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SUBCHAPTER F-REGULATIONS UNDER SPG 
CIFIC ACTS OF CONGRESS OTHER THAN THE 
FOOD, DRUG, AND COSMETIC ACY 

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 

neisons were invited to submit comments 
%- 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- 
cerned almost every part of the prOPOsa1 
and its accomuansing preamble. In ad- 
dition, many other c&merits 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 bacterial vaccines and antigens 
which was published in the same issue of 
the FEDERAL REGISTER (37 FR 16690), and 
have thus been filed with other data re- 
ceived on these products. 

GENERALCOMMENTS 

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 a 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 FEDERAL 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 

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 contrary, 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 therc- 
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- 
aram which combines the anulicable nro- 
&ions of l%th 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 nrocedures. and 
subject lo 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 35I(bl 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 IiCenSe 
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 application is issued and ap- 
proved. 
COMMENTS RELATING To &‘ECI!?IC l?ROvr- 

SSIO~ZS OF PROPOSXD 0 273.245 (21 CFR 
2’73.245) 

I. PARAGRAPH (a)--ADVXSORY REVIEW 
PANELS 

1. Numerous comments were received 
requesting that the flual order inclica~ 
the oategories 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 anticinated 
that nine designated categories of bio- 
logical products shall be reviewed, the 
reviews to commence in the following 
order : 

. 
RUkES AND REGWATIONS 

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

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

(cl Viral vaccines. single or in com- 
bination, and Rickettsial vaccines. 

(d) Allergenic extracts. 
(e) Skin test antigens. 
(f) Immune serums, antitoxins and 

antivenina 
(g) Blood and blood derivatives. 
(h) In Vitro diagnostic reagents. 
(il Miicellaneous (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, 
tbzy 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 
accordingly. 

II. 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 nrocedures 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 
saiety. effectiveness, and labeling of the 
particular category of biological prod- 

ucts, and the products for which no data 
have been submitted fail to meet those 
standards. This approaoh has been 
ad0Ptecl so as to ensure that no person 
currently receiving a licensed biological 
Product -in a medi&.l 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 nublic interest in assurina 
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 ptiucts 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 parti&lar advisory review 
panel has been completed. The FDA posi- 
tion in this matter is that while data 
submitted in confidence is beine reviewed 
by the panel, FDA willprote&‘ihe data’s 
confidentiality if it is entitled to such 
treatment under the provisions of 18 
U.S.C. 1905, 5 U.S.C. 552(b), or 21 U.S.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 entitled to 
such confidentiality. Such action protects 
both the confidentiality of true trade 
secrets as well as the public’s right to 
understand the basis for governmental 
decisions that vitally affect it. In keeping 
with the congressional intent of the 
Freedom of Information Act (5 USC. 
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 66 days may be an 
inadequate period of time in which to 
gather and submit the requisite data. Cm 
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. 

III. PARAGRAPH cb, (3), ITEM I 

A. Label or labels and all other label- 
trig. 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 rep-ulate the export of 
biological products as well as interstate 
commerce in such products. The regula- 
tions have been revised to clarify this 
point. 

14RAGRAPH tb, (31, ITEM I? 

33. Complete quantitative composition 
of the biological product. 1. Comments 
were received stating that the Pood and 
Drug Administration’s request for the 
complete quantitative composition of the 
biological-product 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. Summarw. 1. Several comments SUE- 
gested that the last sentence in this se;- 
tion should be revised to indicate that 
the exnlanation 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 (bf (31, 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- 
norate submissions be aermitted is re- 
ie&ed, 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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, . , ,~~MXW’IC fC~-D&tIM3tATf01?:S OF Ais 
ADVISOlIY DE\ ttw PXXL 

1. Scvcral comments conccmcd the 
pro&Iort that my intcrestcd person may 
rwtucst an o~wxltmily to Pwcnt his 

iions -of Urc- ~,:tncl Ihrou~Gt Ii:riWn rep- 
rescntntivcs. It is thcrcfon! :~ttliciWCd 
tltd co~tccrnccl members 01 industry attd 
the gcncral public sm Iravc amr>Ic OP- 
porttmiiy to csprcss Ilmir vicv:s lo the 
panel. The Freedom of Btfortna~ion Act 
would fd!?J prOhibi$ hny spCciat sUbn&- 
don of the p:;nel report to fnduitry be- 
fore its r;cttcral rckasc. 

