
75 

Food and Drug Administration, HHS § 201.200 

(1) The person who introduced such 
shipment or delivery into interstate 
commerce is the operator of the estab-
lishment where such drug is to be proc-
essed, labeled, or repacked; or 

(2) In case such person is not such op-
erator, such shipment or delivery is 
made to such establishment under a 
written agreement, signed by and con-
taining the post-office addresses of 
such person and such operator, and 
containing such specifications for the 
processing, labeling, or repacking, as 
the case may be, of such drug in such 
establishment as will insure, if such 
specifications are followed, that such 
drug will not be adulterated or mis-
branded within the meaning of the act 
upon completion of such processing, la-
beling, or repacking. Such person and 
such operator shall each keep a copy of 
such agreement until 2 years after the 
final shipment or delivery of such drug 
from such establishment, and shall 
make such copies available for inspec-
tion at any reasonable hour to any offi-
cer or employee of the Department who 
requests them. 

(b) An exemption of a shipment or 
other delivery of a drug under para-
graph (a)(1) of this section shall, at the 
beginning of the act of removing such 
shipment or delivery, or any part 
thereof, from such establishment, be-
come void ab initio if the drug com-
prising such shipment, delivery, or part 
is adulterated or misbranded within 
the meaning of the act when so re-
moved. 

(c) An exemption of a shipment or 
other delivery of a drug under para-
graph (a)(2) of this section shall be-
come void ab initio with respect to the 
person who introduced such shipment 
or delivery into interstate commerce 
upon refusal by such person to make 
available for inspection a copy of the 
agreement, as required by such para-
graph (a)(2) of this section. 

(d) An exemption of a shipment or 
other delivery of a drug under para-
graph (a)(2) of this section shall expire: 

(1) At the beginning of the act of re-
moving such shipment or delivery, or 
any part thereof, from such establish-
ment if the drug comprising such ship-
ment, delivery, or part is adulterated 
or misbranded within the meaning of 
the act when so removed; or 

(2) Upon refusal by the operator of 
the establishment where such drug is 
to be processed, labeled, or repacked, 
to make available for inspection a copy 
of the agreement, as required by such 
clause. 

[41 FR 6911, Feb. 13, 1976, as amended at 64 
FR 400, Jan. 5, 1999] 

§ 201.161 Carbon dioxide and certain 
other gases. 

(a) Carbon dioxide, cyclopropane, 
ethylene, helium, and nitrous oxide 
gases intended for drug use are exempt-
ed from the requirements of § 201.100(b) 
(2), (3), and (c)(1) provided the labeling 
bears, in addition to any other infor-
mation required by the Federal Food, 
Drug, and Cosmetic Act, the following: 

(1) The warning statement ‘‘Warn-
ing—Administration of (name of gas) 
may be hazardous or contraindicated. 
For use only by or under the super-
vision of a licensed practitioner who is 
experienced in the use and administra-
tion of (name of gas) and is familiar 
with the indications, effects, dosages, 
methods, and frequency and duration 
of administration, and with the haz-
ards, contraindications, and side ef-
fects and the precautions to be taken’’; 
and 

(2) Any needed directions concerning 
the conditions for storage and warn-
ings against the inherent dangers in 
the handling of the specific compressed 
gas. 

(b) This labeling exemption does not 
apply to mixtures of any one or more 
of these gases with oxygen or with each 
other. 

(c) Regulatory action may be initi-
ated with respect to any article 
shipped within the jurisdiction of the 
Act contrary to the provisions of this 
section after 60 days following publica-
tion of this section in the FEDERAL 
REGISTER. 

Subpart F—Labeling Claims for 
Drugs in Drug Efficacy Study 

§ 201.200 Disclosure of drug efficacy 
study evaluations in labeling and 
advertising. 

