would need about 0.2 staff year to complete the proposed
rulemaking and final rulemaking., The proposed rule can be
published in Jaruary 1925 and the final rule in April 1975,

o d
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DRAFT FEGULATOFY AGENDA ENTRY

ABSTRACT

As nev uses for FUA-approved drugs are developed, NFC considers amending
its regulations to provide physicians an exception from its requirement
to only use a radiopharmaceutical for the methods of use listed on the
package label. Although not urgent, this will facilitate poteniially
beneficial new uses of approved drugs. The only alternative to the
rulemaking would be to amend individual licenses to authorize these new
methods of use; that would consume an inordinate amount of staff time.
The proposed rule would allow NFC~licensed physicians to use some
currently available diagnostic radiopharmaceuticals for some recently
developed methods of use that are not listed on the respective package

labels. NFC will use about 0.1 staff-year to complete the proposed

rulemaking and final rulemaking.
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NUCLEAR RZGULATORY COMMISS10M
10 CFR PART 35
Pﬁyslclan's Use of Radioactive Drugs
AGENCY: Nuclear Regulatory Commission.

ACTION: Proposed rule.

SUMMARY: The Nuclear Regulatory Commisslion (NRC) Is proposing to
amend Its regulations to allow physiclans to use technet!um=59m
labeled sulfur collold for gastroesophageal Imaging; technet!um=39m
labeled sulfur collold, pertechnetate, and macroaggregated human serum
albumin for LeVeen, ventriculo-atrlal and ventriculo=-peritoneal shunt
Imaging; and technet!um=-99m labeled pertechnetate for cystography angd
dacryocystography. Without this amendment, each NRC | lcensee that
wants to use these radloactive materlals In these ways would have to
apply to the NRC for permission to do so. The proposed rule wilil
allow physiclans or hospltals that are now |lcensed by NRC to use
other similar materlals to use these drugs without mak Ing an
appllication to NRC.

DATE: Comment perliod explres [***30 days from date of publication®as)
Comments recelved after this date will be considered If It is
practical to do so, but assurance of cons!deration cannot be glven
except as to comments recelved on or before this date.

ADDRESSES: Send comments to: The Secretary of the Commission, U.S.
Nuclear Regulatory Commisslion, Washington, DC 20555, ATTN: Docketing
and Service Branch. Hand dellver comments to: Room 1121, 1717 H
Street, NW, Washington, DC between 8:15 am and 5:00 pm. Examline
comments recelved, environmental and regulatory analyses and the
requests for exception at: The NRC Publlc Document Room, 1717 H
Street, NW, Washington, DC.

FOR FURTHER INFORMATION CONTACT: Norman L. McElroy, Office of Nuclear
Material Safety and Safeguards, U.S. Nuclear Regulatory Commission,
nashington, DC 20555, Telephone: (301) 427-4108.
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SUPPLEMENTARY INFORMATION: Pnysiclans who want to use certaln
radloactive materlals In the practice of mecicline may do so only In
dccordance with a llcense Issued by the Nuclear Regulatory Commisslon
(NRC) or by States which have an agreement with the NRC to |lcense the
use of these materlals Instead of the NRC.

As new radlopharmaceuticals, radloact!ve sources, medical devices, and
uses of radlolsotopes are developed, the NRC conslders adding them to
one of the groups under which medical licenses are Issuved. The groups
were designed to allow physicians and community hospltals wide access
to nuclear medicine services. The groups In §35.100 contaln only
radiopharmaceuticals that are the sub ject of an FDA-approved "New Drug
Appilcation” (NDA), or a "Notice of Clalmed Investigational Exemptlon
for a New Drug" (IND) that has been accepted by FDA. A |licensee
authorlzed to use all the materials Ilsted In a group Is referred to
a8s a "group medical Ilcensee.”

NRC regulations In §35.14(b)(6) that apply to the group med!cal
llcensees provide that when a physician uses byproduct material for
clinical procedures other than those approved by FDA and specl!fled In
the product labellng or package Insert, the physiclan must follow the
product labelling regarding: (1) chemical and physical form, (2) route
of administration, and (3) dosage range. The NRC has recelved
requests to amend Its regulations to provide an exception from the
product labelling requirement for technet!um=99m sulfur collold when
used for gastroesophageal Imaging; technet!um-99m labeled sul fur
collold, pertechnetate, and macroaggregated human serum albumin whan
used for LevVeen, ventriculo-atrial, and ventriculo-peritoneal shunt
Imaging; and technet!um=99m |abeled pertechnetate for cystography and
dacryocystography. These are clinical procedures that are not |lsted
In the product labels.