2. Commettls were also received as- 
scrti$ that the advisory paneIs cannot 
state the tym of studfcs thnE &ould be 
done for biologkal products deemed to 
bc ncithcr safe and effectlvc nor unsafe 
and in~fkctivc, since the ~ccs~E;:~’ Of SW& 
nrotocols are the prerogative of the 
iiccns& and not of tic advisory panel. 
The Comm!ssion,or has no intcttiiott 
whatever of infringing on the right of 
a manufacturer to condrtct xWatc.;ec 
slmlies it v;ishcs. The C0111mbsioncr will, 
however, give careful consideration to 
the recommendations of t.hc advisory 
panels regarding approprlnte studies 
‘during Itifs evaluation of the adequacy of 
a licensee’s . or applic+t% proposed 
studies. 

Thcrcfore, pursuatrt to provisions of 
the l%dcrl &od, Dntrr, and Cosmetic 
Act tnccs. 201, 502, 50-i, 701, 52 S!fit. 
1040-1042, ns antcnded, 1050-1053 3s 
amtndcd, 1055-1056 as nmcnded by ‘IO 
St.& 910 and 72 Stat. 948: 21 U.S.C. 321, 
383, 3%. 371)) the Publia fIt!alth SCW- 
ice Act tscc. 351, 58 St.at. 702, as 
atw?txM: 42 W.S.C. 2G2). and the Ad- 
&nist.rativc Proccdurc A& Mxs. 4. 10, 
00 sw. 238 and 243, as atncnJec1; 5 
U.S.C. 553, 702, 703, 704), and under 
aut.hority dcletWxI to the Commis- 
sioner, Fart 2’13 Is amended by addhlg 
8 new section, as follows: 

should t& be b:t:wd on ~Atcllicr or not 
the Ixtncl wished Lo ho:ir suslt I8rcsut!n- 
tions. but mat sxil jwC.z.cMatiCIIlR should 
bc a nmttcr of right. The pnucl, how- 
cvcr, zrnst rcscrvc the right tc, grant or 
deny n request to mnke an oral prescn- 
tat.ion on the basis of the merits of the 
reqtmt as well as on the amoutit of time 
avLriIabI,Ic. The Coxnmixsioner has thcre- 
fort rcjcctcd these rcr;ursts, Preferring to 
leave the panel v;irh disc&ion to grant 
ox deny a-request for an oral prcscnta- 
t.io:t, since they a!onc- knnw whcthcr t!tc 
yrucentation rcqufxtecl may grewit dnin, 
iafortzation, or vicrvs in w?hich they arc 
ittlereskd. The Cotutnbstoner believes 
that no reasanable request wW. be denied, 
V, PARAGw& <a) -STANDARDS FOR SUETY, 

MI. PASAGPJiPIIS (f, AND @I-PROFOSED 
AND FmAL 0RUEP.S 

§ 273.245 ltvicw ~~~cc111rrs to dctcr- 
mirw that liccwwd biolo,“id prociGf Ls 
wc ~iafc, cn’wtisv, csxl 8101 ds- 
brarrdcd nnc!sr prrscribed, rcro~n- 
nleltded, or suggqstc. codions of USC. 

For purposes of revie~htg biological 
products that have been licensed prior 
to JuIy I, 1972. to determit~e that they 
are safe and effective and not ntis- 
branded, the foIIowittg regulations th~ll 
Rpply. Prior administrative action ex- 
empting biological products from the 
ppsvJsions of ‘the Federal Itood, Drug, 
and Cosmetic Act is supersederl to tite 
exteiit t&t these rc0ulations result in. 
ftnwsing rcc@remci~~s pursuant to pro- 
visions therein for a dcsignatcd biolog- 
ical product or category cf products. 

