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treatment, in comparable patients or 
populations. Because historical control 
populations usually cannot be as well 
assessed with respect to pertinent vari-
ables as can concurrent control popu-
lations, historical control designs are 
usually reserved for special cir-
cumstances. Examples include studies 
of diseases with high and predictable 
mortality (for example, certain malig-
nancies) and studies in which the effect 
of the drug is self-evident (general an-
esthetics, drug metabolism). 

(3) The method of selection of sub-
jects provides adequate assurance that 
they have the disease or condition 
being studied, or evidence of suscepti-
bility and exposure to the condition 
against which prophylaxis is directed. 

(4) The method of assigning patients 
to treatment and control groups mini-
mizes bias and is intended to assure 
comparability of the groups with re-
spect to pertinent variables such as 
age, sex, severity of disease, duration 
of disease, and use of drugs or therapy 
other than the test drug. The protocol 
for the study and the report of its re-
sults should describe how subjects were 
assigned to groups. Ordinarily, in a 
concurrently controlled study, assign-
ment is by randomization, with or 
without stratification. 

(5) Adequate measures are taken to 
minimize bias on the part of the sub-
jects, observers, and analysts of the 
data. The protocol and report of the 
study should describe the procedures 
used to accomplish this, such as blind-
ing. 

(6) The methods of assessment of sub-
jects’ response are well-defined and re-
liable. The protocol for the study and 
the report of results should explain the 
variables measured, the methods of ob-
servation, and criteria used to assess 
response. 

(7) There is an analysis of the results 
of the study adequate to assess the ef-
fects of the drug. The report of the 
study should describe the results and 
the analytic methods used to evaluate 
them, including any appropriate statis-
tical methods. The analysis should as-
sess, among other things, the com-
parability of test and control groups 
with respect to pertinent variables, and 
the effects of any interim data anal-
yses performed. 

(c) The Director of the Center for 
Drug Evaluation and Research may, on 
the Director’s own initiative or on the 
petition of an interested person, waive 
in whole or in part any of the criteria 
in paragraph (b) of this section with re-
spect to a specific clinical investiga-
tion, either prior to the investigation 
or in the evaluation of a completed 
study. A petition for a waiver is re-
quired to set forth clearly and con-
cisely the specific criteria from which 
waiver is sought, why the criteria are 
not reasonably applicable to the par-
ticular clinical investigation, what al-
ternative procedures, if any, are to be, 
or have been employed, and what re-
sults have been obtained. The petition 
is also required to state why the clin-
ical investigations so conducted will 
yield, or have yielded, substantial evi-
dence of effectiveness, notwithstanding 
nonconformance with the criteria for 
which waiver is requested. 

(d) For an investigation to be consid-
ered adequate for approval of a new 
drug, it is required that the test drug 
be standardized as to identity, 
strength, quality, purity, and dosage 
form to give significance to the results 
of the investigation. 

(e) Uncontrolled studies or partially 
controlled studies are not acceptable as 
the sole basis for the approval of 
claims of effectiveness. Such studies 
carefully conducted and documented, 
may provide corroborative support of 
well-controlled studies regarding effi-
cacy and may yield valuable data re-
garding safety of the test drug. Such 
studies will be considered on their mer-
its in the light of the principles listed 
here, with the exception of the require-
ment for the comparison of the treated 
subjects with controls. Isolated case re-
ports, random experience, and reports 
lacking the details which permit sci-
entific evaluation will not be consid-
ered. 

[50 FR 7493, Feb. 22, 1985, as amended at 50 
FR 21238, May 23, 1985; 55 FR 11580, Mar. 29, 
1990; 64 FR 402, Jan. 5, 1999; 67 FR 9586, Mar. 
4, 2002] 

§ 314.127 Refusal to approve an ANDA. 
(a) FDA will refuse to approve an 

ANDA for a new drug under section 
505(j) of the Federal Food, Drug, and 
Cosmetic Act for any of the following 
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reasons, unless the requirement has 
been waived under § 314.99: 

(1) The methods used in, or the facili-
ties and controls used for, the manu-
facture, processing, and packing of the 
drug product are inadequate to ensure 
and preserve its identity, strength, 
quality, and purity. 