(a)(1) The National Academy of 
Sciences—National Research Council, 
Drug Efficacy Study Group, has com-
pleted an exhaustive review of labeling 
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claims made for drugs marketed under 
new-drug and antibiotic drug proce-
dures between 1938 and 1962. The results 
are compiled in ‘‘Drug Efficacy Study, 
A Report to the Commissioner of Food 
and Drugs from the National Academy 
of Sciences (1969).’’ As the report notes, 
this review has made ‘‘an audit of the 
state of the art of drug usage that has 
been uniquely extensive in scope and 
uniquely intensive in time’’ and is ap-
plicable to more than 80 percent of the 
currently marketed drugs. The report 
further notes that the quality of the 
evidence of efficacy, as well as the 
quality of the labeling claims, is poor. 
Labeling and other promotional claims 
have been evaluated as ‘‘effective,’’ 
‘‘probably effective,’’ ‘‘possibly effec-
tive,’’ ‘‘ineffective,’’ ‘‘ineffective as a 
fixed combination,’’ and ‘‘effective 
but,’’ and a report for each drug in the 
study has been submitted to the Com-
missioner. 

(2) The Food and Drug Administra-
tion is processing the reports, seeking 
voluntary action on the part of the 
drug manufacturers and distributors in 
the elimination or modification of un-
supported promotional claims, and ini-
tiating administrative actions as nec-
essary to require product and labeling 
changes. 

(3) Delays have been encountered in 
bringing to the attention of the pre-
scribers of prescription items the con-
clusions of the expert panels that re-
viewed the promotional claims. 

(b) The Commissioner of Food and 
Drugs concludes that: 

(1) The failure to disclose in the la-
beling of a drug and in other pro-
motional material the conclusions of 
the Academy experts that a claim is 
‘‘ineffective,’’ ‘‘possibly effective,’’ 
‘‘probably effective,’’ or ‘‘ineffective as 
a fixed combination,’’ while labeling 
and promotional material bearing any 
such claim are being used, is a failure 
to disclose facts that are material in 
light of the representations made and 
causes the drug to be misbranded. 

(2) The Academy classification of a 
drug as other than ‘‘effective’’ for a 
claim for which such drug is rec-
ommended establishes that there is a 
material weight of opinion among 
qualified experts contrary to the rep-
resentation made or suggested in the 

labeling, and failure to reveal this fact 
causes such labeling to be misleading. 

(c) Therefore, after publication in the 
FEDERAL REGISTER of a Drug Efficacy 
Study Implementation notice on a pre-
scription drug, unless exempted or oth-
erwise provided for in the notice, all 
package labeling (other than the im-
mediate container or carton label, un-
less such labeling contains information 
required by § 201.100(c)(1) in lieu of a 
package insert), promotional labeling, 
and advertisements shall include, as 
part of the information for practi-
tioners under which the drug can be 
safely and effectively used, an appro-
priate qualification of all claims evalu-
ated as other than ‘‘effective’’ by a 
panel of the National Academy of 
Sciences—National Research Council, 
Drug Efficacy Study Group, if such 
claims continue to be included in ei-
ther the labeling or advertisements. 
However, this qualifying information 
will be required in advertisements only 
if promotional material is included 
therein for claims evaluated as less 
than ‘‘effective’’ or if such claims are 
included in the indications section of 
the portion of the advertisement con-
taining the information required in 
brief summary by § 202.1(e)(1) of this 
chapter. When, however, the Food and 
Drug Administration classification of 
such claim is ‘‘effective’’ (for example, 
on the basis of revision of the language 
of the claim or submission or existence 
of adequate data), such qualification is 
not necessary. When the Food and Drug 
Administration classification of the 
claim, as stated in the implementation 
notice, differs from that of the Acad-
emy but is other than ‘‘effective,’’ the 
qualifying statement shall refer to this 
classification in lieu of the Academy’s 
classification. 

