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commenters clailmed it would cost hun-
dreds of thousands of dollars for large
companies to comply. They claimed that
thece -costs would not be offset by any
substantial gain in safety. Others claimed
that the costs were not unrealistic and
that protection could be provided at 2,
cost of $25 for each man that used port-
able electrical tools. However, no <o~
menter gave a supported figure,

IO1. Conclusions. An -analysis of the en-
tire record on the subiect of ground-
fault circuit interrupters for use on the
temporary wirlng on construction sites
raises many questions as to the necessity
for GFCI's and the need for further re-
search. For example, the question -of
what the ground-fault current trip level
should be has yielded warious values.
Some authorities recommend 5 mA =1,
others suggest values as high as 20 or 30
mA and another.commenter would allow
the level to be established by a testing
authority. Each of these arguments has
merit, yet the wide range of recommen-
datlons would suggest that further-data,
study,” and analysis is needed on this
parameter of GFCI's.

The question as to whether or not the,
equipment grounding technique present-
ly required on -construction sites would
adequately protect employees from haz-
ardous electrical shock, and thérefors
render the use of GFCI's as redundant,
was not resolved. Here a -compsgrison of
the effectlveness of hoth equipment
grounding and GFCI systems indicates
that when g person’s body resistance is
at a lowvalue (approxiniately 500 ohms)
and the -equipment grounding resistance
is assumed to be onechm, the equipment
grounding -system may not be totally ef-
fective. Vet this is the extreme case and

perhaps not a very frequent one. How-
ever, 'when the body resistance is high-
er, the GFCI might be :considered as a
redundant and ’therefore UNNecessary
protective systera.

‘Of the several comiments recelved
which addressed the subject of cost ‘to
implement GFCT’s on the temporary wir-~
ing at construction sites, none provided
substantiating data. Most commenters
indicated that the -cost would be high.
Acceptance of this data would have to be
based on various assumptions. One such
assumpfion is that an existing tempo-
rary wiring system be :completely re-
worked, including all new wire and elec-
tricel components such as switchgear,
conduit, panel boxes, receptacles, etc.
Those 'commenters which indicated low
cosl, also failed to substantizgte thelr
claims. No estimate of actual cost which
could be considered valid was presented.
‘Without this data the economic impact
on the affected parties is difficult to
gauge and the scost/benefit relationship
of GFCI's cannot be ascertained. If in
fact the high .cost £31 million dollars)
is.correct, then perhaps this money might
be expended on .some other .comsidera-
tion which would. yield greater safety at
construction sites. -

The number of fatalities ‘which could
have been prevented by using GFCI's on
construction wassubmitted in data which
was incomplete, inconclusive or possibly

L irrclevant. The :data submitted varled
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from one fatality in over one billion man-
hours of construction to as many as 81
fatalities over a 434-year period of con-
struction work. Again, the cost/benefit
relationship is difficult to gauge without
accurate data to support it.

Serious questions were raised as to the
reliability of 'GFCY's. Some commenters
reported that thelr units would cause
numerous ‘“nuisance trips” withqut ap-~
parent cause. Such nuisance tripping
would result in “downtime” which is
understandably objectionable; and until
& determination is made as to the cause
of these nuisance trips, the.question of
the reliability of GFCI's will be diffi-
cult to answer. -

“Therefore, based on an analysis of the
record developed up to this point, OSHA.
proposes to revoke the requirement that .
GI¥CT’s be used on construction sites, in
view of the issues discussed above.and
because such a requireraent has not been
shown 1o he necessary to the safety and

health -of employees, Suech a revocation
could he-changed if there is a later deter-

mingtion that complete and accurate in-
formation is available which warrants
mandatory utilization of GFCT’s on con-
struction sites.

IV. Public participation. Inderested
versons are invited to submit written
data, views, and arguments concerning
the proposed revocation. Comments must
be postmarked before May 7, 1975, and
submitted to: Docket Officer, Docket No.
S-102, OSHA, Department of Labor,
Room 220, 1726 M Street, NW., Washing-
ton, DiC. 20210, All written comments will
be avallable for public inspection and
copying at the above address

Specifically, written da,ta views, and
%orguments are requested with respect

(1) The necessity for GFCY's in addi-
tion to existing protective measures;

(2) The experience with GFCI's re-
quired under State regulations and/or
munieipal codes;

(3) Injury and/or fatallly statistics
specifically related to the lack of GFCI's;

(4) Cost of utilizing GFCY's on tem-
porary wiring on construction sites; and

£5) ‘Rellability of GFCI's in terms of
tripping levels,

Additionally, interested persons may
file with the Docket Officer by June 6,
1975, written objections to the proposed

revocation and request an informal hear-
ing on the objections. Theze objeetions
shall comply with the following:

(1) 'The objections must include the
name and gddress of the chjector;

{2) The objections must be postmarked
by June 6, 1975;

{3) The objections must state the
grounds therefor;

{4) BEach objection must be separately
stated and numbered; and-

{5) 'The objections must he accom-
panied by a summary ¢f the evidence
proposed to be adducead at the reque.:ted
hearing.

V. Proposal. Accordingly, pursuant to
section 6(b) of the Willlams-Steiger Oc-
cupational Safety and Health Act of 1970
(84 Stat. 1593, (29 U.S.C. 655)), section
107 of the Contract Work Hours and

Safety -Standards Act (83 Stat. 96; (40

U.8.C. 333) ), Secretary of Labor's Order
No. 12-71 (38 FR 8754), and 29 CFR Part
19131, 1t is proposed to amend Parts 1910
and 1926 of Title 29 of the Code of Fed-
eral Regulations as follows:

1. In 29 CFR Part 1910, § 1910.309(c)
would be amended to read as follows:

§ 1910.309 National Electrical Code.

L4 » b4 » »

(e) Notwithstanding the provisions of
paragraphs (4) and (b) of this section,
the requirement in section 210-7 of the
National Electrical Code that all 15- and
20-ampere receptacle outlets on single-
Phase circuits for construction sites have
approved ground-fault circuit protection
for personnel shall not be appliceble.

2. In 29 CFR Part 1936, § 1926.400h)
- would be amended to read as follows:

§ 1926.400 Gcneral Reguirements,
N » » * » L

{h) Notwithstanding any other pro-
vislon of this part, the requirement in
section 210-7 of the National Fleetrical
Code that el 15- and 20-ampere recep-
tacle outlets on single-phase eircuits for
construction sites have approved ground-

-fault circuit protection for porconnel

shall not be applicable.

(See. €(b), Pub, L, 91-506, 84 Stat, 1603 (20
US.C. 656); scc. 107, Pub, L, 91-54, 83 Etat.
96 (40 U.S.C, 838); Sccretary of Lu‘bor’r. Order
No. 12-71, 36’ FR 8764).)

Slgned at Washington,
day of April, 1975.

D.C. this 1xt
JOHN STENDER,

Assistant Secretary of Labor.
[FR Doe.76-8937 Flled 4-4-76;8:45 am)

DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE
Food and Drug Administration
[21 CFRParts 1,31
LABELING FOR PRESCRIPTION DRUEGS

IN MAN

, Proposed Format for Prescnptmn Brup
Advertisements

"The primary objective of prescription
drug labeling is to provide the eccential
information the practitioner needs to use
the drug safely and effectively in the
care of patients. After reviewing whether
this objective 1s being met, the Commig-
sloper of Food and Drupgs hags deter-
mined that sienificant improvements can
and should be made in drug labeling. Ym-
provement can he accomplished by revis-
ing the format now contained in 3 3.74
(21 CFR 3.74), by providing stondards
with regard to 'the kind of information
that must be included under each of the
specific section headings, by eliminating
extraneous information which can best
be obtained from the published litcra-
ture, by providing expHeit information on
indications of use, and by replacing gen-
eralities with specifics. ‘To improve pre-
seription drug labeling, the Commig-
sioner of Food and Drugs is proposzing
regulations designating o required for
mat and the kinds of informsation that
shall appear under each section heading,
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.based upon substantial evidence

-

In proposing these regulations, the
Commissioner emphasizes that, the prin-
ciples enunciated in this document are
based on past-experience and precedent.
The purpose of these labeling guldelinés

- isnot to establish new regulatory require~
" ments, but to provide standards so that

all package inserts can be brought up to-
the level of the best ones written in the
pasth.