(a) Advisory revirzv pa?tek. T~JC Com- 
missioner of Fwd and Drugs shall aP- 
point advisory review panels (1) to 
evaluate tlte safety and effcct@ertess of 
bioloz%al DroducB~ for which a license 
has hen issued purkuant to section 351 
of the Public Health Scnice Act. t2) to 
review the labeling of such bikloglcal 
producEs, nn4. (3) to advise him on 
which of the biological products utldcr 
retiew are safe, effective, and not mis- 
branded. An txitisory review panel shall 
be established for each desjgnatcd cflk- 
gory of biolozical product. The metnbcrs 
of a panc1 shall be qua.1ilM.l esperts, 
appointed by the Commissioner, mid 
SltiiIl htcludc parsons from lists submit- 
tccl .by organizations rcprescnting pro- 
fcssiounl, consumer, and industry inter- 
ests. Such &sons shrill reprcscnt a wide 
cliwrgettcom of rcsponslblc medical and 
scientific opiniott. The Commiesioncr 
shall deslgttate the chairman of each 
~attcl, and summnty mhtutcs of a!1 m&- 
inrrs shrill bc made. 

7b) I:cquest for dntn and 2:iws. (1) 
l’ho Commissfoner of Food and Drugs 
Will pUbliSh a 1lOtiCC 121 the F&WtibL 
RTXXSTIHI requesting: htirrrsl,rd persons to 
submit, for review and ernluniioti by at2 
advisory review ~,nnc?l, publ1:Wd an6 un- 
published data and informntio;t Pert;- 
ncttt t.o n designated cnlcgo~y of bioIo& 
cal products. 

EFFE~EI~ESS, hND LABlXlXG 

A. Pamgraph (~0, subpmqmtph (1)’ 
safety. 1. Several eomttenis were ma&3 
reqtcsting that fhe deMit!o~ of soSets 
bc broadened so as to Include a consfder- 1. Commettt was received req>esti?tx 
partictim product alder rcvicw. As sub- 
paragraph (3) of this uaragrar,S India- 
atfoll of the benefit to risk r’atio of the . that the proposed and zinal .orders be 

made wailable to oottcomcd lfcensecs 
prior to their public&ion hi the l%~~tth~ 
REGESTER. .Inasmuoh as ittdu&rJ;, afang 
with consunws, wilI haTe.2 Ii&on mcm- 
bet- on the panel to IieeP il; ittfotmed. and 
because the Commissioner has an oblka- 
tioxk to all rnctMJeTS of the public to 
keep them Wormed as pro.mptly as 
possible, no ch‘ange slli. be tttade In 
either of the two para3raphs concerning 
the procedures to be folIovXd with re- 
spect to the availability of the proposed 
and final orders. 

&h?< thitt the bmcfit & rI& r&lo of p. 
blologicel product shell be considered in 
dclcrtnining both safety and cffcclive- 
tress, the pmposcd revision of the defmi- 
UOil Of Sntcty is unnecessary. 

VIII. PAMCRAPf3 th,--aaorrJrot& STVDXES 

1. Some commenti indlcafed that 30 

8. Yaragrcrph cd), subpc;*agrapt& (2) 
4$~tiWitCSs. 1. SeKztt conttnct& re- 
quest.ed that the defhiit.ion of eEe:livc- 
ness be extended to aHow in certain situ- 
ations for alternntivc tncti*. sucfi 119 
aerologkal response evaluation iti clinical 
studies, and apmomiate anfinal and 
Jnbot-at&y ossz& ti serve as adequate 
substantiation of t%eeMveness. Al~.Ito:@~ 
this subpmtgragrh 3s orkittally proposed 
Indicakd that in certain circuntstn~tces 
alkrn~iivc methods of investibation will 
be adequate ho substantiate effecEvencss,, 
tltfs subi%uqraph has been amended to 
IndfcJite nlih gtwter specifitity tWt, al- 
ternative procedures tnny be considered 
satisfnctury. 