(2) Information submitted with the 
ANDA is insufficient to show that each 
of the proposed conditions of use has 
been previously approved for the listed 
drug referred to in the ANDA. 

(3)(i) If the reference listed drug has 
only one active ingredient, information 
submitted with the ANDA is insuffi-
cient to show that the active ingre-
dient is the same as that of the ref-
erence listed drug; 

(ii) If the reference listed drug has 
more than one active ingredient, infor-
mation submitted with the ANDA is in-
sufficient to show that the active in-
gredients are the same as the active in-
gredients of the reference listed drug; 
or 

(iii) If the reference listed drug has 
more than one active ingredient and if 
the ANDAis for a drug product that has 
an active ingredient different from the 
reference listed drug: 

(A) Information submitted with the 
ANDA is insufficient to show: 

(1) That the other active ingredients 
are the same as the active ingredients 
of the reference listed drug; or 

(2) That the different active ingre-
dient is an active ingredient of a listed 
drug or a drug that does not meet the 
requirements of section 201(p) of the 
Federal Food, Drug, and Cosmetic Act; 
or 

(B) No petition to submit an ANDA 
for the drug product with the different 
active ingredient was approved under 
§ 314.93. 

(4)(i) If the ANDA is for a drug prod-
uct whose route of administration, dos-
age form, or strength purports to be 
the same as that of the listed drug re-
ferred to in the ANDA, information 
submitted in the abbreviated new drug 
application is insufficient to show that 
the route of administration, dosage 
form, or strength is the same as that of 
the reference listed drug; or 

(ii) If the ANDA is for a drug product 
whose route of administration, dosage 
form, or strength is different from that 

of the listed drug referred to in the ap-
plication, no petition to submit an 
ANDA for the drug product with the 
different route of administration, dos-
age form, or strength was approved 
under § 314.93. 

(5) If the ANDA was submitted under 
the approval of a petition under § 314.93, 
the ANDA did not contain the informa-
tion required by FDA with respect to 
the active ingredient, route of adminis-
tration, dosage form, or strength that 
is not the same as that of the reference 
listed drug. 

(6)(i) Information submitted in the 
ANDA is insufficient to show that the 
drug product is bioequivalent to the 
listed drug referred to in the ANDA; or 

(ii) If the ANDA was submitted under 
a petition approved under § 314.93, in-
formation submitted in the ANDA is 
insufficient to show that the active in-
gredients of the drug product are of the 
same pharmacological or therapeutic 
class as those of the reference listed 
drug and that the drug product can be 
expected to have the same therapeutic 
effect as the reference listed drug when 
administered to patients for each con-
dition of use approved for the reference 
listed drug. 

(7) Information submitted in the 
ANDA is insufficient to show that the 
labeling proposed for the drug is the 
same as the labeling approved for the 
listed drug referred to in the ANDA ex-
cept for changes required because of 
differences approved in a petition 
under § 314.93 or because the drug prod-
uct and the reference listed drug are 
produced or distributed by different 
manufacturers or because aspects of 
the listed drug’s labeling are protected 
by patent, or by exclusivity, and such 
differences do not render the proposed 
drug product less safe or effective than 
the listed drug for all remaining, non-
protected conditions of use. 

(8)(i) Information submitted in the 
ANDA or any other information avail-
able to FDA shows that: 

(A) The inactive ingredients of the 
drug product are unsafe for use, as de-
scribed in paragraph (a)(8)(ii) of this 
section, under the conditions pre-
scribed, recommended, or suggested in 
the labeling proposed for the drug prod-
uct; or 
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(B) The composition of the drug prod-
uct is unsafe, as described in paragraph 
(a)(8)(ii) of this section, under the con-
ditions prescribed, recommended, or 
suggested in the proposed labeling be-
cause of the type or quantity of inac-
tive ingredients included or the man-
ner in which the inactive ingredients 
are included. 