In this proposal, the section heading
“Actions” for prescription drug labeling
sef forth in § 3.74, which-the Commis-
sioner proposes to revoke, has been re-
placed by & new section entitled “Clini-
cal Pharmacology™ under proposed new
§1.112 (21 CFR 1.112). This heading
more accurately describes the informa-
tiorrrequired. Likewise, the “Indications”
section of the Iabeling has been changed
to “Indications and Usage,” and specific
instructions have been provided for de-
scribing the indications, the optimal us-
age of the drug, and the limitations of
use. The “Adverse Reactions” section of
the Iabeling in proposed § 1.112(c) (7) re-
quires that pertinent information derived
from experience with the class of drugs,
e.g., thiazide diuretics, phenothiazines,
he included as well as information on
the specific drug. In addition, the Com-
missioner is proposing thet the frequency
of adverse reactions be enumerated as
approximate estimabes; precise percent
figures will not be permitted unless there
is scientific'evidence from well-controlled
trials substantiating such figures and
when the inclusion of percent figures does
not falsely imply a greater degree of ac-
curacy than actually exists. The Food and
Dmg Administration will continue to re-

" quire the use of prominently displayed

box warnings for special problems that
clearly warrant such 8 warning,
Jnformation relating to possible haz-~
ards of use-in pregnant women and in
children has been moved from the
“Warnings” section of the prescription
drug labeling to the “Precautions” sec-
fion. The proposed regulations on preg-
nancy precautions in §1.112(c) (6) go
into considerable defail, including pro-
posed specific phraseology. This detail is
believed necessary in view of past experi-
ence with confusing and inconsistent
Jabeling relating to use in pregnancy.
Pregnancy precaufions are the one sec~
4{ion in the package insert where state-
ments on clinical usage are almost rou~
‘tinely based on. animal dats, and it is be~
lieved that such statements will be most
helpful to the physician if the language
is consistent in all package inserts.
- Physicians need accurate information

’ on the differences in action, mode of ad-

ministration, therapeutic usefulness, and
frequency and character of adverse ef-
fects among drugs used for the same in-
dication. However, to avold giving phy-~

" sielans possibly erroneous and incom-

plete information, the Commissioner

-proposes to imit such comparative state-

menis to situations where they are
erived
from- adequate:, and well-controlled
studies designed for that specific pur<
pose. Exceptions may be made by walver

where there Is.significant evidence In the:.

4

-
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sclentific literature substantlating such
cl

aims.

The “Clinical Studies” and *“Refer-
ences"” sections set out in §3.74(b) have
been eliminated from the package insert
in proposed new § 1.112: Except in un-
usual situations specifically approved by
the Food and Drug Administration, this
type of information Is properly included
in other types of labeling such as bro~
chures, No clinical studies or references
cited in such labeling may refer to indi-
g:;gﬁs or uses not stated in the packasge

To assure that the reader of the label-
ing, package insert or other information
brochure i3 aware of the date of the
latest revision, the Commissioner is pro-
posing a revision of §1.106(b)(5) (21
CFR 1.106(b)(5)) to require that tho
date he placed prominently in the top
right hand corner of the first page of
such text materinl, -

The Commissloner i3 also proposing
that a new paragraph (b)(7) be added
to §1.106 to require that the name and
place of business of the manufacturer,

- packer or distribufor appear in the pack-

age insert or other informational
brochure.

A proposel was published in the Fep-
ERAL REGISTER of August 22, 1972 (37 FR
16877) to revise the edvertising regula-
tlons pertaining to the use of compara-
tive safety and effectiveness claims by
amending §1.106¢(e)(6) (1) and (viD).
The proposal stated that such claims
may properly be used ir advertising for
a new drug or o certified antiblotic only
where they have been approved by the
Food and Drug Administration on the
basis of data contained in an application,
and that for other prescription drugs
such claims must be supported by sub-
stantial evidence or substantial clinical
experience. The Commissioner has given
further consideration to this proposal
and concludes that it should be revised
and reproposed herein to state that com-
parative safety and effectiveness cleims
may properly be used in advertising fora
new drug, certified antiblotic or licensed
biologic only when such representations
have been approved as part of the Iabel-
ing in a new drug or antiblotic applica-~
tion or biologic Hcense on the basls of
data contained in the application. For
all other prescription drugs, such claims
may be made only when the claims are
proved by substantial evidence derived
from adequate and well-controlled
studies as defined in § 514.111(a) (5) (1)
(21 CFR 314.111(a) (5) (i)) angd are in-
cluded in the labeling. Exceptions may
be made by waiver when there is other
sclentific evidence substantating such
claims which can be accepted as ade-
quate, This revision will make the adver-
tising proposal consistent with the Jabel-
ing proposal.

The labeling requirements proposed
will eventually be applicable to the lIabel-
ing of all prescription drugs, including
blologics, except for any prescription
drugs that are subject to the specific
labeling requirements for in vitro dlag-
nostic products in Part 328 (21 CFR 328).
After the effective date of the final order
on this proposed regulation, the labellng
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requirements would apply €s all drugs as
they are iniHally approved through the
new drug application procedures or anti-
blotic procedures, and to biolozic prod-
ucts as they are. licensed. For prescrip~
tion drugs that are ¢ bzing
marketed, excepb for blologics and anfi-
biotics, 1abeling would be revised either
throuzh drug monographs or
through procedures published pursuanf
to a notice in the Prorrar RecisTer. For
blolozics and antibfotics, Iabeling would
be revised upon specific notice by the
¥ood and Drugz Administration. Ample
time will be allowed for effecting such
changes. Recalls of old Iabeling will not
ordinarily be required.

The package insert is 2 documenf hav-
Ing slgnificant sclentific, medical, lezal,
and administrotive Iimporfance. I
directly affects what inay lawfully be in~
cluded In advertising. Because of the
significance of this proposal, the Com-.
missioner invites comment from all per-
sons having an Inferest in this subjeck

In order to develop & format and
standards for the content of each 13bel-
Ing section that are as meaningful and
helpful to practitioners as possible, &
draft of this proposal was circulated fo
phoarmaceutical assoclations and fo &
wide segment of the medical community
through a number of medical associa-
tlons and interested individual physi-
clans. A copy of the draft was placed on
public display in the office of the Hearing
Clerk, Food and Drug Administration,
and notice of its avallability was pub-
lished in the Feoznar REcISTER of March
T, 1974 (39 FR 8946). The draft was sent -
to all who requested it -

Flfty-nine comments on the draff were
recelved from physicians, professional
socleties, drug manufacturers, trade as~
socintions, and individual consumers.
The comments have all been reviewed
and a number of the suggested changes
are included in these proposed regula~
tions. Al comments are on file in the
office of the Hearing Clerk, and wilt be
reviewed again when additional com-
menfs are recelved on the proposal
Those comments nob “previously ad-
drecsed or not satisfactorily addressed, as
indicated by additional comments, willbe
answered at the fime the final orderis
published. The major issues addressed in
the comments, other than those deal-
ing with sclentific and medical problems,
wero of alezal natuire. The Commissioner
has concluded that it is adviseble to ad~
drezs the following such comments at
this time:

1, Several comments ralsed the ques~
Hon of the legal status of the package
insert and the precise role that the insert
is intended to play in the practice of
medicine. ‘The comments confended that
court declsions have shown that use of &
drug for an indication not in the package

may expoze the physiclan to some
form of legal jeopardy. The comments
stated that to maintain the Food and
Drug Administration’s credibility in its
professed concern with the legal impact
of the package Insert on the practice of
medicine, the Food and Drug Adminis-
tration must recognize that this is the
case and act to protect physiclans and
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their patients in this area. The comments
recommended that the proposed regula-
tions be revised to require an appropriate
statement in package inserts that, in ad-
dition to the conditions of use which the
manufacturer may recommend to physi-
.cians in compliance with the law and
' Food and Drug Administration regula-
tions, there are other conditions of use
for which the drug may be regarded as
safe and effeétive on the basis of the ex-
perience of critical physicians using the
drug in the practice of medicine over a
period of years.

