September 20, 1979

Alternatives:

Discussion:

Contact:

SECY-78-542

The Commissioners

Robert B. Minogue, Director
Office of Standards Development

el
Executive Director for Operatiohs 4_4 (,,“,‘
THERAPEUTIC TREATMENT OF CARDIAC DYSFUNCTION BY IODINE-131
To obtain Commission approval of a Federal Register Notice of NRC's

intent to retain the therapeutic treatment of cardiac dysfunction in
the regulations.

This paper covers a minor policy questfon.

Should NRC continue to allow physicians to use iodine-131 for the
therapeutic treatment of cardiac dysfunction since the Food and Drug
Administration has reclassified this treatment as lacking substantial
evidence of effectiveness?

1. Delete tﬁ; therapeutic treatment of cardiac dysfunction by
ifodine-131 from NRC regulations.

2. Publish for public comment in the Federal Register NRC's intent
to retain the therapeutic treatment of cardiac dysfunction in NRC
regulations (a minor exception to the Medical Policy Statcment).

3. Change the Medical Policy Statement's handling of the therapeutic
uses of radionuclides to allow for exceptions as regards FDA approv

Background

NRC's M~dical Policy Staiement specifies regulatcry policy for
restricting the uses of therapeutic radioactive drigs to the clinical
procedures that have been approved by the Focd snd Orug Administration.
In 1976, FDA reclassified ‘he therapeutic treatment of cardiac dysfunc-
tion by iodine-131 as lacking substantial evidence of effectiveness.

Deborah A. Bozik, SD

443-5860
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The Problem

In order to be consistent with the Medical Policy Statement, NRC

should delete the therapeutic treatment of cardiac dysfunction from
§35.100(d)(1) of 10 CFR Part 35, since FDA has removed this treatment
from its list of approved procedures. However, NRC's Advisory Committee
on the Medical Use of lsotopes, the American College of Cardiology

and several physicians have indicated that this treatment should not be
removed from NRC regulations since this would be detrimental to the
health of some patients.

Facts Bearing on the Problem

a. lodine-131 for use in the treatment of patients with cardiac
dysfunction was intrcduced approximately thirty years age. The
treatment employs iodine-131, in the form of sodium-iodide, as
a therapeutic agent for management of euthyroid heart dise:ases
such as angina pectoris and congestive heart faiiure.

b. FDA has on record clinical studies which document safety when
jodine-131 is used to treat cardiac dysfunction. While the appli-
cation of iodine-131 to the thyreid during the therapeutic treat-
ment of cardiac dysfunction does damage the thyroid, the net effect
on patients has been demonstrated through clinical tests to be
beneficial and no major adverse side effects have been identified.

c. In 1971, the FDA classified the treatment of cardiac dysfunction
with iodine-131 as possibly effective and invited persons to
submit any data in support of this possibly effective indication.

d. Since no clinical data were submitted in support of the possibly
effective indication, in 1976 the FDA reclassitied the treatment
of cardiac dysfunction as lacking substantial evidence of effec-
tiveness. (However, lack of evidence of effectiveness does not
constitute evidence of ineffectiveness.)

e. FDA's action, which removed cardiac dysfunction from the official
labeling, by itself, does not prevent physicians from using
jodine-131 for the therapeutic treatment of cardiac dysfunction.
Indeed, we are aware of several physicians who still claim that
there is adequate evidence for using the drug for this purpose,
although it is neither on the package insert nor on the official
labeling. (The physician can determine that the benefit-risk of
using a particular drug in a particular patient is justified.)

f. Other alternatives to the use of iodine-131, principally nonradio-
active drug therapy, are currently available and used much more
often for treatment of cardiac dysfunction.

g. lodine-131 has been and still is used for treatment of hvper-
thyroidism, and the reclassification by FDA did not significantly
affect manufacturers which still have a market for iodine-131.
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Therefore, there was '“tiie incentive to perfori clinical trials
to show FDA the effectiveness of iodine-131 for treatment of
cardiac dysfunction.

Since 1951, the FDA has recorded three adverse reactions to the
use of iodine-131 in the therapeutic treatment of cardiac dysfunc-
tion. Two of these reactions were classified as possibly drug
~elated and the third was classified as remotely drug related.

for whatever reasons, including lack of monetary resources,
individual physicians who wished to continue using iodine-131 to
treat cardiac dysfunction did not conduct clinical experiments
and thus prove effectiveness to FDA.