It Is noteworthy that NRC and FDA have sought a solution to the
general problem of drug labeling, and FDA currentiy Is conslidering a
program to authorlize additional clinical procedures that use approved
radiopharmaceuticals. However, unt!! such a program Is Implemented,
NRC belleves that this rulemaking Is the most approprlate way to
resolve the problem In this Interim perlod. This pollcy was descrlibed

In an NRC rulemaxing published In the Federal Reglister on February 3,
1983 (48 FR 5217).
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The requests for exceptlon that NRC recelved provided a cescription of
the clinlcal procedure, & justification for the excepticn, the purpose
of the procedure, an analysis of the radiation cose, and acdltlonal
technical anag sclentlflc Information. (Each of the requests for
exception Is avallable for Inspection at the NRC Public Document Room,
1717 H Street, N«, Washington, D.C.) The NRC has reviewag the requests
to determine whether the requested exceptlon from the reguirements In
§35.14(b)(6) might result In an unreasonable risk to the health and
safety of the publlc or might endanger Il1fe or property.

The HNRC speciflicaliy conslicered two criter!a;

© No unjustified radlation dose to the patlient, and
© Demonstration of adequacy of occupational radlation protection
measures

With assistance from Its Advisory Committee on the Medical Uses of
Isotopes (ACMUI), the NRC has determined that the above criterla have
been mer for the proposed clinical procedures. Many of the comm!ttee
members belleve tnat these clinical procedures are useful, and the
risk/benetit ratio for these procedures Is extremely low. They also
noted that these techniques wl!ll probably become routine once approved
by NRC.

Technet lum=99m labeled sulfur collold can be adminlstered orally
elthe- as a solld or Iiquid test meal. Following oral administration,
technetlum=99m sulfur collold goes from the esophagus to the stomach,
small Intestine, and the upper large Intestine. Thls clinlical
procedure permits external Imaging which Is helpful In assessing
gastric emptying, gastroesophageal reflux, and esophageal transit,
The gastric emptying procedure Is useful In demonstrating the presence
and the severity of gastric motor disorder; the gastroesoohageal
reflux study may demonstrate backward flow In the digestive tract.
The esophageal transit study may demonstrate obstructlons or abnormal
transit time. The radlation dose to an average adult patient from

I miiticurle of orally administered technet!um=99m sul fur collold as
a liquld Is: 0.1 rad to the stomach wail; 0.3 rad to the small
Intestine; 0.5 rad to the upper large Intestine; 0.3 rad to the lower
large Intestine; 0.1 rad to the ovarles; 0.0! rad to the testes; and
0.02 rad to the whole body. The estImated absorbed radlatlion dose to
an average aduit patient from | miliicurlie of orally administered
technet lum=99m sulfur collold as a solld food Is: 0.2 rad to the
stomach wall; 0.2 rad to the small Intestine; 0.4 rad to the upper
large Intestine; 0.3 rad to the lower large Intestine; 0.1 rad to the
ovarles, 0.004 rad to the testes; and 0.02 rad to the whole body.

These estimated absorbed radiation doses and the following doses are
similar to other absorbed doses recelved from diagnostic nuclear
medicine and x-ray procedures.
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A LeVeen shunt is an Implanted tube that drains bullt-up fluid from
the peritoneal cavity to a large centrzl vein. Technetium=99m Iabeled
sultur colloid, pertechnetate, or macroaggregated human serum albumin
can be Injected inty the peritoneal cavity to diagnose shunt
malfunction, such as blockage by clot or valve failure, by taking
Images of the shunt. The normal dosage is 3 to 10 mitlicuries. The
radiation dose from an intraperitoneal injection of a 3 millicurie
dosage of technetium=-99m sulfur colloid Is: 0.02 rad to the whole
body; 0.02 rad to the testes; 0.02 rad to the ovaries; 0.03 rad to the
liver; 0.02 rad to the spleen and 0.03 rad to the red marrow.

A ventricuio=atrial shunt is a tube Implanted in patients with
hydrecephaius (fluid build-up in the head). It drains the fiuid from
the head to the atrial cavity. Technetium-99m labeled sulfur colloid,
pertechnetate, or macroaggregated human serum albumin is injected Into
the shunt system of the patient to localize shunt blockage before
surgical repair is performed. The normal! dosage is | to 5
millicuries. The radiation dose from an injection of a Smillicurie
dosage of technetium-99m to a patient with a patent shunt is: 0.1 rad
to the whole body and 0.1 rad to the brain.

A ventriculo=-peritoneal shunt Is an implanted tube in patients with
hydrocephalus (fluld bulld-up In the head). It drains the fluid from
the head to the peritoneal cavity. Technetium=99m labeled sulfur
collold, pertechnetate, or macroggregated human serum albumin Is
injected into the shunt system of patients to localize shunt blockage
before performing surgical repairs. The normal dosage Is | to 5
millicuries. The radiation dose from an injection of a 5 millicurie
dosage of technetium=99m to a patient with a patent shunt is: 0.1 rad
to the whole body and 0.1 rad to the brain,