‘The Commissioner stated in a separate
notice of proposed rule making published
in the Feperar REGIsTER of August 15,

1972 (37 FR 16503), concerning the use

of a drug for conditions not included in
its labeling, that the labeling is not in-
tended either to preclude the physician’s
use of his best judgment in the interest
of the patient or to impose Hability if he
does not follow the package insert. The
Commissioner clearly recognizes that the
laheling of a marketed drug does not al-
ways contain all the most current infor-
mation available to physicians relating
to the proper use of the drug in good
medical practice. Advaences in medical
Imowledge and practice inevitably pre-
cede labeling revision by the manufac-
turer and formal labeling approval by the
Food and Drug Administration. Good
medical practice and patient interests
thus require that physicians be free to
use drugs according to their best knowl-
edge and judgment. Certainly, where a
physician uses a drug for a use not in
the approved laheling, he has the respon-
sibility to be well informed about the

drug and to base such use on a firm scien-

tific rationale or on sound medical evi-
dence, and to maintain adequate medical
records of the drug’s use and effects, but
such usage in the practice of medicine
is not in violation of the Federal Food,
Drug, and Cosmetic Act. This position

will be restated in the final order on the

* August 15, 1972 proposal which will be
published in the near future. The Hability
of a physician in his use of a drug de-
pends upon all of the facts surrounding
that use, and not upon whether or not
the indication is in the package insert.
"The Commissioner concludes, however,
that it is neither lawful nor in the in~
terest of good patient eare for the pack~
age insert to contain references to indi-
cations or usages for which substantial
evidence of safety and effectiveness is not
available, Physiclans clearly have access
to new Information on drugs through the
medical literature, sclentific meetings,
postgraduate courses, and professional
contacts withr colleagues. The package
insert is not intended under the law to
serve as a totally current repository of all
such information. It is intended instead
to be an authoritative document which
contains only those indications and
usages based upon substantlal evidence
of safety and effectiveness. Before a new
indication can be included in the package
insert, the law requires that substantial
evidence based on adequate and well-
controlled clinical trials supporting the
safety and effectiveness of the new in-
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dication be developed by the manufac-
turer and be submitted to, and approved
by, the Food end Drug Administration,
Until the standard of substantial evi-
dence is met, there is no legal basis for
- including in the package insert any sug-
gestion of other uses for which the drug
may be regarded as safe and effective.
2. One comment raised the question of
what effect the proposed regulations
would have on the Drug Efficacy Study
Implementation program which permits
possibly effective and probably effective
indications to be used pending submis-
sion of-additional evidence of effective-
ness and further action. The proposed
labeling regulations make no provision
- for the continued use ¢f any indications
for use rated as less than ‘“effective”.
The Commissioner advises thaf the re-
quirement in § 3.81 (21 CFR 3.81) that
labeling of drugs reviewed in the Drug
Efficacy Study and containing indica-
tions with less-than-effective ratings in-
clude an appropriate qualification is not
affected by this proposed regulation. The
qualifying statements will continue to be
required until the indication either has
been removed or has been approved on
the basis of data submitted to the Food
and Drug Administration. These regula~
tions are not incompatible.
3. Several comments objected to the
" statement in the “Adverse Reactions”
section of the prescription drug label~
ing in proposed § 1.112(c)(7) () which
requires the listing of adverse reactions
that occur with the subject drug and with
drugs of the same chemical or pharma-
cological class, if applicable. The com-
ments described this as an objectionable
attempt to require class labeling.
~  The Commisioner concludes that it Is
essential to the safe use of 2 drug for the
physician to know 2l adverse effeets that
are likely to occur with & drug. Where
drugs are closely related chemically or
parmacologically, the incluston of all atl-
verse reaction information, whether or
- not all such reactions have been report-
ed with the specific drug, is medieally
sound, There are many times when the
labeling of such drugs should be essen-
tially identical and may be called class
labeling, Without this provision, new
drugs in a elass may enter the market
with the appearance of inoreased safety
over already marketed products merely
because of insufficient marketing experi-
ence with the new drug. Class labeling is
currently in effect for o number of drugs
and will become more commonplace in
the future.
4, Several objections were received on

proposed § 1.112(c) (6) (1), which pro--

vides for patient brochures or printed in-
structions for the patient. The comments
contended that section 503(b) (2) of the
act (21 U.S.C. 353(b) (2) ) exempts a drug
dispensed by filling or refilling & pre-
seription of & practitioner from certain
labeling requirements under stated con-
ditions, including the condition, as stated
in the act, that “* * * the drug-bears a
label containing * * * and, if stated in
the prescription, the name of thepatient,
and the directions for use and cautionary
statements, if any, contained in sucljx

-

preseription, * * *” and if these condi-
tions, among others, ere met, the drug
as dispensed on prescription 18 exempt
from the requirements of the act that its
labeling bear adequate directions for use
and adequate warnings, The comments
question the authority of the Food and
Drug Administration to establish label«
ing requirements from which o drug iz
exempt by the act.

The Commissioner disagrees with thig
contention. Section 505 of the act (21
U.S.C. 355) provides that a new drug
application (NDA) may be approved only
if it is shown to be safe and effective in
use under the conditions set out in its
labeling, and section 201(p) (21 U.B.C.
321(p)) similarly provides an exemption
from the requirement of an NDA only if
the drug is generally recognized ag safe
and effectlve under the conditions of uge
set out in its labeling, Moreover, both sec-
tions 502(a) (21 U.S.C. 352(a)) and 505
(@) prohibit prescription drug labeling
that is falsesor misleading in any par«
ticular, and section 201(n) expHoltly pro-
vides that the failure to reveal material
facts can be misleading. Accordingly, the
act requires the Commissioner to make
a determination that the information
contained in the labeling for & presorip-
tlon drug is sufficient to agsure the gafe
and effective use of that drug by consum-
ers. The Commissioner concludes that
such a determination may well require
specific information to he provided to
consumers about the drug, as has already
been required for the oral contraceptives
in § 310.501 (21 CFR 310.501).

The primary purpose of the provision
in section 503(b) (2) of the act exempting
8 prescription drug from adequate direc-
tions for use and warnings was to avold
self-diagnosis and self-administration of
drugs that require professional super-
vision for safe use. The requirement of
printed patient information does not con-
tradict this purpose. The purpose of
such information s to ensure safe and
effective use of & prescription drug by
consumers after it has bcen preseribed
by the physician, Nothing in the legisla-
tive history of section 503(b) or in the
act itself suggeststhat Congress intended
to preclude & requirement of labeling di-
rected to the patient to promote safe
and effective use of the drug,

6. A comment questioned the legal au-
thority for withdrawing opproval of
drugs that are safe, effective, and not
misbranded for fallure to comply with
the various ambiguous requirements em=~
badied in the proposal.

The Commissioner anticipates that
the need to withdraw approval of new
drug applications for fallure to comply
with the labeling requirements will not
often occur, and will in any cvent be
undertaken only in compliance with the
statute. As revised labeling is subraitted
to the Food and Drug Administration for
review, where deficiencles are encoun-
tered they will be brought to the atten«
tion of applicants, and the labeling will
not be approved until all problems, are
resolved. Only where the labeling under
which o drug is marketed continues to
violate section 505¢(e) of the act will
withdraweal of approval bo instituted.
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6. Several comments objected to the
proposed revisions of §1.105 (21 CFR
1.105), contending that it proposes to es-
tablish “on the basis of a walver” a re-
qmrement for prior approval of the con~
tent of "an- advertisement. ‘The com-
ments state that this requiremen$ ap-
pears to be directly contrary to the pro-
vision in section 502(n) of the act that,
excep’a in extraordinary circumstances,
prior approval by the Secretary of the
content of any advertisement shall not
be required.