NRC currently authorizes the use of iodine-131 for ireatment of
hyperthyroidism and cardiac dysfunction in Group IV™ af §35.100(d)(
of 10 CFR Part 35. However, if NRC removes the authorization,
then iodine-131 could not be used by any physician for the thera-
peutic treatment of cardiac dysfunction.

When the Medical Policy Statement was written, the staff Tooked

to prospective FDOA approval rather than retrospective denial, that
is, it thought of NRC adding to its regulations new treatments
already approved by FDA rather than deleting already allowed treat-
ments. This is the fi~st time NRC has had to consider deleting a
therapeutic procedure that has been removed from an approved list
by FDA.

We believe that this is a unique situation and do not anticipate
any future administrative removal actions by FDA.

The proposed action will not require any additional Commission
resources. The alternatives are evaluated as follows:

Alternative 1: Delete the therapeutic treatment of cardiac dysfunction by iodine-131
from NRC regulations.

Pro: a. Consistent with NRC Medical Pslicy Statement; and,

b. Nonradiocactive drug treatment is now wu>* often used for
cardiac dysfunction.

! n: a. Deletion of this therapeutic p.ocedure would remove this

1

option from the physician's use in those cases where other
treatments may not be effeciive; and,

Group IV refers to the use of prepared radiopharmaaeuticals for certain therapeutic

uses that do not normally require hospitalization for purposes of radiation safety.
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Alternative 2:

Alternative 3:

Deletion of this tnerapeutic use could possibly jeopardize
some patients; and,

FDA's action was based on lack of evidence of effective-
ness (not evidence of ineffectiveness or patient safety
considerations).

Publish for public comment in the Federal Register NRC's intent to
retain the therapeutic treatment of cardiac dysfunction in the regula-
tions (a minor exception to the Medical Policy Statement).

Pro: a.

Con: a.

b.

FDA's action was based on lack of evidence of effectiveness
(not evidence of ineffectiveness or patient safety considera-
tions); and

The possibility exists that individual physicians lacked the
monetary resources to conduct clinical trials to show sub-
stantial evidence of effectiveness; and,

This would retain for physicians the option to use iodine-131
for cardiac dysfunction.

Inconsistent w' th that part of the Medical Pelicy Statement
which says that NRC will authorize only those therapeutic
procedures approved by FDA; and,

NRC would be approving the use of a radioisotope for patient
therapy which has no established finding of efficacy.

Change the Medical Policy Statement's tr atment of the therapeutic
uses of radionuclides to allow for except..~ as regards FDA approval.

Pro: a.

Con: a.

The Medical Policy Statement was intended to deal with the
addition of drug uses approved by FDA and does not specifi-
cally cover the separate problem of deletion of procedures
reclassified by FDA; and,

FDA's action in removing this use of iodine-131 was adminis-
trative. It was not based on any adverse evidence.

NRC would be approving the use of a radioisotope for patient
therapy which has no established finding of efficacy; and,

We believe that this is a unigue situation; therefore, the
effort to change the Medical Policy Statement may be unnecess
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Recommendation:

Coordination:

Enclosures:

That the Commission: Approve Alternative 2 (Publish for public comment
in the Federal Register NRC's intent to retain the therapeutic treat-
ment of cardiac dysfunction in the regulations as a minor exception to
the Medical Policy Statement). A Federal Register Notice detailing this
is provided as an enclosure.

Since the Federal Register Notice is only stating that the therapeutic
treatment of cardiac dysfunction by iodine-131 is being retained in
§35.100(d)(1) of 10 CFR Part 35, the Congressional Committees are not
being informed of this Commission action.

This has been concurred in by the Office of Nuclear Material Safety and
Safeguards and the Division of Rules and Records. The Office of the
Executive Legal Director has no legal objection. 0OGL reccr—onded
deletion of treatment of cardiac dysfunction by Iodine-131 from LRC
requlaiicns; CPE's comments on safety have been incorporate? in the
paper (see Enclosure 2 for responses to OGC/OPE comments).

