


SUBCHAPTER F—REGULATIONS UNDER SPE-
CIFIC ACTS OF CONGRESS OTHER THAN THE
FOOD, DRUG, AND COSMETIC ACT

PART 273—BIOLOGICAL PRODUCTS

Procedures for Review of Safety,
Effectiveness and Labeling

A proposal regarding procedures for
the review of safety, effectiveness and la-
beling of biological products was pub-
lished in the FEDERAL REGISTER of Aug-
ust 18, 1972 (37 FR 16679)., Interested
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persons were invited to submit comments
on the proposal within 60 days. Com-~
ments were received from the Pharma-
ceutical Manufacturers Association, 12
affected manufacturers and several pri-
vate individuals. These comments con-
cermed almost every parf of the ;n'oposal
and its accompanying preamble, In ad-
dition, many other comments were re-
ceived from physicians and recipients of
bacterial vaccines which, although re-
ferring to these regulations, did not offer
any comments on the proposed proced-
ure, but rather concerned themselves
only with the review for safety and effec~
tiveness of bacterial vaccines and anti-
gens whose label bears the statement
“No U.S. standard of potency.” These
comments were considered as being re-
sponsive to the call for information on
such Dbacterial vaccines and antigens
which was published in the same issue of
the Feperal ReGIsTER (37 FR 16690), and
have thus been filed with other data re-
ceived on these products.

(GENERAL COMMENTS

1. Comments received from some phy-
sicians indicated concern that the Food
and Drug Administration will spend pub-
lic funds on a review which will result in
the removal from the market of drugs
which physicians are currently using and
which patients need. As the advisory re-
view panels will be constituted in such a
manner that practicing physicians will
be well represented, the needs of the pa-
tients for whom they care will be fully
considered. Furthermore, any persons,
particularly physicians, who have sci-
entific and/or clinical information con-
cerning these products will be given full
opportunity to present such data to the
advisory panels. It should be noted that
the FDA has no desire to reduce the
number of biological products available
to the practicing physician and his pa-
tients. The agency’s overriding purpose
is to assure everyone who administers or
receives a biological product that he is
utilizing a product which is safe and ef-
fective for its labeled purpose.

2. Many comments were received
which indicated that for many biological
products there is & positive correlation
between potency standards and clinical
effectiveness, and that therefore the re-
view should be limited to products for
which ability to control disease has not
been demonstrated. If not so limited, one
comment requested that for products
recognized as effective, a group submis-
sion should be permitted. Section 273.745
(b) of the proposed regulations indi-
cated that the submission should follow
the published format unless changed in
the formal FEpERAL REGISTER notice re-
questing data, thus indicating an aware-
ness by the FDA that such information
may not always be requested. This sec~
tion has been modified to clearly indicate
that when the Commissioner of Food and
Drugs determines that the available
documented data are clear concerning
the safety, effectiveness, or proper label-
ing of such products, the particular re-
quest for data and information will indi~
cate that the usual format need not be
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followed, and will also specifically indi-
cate what information should be sub-
mitted and in what format.

3. Many comments stated that the pro-
posed regulations combined the sub-
stance of the requirements of the Fed-
eral Food, Drug, and Cosmetic Act with
the procedural requirements of the Pub-
lic Health Service Act, by making the
standards of safety and effectiveness set
forth in the new drug provisions of sec-
tion 505 of the Federal Food, Drug, and
Cosmetic Act applicable to biological
products through the employment of the
licensing provisions of the Public Health
Service Act. These comments contended
that such a combination was not legally
permissible. To the confrary, biological
products, subject to regulation under sec~
tion 351 of the Public Health Service Act,
are also drugs, within the meaning of
section 201(g) (1) of the Federal Food,
Drug, and Cosmetic Act, and are there-
fore also subject to regulation under that
act. Furthermore, Congress has clearly
indicated its intentions in this regard
in that both acts clearly and unequivo-
cally state that nothing in either -act
shall be construed so as to in any way
affect, modify, repeal, or supersede the
provisions of the other act. It is there-
fore clearly permissible for the agency to
develop a comprehensive regulatory pro-
gram which combines the applicable pro-
visions of Both acts so as to regulate all
biological drugs uniformly and efficiently.