The Commissioner advises that the
purpose of this proposal is to set forth
definitively to the industry the require-
ments for making comparatxve safety or
effectiveness claims in -drug advertise-
ments. The purpose of the waiver of the
requirement for drugs for which new

~ drug -or anfibiotic application approvals
‘are not required is to provide a proce-
dure for the rare circimstances in which
it may be appropriate to permit a com-
parative claim without substantial evi-
dence of effectiveness. These exceptions
cannot be addressed broadly and raust be
réviewed on an individual basis. This

" does not establish a procedure for pre-

clearance of the content of an advertise-
ment, but rather a mechanism for de-
termining whether information is avail-
able to support a comparafive claim.
The alternative to-this approach would
be to prohibif all comparative claims
where there is a lack of substantial evi-
dence of effectiveness.

7. Objection was raised to the proposed
revisions of §1.105 on the grounds that
“substantial evidence” applies” only to
new drugs- and anfibiofics and that the
provisions of the act conferring jurisdic-
tion over brescription drug advertise-

“ments does nof include any requirement
for “substantial evidence.”™

The Commissioner notes thaf the
Supreme Court in the recent decisions in
*“Weinbergser v. Hynson, Westcott and
"Dunning, Inc.,” 412 U.S. 609 (1973) and
“Weinberger v. Béntex Pharmaceuticals,
Inec., 412 U.S. 645 (1973), made it clear
that the requirement of substantial evi-
dence-applies to the definition of 8 “new
drug” in section 201(p) of the act. Thus,
a drug is generally recognized as safe
and effective only if there is a body of
evidence equivalen{ to that required for
approval of new drugs and antibiotics,
supporting all claims made for that drng
in Izbeling and advertising. Accordingly,
all effecfiveness claims for any drug dre
subject fo -the substantial evidence
standard.

8. Several objections were raised-to
the provisiorr in the “How Supplied” sec-
tion in the draft proposal that would
permit the optional listing of _other
dosage forms and potencies of the drug
available on the market. The basis for
the objections were that this practice
could be misleading to the prescriber in
that it would imply equivalency to other
firms* products when such was not neces-
sarily the' case. It .was also contended
that the practice could be.confusing to
the prescriber-in regard to how the prod-
uct was supplied by the firm whose
‘package inserf contains the information.
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The Commissioner agrees that this
section could cause confusion and has
therefore deleted the- provision from
§ 1.112(c) (10) that would allow the op-
tional listing of other commerclally
available dosage forms.

9. Objections were raised to the pro-
posed inclusion of the requirement for
the new labeling format in § 1.106(b) (4)
which pertains to all labeling including

.promotional Iabeling, rather than in

§1.106(b) (3) which pertains only to la-
beling on or within the package, on tho
grounds that, if all promotional Inbeling
had to comply with proposed new § 1.112,
the net effect would be a requirement for
premarketing clearance of the form and
content of all labeling.

The Commissioner rejects this com-
ment. Proposed § 1.112 properly applies
to all labeling (except reminder-piece
labeling) and therefore should be refer-
enced in §1.106(b) (4). This does not
alter existing Food and Drug Adminis-
tration policy in this area. ‘The applica~
tion of the requirements of the proposed
§ 1.112 to all l1abeling (except reminder-
piece labeling) does not in any way im-
pose a new requirement for premarket-
ing clearance of the form or content of
labeling. The current regulations do not
require preclearance of all Iabeling if the
parts of the labeling furnishing direc-
tions, warnings, and information for use
of the drug are the same in language and
emphasis as labeling approved or per-
mitted, and if any other parts of the In-

-beling are consistent with and not con-

trary to such approved or permitted
labeling.

These regulations shall be effective 6
months after the date of the final order,
except that § 1.106¢h) (5) and (D shall
not be effective until printing plates are
revised in the normal course of business
or until 12 months affer the date of the
final order, whichever occurs first. After
the effective date of the final regulations,
all new or pending applications for new
drugs. or antibiotics and lcense applica~
tlons for biologics shall be in the format
and shall contain the information specl-
fied in §1.112, For prescription drugs
that are being marketed, except for bio-
logics and drugs subject to sectlon 507
of the Federal Food, Drug, and Cosmetic
Act, the Iabeling shall be revised in ac-
cordance with §1.112 at the time old
drug monographs are promulgated or
upon specific notification by the Food
and Drug Administration published in
the Feperar ReGISTER. For prescription
drugs which are blologics or subject to
sectlon 507 of the Federal Food, Drug,
and. Cosmetic Act, the labeling shall be
revised upan specific notice by the Food
and Drug Administration published in
the FEperat REGISTER. Ample time. will
be allowed for effecting such changes.

Recalls of old labeling will not ordinarily,
be required.

Therefore, pursuant to provislons of
the Federal Food, Drug, and Cosmetic
Act (secs. 502, 503, 505, 506, 50T, 701, 52
Stat. 1050-53, 1055-1056, as amended, 55
Stat. 851, 59 Stat. 463, as amended; 21
U.S.C. 352, 353, 355, 856, 857, 371) and to
the provistons of the Public Hezlth Serv-
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ice Act (sec. 351, 58 Stat. 702, es
amended; 42 US.C. 262), and under au-
thority delegated to him (21 CFR 2.120),
the Commissioner of Food and Drugs
proposes that Parts 1 and 3 be amended
as followrs:

PART 1-—REGULATIONS FOR THE EN-
FORCEMENT OF THE FEDERAL FOOD,
DRUG, AND COSMETIC ACT AND THE
FAIR PACKAGING AND LABELING ACT

By amending § 1.105 by adding 2 new
sentence to paragraph (e) (6) (i) and
(vil) ; as revised $1.105 (e} (6) dD and
(vil) reads as follows:

§ 1.I05 DPrescription druz advertise-
ments. *
- L] - » - »
(e) - & &
(6) ¢ 5 &

(i) Contains a drug comparison that
represents or suggests that a drug is
safer or more effective than another druz
in some particular when it has not been
demonstrated to be safer or more effec-
tive in such particular by substantial evi-
dence or substantial clinical experience.
Advertising for a prescription drug may
not elther directly or by impication, eg.,
by use of comparative test data or ref-
erenco to published reports, represent
that the drug is safer or more effective
than another drug or contain & quantita-
tive statement of safety or effectiveness
(¢} unless the representation has been
approved as part of the Iabeling in a new
drugr or antiblotic application or biologic
Hcence, or (b) if the drug is not a new
drug or certified or released antiblotic,
or biologie, unless the representation of
safety or effectiveness 1s proved by sub-
stantial evidence derived from adequate
and well-controlled studies as defined in
§ 314.111(a) (5) (1) of this chapfer, un-
less this requirement is waived on the
basls of a showing that it &s not reason-
ably applicable to the drug or essential
to the validity of the investigation and
that an altemative method of investiga-
tion constitutes adequate sc!enﬁﬁc
substantiation.

L ] « - L 3 *

(vil) Contains favorable data or con-~
clusions from nonclinical studles of a
drug, such as in laboratory animals or
in vitro, in a way that suzgests they have
clinical siemificance when in factno such
clinical significance has been demon-
strated. Data which demonstrate activity
or effectiveness for & prescription druz
in animal or in vitro tests and which
have not been shown by adequate and
well-controlled clinical studies to be per-
tinent to clinical use may be used in
advertising only under the following eir-
cumstances: In vitro data for anti-
infective drugs may be included in: the
brief summary or full disclosure portion
of the advertisement, but not in the pro-
motional portion of the advertisement; if
such data are immediately preceded by
the statement “The following In vitro
data are available but their clinical sig-
nificance i3 unknown.” For other classes
of drugs, in vitro and animal data which
have not been shown by adequate and
well-controlled clinical studies as defined

L]
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in § 314.111(a) (5) (il) of this chapter to
be pertinent to clinical use may be used
in the brief summary or full disclosure
portion of the advertisement, but not in
the promotional portion of the advertise-
ment, only on the basis of a waiver after
a showing that such requirements are
not reasonably applicable to the drug or
essential to the validity of the investiga-
tion and that an alternative methed of
investization constitutes adequate scien-
tific substantiation,

2. By amending § 1.106 by adding a new
paragraph (b) (4) (iil), by revising para-
graph (b) (5), and by adding a-new para-
graph (b) (1) asfollows: .