Cystography Is a procedure for patients with bladder problems. A tube
is inserted into the bladder of a patient. Technetium=99m
pertechnetate is Instilled through the tube Into the bladder. Images
are taken during filling and volding of the bladder to measure the
amount of reflux (backward flow) into the upper tracts, bdladder volume
at which reflux occurs, drainage time of reflux after voiding, and the
remalning urine volume. The normal dosage is | millicurie. The
radiation dose from a2 | millicurie dosage of technetium=39m
pertechnetate is: 0.002 rad to the whole body, 0.006 rad to gonads,
and 0.2 rad to the bladder.
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Dacryocystography Is a procedure for patients whose eyes exhibit
excessive teardrops (epiphora). This procedure is performed to assess
tear production and drainage in patients, and for nasolacrimal system
imaging. Technetium=-99m labeled pertechnetate is administered as a
sterile eye drop. The normal dosage is 100 to 250 microcuries. The
rodiation dose from a dosage of 100 to 150 microcurles of
technetium-93m pertechnetate per eye drop to the germinal epithellum
of the !ens is: 0.01 to 0.02 rad under normal physiological
conditions. With blocked lacrimal dralnage, the dose to the lens is
0.4 to 0.6 rad.

FINDING OF NO SIGNIFICANT ENVIRONMENTAL IMPACT: AVAILABILITY

The Commission has determined under the Nationai Envii-onmenta! Policy
Act of 1969, as amended, and the Commission's regulations in Subpart A
of 10 CFR Part 51, that this is not a major Federal action
significantly affecting the quallity of the human environment “and
therefore an environmental Impact statement is not required. The
assessment shows that any detectable effect on the environment is
unlikely. The environmental assessment and finding of no significant
Impact on which this determination is based are available for
Inspection at the NRC Public Document Room, 1717 H Street, Nw,
Washington, DC. Single copies of the environmental assessment are
avaiiable from Mr. McEiroy (see "For Further Information Contact"
heading). o

Paperwork Reduction Act Statement

This proposed rule contains no information collection requirements and
therefore it is not subject to the requirements of the Paperwork
Reduction Act of 1980 (44 U.S.C. 3501 et. seq.).

Regulatory Analysis

The NRC has prepared a draft regulatory analysis for this proposed
rule. The analysis examines the costs and benefits of the
alternatives considerec by the NRC. The dratt analysis Is available
for inspection at the NRC Public Document Room, 1717 H Street, Nw,
Washington DC. A single copy may be obtained from Mr. McElroy (see
“For Further Information Contact" heading).



Regulatory FlexIbillty Certification

As required by the Regulatory Flexibillty Act of 1980, 5 U.S.C. 605
(b), the WRC certifles that this rule, If adopted, will not have a
significant economic Impact on a substantial number of small entities.
The NRC has prepared a draft regulatory znalysls for this proposed
rule that examines the economic Impact of this action. The analysls
notes that approximately 1900 medical |lcensees may experlence some
beneficlal Impact from the rule. The proposed rule would spare each
medical llcensee, desiring to use the radlocactive materiai In the
requested manner, the estimated $230 cost of preparing a llcense
amendment request, the $120 amendment fee, and the delay (length and
cost undetermined) assoclated with the amendment of the llicense.

The Commisslon Is seek Ing comment particularly from small entlties
(l.e., 'small businesses, small organlizations, and small jurlsdictions
as def Ined by the Reguiatory Flexibliity Act) about the ways *he
proposed rule will affect them and the ways It may be modiftled *o
Impose less stringent requirements on them which will stil! adeqvately
protect the public health and safety. Those small entitles that offer
comments on how the regulations could be modifled to take Into account
thelir differing needs should specifically dlscuss:

{a) The size of thelr business and how the proposed regularions
would result In a significant economic burden upon them as compared to
larger organizations In the same busliness community;

(b) How the proposed regulation could be modlfled to take into
account their differing needs or capabl!itles;

(c) The benefits that would accrue, or the detriments that would be

avolded, |f the proposed regulation were modifled as suggested by the
commenter;

(d) How the proposed regulation, as modifled, would more closely
equalize the Impact of NRC regulations or create more equal access to
the benefits of Federal programs as opposed to providing speclal
advantages to any Indlviduals or groups; and

(e) How the proposed regulation, as modifled, would still
adequately protect the public health and safety,
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List of Subjects In 10 CFR Part 3%

Byproduct material, Drugs, Health facillities, Health professlons,
Incorporation Ly reference, Medlcal devices, Nuclear materlals,
Occupational safety and health, Penalty, Raclation proetection,
Reporting and recordkeeping requlrements.

For the reasons set out In the preamble and under the authority ot the
Atomlc Energy Act of 1954, as amended, the Energy Reorganization Act
of 1974, as amended, and 5 U.S.C. 553, the fol lowing amendment +5 10
CFR Part 35 Is being consldered.

PART 35 - HUMAN USES OF BYPRODUCT MATERIAL

1. The authority clitation for Part 35 continues to read as follows:

Authority: Secs. 81, 161, 182, 183, 68 Stat. 935, 948, 953, 954, as
amended (42 U.S.C. 2111, 2201, 2232, 2233); Sec. 201, €8 Stat. 1242,
as amended (42 U.S.C. 5841).