Sttt 1B Vi sEp 20 1075

Robert B. Minogue, Director
Office of Standards Development

1. Federal Register Notice
2. Response to OGC/OPE Comments

“E: Commissioners' comments or consent should be provided directly to the
Office of the Secretary by c.o.b. Thursday, Uctober &4, 1578,

Conmission Staff Office comments, if any, should be submitted to the Commissionars
NLT September 28, 1979, with an information copy to the Office of the Secretary. If
the paper is of such a nature that it reguires additional time for analytical

review and comment, the Commissiorers and the Secretariat should be apprised of
when comments may be expected.

DISTRIBUTION

ssioners

Commission Staff Offices
Exec Dir for Operations

ACRS
Secretariat
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NUCLEAR REGULATORY CCMMISSION

THERAPEUTIC TREATMENT OF CARDIAC
DYSFUNCTION BY IODINE-231

AGENCY: U.S. Nuclear Regulatory Commission.

ACTION: NRC intent to retain the treatment of cardiac dysfunction by iodine-131

as an accepted therapeutic procedure.

SUMMARY: The Nuclear Regulatory Commission is issuing this notice of

intent to retain in its regulations the treatment of cardiac dysfunction

by iodine-131 as an accepted therapeutic procedure. In 1976, this procecure
was reclassified by the Food and Drug Administration as lacking substantial
evidence of effectiveness. NRC has generally restricted the uses of
therapeutic radioactive drugs to procedures that FDA has approved.

However, NRC's Advisory Committee on the Medical Use of Isotopes, the
American College of Cardiology and several physicians have recommended

that this trgatment shouid not be removed from NRC regulations since this

would be detrimental to the health of some patients.

DATES: Comment period expires "

ADDRESSES: Interested persons are invited to submit written comments and
suggestions on this notice to the Secretary of the Commission, U.S. Nuclear
Regulatory Commission, Washington, D.C. 20555, Attention: Docketing and
Service Branch. Copies of comments received by the Commission may be examined

at the Commission's Public Document Room at 1717 H Street, NW., Washingten, D.C.

*Tnsert date 60 cays from publication in the FEDERAL REGISTER.

1 Enclosure 1
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FOR FURTHER INFORMATION CONTACT: Deborah A. Bozik, Office of Standards
Develonment, U.S. Nuclear Regulatory Commission, Washington, DC 20555

(phone 301-443-5860).

SUPPLEMENTARY INFORMATION: 1~dine-131 in the form of sodium-icdide is
used as a therapeutic agent in Lhe treatment of euthyroid heart diseases
such as angina pectoris and congestive heart failure. This treatment of
cardiac dysfunction with icdine-131 was introducad approximately thirty
years ago. FDA has on record clinical studies which cocument safety when
iodine-131 is used to treat cardiac dysfunction. While the application of
jodine-131 to the thyroid during the therapeutic treatment of cardiac
dysfunction does damage the thyroid, the net effect on patients has been
demonstrated through clinical tests to be be :ficial and no major adverse
side effects have been identified. In 1971, the rood and Drug Administra-
tion classified the therapeutic treatment of cardiac dysfunction with
jodine-131 as possibly effective. Since no person submitted any clinical
data to support the possibly effective indication, in 1976, the FDA
reclassified the treatment of cardiac dysfunction as lacking substantial
evidence of effectiveness (41 FR 38800). Other alternatives, principally
non-radicactive drug therapy, have largely replaced iodine-131 for the
treatment of cardiac dysfunction.

Although FDA's action is based on lack of evidence of effectiveness,
this should not be taken as a definite conclusion that the treatment of
cardiac dysfunction with iodine-131 is ineffective.

Since 1951, the FDA has recorded three adverse reactions to the use
of iodine-131 in the therapeutic treatment of cardiac dysfunction. Two of
these reactions were classified as possibly drug related and the third

was classified as remotely drug related.

2 Enclosure 1
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On February 9, 1979, NRC published a final Medical Policy Statement,
44 FR R242, which included a policy of restricting therapeutic radioactive
drugs to the procedures which have been approved by the FDA. However,
NRC's Advisory Committee on the Medical Use of Isotopes, the American
College of Cardiology and several physicians have indicated that the
therapeutic treatment of cardiac dysfunction by iodine-131 should not be
removed from NRC regulations since this would be detrimental to the health
of some patients.