§1.106 Drugs and devices, directions
for use.
* * * * *

(b) 3 20
4) & * * .
(iii) The information required, and in
the format specified by § 1.112 or, where
applicable, § 328.10 of this chapter.
~{5) Al Ilabeling, except labels and
cartons (unless such labeling contains
information required by paragraph (b)
(3) (1) of this section in lieu of a pack-
age insert) bearing adequate informa-
tion for use of the drug also bears the
date of the issuance or date of the latest
. revision of such labeling prominently
placed in the top right hand eorner of
the first page of the text of such labeling.
¢6) [Reservedl ~
<7) Alllabeling deseribed in paragraph
(b) (4) of this section bears conspicu-
ously the name and place of business of
the manufacturer, packer, or distributor.

3. By adding a new § 1,112 to read as
follows: -

§1.112 Laheling for prescription drugs
used in man.

(a) Prescription-drug labeling fur-
nishing adequate information for the
safe and effective use of a drug &s re-
quired under §1.106(b)(4), except for
products subject to Part 328 of this chap-
ter, shall contain the information re-
quired, shall be in the format specified,
and shall meet the following general
criteria:

(1) Labeling shall contain the essen-
tial scientific information needed for
safe and effective use of the drug.

(2) Labeling shall be informative and
accurate and not be promotional in tone
or false or misleading in any particular.

(3) Labeling shall be based whenever
possible on data derived from human ex-
perience. There may be no implied claims
or suggestions of drug use where there
is inadequate evidence of safety and ef-
fectiveness. Conclusions based-on animal
data but necessary for safe and effective
use of the drug in humans shall be identi-
fied as such and included with human
data in the appropriate section of the
Jabeling, headings for- which are listed
in paragraph (b) of this section.

(b) Labeling shall ordinarily contain
information in the format and order and
with the section headings as follows:

Description .. i R

Clinical Pharmacology - ..

Indications and Usage

PROPOSED RULES

Contraindications
‘Warnings

Precautions

Adverse Reactions
Overdosage

Dosage and Administration
How Supplied

The following section heading may be
used where appropriate:

Animal Pharmacology and/or Animal
Toxicology

Any section or subsection of the labeling
may be omitted if clearly nonapplicable.

(¢) The specific information appearing
under each section heading listed in
paragraph (b) of this section shall be as
follows: .

(1) Description. (i) Under this section
heading, the labeling shall contain:

(@) The proprietary name and the

- established name, if any, as defined in

section 502(e) (2) of the act, of the drug
product;

(b) The type of dosage form and the
route of administration to which the
labeling -applies;

(¢) The same qualitative and/or quan-
titative ingredient information as re-
quired for labels; '

(@) If the product is sterile, a state-
ment of that fact; .

(e) The pharmacological or thera-
peutic class of the drug product;

() 'The chemical name and structural
formula.

(ii) “When appropriate, other impor-
tant chemical or physical information,
such as physical constants, pH, ete.,
should also be included.

(2) Clinical vharmacology. (1) Under
this section heading, the labeling shall
contain & concise factual summary of
the clinical pharmacology and actions of
the drug in man. The summaeary may in-
clude¢ information based on in vitro and/
or animal data when such information is
essential in describing the biochemical
and/or physiological mode of action ‘of
the drug or is otherwise pertinent to
human therapeutics. Pharmacokinetic
information which is important to safe

.and effective use of the drug shall be in-

cluded, if known, e.g., degree end rate of
absorption, pathways of blotransforma-
tion, rate or half-time of elimination,
concentration in body fluids associated
with therapeutic and/or toxic effects, de~
gree of binding to plasmas, proteins, and
degree of uptake by a particular organ.
Inclusion of pharmacokinetic informa~
tion shall be restricted to that which re-
lates to clinical use of the drug. If the
pharmacological mode of action of the
drug is unknown or if important meta-
bolic or pharmacokinetic data in man are
ungvailable, this shall be stated.

(i) Data which demonstrate activity
or effectiveness in in vitro or animal tests
and which have not been shown by ade-
quate and well-controlled clinical studies
to be pertinent to clinical use may be
included under this section of the la-
beling only under the following circum-
stances. In vitro data for anti-infective
drugs may be included if such data are
immediately preceded by the statement
“The following in vitro data are avail-
able but their clinical significance 15 un-

known.” For other classes of drugs, in
vitro and animal data which have not
been shown by adequate and well-con-
trolled clinical studles, as defined in
§ 314.111(a) (5) (i) of this c¢hapter, to be
pertinent to clinical use may be uscd
only on the basis of a walver after a
showing that such requirements are not
reasonably applicable to the drug or es-
sential to the validity of the investization
and that an alternative method of‘in-
vestigation constitutes adequate scien~
tific substantiation.

(3) Indications and usage. (1) Under
this section heading, the labeling shall
state explicitly:

(@) That the drug is indicated in the
treatment, prevention, or dlagnosis of a
recognized disease or condition, e.g.,
penicillin is indicated for the trentment
of pneumococcal pneumonia; or

(b) That the drug is indicated for the
treatment, prevention, or diagnosis of an
important manifestation of & Jizease or
condition, e.g., chlorothinzide is indi-
cated for the treatment of edemsa in pa-
tients -with congestive heart failure; or

(¢) That the drug is indieated for tho
relief of symptoms associated with o s«
ease or syndrome, €.g,, chlorpheniramine
is indicated for the symptomatic relief of
nasal congestion in patients with vago-
motor rhinitis. If the drug is used for o
particular indication only in conjunce
tlon with & primary mode of therapy,
e.g., diet, surgery, or some other drug, the
drug shall be labtled as an adjunct to
such mode of therapy. All such indica-
tions shall be supported by substantial
evidence based on adequate and well-
controlled studies as deflned in § 314.~
111(a) (5) (1) of this chapter.

(i1) *The following additionel informa«
tion shall also be included under this gec-
tion of the labeling:

(@) The limitations of usefulness of
the drug. Where evidence s avallable to
support the sefety and effectiveness of
the drug only in selected subgroups of
the larger population with & disease, syn«-
drome, or symptom under constderation,
e.g., patients with mild disense or pa«
tlents in a special age group, this shall be
stated. Any specific tests needed for ge-
lection or monitoring of the patients who
need the drug shall besteted, e.g., microbe
susceptibility tests. Information on the
approximate kind, degree, and duration
of improvement to be antioipated shall
be glven when available and shall be
based on adequate and well-controlled
studies as defined in § 314.111(a) (8) (i1)
of this chapter unless this requirement is
walved on the basis of a showing that
it is not reasonably applicable to the drug
or essential to the valldity of the investi-
gation and that-an alternative method
of investigation constitutes adequato
scientific substantiation.

(b) If safety considerations are such
thet the drug should be reserved for cef=
tain situations, this information shall be
included, e.g., cases refractory to other
drugs.

(¢) If there are specific conditions
which should be met before the drug is
used on a long term basis, o.g, demon-
stration of responsiveness to the dru in
a short term trial, these conditions shall
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" be stated; or if the indications for long
term use are different from those of short
term use, the specific indications for each
use shall be stated.