(d) For new drugs and antibiotics, 
supplements to provide for revised la-
beling in accord with paragraph (c) of 
this section shall be submitted under 
the provisions of § 314.70 and § 514.8 of 
this chapter within 90 days after publi-
cation of the implementation notice in 
the FEDERAL REGISTER or by May 15, 
1972, for those drugs for which notices 
have been published and such labeling 
shall be put into use as soon as possible 
but not later than the end of the time 
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period allowed for submitting supple-
ments to provide for revised labeling. 

(e) Qualifying information required 
in drug labeling by paragraph (c) of 
this section in order to advise pre-
scribers of a drug of the findings made 
by a panel of the Academy in evalu-
ating a claim as other than ‘‘effective’’ 
shall be at least of the same size and 
color and degree of prominence as 
other printing in the labeling and shall 
be presented in a prominent box using 
one of the following formats and proce-
dures: 

(1) In drug labeling the box state-
ment may entirely replace the indica-
tions section and be in the following 
format: 

INDICATIONS 

Based on a review of this drug by the Na-
tional Academy of Sciences—National Re-
search Council and/or other information, 
FDA has classified the indication(s) as fol-
lows: 

Effective: (list or state in paragraph form). 
‘‘Probably’’ effective: (list or state in para-

graph form). 
‘‘Possibly’’ effective: (list or state in para-

graph form). 
Final classification of the less-than-effec-

tive indications requires further investiga-
tion. 

(2) Or the indication(s) for which the 
drug has been found effective may ap-
pear outside the boxed statement and 
be followed immediately by the fol-
lowing boxed statement: 

Based on a review of this drug by the 
National Academy of Sciences—Na-
tional Research Council and/or other 
information, FDA has classified the 
other indication(s) as follows: 

‘‘Probably’’ effective: (list or state in 
paragraph form). 

‘‘Possibly’’ effective: (list or state in 
paragraph form). 

Final classification of the less-than- 
effective indications requires further 
investigation. 

(3) In drug labeling (other than that 
which is required by § 201.100(c)(1)) 
which may contain a promotional mes-
sage, the promotional message shall be 
keyed to the boxed statement by the 
same means as those provided for ad-
vertisements in paragraph (f)(2) of this 
section. 

(f) Qualifying information required in 
prescription drug advertising by para-

graph (c) of this section shall contain a 
prominent boxed statement of the ad-
vertised indication(s) and of the limita-
tions of effectiveness using the same 
format, language, and emphasis as that 
required in labeling by paragraph (e) of 
this section. 

(1) The boxed statement shall appear 
in (or next to) the information required 
in brief summary by § 202.1(e)(1) of this 
chapter and shall have prominence at 
least equal to that provided for other 
information presented in the brief sum-
mary and shall have type size, cap-
tions, color, and other physical charac-
teristics comparable to the informa-
tion required in the brief summary. 

(2) Less-than-effective indication(s) 
in the promotional message of an ad-
vertisement which is a single page or 
less shall be keyed to the boxed state-
ment by asterisk, by an appropriate 
statement, or by other suitable means 
providing adequate emphasis on the 
boxed statement. On each page where 
less-than-effective indication(s) appear 
in a mutiple page advertisement, an as-
terisk shall be placed after the most 
prominent mention of the indi- 
cation(s); if the degree of prominence 
does not vary, an asterisk shall be 
placed after the first mention of the in-
dication. The asterisk shall refer to a 
notation at the bottom of the page 
which shall state ‘‘This drug has been 
evaluated as probably effective (or pos-
sibly effective whichever is appro-
priate) for this indication’’ and ‘‘See 
Brief Summary’’ or ‘‘See Prescribing 
Information,’’ the latter legend to be 
used only if the advertisement carries 
the required information for profes-
sional use as set forth in § 201.100(c)(1). 

(3) For less-than-effective indications 
which are included in the advertise-
ment only as a part of the information 
required in brief summary, the disclo-
sure information shall appear in this 
portion of the advertisement in the 
same manner as is specified for label-
ing in paragraph (e) of this section. 