4. Some comments argued that the li-
cense of a biological product which is not
a new drug within the meaning of sec-
tion 505 of the Federal Food, Drug, and
Cosmetic Act cannot be revoked solely
because a product is lacking in substan-
tial evidence of effectiveness. With re-
spect to biological products which are
new drugs, these comments argued that
the agency can only withdraw approval
of the products under the procedures, and
subject to the judicial review provided
for, in the Federal Food, Drug, and Cos-
metic Act. Regardless of whether a par-
ticular biological product is a new drug,
however, all biological products are sub-
ject to the misbranding provisions of both
section 502 of the Federal Food, Drug,
and Cosmetic Act and section 351(b) of
the Public Health Service Act. A bio-
logical product whose label purports,
represents, or suggests it to be effective
and/or safe for certain intended uses,
and which is not safe and effective for
such uses, is misbranded within the
meaning of both acts, and therefore
should not and will not be licensed under
section 351 of the Public Health Service
Act. Congress has clearly stated that a
misbranded biologic may not be distrib-
uted in interstate commerce.

5. One comment argued that the pro-
posed procedure would illegally shift the
burden of proof upon the licensee to show
that his product is not misbranded. This
is not the situation. No license has been
issued in the past for a product that the
agency believes to be misbranded. The
burden is on the prospective licensee, as
it is upon a new drug applicant, to show a
lack of misbranding to obtain a license
or an approved new drug application, and
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this burden remains on the licensee or
new drug applicant after the license or
new drug applcation is issued and ap-
proved.

COMMENTS RELATING T'0 SPECIFIC PROVI-
sions or ProPOSED § 273.245 (21 CFR
273.245)

I. PARAGRAPH (4)-—ADVISORY REVIEW
PANELS

1. Numerous comments were received
requesting that the final order indicate
the categories of products to be reviewed
and their anticipated order of review, and
further, that in the call for data and
information for a particular category, the
proper name of all products included in
the category be stated. It is anticipated
that nine designated categories of bio-
logical products shall be reviewed, the
reviews to commence in the following
order:

(a) Bacterial vaccines and bacterial
antigens bhearing labeling stating “No
U.S. standard of potency.”

(b) Bacterial vaccines and toxoids
with standards of potency, single or in
combination.

(c) Viral vaccines, single or in com-
bination, and Ricket{sial vaccines.

(d) Allergenic extracts.

(e) Skin test antigens.

() Immune serums, antitoxins and
antivenins.

(g) Blood and blood derivatives.

(hy In Vitro diagnostic reagents.

(i) Miscellaneous (all other biological
products not falling within one of the
above therapeutic categories).

2. Several comments suggested that the
regulations require -that the advisory
panels include persons from lists sub-
mitted by interested organizations,
rather than allowing the inclusion of
such persons to be discretionary. Further,
thay stressed that qualified persons of
divergent views be mandatorily included.
The Commissioner intends that the ad-
visory review panels be both highly quali-
fied and broadly representative of re-
sponsible medical and scientific opinion.
Therefore, these comments are accepted
and the regulations have been revised
sccordingly.

11. PARAGRAPH (b)-—REQUEST FOR DATA
AND VIEWS

1. Many comments were received ques=
tioning the FDA’s authority summarily
to revoke a license for a biological prod-
uct on the ground that the requested
data and information were not submit-
ted. The FDA has sufficient authority
under section 351 of the Public Health
Service Act to revoke a license for a will-
ful failure to submit required safety and
effectiveness data. Nevertheless, the
Commissioner has determined to revise
the procedures governing the treatment
accorded licensees failing to submit
safety and effectiveness data for their
products. Licenses for such products will
not be revoked until such time as the
Commissioner has published the final
order establishing standards for the
safety, effectiveness, and labeling of the
particular category of blological prod-
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ucts, and the products for which no data
have been submitted fail to meet those
standards. 'This approach has beei
adopted so as to ensure that no person
currently receiving a licensed biological
product in a medical context will be de-
prived of any of the possible benefits of
the product until an expert, advisory
panel has made a thorough evaluation
of all available safety and effectiveness
data concerning the product. As the ma-
jority of currently licensed biologics have
been in use for a substantial period of
time, and were evaluated for safety prior
to initial licensure, the Commissioner
finds that no substantial safety risk will,
be presented by allowing such products
to remain on the market pending a
thorough review. The Commissioner ex-
pects that all responsible licensees will
actively participate in the review by sub-
mitting all relevant safety and effective-
ness data at their disposal. A considera-
tion of the public interest in assuring
that only safe, effective, and properly
labeled biologics are available to the
American public demands nothing less
than full participation by all concerned
manufacturers. Should such participa-
tion not be forthcoming, the Commis.
sioner reserves the right to reconsider
this decision to permit interim marketing
of products for which no submission has
been made.