(d) If there is a common belief that
the drug may be effective for a certain
use or if there is 2 common use of the

* drug for that condition, but the prepon-
derance of evidence related to such use

. iIndicates that the drug is ineffective, the
package insert shall state that there is a
Iack of evidence that the drug is effective
for that use. . -

(¢) Any statements comparing the
safety or effectiveness, either greater or-
lesser, of the drug with other agents for
the same indication shall be supported
by substantial evidence derived from ade-
quate and well-controlled studies as de-
fined in § 314.111(=) (5) (iD) of this chap-
ter unless this requirement is waived on
the basis‘of a showing that it is not rea-
sonably applicable {o the drug or essen-
tial to the validity of the investigation
and that an alternative method of inves-
-tigation constitutes adequate scientific
substantiation. ]

(@) Coniraindications. Under this sec~
tion heading, the labeling shall state
those situations in which the drug should
no¥-be used-because the risk of use clear-
1y outweighs any possible benefit. Such
situations include: Administration of the
‘drug to patients known to have a hyper-
sensitivity to it; use of the drug in pa-
tients who, because of their particular
age, sex,! concomitant therapy, disease
state, or other condition, have a substan-
tial risk of being harmed by if; or con-
tinued use of the drug in the face of an
unacceptably hazardous adverse reac-
tlon. Known hazards and not theoretical
possibilities shall be Iisted, e.g., if hyper-
sensitivity to the drug has not beén dem-~
onstrated, it should not be listed as a
contraindication. If no contraindications
arve known, this section of the labeling
shall state: “None.” .

. (6) Warnings. Under this section head-
ing, the labeling shall state serious ad-
verse reactions and potential safety haz-
ards, limitations in use imposed by them,
and steps which should be taken if they
occur. A warning shall be included in la-
beling as soon as there is reasonable evi-
dence of an association of a serious haz-
ard with a drug; a causal relationship

-need not have been proved. A specific
warning relating to.a use not provided
for under the “Indications and Usage”
secfion of the Iabeling may be required if
the drug is commonly prescribed for a
disease or condition, and there is lack of
substantial evidence of effectiveness for
that disease or condition, and such usage
is associated with serious risk or hazard.
Special problems, particularly those
which meay lead to death or serious in-
jury, may be required to be placed in a
prominently displayed box. Such box
warnings shall ordinarily be based on
clinical data, and not animal experi-
‘ments. When box warnings are required,
their location will be specified by the
Food and Drug Administration. The fre-
quency of these serious adverse reactions
and, if pertinent, the approximate mor-

- fality and, morbidity rates for patients

FEDERAL
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sustaining the reaction shall be expressed
as provided under the “Adverse Reac-
tions” section of the labeling.

(6) Precautions, Under this sectlon

15397

information on carcinogenesis, mutagen-
esls and impalrment of fertility.”

(vl) Pregnancy: For drugs not ab-
sorbed systemically, this subsection of the

heading, the labeling shall contain the.- labeling shall be omitted. For all other

following subsections as appropriate for
the drug product:

(1) General: Under this subsection of
the Iabeling shall be listed any special
care to be exerclsed by the practitioner
for safe and effective use of the drug,
e.g., pbrecautions concerning drug abuse
or use of other drugs that may be harm-
fully additive, -

(1) Information for the patient: Un-
der this subsection of the labeling, infor-

drugs, this subsection of the labeling
shall state whether the drug is in cate-
gory A, B, C, D, E, or X, followed by the
required statement delineating the fypes
of studies done or not done and the data
derived from such studies as follows:
(a) Pregnancy cafegory A. When ade-
quate reproduction studies in animals
have been performed and well-controlled
trials relating to fetal risk in the human
are available, and both animal and hu-

mation to be given to patlents for safe man data are negative for fetal abnor-
and effective use of the drug shall be malities, the labeling shall state: “Preg-
included, e.g., precautions concerning nancy category A. Repréduction studies
driving or use of drugs that may be have been performed in (Eind of ani-
harmfully additive. Any printed patient mals) and have revealed no evidence of
information shall be referenced under impaired fertility or harm to the fetus
the “Precautions” section of the labeling due to (name of drug) . In addition, stud-
and, when appropriante, reprinted at the les in pregnant women (describe the
end of the package Insert. _ studies briefly i#f desired) have shown
(i) Essential laboratory tests: Under that (name of drug) does not increase
this  subsection of the labeling shall bo the risk of fetal abnormalties when ad-
listed laboratory tests which are needed ministered during the (first, second, and/
to follow the patlent’s response or to or third (or all) frimester(s)) of prez-
identify possible adverse reactions. nancy. (Name of drug) is without estab-
(iv) Clinically significant drug inter- 1lished risk to the fetus in the (first, sec-
actions: This subsection of the labeling ond, and/or third (or all) trimester(s))
shall provide specific practical guldance of pregnancy when used in the recom-
to the physician on avolding and/or mended dosage.” -
handling clinically significant drug in- (D) Pregnancy category B. When ade-
teractions which may occur in vivo in quate repreduction studies in animals are
patients taking the drug. Specific other ~ negative for fetal abnormalities and well-
drugs or classes of drugs with which the controlled trials relating to fetal risk in
drug under consideration may interact in the human are not available, but investi-
vivo shall be listed, and the mecha- gational or marketing experience has not
nism(s) of the interaction briefly de- produced any positive evidence of adverse
seribed. Information in this subsection of effects on the fetus (a common situation
the labeling shall be limited to that per~ for post-1962 prescription drugs), the
tinent to clinical use of the drug in labeling shall state: “Presnancy cate-
patlents. Drug interactions supported gory B. Reproduction studies have been
-only by animal or in vitro experiments performed in (kind of animals) and have
should not be included. Drug incompati- revealed no evidence of impaired fertility
bilities, i.e., drug interactions which may or harm to the fetus due to (name of
occur when drugs are mixed in vitro, drug).There aréno well-controlled stud-
as in a solution for intravenous admin- les in pregnant women, but (investiga-
istration, shall be discussed under “Dos~ tional or marketing) experlence does not
age and Administration” rather than include any positive evidence of adyerse
under this subsection of the labeling, effects on the fetus. Although there is
(v) Carcinogenesls, mutagenesls, im- no clearly defined risk, such experience
pairment of fertility: The Iabeling shall cannot exclude the possibilify of infre-

state whether long term studles in ani-
mals have been performed to evaluate
carcinogenic potential and, if so, state
the species and results. When reproduc-
tion studles or other data in animals re-
veal a problem or potential problem con-

quent or subtle damage to the fetus.
(Name of drug) should be used in preg-
nant women only when clearly needed.’”

(c) Pregnancy category C. When
nelther adequate reproduction studies in
animals nor well-controlled trials re-

cerning mutagenesis or impairment of Ilating to fetal risk in humans are avail-
fertility, in either males or females, this able, but investigational or marketing
information shall be included. Any pre- experience has not produced any positive
cautionary statement on these toples evidence of adverse effects on the fetus
should include practical, relevant advice (a common situation for pre-1962 pre-
to the physiclan on the significance of scription drugs), the labeling shall state:
these animal findings, which usually will “Pregnancy catezory C. Adequate repro-
be to the effect that use of the drug duction studles have not been performed
. Should be limited to patients in whom the in animnls to determine whether this
benefits clearly exceed the potentlal drug affects fertility in males or females,
hazards, If there is evidence from human has teratogenic potential, or has other
data that the drug may be carcinogenic adverse effects on the fetus. There are
or mutagenic or that it impairs fertility, no well-controlled studies in preznant
this Information shall be included under women, but (investigational or market-
the “Warnings"” section of the labellng, ing) experience does not include any
. Also, under “Precautions,” the labeling positive evidence of adverse effects on
shall stape: “See ‘Warnings’ sectlon for the fetus. Althouch there is no cleariy
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defined risk, such experience cannot ex-
clude the possibility of infrequent or
subtle damage to the - human fetus.
(Wame of drug) should be used in preg-
" nant women only when clearly needed.”