For the purposes of sec. 223, 68 Stat. 958, as amended (42 uU.S.C.
2273); §835.2, 35.14(b), (e) and (f), 35.21(a), 35.22(a), 35.24, and
35.31(b) and (c) are lIssued under sec. 161(b), 68 Stat. 948, as
amended 42 U.S.C. 2201(b); and 5535.14(b)(5)(|l), (111) and (v) and
(£)(2), 35.25 and 35.31(d) are Issued under sec. 1610, 68 Stat. 950,
as amended (42 U.S.C. 2201(0)).

L ] 2 -
2. In §35.14, paragraph (b)(7) Is revised to reas as follows:

§35.14 Speclfic llcenses for certaln groups of medical uses of by-
product materla!.

» L » * K
(h)%es

(7) The following radlopharmaceut!icals, when used for the |lsted
clinical procedures, are not subject to the restrictions In
paragraph (b)(6) of this sectlion:

(1) Technetium=-99m pentetate as an aerosol for lung function studles;

(11) Technetlum=-99m sulfur collold as a solld or Iiquld for
gastroesophagzeal Imaging;



(111) Technetlum=99m sulfur colloid, pertechnetate, or macroaggregatea
human serum albumin for LeVeen shunt I[maging;

(lv) Technetlum=99m sulfur collold, pertechnetate, or macroaggregated
human serum albumin for ventriculo-atrial shunt Imaging;

(v) Technetium=-99m sulfur collold, pertechnetate, or macroaggrecgated
human serum albumin for ventriculo-peritoneal shunt Imaging;

(vli) Technet|um=-9Sm pertechnetate for cystography; and
(vlil) Technetlum-95m pertechnetate for dacryocystography.

Dated at Bethesda, Maryland this day of , 1984,

For the Nuclear Regulatory Commission

WiTiTam J. Dircks,
Executive Director for Operations.

[
e
|
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MEMORANDUM FOR: William J. Dircks Wi
Executive Director for Operations
FROM: John G. Davis, Director
Office of Nuclear Material Safety and Safeguards
SUBJECT: AMENDMENT TO 10 CFR 35.14(b)(7) TO ALLOW USE OF CERTAIN

RADIOPHARMACEUTICALS FOR PROCEDURES NOT LISTED ON THE
FDA-APPROVED LABELS
Attached for your signature is a proposed rulemaking that would amend

35.14(b)(7) of 10 CFR Part 35, "Human Uses Of Byproduct Material."

The purpose of this proposed amendment is to allow physicians or hospitais

that are how permitted by NRC to use other radiopharmaceuticals to use certain
radiopharmaceuticals for recently developed methods of use not listed on their
respective package labels. The amendment will reduce NRC and licensee
administrative costs by eliminating the need for licensees to request a license

amendment if they want to use a radiopharmaceutical for a new method of use.

Currently, if a physician uses a radiopharmaceutical approved by the Food and
Drug Administration (FDA) for a method of use not listed on the package label,
the physician is required by NRC regulation to follow the label instructions
for (1) chemical and physical form, (2) route of administration, and (3) dosage
range. Physicians who use radiopharmaceuticals for the methods of use listed
in 835.14(b)(7) of 10 CFR Part 35, "Human Uses of Byproduct Material," are
excepted from this requirement. This regulatory policy is described in an

NRC Federal Register notice published on February 3, 1983 (48 FR 5217).

This proposed rulemaking would amend §35.14(b)(7) to allow licensees to use
the following FDA-approved drugs for the following new methods of use:
technetium-99m labeled sulfur colloid for gastroesophageal imaging;

»

technetium-99m labeled sulfur colloid, pertechnetate, or macroaggregated

human serum albumin for LeVeen, ventriculo-atrial, and ventriculo-peritoneal



shunt imaging; and technetium-99m labeled pertechnetate for cystography

and dacryocystography.

The Office of the Executive Legal Director has no legal objection and the
Offices of Administration and Nuclear Regulatory Research concur in the

amendment to 10 CFR Part 35.14(b)(7).

John G. Davis, Director
Office of Nuclear Material
Safety and Safeguards

Encl:suresi
1. Federal Register Notice
2. Federal Register Notice (48 FR 5217)
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Approved For Publication

In a final rule published March 19, 1982 (47 FR 11816), the Commission delegated
to the Executive Director for Operations (10 CFR 1.40(c) and (d)) the authority
to develop and romulgate rules as defined in the APA (5 U.S.C. 551(4)), subject
to the limitations in NRC Manual Chapter 0103, Organization and Functions, Office

of the Executive Director for Operations, paragraphs 0213, 038, 039, and 0310.

The proposed rule entitled "Physician's Use of Radicactive Drugs," would amend
10 CFR 35.14(b)(7) to allow licensees to use certain radiopharmaceuticals for

recently developed methods of use not listed on their respective labels.