2. Several comments were received
requesting that the data submitted pur~
suant to these review procedures be con~
sidered confidential, even after the evalu-
ation of the particular advisory review
panel has been completed. The FDA posi-
tion in this matter is that while data
submitted in confidence is being reviewed
by the panel, FDA will protect the datd’s
confidentiality if it is entitled to such
treatment urider the provisions of 18
U.S.C. 1905, 5 U.B.C. 552(b), or 21 US.C.
331(j) . However, the data would be made
available to the public 30 days after pub~
lication of the proposed order unless the
person submitting the data can demon-
state that it is In fact still entitied to
such confidentiality. Such action protects
both the confidentiality of true trade
secrets as well as the public’s right to
understand the basls for governmental
decisions that vitally affect it. In keeping
with the congressional intent of the
Freedom of Information Act (8 U.S.C.
552), the FDA is making available to the
public as much of the biologics effective~
ness review data and information as is
permissible under the law.

3. Several comments were received in-
dicating that the time of 60 days which
was allotted for submission of data was
insufficient, especially in those cases in
which a manufacturer is licensed for
several products within the same cate-
gory. The Commissioner recognizes that
in certain instances 60 days may be an
inadequate period of time in which to
gather and submit the requisite data. On

the other hand, in certain instances sub-*

mission of data may be in an abbreviated
form, and the time should be set accord-
ingly. Therefore, this section has been

amended to Indicate that the submission’

shall be within 60 days, unless otherwise
indicated in the notice for a particular
category.

ITI. PARAGRAPH (b) (3), ITEM I

A. Label or labels and all other label-
ing. 1. Comments were received request-
ing that the requirement for submission
of labels be limited to the final con-
tainer label, package label, and package
enclosures. In addition, several com-
ments indicated that they assumed that
the requirement for labeling pertained
only to domestic labeling. While the only
labeling that need be submitted by a
manufacturer is the container and pack-
age label, as well as the package insert,
the Commissioner intends that export as
well as domestic labeling be submitted,
since section 351 of the Public Health
Service Act and the Federal Food, Drug,
and Cosmetic Act regulate the export of
biological products as well as interstate
commerce in such products. The regula-
tions have been revised to clarify this
point.

1 4RAGRAPH (D) (3), ITEM III

B. Complete quantitative composition
of the biological product. 1. Comments
were received stating that the Food and
Drug Administration’s request for the
complete quantitative composition of the
biological broduct was not necessary be-
cause the review covered only the safety
and efficacy of active ingredients. Since
inactive ingredients may markedly affect
the stability, and therefore the potency
and effectiveness of a product, the com-
position of all ingredients must be
known. These comments have therefore
been rejected.

PARAGRAPH (b) (3), ITEM VII

C. Summary. 1. Several comments sug-
gested that the last sentence in this sec-
tion should be revised to indicate that
the explanation of the absence of con-
trolled studies in the materials submitted
be permitted to include not only why
such studies are not considered neces-
sary, but also why they are not consid-
ered to be feasible. As it is not the
Commissioner’s intention to require con-
trolled studies where they are clearly not
feasible, the suggestion has been ac-
cepted and the regulations have been re-
vised accordingly.

PARAGRAPH (b) (3), ITEM VIII

D. Signed statement. 1. There was a
request that this section be revised to
indicate clearly that the designated
statement be permitted to be filed either
as a corporate submission, a submission
signed by the responsible head, or a
submission signed by the individual re-
sponsible for the submission, In order to
clarify the meaning of this section, it
has been revised to state that the state-
ment must be signed by the person who
is the “responsible head” as designated
in 21 CFR 273.500. The request that cor-
porate submissions be permitted is re-
jected, for the Commissioner is con-
vinced that requiring the responsible
head of an establishment to sign the
statement will promote the submission
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cotvhenive and balanced

- sHAGRAPIL (C) —DELIBLRATIONS OF AN
ADVISORY REVILW PANEL

1. Scveral comments concerned the

i provision that any interested person may
; request an opporfunity to piesent his

! oviews orally to the panel. They stated

that orid presentations made to the panel
shounld not be bazed on whellier ot not
the panel wished W hoar such jacsenia-
tions, but that suci presentations should
be o matier of right. The pancl, how-
ever, wust rezerve the right to grant or
deny o request to make an oral presen-
tation on the basis of the merits of the
requcst as well as on the amouut of time
available. The Commissioner has there-
fore rejccted these reguests, preferring to
leave the panel with discretion to grant
or deny a request for an oral presenta-
tion, since they alone know whether the
presentation requested may present datia,
infcrraation, or views in which they are
Interested. The Commissioner believes
. that no reasonable request will be denjed,

V. PARAGRAPH (d) —STANDARDS FOR SAFETY,
EFFECTIVENESS, AND LABELIN

A, Parcoraph (d), subparagraph (1Y

salely. 1. Several co:minents were made

recucsting that {hie definition of safety

be broadened so a3 to include a consider-

stion of the benefil to risk ratio of the -

particuiar product under review. As sub-
paragraph (3) of this paragraph indi-
cates that the bonefit to risk ratio of &
blologicel product shall be considered in
delermining both safely and eflective-
ness, the proposed revision of the defini-
$ioir of safety is unnecessary.