Group IV of §35.100 of 10 CFR Part 35 is a 1ist of prepared radio-

- pharmaceuticals for therapy which does not normally reguire hospitalization
for radiation safety. Icdine-131 for the treatment of cardiac dysfunction
is listed in Group IV of §35.100. Since deletion of this therapeutic
pror 2dure would remove an option for the physician in cases where other
treatments may not be effective, NRC has decided to retain the therapeutic
treatment of cardiac dysfunction by iodine-131 in Group IV of §35.100.

+
(Secs. 81, 161, Pub. Law 83-703, 68 Stat. 935, 948 (42 U.S.C. 2111, 2201);
Sec. 201, Pub. Law 93-438, 88 Stat. 1242 (42 U.S.C. 5841)).
Dated at this _day of R .

For the Nuclear Regulatory Commission.

Samuel J. Chilk
Secretary of th: Commission

3 Enclosure 1



Office of General Counsel and Office of

Policy Evaluation Comments

Office of the General Counsel

A. Comments: OGC stated the following:

(1) 1If the therapeutic treatment of cardiac dysfunction by iodine-131 is
important to the few doctors who use it and threatened to sue NRC if it
is removed, then these doctors sh~'ld have expressed this to FDA when it
was soliciting comments.

(2) Such comments from a small segment of the medical community do not
seem to provide a strong basis for departing from NRC's general policy of
deferring to FDA on matters within its sphere of influence.

(3) The question of whether NRC would conform to its own Medical Policy
Statement and delete this procedure makes this issue additicnally

significant.

0GC recommended that the staff paper be redrafted to propose deletion of
the therapeutic treatment of cardiac dysfunction by fodine-131 from NRC

regulations.

B. Response: We have the following responses to 0GC's comments:

(1) lodine-131 hac “een and still is used for treatment of hyperthy-
roidism, and the reclassification by FDA did not significantly affect
the drug manufacturers which still have a market for jodine-131. There

was little incentive for the manufacturers to perform the clinical trials

which are needed to show FDA the evidence of effectiveness of iodine-131

for treating cardiac dysfunction. In addition, NRC's Advisory Committee

1 Enclosure 2



on the Medical Use of Isotopes, the American College of Cardiclogy and
several physicians have indicated that this treatment should not be
removed from NRC regulations since this would be detrimental to the

health of some patients.

(2) FDA's action of removing cardiac dysfunction from the official label-
ing, by itself, does not prevent physicians from using fodine-131 for

the therapeutic treatment of cardiac dysfunction. Indeed, we are aware
of several physicians who still claim that thers is adegquate evidence for
using the drug for this purpose, although it is neither on the package
insert nor on the cofficial labeling. (The physician can determine that
the benefit-risk of using a particular drug in a particular patient is

justified.)

(3) When the Medical Policy Statement was written, the staff looked to
prospective FDA approval rather than restrospective denial. That is, it
thought of NRC adding to its regulations new treatments already approved
by FDA rather than deleting al:eady allowed treatments. This is the first
time NRC has had to conside’ deleting a therapeutic procedure that has
been removed from an approveu 1is. by FDA. We believe that this is a
unique situation and do not anticipate any future administrative removal

actions by FDA.

Therefore, NMSS and SD believe that the use of jodine-131 for the treatment of

cardiac dysfunction should not be removed from NRC's regulations.

2 Enclosure 2



11. Office of Policy Evaluation

A. Comment: Discussions with OPE revealed their concern that the paper
should indicate somewhere a position on safety to show that NR(C would be
approving the use of a radioisotope for patient therapy which has an estab-
lished finding of safety even though there is lack of substantial evidence of

vffectiveness.

B. Response: OPE's suggestion is responded to by including an indica-
tion of safety both in the Commission paper (page 2, Part b.) and in the Federal
Register Notice. While the application of iodine-131 to the thyroid during the
th;rapeutic treatment of cardiac dysfunction does damage the thyroid, the net
effect on patients has been demonstrated through clinical tests to be beneficial

and no major adverse side effects have been identified.