This final rule does not constitute a significant question of policy, nor does
it amend regulations contained in 10 CFR Parts 0, 2, 7, 8, 9 Subpart C or 110.
I, therefore, find that this rule is within the scope of my rulemaking authority

and am proceeding to issue it.

Date William J. Dircks
Executive Director
for Operations
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WZEXLY RZPORT TO THE Cu~ 11SS10N
OFFICE OF WUCLEAR MATERIAL SAFETY ALD SAFEGUARDS

Proposed Rule to be Signed by EDC

on » 1984, the Executive Director for Operations approved
2 proposec rule that would amend 10 CFR Part 35, "ruman Uses of Byproduct
Material," by allowing licensees to use the following FDA-approved drugs
for the following clinical procedures: technetium=$5m labeled sulfur
colloid for gastroesophageal imaging; technetium-99m labeled sulfur
collcid, pertechnetate, o~ macroaggregated human serum albumin for LeVeen,
ventriculo-atrial, and ventriculo=pertioneal shunt Imaging; and
technetium=99m labeled pertechnetate for cystography and dacryocystography.
This action is taken pursuant to NRC policy pub!ished in the Federal
Register on February 4, 1983 (48 FR 5217),

This notice constitutes notice to the Commission that, in accordance with
the rulemaking authority delegated to the EDO, the EDO has recelved this
proposed rule and proposes to forward it on to the

Secretary for Federal Register publication.




ENVIRONMENTAL IMPACT ASSESSENT FOR AMINDMENT TU 35.14(b)(7) CF 10 CFR
PART 35 TO PERMIT MEDICAL LICENSEES TO USE CERTAIN RAD 1 DPHAIMACEUTICALS
FUR PROCEDURES NUT LISTED On THE FDA-APPROVED LA=SL

Introduction:

Physicians who want to use certain radioactive materials in the
practice of medicine may do so only in accordance with a license issued
by the Wuclear Reguiatcry Commission (NRC) or an Agreement State.
Physicians are required by NRC reguiation to use orugs In accordance
with package label Instructions approved by the Food and Drug
Administration (FDA). The NRC Is proposing to amend its regulations to
provide an exception that woul!d allow physicians to use certain
approved drugs for methods of use not yet approved by FDA,

Procedure Descriptions:

1. Technetium=99m sulfur collold is used as a dlagnostic ima~ng agent for
the lliver, spleen, and bone marrow. It can also be used as proposed
for gastroesophageal imaging. When administered orally either as solid
or llquid test meal, technetium=95m sulfur colloid permits external
Imaging that Is helpful In assessing gastric emptying,
gastroesophageal reflux, and esophageal transit,

2. A LeVeen shunt is an implanted tube that drains built=up fluid from the
peritoneal cavity to a large central vein, Technetium=-95m labeled
sulfur colloid, pertechnetate, or macroaggregated human serum albumin
can be Injected Into the peritoneal cavity to diagnose shunt

malfunction, such as blockage by clot or valve failure, by taking images
of the shunt.

3. A ventriculo-atrial shunt Is a tube implanted in patients with
hydrocephalus (fluid build=-up in the head). It drains the fluid from
the head to the atrial cavity. Technetium=93n labeled sulfur colloidg,
pertechnetate, or macroaggregated human serum albumin is In jected into
the shunt system of the patlient to localize shunt blockage before
surgical repair Is performed.

4. A ventriculo=-peritoneal shunt is an implanted tude in patients with
hydrocephalus (fluid bulld=up in the head)., It diains the fluid from the
head to the peritoneal cavity. Technetium=99m labeled sulfur colloid,
pertechnetate, or macroaggregated human serum albumin is Injected into the
shunt system of patients to localize shunt blockage befare performing
surgical repairs.
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3. Cystography is a procecure for patients with biadcer problems. A tube
is inserted into the bladder of a patient. Technetium=53m pertechnetate
is instilled through the tube into the bladder. Images are taken
during filling and voiding of the bladder to measure the actual amount
of reflux (backward flow) into the upper tracts, to quantitate bladder
volume at wnich reflux occurs, to cazlculate gralnage time of reflux
aftes voiding, and the reraining urine volume.

6. Dacryocystography is a procedure for patients who exhibit excessive
teardrop problems (epiphora). Technetium=95m labeled pertechnetate Is
administered as a sterile eye drop. This procedure is performed to assess

tear production and drainage in patients, and for nasolacrimal system
imaglng.

Need for the Proposal:

As new uses for FDA-approved drugs are developed, NRC considers amending
its regulations to provide physicians an exception from its requirement
to only use a radiopharmaceutical for the methods of use listed on the
package label (see 48 FR 5212). This facilitates potentially beneficial
new uses of approved drugs.

Alternat!ves:

Proposed Action: By amending the Commission's rules, provide an
exception that would allow physicians to use the approved
radlopharmaceuticals for the new uses.