days is- an inndcqunte period of t.imo 
In which to undertake any fart&r 
studies which may be ntidkd. These 
comments stressed that, cxdcpt in two 
fnstances, stitdie!! whiclt may bo reculrcd 
coulcl probably not begin aithin tila,t 
time period due to necesssary planning. 
Alth011~1~ the Commissfoitcs 11~ Jndi- 
cxhi thstt th!s 30-day period m&y be 
estcndcd If ttcccssary, the regulatiotts 
have been amcndrd to more srlccifically 
pfosiclti for an addition:\1 pCriocl of time 
from the PuWcation of fhc final order, 
providing certain prescribed con9tIuns 
we mrt. 
IX. PACSGCAPH (I)-CATECOf,Et-S 01’ lI!OLOC- 

ICAL PllOFUCTS TO Pi? REVICWEU 

1. Soin* coa:tncnLi n’crc rcrcivcd con- 

(2) Data and htforntatiot~ suhmittcd which arc also in vilro di:q:n&lic re- 
nfmds. It is antirjpatctl tlri~t the fatmat 
for su!~n~ix.&ws mny itt f&tit ttced to be 
rcviscd for lit vitro diagnostic: rczccttts, 
but it fs bclicvcd that, tttc format is 
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studlee. 
/B. Combh.mt%ow of the fzMirlUual active 
- components. 

1 cQxltr.r?M atuacK. 
i PartlnXZy . wntroUed iy’. uncOntroUod 

atudlcs. 
c. Fltifsheu bloloI$c6t prouuot. , 
1. Contmlkl studlcs. 
2 PnrtI6ny eontro!1ed or l&ontro!Icu 

studles. 
v. m!mn safety data 
A. fndwic?u%I active ~ompo%sh3. 
1. ConrrolIed studleh 
2 Partidly cwrtrollod or .uncontrolled’ 

6tndles. ,. 
2 Ilooumchted case rf ports 
4. Pertincct annrkoting rxpcrh~~# that 

may lnfiuen~ (L dctcmilnncfon as lo the 
salety or t ic% ladirldupl.actlve canponcnt. 

6. Pertinent medical and 8clenllllc lltcra- tun.- 
8. ComblGzatlons Qf the ii~dlvl$ud 8CtiW 

oomponmts. 
X. Contrciilcd stud&% 
2. Pn:iti!rr ,controllcd or uncmtro:led 

1. I’rtI!‘~‘llr-sI arudl@K. 
2. iwtt~fw n~ntrollcd or tmcontrelkU 

3. Gocumented cse report& 
4. rcrtlncnt marrkotlng experlenccs that 

mar influence a dctermlnaion ns to the 
rfl&tivoncss of combhXitlons of +C lnd!- 
vldunl ucttvc components. 

5. Pertinent medical and sclentlfk lltera- 
ture. 

C. FhIshed blulogical product. 
1. Controlled stndles. 
2. PaUally wntroiled or nnoiaatrollod 

stud&s. 

(d) Slandards for salclg, cbcctfvenc~s, 
and labeling. The advisory review panel. 
in reviewing the submitted data and 
prcrminl: the panel’s conclusio!x and 
recommendations, and the Commissioner 
of Pood and Drugs, fn reviewing and 
implementiw the conclusions and rcc- 
OXUIWi@tiOIlS of tiw pnxF.1, shall apply 
the following standards to determirs, 
that a bioloeical product h safe and cf- 
fectire and not mfsbx+adcd. 

3.Docluuen~oascroportJy. 
4. Pertlnent mariceting experlemw (hat 

may fnUuence 6 dctermlnstfon ss  to the 
cf!cctI~css oi the finished HoXoglCal 
profiuct. 

