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or adequate and appropriate studies are 
not undertaken, the biologics license 
or licenses shall be revoked. 

(2) A progress report shall be filed on 
the studies by January 1 and July 1 
until completion. If the progress report 
is inadequate or if the Commissioner 
concludes that the studies are not 
being pursued promptly and diligently, 
or if interim results indicate the prod-
uct is not a medical necessity, the bio-
logics license or licenses shall be re-
voked. 

(3) Promptly upon completion of the 
studies undertaken on the product, the 
Commissioner will review all available 
data and will either retain or revoke 
the biologics license or licenses in-
volved. In making this review the Com-
missioner may again consult the advi-
sory review panel which prepared the 
report on the product, or other advi-
sory committees, professional organi-
zations, or experts. The Commissioner 
shall take such action by notice pub-
lished in the FEDERAL REGISTER. 

(4) Labeling and promotional mate-
rial for those biological products re-
quiring additional studies shall bear a 
box statement in the following format: 

Based on a review by the (insert name 
of appropriate advisory review panel) and 
other information, the Food and Drug 
Administration has directed that fur-
ther investigation be conducted before 
this product is conclusively determined 
to be effective for labeled indication(s). 

(5) A written informed consent shall 
be obtained from participants in any 
additional studies required under para-
graph (f)(1) of this section, explaining 
the nature of the product and the in-
vestigation. The explanation shall con-
sist of such disclosure and be made so 
that intelligent and informed consent 
be given and that a clear opportunity 
to refuse is presented. 

(g) Court appeal. The final order(s) 
published pursuant to paragraph (e) of 
this section constitute final agency ac-
tion from which appeal lies to the 
courts. The Food and Drug Administra-
tion will request consolidation of all 
appeals in a single court. Upon court 
appeal, the Commissioner of Food and 
Drugs may, at the Commissioner’s dis-
cretion, stay the effective date for part 
or all of the final order or notice, pend-
ing appeal and final court adjudication. 

(h) [Reserved] 
(i) Institutional review and informed 

consent. Information and data sub-
mitted under this section after July 27, 
1981, shall include statements regard-
ing each clinical investigation involv-
ing human subjects, that it was con-
ducted in compliance with the require-
ments for informed consent under part 
50 of this chapter. Such a study is also 
subject to the requirements for institu-
tional review under part 56 of this 
chapter, unless exempt under § 56.104 or 
§ 56.105. 

[47 FR 44071, Oct. 5, 1982, as amended at 64 FR 
56452, Oct. 20, 1999] 

§ 601.27 Pediatric studies. 
(a) Required assessment. Except as pro-

vided in paragraphs (b), (c), and (d) of 
this section, each application for a new 
active ingredient, new indication, new 
dosage form, new dosing regimen, or 
new route of administration shall con-
tain data that are adequate to assess 
the safety and effectiveness of the 
product for the claimed indications in 
all relevant pediatric subpopulations, 
and to support dosing and administra-
tion for each pediatric subpopulation 
for which the product is safe and effec-
tive. Where the course of the disease 
and the effects of the product are simi-
lar in adults and pediatric patients, 
FDA may conclude that pediatric effec-
tiveness can be extrapolated from ade-
quate and well-controlled effectiveness 
studies in adults, usually supplemented 
with other information in pediatric pa-
tients, such as pharmacokinetic stud-
ies. In addition, studies may not be 
needed in each pediatric age group, if 
data from one age group can be extrap-
olated to another. Assessments re-
quired under this section for a product 
that represents a meaningful thera-
peutic benefit over existing treatments 
must be carried out using appropriate 
formulations for the age group(s) for 
which the assessment is required. 

(b) Deferred submission. (1) FDA may, 
on its own initiative or at the request 
of an applicant, defer submission of 
some or all assessments of safety and 
effectiveness described in paragraph (a) 
of this section until after licensing of 
the product for use in adults. Deferral 
may be granted if, among other rea-
sons, the product is ready for approval 
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in adults before studies in pediatric pa-
tients are complete, pediatric studies 
should be delayed until additional safe-
ty or effectiveness data have been col-
lected. If an applicant requests de-
ferred submission, the request must 
provide an adequate justification for 
delaying pediatric studies, a descrip-
tion of the planned or ongoing studies, 
and evidence that the studies are being 
or will be conducted with due diligence 
and at the earliest possible time. 