Alternative: No action. (Licensees could Individually ask that +hese
addgitional uses for approved drugs be speclifically authorized on their
respective |licenses.)

lmgacf:

Without this exception, 2 licensee authorized to use these drugs for
approved uses could not use them for the excepted procedures In patients
who, In the physiclan's Judgment, shouid receive them for diagnostic
imaging. The NRC licensing process assures that appropriately trained
physicians with adequate facilities, radlation safety training and
program control will use these drugs safely in mecicel practice,
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Concernin) radiation exposure of the ecosystem, the Commission notes
that a National Academy of Sciences-national Research Council Committee
hes found that "tvidence to date Indicates that prodably no other llving
organisms are very much more radiosensitive than man so that if man as
an individual is protected, then other organisms and populations would
be most uniikely to suffer harm.," ("Tne Effects on Populations of
Exposure to Low Levels of lonizing Radiation," ilational Aczgemy of
Sciences-Nationa! Research Council, Washington, D.C. 20006, November
1972, p. 34). Because the radiopharmaceuticals will be used by persons
with training and experience, facllities and equipment, and radiation
safety procedures found adequate to keep exposures within the limits of
10 CFR Part 20, the Commission has determined that siognificant human
Impact is unlikely. Simllarly, any detectable effect on other living
organisms or the quality of the human environment is unlikely,

Summnfy and Conclusion

The alternative and proposed action both permit use of the drugs by
physiclans adequately trained to use them safely. The proposed action

Is preferred over the alternative for reasons of administrative convenlence
which have no bearing on environmental impact. The proposed actio

will not have any significant environmental impact. =

References:
*

1. Revised Training and Experience Criteria for Nuclear Mecicine Physicians
(47 FR 54367) dated December 2, 1932.

2. "The Effects on Populations to Exposure to Low Levels of lonizing
Radiation," National Academy of Sciences-vNational Research Council,
washington, D.C. 20006, November, 1972.



REGULATORY ANALYSIS FOR AMENDMENT OF 10 CFR 35.14(b)(7) TO ALLOW
USE OF CERTAIN RADIOPHARMACEUTICALS FOR PROCEDURES NOT LISTED
ON THE FDA-APPROVED LABEL

1. Statement of the Problem

If a physician uses a radiopharmaceutical approved by the Food and Drug
Administration (FDA) for a method of use not fdentified on the package
labeling, the physician is required by NRC regulation to follow the
labeling fnstructions for (1) chemical and physical form, (2) route of
administration, and (3) dosage range. Physicians who use
radiopharmaceuticals for the methods of use 1isted in §35.14(b)(7) of
10 CFR Part 35, “Human Uses of Byproduct Material," are excepted from

this requirement. The purpose of this proposed amendment is to add some

policy is described in an NRC Federal Register notice published on

February 4, 1983 (48 FR 5217).

2. Objectives

recently developed methods of use to that section. This regulatory

hospitals that are now permitted by NRC to use other

The proposed regulatory action 1s designed to allow ptysicians or
radiopharmaceuticals to use these radiopharmaceuticals for methods of

use not 1isted on their respective labels. The amendment will reduce

license amendment 1f they want to use a radiopharmaceutical for a listed

N

method of use.

administrative costs by eliminating the need for licensees to request a




3. Alternatives

Proposed Action: Add the drugs and methods of use to Section 35.14(b)(7)
of 10 CFR 35 by amending the Commission's regulations,

Alternative 1: No action. (Licensees could individually ask that these
additional uses be specifically authorized on their respective

licenses. )

Alternative 2: Ask FDA to change the approved labeling to include the

new method of use.

4, Consequences

Proposed Action: This proposed rule would relieve a mjority of NRC's
medical licensees from regulatory requirements. All affected licensees
would be able to use the radiopharmaceuticals for the listed methods of

use without the cost and delay associated with a license amendment.

Alternative 1: Alternative 1 would require each of the approximately
1900 medical licensees who may want to use the radiopharmaceuticals for
the listed methods of use to request a license amendment. Each
amendment would cost the licensee $230 of administrative and clerical
effort (estimated at about 2 to 5 hours of licensee effort to prepare
paperwork) plus the $120 NRC license amendment fee. The total cost to
each licensee would be approximately $350. A large number of amendment

requests would create an unacceptable backlog in the licensing section.



- Alternative 2: This alternative would default to the no action
alternative because FDA will not initiate a label change of its own
volition; a request for a change in approved labeling must be initiated
by the manufacturer of the radiopharmaceutical. We assume the
manufacturers belfeve that the few additional sales that would result
from the new methods of use would not be sufficient to cover the expense
of preparing the requests for label change; otherwise, they would have

requested the changes.

5. Decision Rationale

The proposed action is recommended because it requires no costs to
licensees, and will not consume extensive NRC staff resources. In
addition, 1t provides an opportunity for public comment which would not
be provided by Alternative 1.

Alternative 1 is not recommended because individua) licensing actions
would involve considerable delay and unnecesary expense to licensees.
Also, NRC does not have the technical and clerical resources needed to
promptly process the large number of amendment requests that might be

received,

Alternative 2 is not recommended because manufacturers have insufficient
motive to shoulder the burden of preparing the necessary requests for

label changes.