Cl) Saff2j.y Y&an5 the .@&i,ve freedom 
from harmful efkct to persons a&&d, 
‘dlrt?otl~ or indirecUy, by a product .svben 
Prpdc~~tly +mi$stere~,~takh~4nto F: 
sideration the character -of the product 

5. Pertlnen~ medio6I and adcntIfi0 ‘Ittera; in r&l&ion to the condition of the re- 
ture. cipient at .the time. Proof-of :safety shzdl 

VII. A anmnmry of the ‘d&u rod vkwa consist of adequata &x&s ~by’metbods 

-I (2 t ntly h&A.&i&tin nrtu; rcwca: 
in aritlng an ~poor’liuiQ  b. prcsctti OrAl 
vlcws to the i~cl. 6ucf1 kritlim rcqu~ts 
for oral ~~rc.scnl&ions thould lnclud~ a 
summarizutlon OS the dnta to bc prc- 
tscntcd to the panc). Such rcqucst tnax 
be granted or dcnicd by the pancl. 

(21 nw intcmtcd person may prcscnt 
written dntu and .vicws which shall be 
consftrrrcd by the panel. This Inform- 
tion shrill be prcscntcd to the panel In 
the format set forth lu pzuxxrflt)h (bt (31 
of this section rind within the time p?rkd 
established for the biological product 
cotcp;ory in the notice for review by a 
PRm. 

6ettinjf W-th the isn~oaI tdtlonal ina ptW- r*uabb aimlicah~o : 30 sllom .&be 

pas!% (or IacE txiqm for tae,.~atsioA ' 
that the blolo@cal produet, inCbd&g- its .res~ts bf sk&xit. htiiikn ‘experiek 
conmonenti. hns been woven safe amd eEec- during use. 
tlve’and & &opcrly l&eled,Xor the iEtcnded 
use or uses. If there ie an .absence ,+! wn- 
trolled studies in thd mat&als w?aaittad, 
rm cxpbunatfon as. to why such stedks an 
not consltlered necessary or fea.slbZe shall 
bc Included. 

VIIL’IC the 6ubWsslon b by a lWk?e~ s  
&ntqmui~ sign& hy the wspcwdbIu bead (a.9 
dcfihtd in 31 CFR 273.600) ti’Mie lkcnseo 
shall. be included, stutlpg that to 4he best 
of hls kaowlcdge and b&U& it lzu%des alI 
lnformrtlon, Xsrorable. and unWorahle. 
pertlnca$ to an cvnlurrtlon of the Wety, 
efW.%.ivcness, an4 l~bellng of the product, 
lncludlng lnformatton derlvcd from Snvcstl- 
gatlon. commercid mark&Sng, or published 
lCcra+trq. Sf the s\abmlslon is byan lntcrq 
e&ted person other than d 11cqnr;~~. l ,sttbl&- 
strut syiia by the @rsoia re%Ponstble for 
such submission. ehmll be :lncludeU. statlnl: 
thil. Ia the bcrst of bla l@owledge and .bc- 
IN, it falrlp reflects di biIl~lc-3 of * tbe%tl- 
fonntfon, fardrnblc and ~pfaror@Ie. a%S+l- 
able lo M m  pertlnent to anSralunt%ki oi: the 
SLqcij-, eflectlvem!ss, and lab&!&or the 
sxoduct. 

‘! 

W Dclibcr&~ ot an adrisor#rcv~eu, nxw be aclequ@c to subsl&tiab etrec 
panct. An ‘advisory reVicw fwncL a!ll tivenc.ss whcrc a previously aocclk!! 
meet ns often rind for ns loug asA a~- 

eorrek~tion between data gx%eratcd i 
,pror~rlato to rcvkw the, dnkx sWnittcd IhIs way and clinical cflwtivencs 
to it and ta prcpr,rc R rwort Mntainlng dm~dp cxlsts. Invcsti&ion.s may b 
its conclusioils and rcrommcnd&ons to corroborated by partidly ront~&kti~ o 
illc Coanmnkslomr of $ood and DIWS unaont~oNl studies, documartcd cliii 
with rcspfxt to the Mfcty, ofk&vcucss, al sludfcs by yu&lrd cwxx%s, nmi’rc 
and Inbclir~ of the blolofiical rzoducts ports of sigulSiciknt hurnun .cswricnc 
in lhc dc&nakd mtcgory uudcr rcvkw. durhq! niarkot.ing. Isolnlcd rxwe wJwrL 