B. Faragrogh (d), subpcagraph (2)
efiectivencss. 1. Several comuments re-
quested that the definition of effective~
ness be extended fo allow in certain situ~
ations for aiternative methods, such as
serological response evaluation in clinical
studies, and appropriate animal and
Ioboratory assays, to serve as adequate
substantiation of effectiveness, Although
this subpsaragraph as originally proposed
indicated that in certain circunstances
alternative meihods of investization will

be adequate to substantiate effectivencss,

this subparagraph has been amended to
Indicate with greater specificity that al-
ternative procedures may be considered
satisfactory. .

Vi. PARAGRAPH (0)~—ADVISORY REVIRW
PANEL REPORT 30 THE COMMISSIONER

1. Comment vas received requesting
that the report of the advisory review
anel be submitied to the concerned
manufacturers ot the same time that it
is sulunitted to the Commissioner. This
request has been rejected, sinice the ro-
porlt of each panel is advisory to the
Comunissioner, who has the final xu-
thority cliber {0 accept or to 1eject the
conclusions and recommendaiions of the
panel. It should be poted in this connecg-
tion thal the reeulitions provide that at
such tine as the Conunissioner publichics
thic yroprosed order in the Frorrirn Reg-
1STER, hie shall also publish the full report
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or repors of the panel, I chondd farther
be noted that interested partics, includ-
ing conswners and manufaciurers, will
e kept fully tuformed of the delibera-
tions of the panel throuel linison rep-
resentatives. It §s therefore anticvipated
that concerncd members of industry and
the gencral public will have amplc op-
portunity to espress their vicws to {he
pancl, The Freedom of Information Act
would alto prohibit any speciat submis-
ston of the punel rehort to industry be«
fore its peneral release.

2. Commenis were also reccived as-
serting that the advisory panels cannot
state the type of studies that should be
done for biological products deemed {0

be neither safe and effective nor unsafe’

and ineffective, since the desig of sludy
protocpls are the prerogative of the
licensee and hot of the advisory panel.
The Conunissioncr has no inteniion
whatever of infringing on the right of
& manufacturer to conduct whatever
studies it wishes. The Commissioner will,
however, pive carcful counsideration to
the recommendations of the advisory

panels regarding appropriate studies

during his evaluation of the adequacy of
s licensee’s - or spplicanl’s proposed
studies.

VII. PARAGRAFIIS ¢f) AND (£)~—PROPOSED
AND FINAL ORDERS

1. Comment was received requesting

that the proposed and fingl orders be:
made available to concerned licensees -

prior to their publication in the FEpErAL
RrorsTer. Inosmuch as industry, along
with consumers, will have & Baison mem-
ber on the panel to keep it informed, and
because the Commissioner has an obliga-
tion to 211 members of the public to
kecp them informed as promptly as
possible, no change will be made in
cither of the fwo paragraphis concerning
the procedures to be followed with re-
spect to the availability of the proposed
and final orders.

VIII, PARAGRAPE (h)-—ADDITIONAL STUDIES

1. Some comments Indicated that 30
days is- an inadequate perlod of time
in which to undertake any further
studics which may be necded. These
comments stressed that, except in rare
instances, studies which may be reguired
could probably not begin within that

time period due to pecessary planning. -

Althouph the Commissioner has ingi-
cated thad this 30-day period may be
extended if necessary, the regulations
have been amended to more specifically
provide for an additional piriod of time
from the publication of {he final order,
providing certain prescribed conditions
are met. ’

IX. PATAGRAPH (1}~—CATEGORITS OI' BIOLOG-
ICAL PROPUCTS IO TE REVIEAWEDR

1. Some comments were received con-
corning the need for a different type of
review  for ‘those biologlenl products
which are also in viltro diagnostic re-
arents, Xt i anticipated that the format
for submissions may in faed need to be
revised for in vitro diagnostic reagents,
but ¥ is believed that the format is
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sufficienily fiexible ta cover these prod-
nets. IL showld further be noted that
such products arc also the subject of
the impending In vitro diagnostic prod-
uct review (37 IR 16613, and that the
two reviews will he coordinated.