(g) The Commissioner may find cir-
cumstances are such that, while the 
elimination of claims evaluated as 
other than effective will generally 
eliminate the need for disclosure about 
such claims, there will be instances in 
which the change in the prescribing or 
promotional profile of the drug is so 
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substantial as to require a disclosure of 
the reason for the change so that the 
purchaser or prescriber is not misled 
by being left unaware through the 
sponsor’s silence that a basic change 
has taken place. The Food and Drug 
Administration will identify these situ-
ations in direct correspondence with 
the drug promoters, after which the 
failure to make the disclosure will be 
regarded as misleading and appropriate 
action will be taken. 

[40 FR 13998, Mar. 27, 1975, as amended at 55 
FR 11576, Mar. 29, 1990] 

Subpart G—Specific Labeling Re-
quirements for Specific Drug 
Products 

§ 201.300 Notice to manufacturers, 
packers, and distributors of glan-
dular preparations. 

(a) Under date of December 4, 1941, in 
a notice to manufacturers of glandular 
preparations, the Food and Drug Ad-
ministration expressed the opinion 
that preparations of inert glandular 
materials intended for medicinal use 
should, in view of the requirement of 
section 201(n) of the Federal Food, 
Drug, and Cosmetic Act (52 Stat. 1041; 
21 U.S.C. 321(n) ), be labeled with a 
statement of the material fact that 
there is no scientific evidence that the 
articles contain any therapeutic or 
physiologically active constituents. 
Numerous preparations of such inert 
glandular materials were subsequently 
marketed with disclaimers of the type 
suggested. The term inert glandular ma-
terials means preparations incapable of 
exerting an action or effect of some 
significant or measurable benefit in 
one way or another, i.e., in the diag-
nosis, cure, mitigation, treatment, or 
prevention of disease, or in affecting 
the structure or any function of the 
body. 

(b) Manufacturers have heretofore 
taken advantage of § 201.100 permitting 
omission of directions for use when the 
label bears the prescription legend. 
Section 201.100(c) requires that the la-
beling of the drug, which may include 
brochures readily available to licensed 
practitioners, bear information as to 
the use of the drug by practitioners li-
censed by law to administer it. Obvi-
ously, information adequate for the use 

of an inert glandular preparation is not 
available to practitioners licensed by 
law. 

(c) The Department of Health and 
Human Services is of the opinion that 
inert glandular materials may not be 
exempted from the requirements of 
section 502(f)(1) of the act that they 
bear adequate directions for use; and, 
accordingly, that their labeling must 
include among other things, represen-
tations as to the conditions for which 
such articles are intended to be used or 
as to the structure or function of the 
human body that they are intended to 
affect. Since any such representations 
offering these articles for use as drugs 
would be false or misleading, such arti-
cles will be considered to be mis-
branded if they are distributed for use 
as drugs. 

(d) The amended regulations provide 
also that in the case of drugs intended 
for parenteral administration there 
shall be no exemption from the require-
ment that their labelings bear ade-
quate directions for use. Such inert 
glandular materials for parenteral use 
are therefore subject to the same com-
ment as applies to those intended for 
oral administration. 

§ 201.301 Notice to manufacturers, 
packers, and distributors of estro-
genic hormone preparations. 

Some drug preparations fabricated 
wholly or in part from estradiol and la-
beled as to potency in terms of inter-
national units or in terms of inter-
national units of estrone activity have 
been marketed. The international unit 
of the estrus-producing hormone was 
established by the International Con-
ference on the Standardization of Sex 
Hormones at London, England, on Au-
gust 1, 1932. This unit was defined as 
‘‘the specific estrus-producing activity 
contained in 0.1 gamma (=0.0001 mg.) of 
the standard’’ hydroxyketonic hor-
mone found in urine (estrone). The 
International Conference declared that 
it did not recommend the determina-
tion of the activity of 
nonhydroxyketonic forms of estrogenic 
hormones in units of estrone because of 
the varying ratios between the activity 
of such nonhydroxyketonic estrogenic 
hormones and estrone, when measured 
by different methods on test animals. 
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