PROPOSED RULES

comes pregnant while taking this drug,
the patient should be apprised of the po-
tential risks to the fetus, and the possi-

bility of termination of the pregnancy"

should be discussed in the light of those

(@) Pregnancy category D. When ade~ “risks.”

quate reproduction studies in animals
have demonstrated fetal abnormalities
but there is no positive evidence of fetal
risk based on adverse reaction reports
from Investigational or marketing expe-
rience, and the benefit-risk considera~-
tions are such that use of the drug may
be necessary in pregnant women, the la-
beling shall state: “Pregnancy category
‘D. {Name of drug) has been shown to be
teratogenic in (name(s) of species) when
glven in doses (number) times the high-
est dose recormmended for human use.
(Describe the animal data as appropri-
ale). Thete are no well-controlled stud-

ies in pregnant women, but (investiga- -

tional or marketing) experience does not
Include any positive evidence of adverse
effects on the fetus. Since such experi-
ence cannot exclude possibility of fetal
damage, (name of drug) should be used
during pregnancy only if the benefit
glet:;a.rly; Justifies the potential risk o the
etus,”

{(e) Pregnancy category E. When there
Is positive evidence of fetal risk based
on adverse reaction data from investi-
gatlonal or morketing experience or
well-controlled studies in humans, but
the benefit-risk .considerations are such
that use of the drug may be necessary in
pregnent women, Le., when the drug is
needed in a life-threatening situation or
serlous disease where safer drugs cannot
be utilized or are ineffective, under “Pre~
ceutions”, the labeling shall state: “Preg-
nancy category E. See ‘Warnings’ sec-
tion.”” TUnder *“Warnings”, the labeling
shall state: “(Name of drug) can cause
fetal damage when administered to preg-
nant women. (Describe the human data
and pertinent animal data.) If this drug
must be used during pregnancy, orif the
patient hecomes pregnent while taking
this drug, the patient should be apprised
-of* the potential rigks to the fetus, and
the possibility of termination of the preg-
nancy should be discussed in light of
those risks.”

(/) Pregnancy category X, When ani-
mals or well-controlled studies in humans
have demonstrated fetal abnormalities
and/or there is positive evidence of fetal
risk based on adverse reaction reports
from investigational or marketing ex-
perience, and the benefit-risk considera-
tions are such that use of the drugs will
never be necessary in pregnant women,
1.c., when safer drugs or otHer forms of
therapy are available, under “Precau-
tions”, the labeling shall state: “Preg-
nancy category X. See ‘Contraindica-

tlons’ section.” Under “Contraindica-’

tions”, the labeling shall state: “(Name
of drug) can cause fetal damage when
administered o pregnant women. (De-
seribe the human data and pertinent
animal deta). (Name of drug) is con~
traindicated in.women who are or may
become pregnant. If this drug is used
during pregnancy, or if the patient be-

~
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(9)" Any situation concerned with use
of the drug in pregnancy which is not
covered by one of the previous pregnancy
categories shall be considered on an ad
hoc basis by the sponsor and the Food
and Drug Administration.

(vil) Labor and delivery: If the drug
has a recognized use during labor or de-
livery, this subsection of the labeling
shall contain information on the effect
of this drug on the fefus, on the duration
of labor, and on the possibility that
forceps delivery or other intervention
will be necessary. If no such data are
available, this subsection of the labeling
shall state, as appropriate: “It is not
known whether use of this drug during
labor or delivery has immediate or de-
layed adverse effects on the fetus, or
whether-it prolongs the duration of Iabor
or increases the possibility of forceps
t(izllelivery or other obstetrical interven-

on.”

(vili) Nursing mothers: For drugs ob-
sorbed systemically, information with
respect to_excretion of the drug in hu-
man milk and effects on the nursing
infant shall be described, when known. If
there are no data, this shall be indi-
cated with the following statement: “It
Is not known whether this drug is ex-
creted in human milk, As g general rule,
nursing should not be undertaken while
a patient is on a drug since many drugs
are excreted in human milk.,” If an ad-
verse effect has been noted in animal
offspring, this shall be deseribed.

(ix) Pediatric use: Specific pediatric
Indications, if any, shall be described

under the ‘“Indlcations and Usage” sec-_

tlon of the labeling, and appropriate
pediatric dosage shall be stated under
the “Dosage and Administration” section
of the labeling, Pediatric usage for indi-
cations spproved for adults shall be
based on adequate and well-controlled
studies as defined in § 314.111(a) (5) 31)
of this chapter unless this requirement is
waived on the basis of a showing that it
is not reasonably applicable to the drug
or essential to the validity of the investi-
gation and that an alternative method
of investigation constitutes adequate
sclentific substantiation. If this require-
menf cannot be met, the following state-
men% shall be included under this sub-
sectlon of the labeling: “Safety and ef-
fectiveness in children below the age of
(_.) have not; been established.” If use
of the drug in premature or neonatal in-
fants, or in older children, is associated
with o specific hazard, this shall be de-
scribed in this subsection of the label-
Ing; or, if appropriate, the hazard shall
be included in the “Contraindications”
or “Wernings” section of the labeling
a.nd reference to it made in this subsec-
tion of the labeling.
(1 Adverse reactions. An adverse re-
action Is an undesirable’ effect reasort-
ably assoclated with the use of the drug,

which may occur as part of the pharma=«
cological action of the drur or may he
unpredictable 1n its occurrence.

(1) This sectlon of the labeling thaell
inelude o listing of the adverse reactions
which occur with the subject drug and
with drugs of the same chemical or phar«
macologic class, if applcable, Specific in«
formation on the severity and mecha-
nism of the important adverse reactions
assoclated with the drug, as well as in-
formation on the clinical management of
such reactions, shall be included.

(11) In this listing, adverse reactions
may be categorized by organ system, by
severity of the reaction, by frequency, ox
by toxicological mechanism, as appropri~
ate. The approximate frequency of each
adverse reactlon shall be exprested in
rough estimates or orders of magnitude
essentially as follows: “The most fre-
quent adverse reaction(s) to (name of
drug) Is (axe) (list reactions). This
(These) occur() in about (e.£., onecw
thirg of patients; one in 30 patients; less
than one-tenth of patients). Less fre-
quent adverse -reactions are (list reac-
tions) which occur in approximately
(e.g., one in 100 patients) . Other adverse
reactions, which occur rarely, in ap-
proximately (e.g., one in 1,000 patients),
are (list reactions) .,”” Percent firures will
not ordinarily be permissible; exception
to this may be made when percent ficures
are documented by adequate and well-
controlled studies as deflned in § 314.111
(a) (3) (i) of this chapter and upon a
showing that such fisures appropriately
reflect general experience and do not
falsely imply & greator degreo of accu-
racy than actually exists,

(i) Any potentially fatal adverse ro-
action shall be placed under the “Wamn-
Ings” section of the labeling or, i ap-
propriate, the “Contraindications” rec«
tion of the labeling,

(iv) Any claim comparing the subjeet
drug with other drugs in terms of fre-
quency, severity, or chavacter of adverse
reactions shall be based on substantial
evidence derived from adequate and well-
confrolled studies as defined in § 314,111
(a) (5) (1) of this chapter unless this re«
quirement is weived on the basls of n
showing thet it 1s not reazonably appli-
cable to the drug or essentinl to the valid«
ity of the Investigation ond that an al-
ternative method of investigation con-
ﬂ:itutes adequate scientific substontine

on.

(8) Overdosage. This section of tha
labeling shall describe the signs, symp-
toms, and loboratory findings of over
dosage and the genersl principles of
“treatment. It shell include specific in-
formation, if available, eon emergency
treatment, ‘antidotes, and the value of
therapeutic measures such oy forced
emesis or diuresis or dlalysis,

(89) Dosage and aedministration. This
section of the labeling shall state the
recommended usual dose, the usual dos-
age range, and, where appropriate, en

upper imit beyond which the drug should
not be preseribed; dosares chall be stated
for each indication when appropriate. It
shall include the intervals recomamended
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between doses, the optimal method ot
titrating dosage, the usual ‘duration of
treatment, and any modification of dos-
age needed iIn special patient popula-
tlons, e.g., In children, in gérlatric ags
groups, or in patienis withrenal or hepat-
ic disease. Specific tables or norographs
may-be included to clarify dosage sched-

ules. This section shall also contain spe- -

-cific direction on dilution, preparation,
‘and administration of the dosage form,
# needed; storage condiflons for sta-
bility of the drug or reconstituted drug,
where important; and essential informa-
tlon on drug incompatibilities if the drug
1s mixed in vitro with other drugs.