Therefore, pursuant to provisions of
the Federal Food, Drug, and Cosmetic
Act (sces. 201, 502, 500, 701, 52 Stlat.
1040-1042, as amended, 1050-1053 as
amended, 1055-1056 as amended by 70
Stat, 919 and 72 Stat. 948; 21 U.S.C, 321,
352, 355, 371, the Public Health Serv-
ice Act (scc. 351, 58 Stat. 702, as
asmended; 42 U.8.C. 262), and the Ad-
ministrative Procedure Act (secs. 4, 10,
60 Stat. 238 and 243, as awmended; 5
U.S.C. 583, 702, 703, 7104), and under’
authority delegated 1o {he Commis-
sioner, Part 273 is amended by adding
a new section, as follows:

§ 273.245 Review procedures tn defers
minc that licensed Liologica! products
arc sufe, effcctive; and not mise
branded wonder preseribed, recom-
mended, or suggeste conitions of use.

For purposes of reviewing biological
products that have been licenscd prior
to July 1, 1972, to delermine that they
are safe and effective and not mis-
branded, the following regulations shall
apply. Prior adminiciraiive action ex-
empting biological products from the
previsions of the Federal FMood, Drug,
and Cosmetic Act iIs superseded fo the

‘extent that these repulations resuit in’

Imposing requirements pursuant to pro-
visions therein for a designated blolog-
{cal product or category of products.

(@) Advisory revicw panels. The Com-
miscioner of Food and Drugs shall ap-
point advisory review panels (1) to
evaluale the safety and effectiveness of
biological products- for which a license
has been issued pursuant to section 351
of the Public Healih Scrvice Act, (2) to
review the labeling of such biological

products, and (3) to advise him on

which of the biolegical procducts under
review are safe, effective, and not mis-
branded. An advisory review panel shall
be establishied for each designated cate~
gory of biological product. The members
of a panel shall be qualified experts,
appointed by the Comnissioner, and
shall include persons from lists submit~
ted by organizations representing pro-
fessional, consumer, and industry inter~

“ests. Such persons shall yepresent a wide

divergenco of responsible medical and
scientific opinion. The Comimissioner
shall designate the chairman of each
panel, and summary minutes of all meet~
Ings shall be made.

(b) Request for datn and views. (1)
The Commissioner of Food and Drugs
will publish & nolice In the Fevruan
Recrsrer requesting inlerested persons {o
submit, for review and cvaluation by an
advisory review pancl, published anf an-~
published daia and information perti-
nent to a designated category of Liologi-
cal products.

(2) Data and information submitted
mursuant {o o published notice, and fall-
ing within the confidentinlity provisions
of 18 U.S.C. 1906, b U.S.C. 552, or 21
U.S.C. $31¢jy, shall be handled by the
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-Drug Aﬂ.ulni*.tx ation

nd Jeary revicw p
us confidenting
wntil publication of o proposed evulune
tion 0f the bLioluzics under review ond
the full rc;m-b or reports of the panel,
Thirty doys thiercafter such datla and in-
formation shnu Le made publicly avails
able and may be viewed at the Ofice of
the Hoarine Clork of the Food aud D
Adcmintstrution, except to the extont that
the porson submitting it demensitrates
that §t sttt falls within the confirlouti-
ality provi-ions of one or more of thu.c
stututes.

«3» To b considered, 12 copics of the
submission on any marketed biolopleat
product within the class shall be sub~
mitted, preferably bound, indexcd, and
on standard sized papcr, approximately
815 x 11 fuches. The time allotted for
submissinns will be 60 duys, unles other-
wise incicated in the specific notice re-
questing dazta and views for a pariicu-
lar category of biniofical products.
When equosted, abbreviated submis-
sions shiou!d be sent. All submissions
shall Le in the following format, indi-
cating “none™ or “not npplicable” where
appropriate, unless changed in the Fep-
ERAL REGISTES notice:

BIOLOGICAL I'20DUCTS REVIEW INFORMATION

I. Label or Jabels and all other laheling
{preferably reounted. ‘Facshintio labeling ts
aceeptable in Yeu of actual container labels
$np), incthuding labeltng for export.

II. Representative tds'ertlslng used during
the . past § years.

LI The camaplete quantitative compost-
tlon of the bixogleal product. ,

IV. Anima? safety data,

A. Individual active components.

1. Controlled studies.

2. Parifally controlled or wuncontrolied
studies.,

_.~ B, Combinations of the indivldual active
“eomponents.

1. Controticad studies. .

‘tz. Partlally controlled or uncon!.roncd

udies,

C. Finished blological product.

1. Controlled studics.

2, Partfally controlled or uncontroncd
studles.

V. Human safty data,

A, Individusl active components.

1. Controlled studies. .

2. . Partially controned or uncontroued
studies.

8. Dacumoented case reports.

4, Pertincr:t marketing experiences that
may Influence a doternuination as (o the
safety of each tadividual active component.