(1) A PRfwl may nko consult auY indt- 
rc\ndom rs~~rlcnc@, and rc&Wrls l:~rkin 
t.hc dctntls whfch wrnM solcritiilc~ cwl 

0fdiln.l or group. u&ion will not be ixmstdo~. 
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pre:.cnli~c :thcncpy or trcatmcnt for a 
sizniiicnnt zxoJ~ortlon of the target 

<5J Lzrbcling shall be clear and truth- 
ful In 811 rcsy%Ls nnd may not bc false 
or ml.slcadin,n in any pnrticuli~r. It shz-tll 
con~~ly v.?:h section 351. of Lhc Public 
HenILh Service Act nnd sections 502 and 
503 of th$ Fcdcrnl Food. Druc. and Cos- 
metic Act, and in par&&~ aith .the 
rr?xdicr~ble requirements of 4 9 273.600 
ti&ugh 273.605 and 1.106 ci this 
chapter. 

69 Adz&or@ review’ panel report to the 
Comntissioner. An advirsory review panel 
ghall submit to the Commissfoncr of 
Food and Drugs 8 report contairrtng the 
pz~~9’s conclusions and rccommendn- 
tions wit!1 respect to the bloloalcal procl- 
acts fzlling nitlfia the Megory covered 
by the panel. Xncludcd within this report 
sbalI%f?: . . . 

(1) A st&xncnt M~!ch destiates those 
biologictcI products d&x&&d by the 
panel to be snfc and eirectivc End not 
misbranded. This statement may include 
xuu condition relating io active com- 
poiw~ts, labeling, t&i required prior to 
relexse of lots, product standards, or 
othc: conditions neccssnry or nppropriate 
for theis safefy and effectiveness. 

(2) A stntfzment which Q?s&!n&s 
those biological groducts dctermlncd by 
the pnnel to bc unsafe or focffcctive, or 
to be misbranded. The str?tcment shall 
Include t.he panel’s reasons for each such 
determinnlion. 

containing: 
(1) A slntcrncnt designating I.& bio- 

lo:.imtl products hi the catwofy under rc- 
view that are drtcrmlaed bY the Com- 
missloncr of Food and Drugs to be safe 
and clIcctive Grid not mlsbrandcd. This 
stutfxnent may include 8uy coixli!lon rc- 
lating $0 active comyoneats, ktbelin~. 
tests required prior to rcleasc of Io+s. 
product standards. or other co~ilions 
necessary or ztgpropriato for their safety 
and effectiveness, and may propo~ cnr- 
responding fmxxhnents in other regula- 
lions under this Ps3rt 273. 

(2) A statement designatinx the bio- 
logical products. in the category trader 
review that arc determined bf’ t.he Com- 
missioner of Food and Drugs Lo be up- 
safe or ineffective. or to be mlsbti& 
together tit& th& re&sons tlxrcfor. All 
JiCensf!! for %uch products shall be pro- 
posed to be revoked. 