3 Enclosure 2
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PP 129-136 - EXCERPT FROM MINUTES
OF ACMUI 8/18/80 MEETING

THIS DOCUMENT CONTAINS
POOR QUALITY PAGES
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the toard, you should still put dewr tie number oI casas. TOLlS
would answer the problam about the intracavitary use of thosthatas)
for inst-nce. You might have the American 3card cf Nuclsar

I don't think vou should just e able to ¢o out and d2 cne ©
these until vou have at least keen in cn three of them :2s is
reguirad.

MR. CUNNINGEAM: Any cother comments? IZ not, we
will move to the next agenda izem. I think the Staff has some
guidance on this cre.

I want to bBriag up acain the issue cf trsatment of
cardiac dvsfunction. Very briefly, vou may recall that the FDA
request about the use of icdine Ior cardiac dvsfunctiocn has
lackeéd substantial evidence of the e2ifactiveness. This use Rhas
been in existence for vears. The basis for the lack of svidence
is that no manufacturer has ccme forward with the infcrmaticn
normally reguired in an IND to establish effectiveness, and

-

the reason, as nearly as we can ascertain, that the IncdustIvy
hasn't stepped forward to do this is that there is very little
demanéd for iodinx for the treatment of cardiac dysiunction.
T™his has peen revieswed when the lssue came upP
whether or nc* the NRC should continue to permit 1ts use ia
light of the TFDA pesiticon ¢n this matter. It was reviewed at

least twice ov the Medical Advisory Commictee wish evervoody

agreeing tzat its use was very small, tut there are scme

ALDERSON REPORTING COMPANY. INC.
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he chocses.

This rosition was brought up to cur Commissicn again

in a Staff caper, and they have asked the Staff to cktain Irom

o
n
1]
0
"

the Advisory Committee a formal rascocmmendation about the
iodine=131 for the treatment of cardiac dvsfuncticon, and to
include in that recommendation our basis for the reccmmendation.
Now in order to accemplish :hi; obiective, I bellieve
that there are rcssibly thrsze scsitions that we might take.
The first is to cdelete the trsatment from the licensing.
The second is tc retain the treatment as it now

slonls

pucmimmmy, or to retain the treatment, but limit its use =0
sc&e staterent azbout limiting its use to aprropriate casas.

311-; do vou want to expgand on this teiore we tr
to reach scme consensus of whether it shoulé be in or out? And
if it's in, the ccnditions under which it is in, and the 2asis
for it. -

DR. WALKER: Not really.

(Laughter.)

MR. CUNNINGEAM: Okay, vou have answereé my cSuesticn.

DR. WALKER: ~ think it is pretty straightiorward,
as most of the committee members have alresady discussed =his,
anéd I thiank most of “hem have prez:ty set opinicns cm it.

MR. CUNNINGHAM: All zight, then, I will call for

ALDERSCON REPCRTING COMPANY. iNC.
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we 2o need scme ogpinion put lorwarS cn with regarc te tals,

Dr. Eolman?
DR. ECLMAN: I preface ny statement Dy certainly
realizing that iodine-13]1 &=»treatment for cardiac &ysfunction

diseczse -arsly at the »resent tira; but cn the other hand, that

]
0
w
)
[
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so# issue does raise cevtain guesticns of prececer
that regard I founéd Commissicrner Xennedy's memorancum to Se a
Aishly suc.inct and to very effectively reflsct my sosition cn
the matter, which is that in fact, as opposed to the FDA
érocrping a particular pharmaceutical from a specific applica-
tion, in whiczh case the sharmaceutical can still te aprliec

by a physician at his discretion, if the benefic-risk ratio is
suéicien: to justify it, in the case where the NRC d&rcps a
partisular radiopharmaceutical from a speciiic crocecdure, this
is no longer the case. It is now illegal tc use that radic-
sharmaceutical for an applicaticn unless the ind:ivicdual ap clies
for an IND. ;

On that basis I feel guite strongly that the NRC
should take a pesition of eopticn Ne. 2, which would allcw th
shvsician the prerogative to use icdine-131 Zor cardiac cdvs-
funceien if the physician fsels that this is the most 2Iifsctive
sraatment for that zatient.

MR. CUNNINGEAM: Or. Holman, vcou are Sasing your

reascr for keeping it up on th iffarence -etween the way NRC

-

ALDERSON REPORTING CCMPANY. INC.
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MR, CUNNINGEAM: And that vcu f=el that the thysician

shu' 1é heve the opticn of access to this treatment, iIZ he chese
it, wi_hout specifying the conditions under which he would use it?