6. Pertinent medical and scientiiic litern-
ture.

B, Combinsations of the ludl\ldual active

.components.

1. Controileddt studics.

2. Pastiatty controlled or uncontrolled
studies.

3. Documen‘ed case reports.

4. Perrinent marketing exporlences that
may induaonae o :lotennm-\.ion ax Lo tho
safety of combinatlons of he individual
active conapoLInts,
¢ 5. Pertinent medical and sclentille Hiteras
ure,

C. Flul:nied blalarteal product.

3. Cotttrolt ~E studies,

2. Partially controlled or uncontrolled
studles,

3. Documented case reporis.

sancl and the Faod and

"-Puu:s mm nnoomnons'-

4, lerthaeat ,,.‘mo rv;n rxmeos that -

(-4

Ay e pen n de coradnation as to 1l
LCL 5 0f the Lot Ledt blotopiesl product,

& Tertinent aedical atd sclentific Hicrae
ture, .

LT v data,

A Liadic ntunt netlve components,

1. Cantrolled studies,

2. furtially controlled or uncontrolled
FE R

% 1 wumented case reports, -

4 rertinent marketng experiences that
e Luuence o deterniination on the eflicacy
6! ea. b tLalividual active component.

& Pertinent medical and scienlific literas

fure,
B Combinations of the individual active
cutapatients, .

1. Conirolied studies.

2. Partially controlled or unecontrolled
sludics,

3. Documented case reports,

4, Pertinent marketing experiences that
may influence a determination &8 to the
cifectiveness of combinations of the indi-
vidual active components,

5. Pertinent medical and sclentific litera-
ture.

C. Finlshed biological product.

1. Controlled studles.

2. Partially controlled or uncontrolled
studies,

3. Documented case reports.

4. Pertinent marketing experiences that
mey influence & determinstion ss to the
effectiveness of the finished biological
product.

v 5. Pertinent medical and sclentific Jitera-
ure.

VII. A sunmary of the dats and views
setting forth the medical rationsl end pur-
pose. (or lack thereof) forthe biologicil prod-
uct and its components and .the -sefexitific
basis (or Jack thereof) for the, topelusion
that the biological product, including- its
components, hns been proven safe ang effec-
tive and is properly labeled for the intended
use or uses. If there is an absence of con.
trolled studies in the matcrials submitted,
an explanation as. to why such stodies are-
not considered necessary or feasitle shall
be Included.

. VIIL It the submsission is by a licensee, o
statemene signed by the responsible head (as
defined in 31 CFR 273.500) of the ticonseo

» {2) Any Interestod. .mrson may roquest
_in writing an opportunity to present orat
" yviews to the panel, Such writien requests
for oral prescuitations should Include a
summarization of the data to be pre-
sented to the pancl. Such request may
be granted or denied by the pancl.

(3) Any interested person may present
written data and .views which shall be
considered by the panel, This informa-
tion shall he presented to the panel in
the format set forth in paragraph (b)) ()
of this scction and within the time period
established for the biological product
catepory in the notice for review by a
pancl.

{d) Standards for scfcty, cficctiveness,
and labeling, The advisory review panel,
in reviewing the submitted data and
preparing the panel's conclusiors and
recommendations, and the Conumissioner
of Food and Drugs, in reviewing and
implementing the conclusions and rec-
ommeidations of {he panel, shali apply
the following standards to determine
that a biological product is snfe and ¢f-
fective and not misbranded.

(1) Safety méans the relative freedom
Trom harmful eficct to persons afiected,
‘directly or indirectly, by & product when
prudently administered, taking-into con-
sideration the character of the product
in relation to the condition of the re-
cipient af the time. Proof.of safety shall
consist of -adequate -tests by methods
reasonably applicable  to show .the
blological. product Issafe wumder the
prescribed conditions -0f: tise; Inclading
resudts of signifleant humen ‘experience
during use.

(2) Effectiveness means a reasonable
expectation that, In-s catit pro-
portion -of the targel ‘population, the
pharmacological ‘or wther effect of the
biological product, whenused under ade-
quate direcbions.,for yse ghd warnings
againstamsate use;will serve's clinically
* significant’ function dn.-the - .diagriosis,

- ghall be included, stoting that to the best. cure, mitigation, treatmént; Sorpreven~

of his knowledge and belief, it incindes ﬂl & tion of disease in man. Proof bf effective-

information, :tavmble and unfarorabl
pertinend to an evaluation of the mfety,
cficetiveness, and lebeling of the product,
including information derived from investi-
gatlon. commercial marketing, or pudlished
1ttcrature, If the sybmission is by.en inter.
ested person other than a licenses, s state-
soent signed by the petson responsible for
such submission shall be included, stating

that 1o the best of his knowledge and be-.