(ii)(A) FDA will consider the inactive 
ingredients or composition of a drug 
product unsafe and refuse to approve 
an ANDA under paragraph (a)(8)(i) of 
this section if, on the basis of informa-
tion available to the agency, there is a 
reasonable basis to conclude that one 
or more of the inactive ingredients of 
the proposed drug or its composition 
raises serious questions of safety or ef-
ficacy. From its experience with re-
viewing inactive ingredients, and from 
other information available to it, FDA 
may identify changes in inactive ingre-
dients or composition that may ad-
versely affect a drug product’s safety 
or efficacy. The inactive ingredients or 
composition of a proposed drug product 
will be considered to raise serious ques-
tions of safety or efficacy if the prod-
uct incorporates one or more of these 
changes. Examples of the changes that 
may raise serious questions of safety or 
efficacy include, but are not limited to, 
the following: 

(1) A change in an inactive ingredient 
so that the product does not comply 
with an official compendium. 

(2) A change in composition to in-
clude an inactive ingredient that has 
not been previously approved in a drug 
product for human use by the same 
route of administration. 

(3) A change in the composition of a 
parenteral drug product to include an 
inactive ingredient that has not been 
previously approved in a parenteral 
drug product. 

(4) A change in composition of a drug 
product for ophthalmic use to include 
an inactive ingredient that has not 
been previously approved in a drug for 
ophthalmic use. 

(5) The use of a delivery or a modified 
release mechanism never before ap-
proved for the drug. 

(6) A change in composition to in-
clude a significantly greater content of 
one or more inactive ingredients than 
previously used in the drug product. 

(7) If the drug product is intended for 
topical administration, a change in the 
properties of the vehicle or base that 
might increase absorption of certain 
potentially toxic active ingredients 
thereby affecting the safety of the drug 
product, or a change in the lipophilic 
properties of a vehicle or base, e.g., a 
change from an oleaginous to a water 
soluble vehicle or base. 

(B) FDA will consider an inactive in-
gredient in, or the composition of, a 
drug product intended for parenteral 
use to be unsafe and will refuse to ap-
prove the ANDA unless it contains the 
same inactive ingredients, other than 
preservatives, buffers, and anti-
oxidants, in the same concentration as 
the listed drug, and, if it differs from 
the listed drug in a preservative, buff-
er, or antioxidant, the ANDA contains 
sufficient information to demonstrate 
that the difference does not affect the 
safety or efficacy of the drug product. 

(C) FDA will consider an inactive in-
gredient in, or the composition of, a 
drug product intended for ophthalmic 
or otic use unsafe and will refuse to ap-
prove the ANDA unless it contains the 
same inactive ingredients, other than 
preservatives, buffers, substances to 
adjust tonicity, or thickening agents, 
in the same concentration as the listed 
drug, and if it differs from the listed 
drug in a preservative, buffer, sub-
stance to adjust tonicity, or thickening 
agent, the ANDA contains sufficient 
information to demonstrate that the 
difference does not affect the safety or 
efficacy of the drug product and the la-
beling does not claim any therapeutic 
advantage over or difference from the 
listed drug. 

(9) Approval of the listed drug re-
ferred to in the ANDA has been with-
drawn or suspended for grounds de-
scribed in § 314.150(a) or FDA has pub-
lished a notice of opportunity for hear-
ing to withdraw approval of the ref-
erence listed drug under § 314.150(a). 

(10) Approval of the listed drug re-
ferred to in the ANDA has been with-
drawn under § 314.151 or FDA has pro-
posed to withdraw approval of the ref-
erence listed drug under § 314.151(a). 