(10) How supplied. This section of the
labeling shall include information on
the available dosage forms to which the
1abeling applies and for which the manu-
facturer or distributor is responsible.
Such informetion- shall ordinarily In-
clude:

@ -The potency of the dosage form,

e.g., 10 meg, tablets, in metric system and, -

if the apothecary system is used, it shall
be placed in parentheses after the metrlc
designation;

(i) The units of issue of the dosage
form, e.g., bottles of 100;

(ill) Appropriate information to fa-
ciﬁtate identification of the dosage forms,
such as shape, color, coating, scoring,

. National Drug Code, efe.; and

(iv) Special handling and storage i con-f

ditions.
(11) Animal pharmacology and/or ani-
mal foricology. In most cases, the label-
- Ing will not include this section. Signifi-
cant animal data necessary for safe and

effective use of the drug in humans shall

ordinarily be included in one or more of
the sections of the Iabeling described
above, as appropriate. If the pertinent
animal data cannot be appropriately in-
corporated into other sections _of the
labeling, this one may be used.

(@) The date of issuance or the date of
the latest revision as required by § 1.106
(b) (5) shall be placed prominently in
the top right hand .corner of the first
page of the text of such Iabeling.

(e) “Clinical Studies” and *“Refer- .

- ences” sectlons shall not be used in the
labeling uhnléss by waiver.or unless the *
citation is in lieu of a detailed descrip-..
tion of a_subject that is of limifed in-
terest but nonetheless important, as for
example, & complexd@ssay procedure. Ref-
erence to a specific important clinical
study (s) may be made in the text.of the
package insert when this is essential to
an. understandable presentation of the
available information. Such references
shall be used in rare circumstances only.
No clinical studies or references cited in
labeling may refer to indications or uses
not stated in the “Indications” section.

() A waiver of the requirements of
§ 314.111(a) (5) (il) of this chapter pur-
suant to this section or § 1.105(e) (6) (D)
and (vil) shall be requested -by sub-
mifting pertinent data, information and
rationale in writing, in triplicate, to the
Director, Bureau of Drugs, Food and
Drug Administration or, where appli-
cable, the Director, Bureau of Biologics,

PROPOSED RULES

Food and Drug Administration., Such
walver shall be granted or denled In
writing by such Director or his designee.

PART 3—STATEMENTS OF GENERAL
POLICY OR INTERPRETATION

§3.74 [Revoked]
4, In Part 3 by revoking § 3.74.

Interested persons may, on or befére
June 6, 1975, file with the Hearing Clerk,
Food and Drug Administration, Rm.
4-65, 5600 Fishers Lane, Rockville, MD
20852, written comments (preferably in
quintuplicate) regarding this proposal
Recelved comments may be seen in the
above office during working hours, Mon-
day through Friday.

Dated: March 18, 1875,

A, M, SoHraoT,
Commissioner of Food and Drugs.
[FR Doc.T6-8764 FPiled 4-4-175:8:45 am]

DEPARTMENT OF
- TRANSPORTATION

Federal Aviation Administration

[14CFRPart71]
[Atrspace Dooket Ko, T6-GI-13]

CONTROL ZONE AND TRANSITION AREA
’ Proposed Alteration

‘The Federal Aviption Administration
15 consldering amending Part 71 of the
Federal Aviation Regulations so as to
alter the control zone and transition
area at Marion, Indiana.

Interested persons may participate in
the proposed rule making by submitting
such written data, views or arguments
as they may desire. Communications
should be submitted In triplicate to the
Director, Great Lakes Region, Attention:
Chief, Air Trafiic Divislon, Federal
Aviation Administration, 2300 XEast
Devon Avenue, Des Plaines, Illinols
60018. All communications received on
or before May 7, 1975 will be consldered”’
before actlon is taken on the proposed
‘amendments, No public hearing is con-
templated at this time, but arrangements
“for informal conferences with Federal
Aviation Administration officials may
be made by contacting the Reglonal Air
Trafiic Division Chief. Any dats, views or
arguments presented during such con-
ferences must also be submitted in writ-
ing in accordance with this notice in
order to become a part of the record for
conslderation. The proposals contained
in this notice may be changed in the
light of comments received.

A public docket will be ayailable for
examination by interested persons in
the Office of the Reglonal Counsel, Fed-
eral Aviation Administration, 2300 East
Devon Avenue, Des Plaines, Ilinols.

The controlled airspace at Marion,
Indiana, has been reviewed and was
found to need revision to protect the
present approach procedures.

In consideration of the foregoing, the
Federal Aviation Administration pro-
poses to amend Part 71 of the Federal
?vlrtt;.ltion ‘Regulutions as hereinafter set

0
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§71.171 [Amended] o

1, In § 71.1T1 (40 FR 359), the follow-~
ing control zone is amended to read:

RIARTION, INDIANA

Within a 6-mfle radlus of ths Marion
Lfunicipal Afrport, (Letitude 40°29°27" N.,
Longituds 85°40°43*’ W.); and within 25
mile3 each side of the Marion VOR 042°, 211°
and 320° radlals; extending from the 5-
mile radius to 6 roiles northeast and north-
west and 65 miles southwest of the VOR.
This control zons 1s effective during the
specifis datea and time3s established in ad-
vance by a Notice to Alrman. The effective
date and tims will thereafter bs con-
tinuously published in the Alrmen’s In-
formation Xanual.

§71.181 [Amended]

2. In § 71.181 (40 FR 441), the follow-
ing transition area is amended to read:

MMARION, INDIAMA

That alropace extending upward from 700
feot above tho surface within a 5-mile radtus
of the Marfon 2Municipal Alrport, Marion,
Indiana (Latituds 40°29°37" N, Longitude
85°4043"” W.): and within 3 miles each. side
of the Afarion VOR 042°, 211°* and 320°
radials, extending from ths &-mils radius
to 8 mlles northeast, southwest and north-
wost of the VOR.

(Soc. 307(a) of the Federal Aviation Act of
1958 (49 US.C. 1348), and of sec. §(c) of
the’ Department of Transporta.tion Act [43
U.8.C. 1655(c) 1)

Issued in Des Plaines Iilinois, on
March 10, 1975. .

~JOHN M, Cnocxr,
Director, Great Lakes Region.

[FR Doc.76-8352 Plled £-4-~75;6:45 am]

[14CFRPart71].
[Alrcpace Docket Ho. 75-EA-1T]

TRANSITION AREA
Proposed Alteration

The Federal Aviation Administration
is consldering amending § 71.181 of Part
71 of the Federal Aviatlon Regulations
5o as to alter the Martinsburg, W. Va.,
Transition Area (40 FR 536).

A review of the airspace requirements
Jor the Martinsburg, W. Va., terminal
area indicates that alteration of the
transition area Is required to refiect the
current fransition area requirements for
IFR arrlvals and departures at Martins-
burg Municipal Airport.

Interested parties may submit sach
written data or views as they may desire. .
Communlications should be submitted
in triplicate to the Director, Eastern
Reglon, Attn: Chief, Air Traffic Division,
Department of Transportation, Federal
Aviation Administration, Federal Build-
Ing, John ¥, Kennedy International Air-
port, Jamalca, New York 11430. All com-
munications recelved on or before
May 7, 1975 will be considered before
action is taken on the proposed amend-
ment. No hearing is contemplated at this
time, buf arrangements may be made for
informal-conferences with Federal Avi-
atlon Administration officials by con-
tacting the Chlef, Airspace and Proce-
dures Branch, Eastern Region.
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