1L, 1t falrly refiects a baldnce of &1 the in-

formation, favorable and unfavoroble, avatle -

able 10 Him pertinent to an‘evaluation of the

safety, effectivencss, and labéling.of the.

product,

() Dz,macrations of an adrisory rcview
pancl. An ‘advisory review panel will
meet as often and for as long as s ap-

_propriate to review (he dala sobmitted

to it and to prepare a yeport containing
its conclusions and recommendations to
the Commissioner of ¥ood and Drugs
with respect to the safcty, cffeciiveness,
and Iabeling of the blological products
in the designated category under review,

(1) A pancl may also consult any indi-
vidual or group.

ness shall consist of controlled clinical
investigations as defined in-§ 130.12(2)
(5) (G1) of this chaptcr, unless this re-
quirement is waived on the basis of-s
showing . that it is not reasonably ap-
plicable to the: biological product o
essential to the vandity of the investiga-
tion, and that an’ a’ltemative method "ol
inyestigation isadequiite.to substantiat
cffectiveriess, -Alternate dnethotls, -suck
es serological -résponse aluatxon»a
clinical stodies atid appiopriate anima
and other laboratory assay evaluation

- may be adequate to substantiate effec

tiveness where a previously accoptes
correlation befween data generated §
this way and clinieal eflcctivenes
already exlists, Investigations may b
corroborated by partially confrélled o
uncontrolled studics, documented clinf
cal studies by qualified experts, and re
ports of significant humun experienc
during marketing. Isolaled case report.
random cxperienc, and reports lackin
the details which pernvib solentific. eval
uation will not be constdered,
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43+ The beonelit-lo-ti e yatio of
Liolasleal product shall he cansidered in
determinin. sifety and effectiveness,

4y A bindaical produet mav combine
two or niore sade and cifective active
casaponents: () When ewch aetive com-
ponent madzes o contrilbition to the
ciainwd cffect or effeets; (i when come
bingi of the actlive ingrediends does not
decrease the purily, poteney, safety, or
cilcctiveness of any of the individual nc-
Ltive componants: and (i) if the comixt=

watinn, vhen wed under edequate diree~

tions for usze and warnings ueainot un-
safe tise, provides rational concurrent
preventive therapy or trcatment for a
signinicant proportion of the target
population,

(%) Labeling shall be clear and truth-
ful in all respecis and may not be false
or misleading in any partiiculir. It shall
comply with scction 331 of Lhe Public
Heaith Service Act and sections 502 and
503 of the Federal Food, Drug, and Cos-
metic Act, and in particular with the
applicable requirements of §§273.600
through 273.605 and 1106 ¢f this
chapter.

(e) Advisory review panel report to the
Commissioner. An advisory review panecl
shall submit to the Commissioner of
Food and Drugs & report containing the
panel’s conclusions and rccommenda-
tions with respect to the biological prod-

ucts falling within the category covered
by the pancl. Included Within this report
shall be: -

(1) A statoment which deslgnates those
blological products cetermined by the
panel to be safc and effective and not
misbranded. This statement may include
any condition relating to aclive com-
ponents, 1abeling, tesis required prior to
release of lots, product standards, or
other conditions necessary or appropriate

for thelr safety and effcctiveness,

(2) A statement which designales
those biological products determined by
the panel to be unsafe or incffective, or

" to be misbranded. The statement shall

include the panel’s reasons for each such
determination.

3) A statement which designates
those biological products determined by
the panel not to fall within either sub-
paragraph (1) or (2) of this paragraph
on the basls of the panel's conclusion
that the available data are insuflicient to
classtfy such blolonical products, and for
which furiher testing is therefore re-
quired. ‘The report shall recommend with
as much specificity as possible the type
of further testing required and the tine
period within which it micht reasonably
be concludad. The report shall also ree-
ommiend vwhether the product license
should or should not be revoked, thus
permitiing or denying continuied manu-
facturing angd markeiing of the biologi-
cal product ponding co:mpletion of the
testine, This recommendution will be
bared ont an assessment of the present
cvidence of the safetly and effcctiveness

RULES AND REGULATIONS

‘of e protuct and the patential bucfits
and risks Jikely to result fron the con-
tinued use of the product for n limited
noriod of Ume while the questions raised
coneerninT {he product arc: Loisg re-
solved by further study.