(11) FDA has determined that the ref-
erence listed drug has been withdrawn 
from sale for safety or effectiveness 
reasons under § 314.161, or the reference 
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listed drug has been voluntarily with-
drawn from sale and the agency has 
not determined whether the with-
drawal is for safety or effectiveness 
reasons, or approval of the reference 
listed drug has been suspended under 
§ 314.153, or the agency has issued an 
initial decision proposing to suspend 
the reference listed drug under 
§ 314.153(a)(1). 

(12) The abbreviated new drug appli-
cation does not meet any other re-
quirement under section 505(j)(2)(A) of 
the Federal Food, Drug, and Cosmetic 
Act. 

(13) The abbreviated new drug appli-
cation contains an untrue statement of 
material fact. 

(14) For an ANDA submitted pursu-
ant to an approved petition under 
§ 10.30 of this chapter and § 314.93, an 
NDA subsequently has been approved 
for the change described in the ap-
proved petition. 

(b) FDA may refuse to approve an 
ANDA for a new drug if the applicant 
or contract research organization that 
conducted a bioavailability or bio-
equivalence study described in § 320.63 
of this chapter that is contained in the 
ANDA refuses to permit an inspection 
of facilities or records relevant to the 
study by a properly authorized officer 
or employee of the Department of 
Health and Human Services or refuses 
to submit reserve samples of the drug 
products used in the study when re-
quested by FDA. 

[57 FR 17991, Apr. 28, 1992; 57 FR 29353, July 
1, 1992, as amended at 58 FR 25927, Apr. 28, 
1993; 67 FR 77672, Dec. 19, 2002; 81 FR 69658, 
Oct. 6, 2016] 

§ 314.150 Withdrawal of approval of an 
application or abbreviated applica-
tion. 

(a) The Food and Drug Administra-
tion will notify the applicant, and, if 
appropriate, all other persons who 
manufacture or distribute identical, re-
lated, or similar drug products as de-
fined in §§ 310.6 and 314.151(a) of this 
chapter and for a new drug afford an 
opportunity for a hearing on a proposal 
to withdraw approval of the applica-
tion or abbreviated new drug applica-
tion under section 505(e) of the act and 
under the procedure in § 314.200, if any 
of the following apply: 

(1) The Secretary of Health and 
Human Services has suspended the ap-
proval of the application or abbre-
viated application for a new drug on a 
finding that there is an imminent haz-
ard to the public health. FDA will 
promptly afford the applicant an expe-
dited hearing following summary sus-
pension on a finding of imminent haz-
ard to health. 

(2) FDA finds: 
(i) That clinical or other experience, 

tests, or other scientific data show 
that the drug is unsafe for use under 
the conditions of use upon the basis of 
which the application or abbreviated 
application was approved; or 

(ii) That new evidence of clinical ex-
perience, not contained in the applica-
tion or not available to FDA until after 
the application or abbreviated applica-
tion was approved, or tests by new 
methods, or tests by methods not 
deemed reasonably applicable when the 
application or abbreviated application 
was approved, evaluated together with 
the evidence available when the appli-
cation or abbreviated application was 
approved, reveal that the drug is not 
shown to be safe for use under the con-
ditions of use upon the basis of which 
the application or abbreviated applica-
tion was approved; or 

(iii) Upon the basis of new informa-
tion before FDA with respect to the 
drug, evaluated together with the evi-
dence available when the application 
or abbreviated application was ap-
proved, that there is a lack of substan-
tial evidence from adequate and well- 
controlled investigations as defined in 
§ 314.126, that the drug will have the ef-
fect it is purported or represented to 
have under the conditions of use pre-
scribed, recommended, or suggested in 
its labeling; or 

(iv) That the application or abbre-
viated application contains any untrue 
statement of a material fact; or 

(v) That the patent information pre-
scribed by section 505(c) of the act was 
not submitted within 30 days after the 
receipt of written notice from FDA 
specifying the failure to submit such 
information; or 

(b) FDA may notify the applicant, 
and, if appropriate, all other persons 
who manufacture or distribute iden-
tical, related, or similar drug products 
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