(2) If FDA determines that there is 
an adequate justification for tempo-
rarily delaying the submission of as-
sessments of pediatric safety and effec-
tiveness, the product may be licensed 
for use in adults subject to the require-
ment that the applicant submit the re-
quired assessments within a specified 
time. 

(c) Waivers—(1) General. FDA may 
grant a full or partial waiver of the re-
quirements of paragraph (a) of this sec-
tion on its own initiative or at the re-
quest of an applicant. A request for a 
waiver must provide an adequate jus-
tification. 

(2) Full waiver. An applicant may re-
quest a waiver of the requirements of 
paragraph (a) of this section if the ap-
plicant certifies that: 

(i) The product does not represent a 
meaningful therapeutic benefit over 
existing therapies for pediatric pa-
tients and is not likely to be used in a 
substantial number of pediatric pa-
tients; 

(ii) Necessary studies are impossible 
or highly impractical because, e.g., the 
number of such patients is so small or 
geographically dispersed; or 

(iii) There is evidence strongly sug-
gesting that the product would be inef-
fective or unsafe in all pediatric age 
groups. 

(3) Partial waiver. An applicant may 
request a waiver of the requirements of 
paragraph (a) of this section with re-
spect to a specified pediatric age group, 
if the applicant certifies that: 

(i) The product does not represent a 
meaningful therapeutic benefit over 
existing therapies for pediatric pa-
tients in that age group, and is not 
likely to be used in a substantial num-
ber of patients in that age group; 

(ii) Necessary studies are impossible 
or highly impractical because, e.g., the 

number of patients in that age group is 
so small or geographically dispersed; 

(iii) There is evidence strongly sug-
gesting that the product would be inef-
fective or unsafe in that age group; or 

(iv) The applicant can demonstrate 
that reasonable attempts to produce a 
pediatric formulation necessary for 
that age group have failed. 

(4) FDA action on waiver. FDA shall 
grant a full or partial waiver, as appro-
priate, if the agency finds that there is 
a reasonable basis on which to con-
clude that one or more of the grounds 
for waiver specified in paragraphs (c)(2) 
or (c)(3) of this section have been met. 
If a waiver is granted on the ground 
that it is not possible to develop a pedi-
atric formulation, the waiver will 
cover only those pediatric age groups 
requiring that formulation. If a waiver 
is granted because there is evidence 
that the product would be ineffective 
or unsafe in pediatric populations, this 
information will be included in the 
product’s labeling. 

(5) Definition of ‘‘meaningful thera-
peutic benefit’’. For purposes of this sec-
tion, a product will be considered to 
offer a meaningful therapeutic benefit 
over existing therapies if FDA esti-
mates that: 

(i) If approved, the product would 
represent a significant improvement in 
the treatment, diagnosis, or prevention 
of a disease, compared to marketed 
products adequately labeled for that 
use in the relevant pediatric popu-
lation. Examples of how improvement 
might be demonstrated include, e.g., 
evidence of increased effectiveness in 
treatment, prevention, or diagnosis of 
disease; elimination or substantial re-
duction of a treatment-limiting drug 
reaction; documented enhancement of 
compliance; or evidence of safety and 
effectiveness in a new subpopulation; 
or 

(ii) The product is in a class of prod-
ucts or for an indication for which 
there is a need for additional thera-
peutic options. 

(d) Exemption for orphan drugs. This 
section does not apply to any product 
for an indication or indications for 
which orphan designation has been 
granted under part 316, subpart C, of 
this chapter. 

[63 FR 66671, Dec. 2, 1998] 

VerDate Aug<31>2005 15:04 Apr 22, 2008 Jkt 214071 PO 00000 Frm 00047 Fmt 8010 Sfmt 8010 Y:\SGML\214071.XXX 214071cp
ric

e-
se

w
el

l o
n 

P
R

O
D

1P
C

66
 w

ith
 C

F
R