DR. HOLMAN: Zxactly.

MR. CUNNINGEAM: Do any other menters of the commizizee
want to make ccmments on this?

Or. Vebstar?

DR. WEBSTER: Well, I'm not sure I'm rz2ally the
gerscn to speak tc this, but I did read very carefully the thrsze
options which were placed before the committee, and Dr. Holman

seems to have electadé ocption 2. v

On the cther band, cpticn 3 weuld allcw the same tihing,

but in a more cauticus way, and my prefsrerce was coptiocn 3, which
says %o retain the use of icdine-131 for thersapeutic treatment
of cardiac dysfunction in group IV, but limit the treatment in
cases in which it is the preferred mcésoé of therapv, anéd in
which the potential berefits to the patient far exceed the risk.

That's & little bis more enclosed, restricted tX
option 2, which is sort ofwide cpen. It says retalin thc use of
ioédine for therapeutic treatment, period.

I'd like +o hear some further &iscussion on tals.

MR, CUNNINGEAM: Dr. DeNarie?

. --

DR. DE NARDC: Well, there is ncothing wrong Wizl

ALDERSON REPORTING CCMFANY, INC.
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that statement, except I hope that it is true of evervthing we

‘2o, and I édon't think -- you kncw, it seems screwhat icing on

the cake to make that comment, in that the therapy yveu are
giving has less risk than what you are giving it for.

It seens like a comment that shouléd he present cn
everything, if we need to put it cn.

Alsco I might just comment on Ne. 3, as well, in cases
wvhere nonradicactive drug therapy is not effective, I don't
believe a suitable claim to impose upcn the practice cf medicine
There are scme pecrle who believe that nonradicactive drug
therapv may be indeed mcre Zangercus o many patients than radioc-
active iocdine-131 therapy

MR. CUNNINGEAM: Any other discussicn on this pein |
If.not, I will try to summarize the position of the committee
to see if we have a consensus on it.

The first point is that use cf iodine-131 for treatment
of cardiac dvsfuncticn has teen in existence for a number of years.

The seccné peint is that ies use is very limited tcday,
but nevertheless scme physicians will want ¢o use this in
certain circumstances.

Number three, the committee feels that shysicians
should have the option of using this if they feel it is an th
interest of the patient, for patient care.

Number fcur, under the FTA rules, zarticularly thcse

rules under which they withérew the drug as an effective drug,

ALDERSON REPORTING COMPANY, INC.
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a physician still has the cption of using this in patient managemer
without wviclation of FDA rules. If the NRC were to take a

similar acticn, it would in fact remcve the cpticn cf the

2]

physician to use this as he chose, zecause he would either have
to have a special license amendment, which would be difficult to
obtain for the patient he has to treat immediately: cor he would
have to file an IND for the FDA rules which, of course, we
recognize again all this happens tco late to treat the patient,
when such a need is indicated.

I might aédd one point to this, that is that the
conmittee in general believes that the-use of icdine~131 for
treatment of cardiac dysfunction is safe and that there may be
instances where its use might indeed benefit the patient De ter
th;n alsernative uses.

That is where I'm coming cut. Do we have scme ccnsensu
from the committee on a statement like that, to go ack to the
Commission? Any discussicn on this?

Capt. Sriner.

CAPT. BRINER: I think there is cne other thing
that has not been addressed and that is the overall fseling, I
+hink, in anuclear medicine that wherever possible, so long 2s
safety is not impaired, there should not be any dichctomy in
the regulaticns, in the Food & Dzug Administraticn and those of
the Yuclear Regulatory Commission.

That is to say, they should not be in cppesiticn to

ALDERSON REPORTING COMPANY, iNC.
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that the issue 2xists, it may =2 an I:sue of sifsctivanass

1 could certainly suppert Or. Zcliman's cpinicn, that
when a phvsician #cides that in a specific gatient it woulld be
beneficial, I think that right cught 2o exist for the physician
without the filing of an IND or an sxemption.

MR. CUNNINGEAM: Any other ccrments? I s2e neds of

agcrsement.