Iy Proposcd order. &fter reviewing the
conclusions and rccommendalions of the
advisory review pancl, the Comniissioner
of Yood and Drugs shall pullich in the
Fenrrat RrcisTeR a proposcd order
containing:

(1) A statement designating the bic-
Jonical products in the category under re-
view that are determined by the Com-
missioner of ¥ood and Drugs to be safe
and effective end not misbranded. This
statement may include any condition re-
lating to active componenis, labeling,
tests required prior to release of lots,

product standards, or other condilions.

necessary or appropriale for their safety

and cffectiveness, and may propase cor- -

responding amendments in other regula~
tions under this Part 273.

(2) A statement designaling the blo-
logical products. in the category under
review that are determined by the Com-
missioner of Food and Drugs (o be un-
safe or ineffeclive, or to be misbrended,
together with the reasons thercfor. All
lcenses for Such producls shall be pro-
posed to be revoked.

(3) A statement designating the bio-
logical products not included in elther of
the above{wo statemsents on thebasis of

_the Commissioner of Food and Drugs de~

termination that the available dsta are
insufficient to classily such bielpgical
products under either subparagraphs (1)
or (2) of this paragraph. Licenses for
such products may be proposed to be re-
voked or to remain in effect oh an haterimm
basis, Where the Commissioner deter-
mines that the potential benefile out-
weigh the potential risks, the proposed
order shall provide that the product 1i-
cense for any biological product, falling
within this paragraph will not be revoked
but will remain in effect on an inferim
basis while the data necessary Lo sapport
its coutinued marketing are being ob-
talued for evaluation by the Food and
Drug Administration. The tests neces-
sary to resolve whalever safety ot effec-
tiveness questions exist shsit be
described.

(4) The full report or reports of the
panel to the Commissioner of Feod and
Drugs,

The summary minutes of the panel mect«
ing or meetings shall bo made avaBlable W
Interested persons upon request. Any inicr-
ested porson may, within 60 days afier pube
lication of the proposed order in tie Fouerat
Rrersteg, file with tho Henring Cierz of tho
Yood and Drug Administration wiitien come
ments in guintuplicate. Commenis saay bo
accompanted by n memorandum or brief {n
support thereof. Al commenis may b re«
vicwed at the oftice of the Hearing Clerk dur-
1y repalar working hieaus, Monduy through
Friduy,

4523

oy Final order. Aller reviewing the

_conunents, the Comminstoner of ldod

and Druess shall publish in the Feoneaw
Recisaer o finpl order on the matlors
covercd in the proposod orger. The final
order shall become eifeclive as speciﬁcd
in the order.

(h) Additional studies, (1) Within 30
days following publication of the final
order, cach licensee for o biological prod-
uct designated as reqguiring further study
to justify continued marketing on an in-
ferim basis, pursuant tn paragraph (f)
(3 of this section, shell satisfy the Com-
missioner of Food and Drugs in writing
that studies adequate and appropriate to
resolve the questions raised about the
product have bcen underiaken, or the
Federal Government miny undertake the
studics, The Commissioner may extend
this 30-day period if necessary, either to
review and act on proposed protocols or
upon indication from the licensee that
the studies will comumenre at a speclfied
reasonable time. If no such comniitment
is made, or adequale and appropriate
studies are not undertaken, the product
license or licenses shail he revoked.

(2) A progress report shall be filed on
the studies every January 1 and July 1
until completion. If the progress report
is inadequate or if the Commissioner of
Food and Drugs concludes that the stud-~
fes nre not being pursued prompily and
diligently, or if interim results indicate
the potential benefits'do not outweigh
the potential risks, the product license or
licenses shall be revoked.

(3) Promptly upon completion of the
studies undertaken on the. product,. the
Commissioner of Food and Drugs will re~
view all available data and will either
retain or revoke the product license er
licenses involved. In making this review.
and evaluation the Commissioner may
again consult the advisory review ranel
which prepared the report on the prod-
uct, or other advisory committees, pro-
fessional organizations, or experts. The
Commissioner shall take-sucly action by
notice published in the FEnerar REGISTER,

) Court Appeal. ‘The final order(s)
published pursuant to paragraph (g) of
this section, and any nolice published
pursuant to paragraph (h).of this sec-
tion, consitute final agency action from
which appeal lies to the courts. The Food
and Drug Administration will request
consolidation of all appeals in a single
court. Upon court appeal, the Commis-
sioner of Food and Drugs may, at his dis-
cretion, stay the effective ddte.for part
or all of the final order or notice, pend-
ing appeal and final court adjudication.

Effcetive date. ‘This order shall becoms
cffective on February 13, 1973.
Dated: February §, 1973.

SHERWIN GARDNER,
Deputy Conmissioner
of Food and Dirugs.

{FR Doc¢.73-2826 Piled 2-12-73;8:458 am]
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