6. Implementation

The staff will prepare supporting documents and publish a proposed rule
in the Federal Register. The staff, with assistance from ACMUI, will

analyze the public comments received and prepare a final rule. The
Material Licensing Branch will mail copies of the proposed and fina)

rule to affected licensees.



REGULATORY ANALYSIS FOR AMENDMENT OF 10 CFR 35.14(b)(7) TO ALLOW
USE OF CERTAIN RADIOPHARMACEUTICALS FOR PROCEDURES NOT LISTED
ON THE FDA-APPROVED LABEL

1. Statement of the Problem

If & physiclan uses a radiopharmaceutical approved by *+he Food and Drug
Administration (FDA) for a method of use not Identified on the package
labe!ling, the physician Is required by NRC regula*tion *o fcllow the
labeling Instructlions for (1) chemical and physical form, (2) route of
administration, and (3) dosage range. Physiclans may also use
radiopharmaceuticals for the new methods of use |lsted In $35.14(b)(7)
of 10 CFR Part 35, "Human Uses of Byproduct Material!." The purpose of
this proposed amendment |s 4o add some recently developed methods of use
%o that section. Th'!s regulatory pollcy Is described In an NRC Federal
Reglster notice published on February 4, 1983 (48 FR 5217),

2. Objectives

The proposed regulatory action Is designed *o allow physiclans or
hospitals that are now permitted by NRC *o use o*her radio-
pharmaceuticals to use *hese radiopharmaceuticals for methods of

use not |isted on thelr respective labels. The amendment wll| reduce
administrative costs by eliminating *he need for |licensees %o request a
| Icense amendment |f they want to use a radlopharmaceutical for a |isted
method of use.

3. Alternatives

Proposed Actlon: Add *he radlopharmaceu’ icals and methods of use to
§35.14(b)(7) by emending *he Commission's regulations.

Alternative 1: No action. (Llcensees could Individually ask that these
addi*lonal uses be specifically authorized on thelr respective
!lcenses.)

Alternative 2: Ask FDA to change the approved labeling *o Include the
new method of use.

4, Consequences

Proposed Action: LIs* the new methods of use In §35.14(b) (7). Affected
|lcensees would be able *o use *he radliopharmaceuticals for the new
me*hods of use without the cos* and delay assoclated with a |icense
amendment,
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Alternative 1: Alternative 1 would require each of *he approximately
1900 medical |lcensees who may want to use the radlopharmaceuticals for
the |lgted methods of use to reques* a |icense amendment, Each
amendment would cost the |licensee $230 of admin!strative and clerical
effort (estimated a* ebout 2 o0 5 hours of |icensee effort *o prepare
paperwork) plus the $120 NRC |license amendment fee. The total cos* to
each |lcensee would be approximately $350. A large number of amendmen+t
reques*s would create an unacceptable backlog In *the |lcensing section.

Alternative 2: This alternative would default to the no action
alternative because FDA will not Initiate a |abel change of I*s own
volition; a reques* for a change In approved |abeling must be Initiated
by the manufacturer of the radiopharmaceutical. We assume the
manufacturers belleve that the few additional sales that would resul+
from the new methods of use would not be sufficlient to cover *he expense
of preparing the requests for |abel change; otherwise, *hey would have
requested the label changes.

5. Declislon Rationale

The proposed actlon |s recommended because It requires no cos*s *o

| lcensees, and will not consume extensive NRC staff resources. In
addition, 1+ provides an opportunity for public comment which would no*
be provided by Alternative 1.

Alternative 1 Is not recommended because Indlvidual |lcensing actions

would Involve considerable delay and unnecessary expense %o |icensees.
Also, NRC does no* have *he technical and clerical resources needed *o
promp*ly process the large number of amendment requests that might be

recelved.

Alternative 2 Is no* recommended because manufacturers have Insufficlent
motive to shoulder the burden of preparing the necessary requests for
label changes.

6. Implementation

The staff will prepare supporting documents and publish a proposed rule
In *the Federal Register. The staff, wi*th assistance from the Advisory
Comm|++ee on *he a‘a‘cal Uses of Isotopes, will analyze *he publlic
comments recelved and prepare a final rule. Thre Office of
Administration will mall coples of the proposed and final rule %o
affected |licensees.




ENVIRONMENTAL IMPACT ASSESSMENT FOR AMENDMENT TO 35.14(b)(7) OF 10 CFR
PART 35 TO PERMIT MEDICAL LICENSEES TO USE CERTAIN RAD!IOPHARMACEUT ICALS
FOR PROCEDURES NOT LISTED ON THE FDA-APPROVED LABEL

Introduction:

Physicians who want to use certain radloactive materials In +he practice
of medicine may do so only In accordance with a |license Issued by the
Nuclear Regulatory Commission (NRC) or an Agreement State. Physiclans
ere required by NRC regulation *o use radlopharmaceuticals In accordance
with *he package labe! Instructions approved by the Food and Drug
Adminlistration (FDA). The NRC Is proposing to amend I+s regulations to
provide an excep*ion *hat would allow physiclans *o use certaln approved
radiopharmaceuticals for methods of use not yet approved by FDA.