Dr. Goodrich?
DR. GOCDRICH: :
what is the intent or what 1

sublic comment in the

MR. CUNNINGEAM:

-

t he rulamaking,

but --

SR. WALKER: I ta
probably infringes a little
néd therefore we would have
axcepticn in this case.
MR, CUNNINGEAM:
policy statement, a number ¢
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on safety ané eificacy, prov

Zzem FIA.
going in the face of cur pel

sublish scmething, and tlat’

They édon't have an

L Recgister?

I don't knew the exace

the znswe

<now

ink this

e eter Sl
rcoac.

0

the medic

*C say zhat we a
- emimle 31

= think if vou

£ those thing

~hat we wars

L S aad & e im s F3
e - - - M

icy statamenc.

g why the

= -
Commis

-
-
.y
s
-

al

e

<o

T emmmewn - e

ATB8EBZACIVE 4,
ighineg «#%i 2
-S380C =28 30X

-

Stazus <2
ey = $119
- - -

~ecause £2lSs

- R g——
T eial

stacsment

go back to ocur medic

X P Y.
we 2ave iacliucded in

ideéd cher2 was an

i
O

"
[ R

{0

we nesd =2

-

-

= R
2eacs <Als

ALDERSON REPORTING CCMPANY, INC.



00 TP STREET, SW. | HEPORTERS BUILDING, WASHINGTON, DO 20024 (202) B84 20456

10

I e T s T 2

P— e

|
|
a,
2
|

S R

A

2o - - - - -
Are theres any cotler comments on it?

uSe a statement scmething alcng the lines that I sunmarized as

(t

representing the consensus of this commitize, anéd I see nods

as I lock up and dcwvn the line here.

-

I£ that is satisfactory, we will mcve on to the next

The next subject that I want to cover, very briefly,

is the work we are cdoing to amenéd our reculations to 2Provid

bicmedical research.

3y way of background on this, when waste disposal groun

1

started to close down, there was a scueeze afisctirg mainly

hicmedical research cn storace capacity, anéd there was scme
guestion whether or nct this was leading to curtailment of

research work.

b . - absut.
In examining the problem, we find that =eewms 50 percent

bv volume of wastas generatad in bicmedical work that gces ©2

burial grounds is either the scintillation fluids used in
.
. ,”'& * » » - . »
scint;ll;tlcn‘ mainly toluene, slightly contaminated witd tritium,

carbon=-14, a few other things used t¢ a lesser sxtent, and
animal wastes, animal carcasses. Acain, slightly contaminated
with #ricium or carbon-1l4, in the main.

Ve reseayrched this scme 2nd have Ifzunc that adewse

rt_MMh'ﬂJ’ " and

et atdaaasscintillation flaids eseZ in aninals wouléd amount
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NUCLEAR REGULATCRY COMMISSION
10 CFk Part 35
Therapeutic Treatment of Cardiac
Dysfunction by lodine-131
AGENCY: Nuclear Regulatory Commission.

ACTION: Notice of intention to retain existing regulation.

SUMMARY: The Nuclear Regulatory Commission is issuing this notice of
intent to retain in its regulations the treatment of cardiac dysfunction
by iodine-131 as an accepted therapeutic procedure. In 1976, this pro-
cedure was reclassified by the Focd and Drug Administration (FDA) as
lacking substantial evidence of effectiveness. However, NRC's Advisory
Committee on the Medical Use of Isotopes, the American Cecllege of Cardi-
ology and several physicians have recommended that this treatment should
not be removed from NRC regulations since this would be detrinental to

the health of some patients.

DATES: Comment period expires (60 days from date of publication).

ADDRESSES: Interested persons are invited to submit written comments
and suggestions on this notice to the Secretary of the Commission, U.S.
Nuclear Regulatory Commission, Washington, D.C. 20555, Attention:
Docketing and Service Branch. Copies of comments received by the Commis-
sion may be examined at the Commission's Public Document Room at 1717 H

Street, NW., wWashington, D.C.