(3) A‘statement d&gnat&g the bio- 
logical -products not included In elilkr oi 
the alx3m%wo statcm&ts on%h.llcW of 
.tho .Coxnxii&oner & hod and,Dr~&e- 
termktion that U3e aL&latile .&Sa are 
inssUfficie& to clsis&y such bi&$cal 
~~~Iucts under either subpa.mm%p% (1) 
or (2) stf this y&rWraph. Giceoses for 
such rproducts ‘maybe propoged ,tO fro re- 
voked or to remalu in effect oh an &&rfm 
basis. Where the Commiss&mer dcter- 
mines that the pottmtirrl bimefi~ out- 
weigh the potentid riskq the wwscd 
order shall proWe that the PIME& li- 
cense for any bio1oglca.l product;‘fWtns 
within this paragraph will not be *okzd 
but will remain tn effe& on an fderfm 
basis wvhile the data WxessaW to YSXPPM 
its cozitinued mnrketfng are be&&‘! ob- 
tahxed for evaluntfon by the Bed and 
Drug Administration. The tests neccs- 
w-y to resolve whatever safety or cffec- 
tir~cncss 4uastions exist s.hS be 
dacribed. 

(I:) ZWal or&r. After rcvlCIwlrr:: the 
. mnrrncnt-., Zttc CoumI:s~oncr of XQM 
end Drum shall publish in the l%nt:c&L 
RECISWX n fliql or&r on the matters 
coswctl in .tlrc pro;)o:iod or&r. The .ulxd 
or&r shnH become cSxlir’c 8s spccIzIc$ 
fu thc ortfor. 

(h) Addilional sludks. (1) Withini30 
dfQ?3 fOil@Win~ I)Ublictiiol of the ~ fhlti 
or&r, each lircnsce for R btdoglcal procl- 
Uc.t cla&;rinted es rcquiri:lg furtlrcr stWlY 
to lustifv continued m?.rkctine on nn in- 
t&m bAs, pursuant to pnrRgrald cf) 
(3) of this section, ~1911 sntialp the Com- 
mf+oncr of Pood and Drugs in writing 
that studies aderruatc and aJ>proprfate to 
resolrc the queitions raised nbout the 
procluct have been undcrLaken, or the 
Fcdernl Government may undertake the 
studies. The Comtnissjoner may extend 
this 30-dny period if necessary, either to 
review and act on proposed protocols or 
upon indicntion from the licensee that 
the studies will ConWie~~~e at a spedfied 
rerrsoaabble time. If no suds comniitmcnt 
fs made, or adequalc arid appropriate 
studies rare not undertaken. the product 
license or licenses shail he revoked. 

(2) A progress report sh5dl be filed ox 
the studies every Jnr~uzx-y 1 and July 1 
until completion. If the progress report 
is inadecluate or lf the Commtssiouer of 
Food and Drugs concludes that the stud- 
is nre not &ins purstied p~otnltlsr and 
dillge&ly, or if i&~irn resuIts iudicato 
the potcntirtl .benefSs -do no), outv?eigh 
tie poteutial risks, the prod& license Qr 
licenses%bnll be revoked.. 

(3) Pzomp+& upon cdnxpletion of ihe 
studies undertakeen on the. firoduct,. the 
Commissioner of Food snd Drugswill re- 
view &U awdiable data and will either 
ret&In or revolve %hc nrotruct llcrtns~ or 
licenses involved. fn r&&W. this review, 
and evaluat,ion the Co!$unissloner may 
sgtitx consult the advisory review ranel 
which prepared tile report on tie prrJd- 
uct, or other advisory committees, pro- 
fesstoixnl org~nfzatbss. or experk The 
Coxqmissioner shall take-sucli action by 
notice published in the FXXIEEAL IIac1a 

(1) Court Rppce?. Tile final order(s) 
publtshod numuant tp pa2gralh (~1 of 
this section, and n.ns notke published 
pursuant to paragraph (h) .of this sec- 
tlon, consitute final agency action from 
which appeal lies to the courts. The Pood 
and Drug Administration Wf request 
consolidation of all appeals in 8 &dnde 
ocmt%. Upon couti appeal; the Conimfs- 
sioner of Food and Drugs ma&?, at iii$ dis- 
orctiou, shy the effective dat&Jor part 
or f&l1 of the final order or notice, pexl&- 
ins twpca~ aud fiiM court actludication. 

Effcclit!c dale. This order still becozna 
CPleetive on February 13, 1973. 

Dated: February 6, 1973. 
Ssnxttt~~s GARX-INER. 

Dcpuf y Clo?)f w isaiwcr 
of Fond and D;lcfw. 
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