Procedure Descrip*ions:

1. Technetium=-99m sulfur collold Is used as a dlagnostic Imaging agent for
the ilver, spleen, and bone marrow. |+ can also be used as proposed
for gastroesophageal Imaging. When administered orally elther as a solld
or liquld test meal, technetium-99m sulfur collold permits external
Imaging +hat Is helpful in assessing gastric emptying, gastroesophageal
reflux, and esophagea!l *ranslt,

2. A LeVeen shunt Is an Implanted tube that drains bullt-up fiuld from +he
per itoneal cavity to a large central veln., Technet!um=-99m labeled
sulfur collold, pertechnetate, or macroaggregated human serum albumin
can be Injected Into *he peritoneal cavity tc dlagnose shunt
malfunction, such as blockage by clot or valve fallure, by *aking Images
of the shunt,

3. A ventriculo-atrial shunt Is a tube Implanted In patients with
hydrocephalus (fluld bulld=up In the head). I+ drains the fluld from
the head to the atrlal cavity. Technetium=-99m |abeled sulfur collold,
partechnetate, or macroaggregated human serum albumin Is Injected In*o
the shunt system of *he patient to localize shunt blockage before
surglical repalr Is performed.

4. A ventriculo=-per |toneal shun* Is an Implanted tube In patlents with
hydrocephalus (fluld bulld=up In *he head). I+t dralns the fluld from the
head to *he peritoneal cavity. Techne*|um-99m labeled sulfur collold,
pertechnetate, or macroaggregated human serum albumin Is Injected Into the
shunt system of patients to locallze shunt blockage before performing
surgical repairs.

.
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5. Cystography Is a procedure for patients with bladder problems. A “ube
Is Inserted Into the bladder of a patlent. Technetium=-99m pertechnetate
Is Instlilled through the tube Into the bladder. Images are taken
during the filling and volding of the bladder +o measure the actual
amount of reflux (backward flow) Into the upper tracts, to quantitate
the bladder volume at which reflux occurs, to calculate the dralnage
time of reflux after volding, and the remaining urine volume.

6. Dacryocystography Is a procedure for patien*s who exhibli+ excesslve
teardrop problems (eplphora). Techne*ium=99m |abeled pertechnetate is

administered as a sterile eye arop. This procedure is performed to assess

tear production and drainage In patients, and for nasolacrimal system
Imaging.

Need for the Proposal:

As new uses for FDA-approved drugs are developed, NRC considers amending
I*s regulations *o allow physiclans to use *he new me*hod of use rather
*han Imposing I+s usual requirement that *hey only use & radio-
pharmaceutical for the methods of use |isted on the package label

(see 48 FR 5212). This facllitates po*tentially beneficial new uses of
epproved drugs.

Alternatives:

Proposed Action: By amending *he Commission's rules, allow physicians +o
use the approved radiopharmaceuticals for the new methods of use.

Alternative: No action. (Llicensees could Individually ask that these
additional methods of use be specifical!y authorlzed on *heir respective
| Icenses.)

Impac+:

Without thls rulemaking, a |icensee authorized *o use these
radiopharmaceuticals for spproved uses could no* use them for *he new
methods of use In patients who, In the physiclan's Judgmen+, should
recelve them for diagnostic Imaging. The NRC |icensing process assures
that appropriately tralned physiclans with adequate facillitles,
radiation safety training and program control will use *hese drugs
safely In medical practice.



3=

Concerning radlation exposure of *he ecosystem, the Commission notes
+hat a Natlonal Academy of Sclences-National Research Councli| Committee
has found that "Evidence *o date Indicates *that probably no other |lving
organisms are very much more radiosensitive than man so that If man as
an Individual Is protected, then other organisms and populations would
be most unlikely to suffer harm." ("The Effects on Populations of
Exposure *o Low Levels of lonizing Radlation," National Academy of
Sclences-Natlona! Research Councl!|, Washing*on, D.C. 20006, Novem er
1972, p. 34). Because the radiopharmaceuticals will be used by persons
with training and experlence, facilities and equipment, and radlation
safety procedures found adequate *o keep exposures within the Iimi+s of
10 CFR Part 20, the Commission has determined that significant human
Impact Is unlikely. Simllarly, any detectable effect on o*ther living
organisms or the quality of *he human environment Is unllkely.

Summary and Conclusion

The alternative and proposed actlion both permi+ use of the drugs by
physiclans adequately trained *o use them safely. The proposed actlion

Is preferrec over the alternative for reasons of administrative convenlence
which have no bearing on environmental Impact. The proposed actlon

will not have any significant environmental Impac*.
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