FOR FURTHER INFORMATION CONTACT: Deborah A. Bozik, Office of Standards
Duevelopment, U.S. Nuclear Regulatory Commission, Washington, DC 20555

(Phone 301-443-5860).
i Enclosure 3
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SUPPLEMENTARY INFORMATICN: Section 35.100(d)(1) of 10 CFR Part 35, "Human
Uses of Byproduct Material," permits the use of iodine-131 as therapeutic
treatment for cardiac dysfunction. This notice sets out the reasons for
the Commission’'s decision to retain this regulation. Iodine-131 in the
form of sodium-iodide is used as a therapautic agent in the treatment of
euthyroid heart diseases such as angina pectoris and congestive heart
failure. This treatment of cardiac dysfunction with iodine-131 was intro-
duced approximately thirty years ago. FDA has on record clinical studies
which document safety when ioaine-131 is used to treat cardiac dysfunction.
While the application of iodine-131 to the thyroid during the therapeutic
treatment of cardiac dysfunction does damage the thyroid, the net effect
on patients has been demonstrated through clinical tests to be beneficial
and no major adverse side effects have been 1dentified. In 1971, the Food
and Drug Administration classified the therapeutic treatment of cardiac
dysfunction with iodine-131 as possibly effective. Since no person sub~
mitted any clinical data to support the possibly effective indication, the
FDA reclassified the treatment of cardiac dysfunction as lacking substan~
tial evidence of effectiveness in 1976 (41 FR 38800). Other alternatives,
principally non-radioactive drug therapy, have largely replaced iodine-131
for the treatment of cardiac dysfunction.

Although FDA's action was bused on lack of evidence of effectiveness,
this should not be taken as a definite zonclusion that the treatment of
cardiac dysfunction with iodine-13" is ineffective.

Since 1951, the FDA has recorded three adverse reactions to the use
of iodine-131 in the therapeutic treatment of cardiac dysfunction. Two
of these reactions were classified as possibly drug relatcd, and the third

was classified as remotely drug related.

2 Enclosure 3
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On February 9, 1979, NRC published a final Medical Policy Statement,
44 FR 8242, which stated in part that “NRC will continue to restrict the
uses of therapeutic and certain diagnostic radioactive drugs to the indi-
“ated procedures that have been approved by FDA." However, FDA's basic
regulatory policy does not infringe on the physician‘'s medical treatment
prerogatives. NRC's Medical Policy Statement establishcs that, in he
best interest of the patient, a proper balance and flexibility should
exist between the exercise of governmental reg: latory authority in the
nuclear medicine area and the pructice of medicine by physicians. The
Policy Statement conveys this idea as follows:

+ "“The NRC w11 minimize intrusion into medical judyments affecting
patients and into other areas traditionally considered to be
part of the practice of medicine.”

+ "“The Commission recognizes that physicians have the primary
responsibility for the protection of their patients. The Coi.-
mission believes that basic decisions concerning the diagnosis
and treatment of disease are a part of th: physician-patient
relationship and are traditionally considered to be a part of
the practice of medicine. NRC regulations are predicated on
the assumption that properly trained and adequately informed
physicians will make decisions in the best interest of their
patients."”

Both the American College of Cardiology and several physicians have indi-
cated that the therapeutic treatment of cardiac dysfunction by jodine-131
should not be removed from NRC regulations since this would be detrimental
to the health of some patients. In accord with this indication, at its
most recent meeting on August 18, 1980, NRC's Advisory Committes on ihe
Medical Uses of Radioisotopes recommended that cardiac dysfunction iherapy

with jodine-131 should be unconditionally retained in the regulations.

3 Enclosure 3



[7590-01]

The Commission has concluded that NRC shouid unconditionally retain
in § 35.100(d)(1) of 10 CFR the use of jodine-131 for the therapeutic
treatment of cardiac dysfunction. The Commission believes that this
decision is in consonance with the expressed intent of the Medical Policy
Statement which was formulated to encompass a proper balance and flexi-
bility so that the best interests of patients would not be compromised.
The Commission believes that this position exemplifies and accentuates
the balance which was built into the Medical Policy Statement.

Comments, suggestions, or recommencations concerning this action by

the Commission are invited from all interested persons.

(Secs. 81, 161, Pub. Law 83-703, 68 Stat. 935, 948 (42 U.S.C. 2111, 2201);
Sec. 201, Pub. Law 93-438, 88 Stat. 1242 (42 U.S.C. 5841)).

Dated at this day of 1981.

For the Nuclear Regulatory Commi.. “on.

Samue’ J. Chilk
Secretary of the Commission
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