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the conclusion of the person’s presen-
tation. No other person attending the 
hearing may question a person making 
a presentation. The presiding officer 
may, as a matter of discretion, permit 
questions to be submitted to the pre-
siding officer for response by a person 
making a presentation. 

(f) Judicial review. The Commis-
sioner’s decision constitutes final 
agency action from which the appli-
cant may petition for judicial review. 
Before requesting an order from a 
court for a stay of action pending re-
view, an applicant must first submit a 
petition for a stay of action under 
§ 10.35 of this chapter. 

[57 FR 58958, Dec. 11, 1992, as amended at 64 
FR 402, Jan. 5, 1999] 

§ 314.540 Postmarketing safety report-
ing. 

Drug products approved under this 
program are subject to the post-
marketing recordkeeping and safety 
reporting applicable to all approved 
drug products, as provided in §§ 314.80 
and 314.81. 

§ 314.550 Promotional materials. 
For drug products being considered 

for approval under this subpart, unless 
otherwise informed by the agency, ap-
plicants must submit to the agency for 
consideration during the preapproval 
review period copies of all promotional 
materials, including promotional label-
ing as well as advertisements, intended 
for dissemination or publication within 
120 days following marketing approval. 
After 120 days following marketing ap-
proval, unless otherwise informed by 
the agency, the applicant must submit 
promotional materials at least 30 days 
prior to the intended time of initial 
dissemination of the labeling or initial 
publication of the advertisement. 

§ 314.560 Termination of requirements. 
If FDA determines after approval 

that the requirements established in 
§ 314.520, § 314.530, or § 314.550 are no 
longer necessary for the safe and effec-
tive use of a drug product, it will so no-
tify the applicant. Ordinarily, for drug 
products approved under § 314.510, these 
requirements will no longer apply when 
FDA determines that the required 
postmarketing study verifies and de-

scribes the drug product’s clinical ben-
efit and the drug product would be ap-
propriate for approval under tradi-
tional procedures. For drug products 
approved under § 314.520, the restric-
tions would no longer apply when FDA 
determines that safe use of the drug 
product can be assured through appro-
priate labeling. FDA also retains the 
discretion to remove specific post-
approval requirements upon review of a 
petition submitted by the sponsor in 
accordance with § 10.30. 

Subpart I—Approval of New Drugs 
When Human Efficacy Studies 
Are Not Ethical or Feasible 

SOURCE: 67 FR 37995, May 31, 2002, unless 
otherwise noted. 

§ 314.600 Scope. 

This subpart applies to certain new 
drug products that have been studied 
for their safety and efficacy in amelio-
rating or preventing serious or life- 
threatening conditions caused by expo-
sure to lethal or permanently disabling 
toxic biological, chemical, radio-
logical, or nuclear substances. This 
subpart applies only to those new drug 
products for which: Definitive human 
efficacy studies cannot be conducted 
because it would be unethical to delib-
erately expose healthy human volun-
teers to a lethal or permanently dis-
abling toxic biological, chemical, radi-
ological, or nuclear substance; and 
field trials to study the product’s effec-
tiveness after an accidental or hostile 
exposure have not been feasible. This 
subpart does not apply to products that 
can be approved based on efficacy 
standards described elsewhere in FDA’s 
regulations (e.g., accelerated approval 
based on surrogate markers or clinical 
endpoints other than survival or irre-
versible morbidity), nor does it address 
the safety evaluation for the products 
to which it does apply. 

§ 314.610 Approval based on evidence 
of effectiveness from studies in ani-
mals. 

(a) FDA may grant marketing ap-
proval for a new drug product for which 
safety has been established and for 
which the requirements of § 314.600 are 
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met based on adequate and well-con-
trolled animal studies when the results 
of those animal studies establish that 
the drug product is reasonably likely 
to produce clinical benefit in humans. 
In assessing the sufficiency of animal 
data, the agency may take into ac-
count other data, including human 
data, available to the agency. FDA will 
rely on the evidence from studies in 
animals to provide substantial evi-
dence of the effectiveness of these 
products only when: 

(1) There is a reasonably well-under-
stood pathophysiological mechanism of 
the toxicity of the substance and its 
prevention or substantial reduction by 
the product; 

(2) The effect is demonstrated in 
more than one animal species expected 
to react with a response predictive for 
humans, unless the effect is dem-
onstrated in a single animal species 
that represents a sufficiently well- 
characterized animal model for pre-
dicting the response in humans; 

(3) The animal study endpoint is 
clearly related to the desired benefit in 
humans, generally the enhancement of 
survival or prevention of major mor-
bidity; and 

(4) The data or information on the ki-
netics and pharmacodynamics of the 
product or other relevant data or infor-
mation, in animals and humans, allows 
selection of an effective dose in hu-
mans. 

(b) Approval under this subpart will 
be subject to three requirements: 

(1) Postmarketing studies. The appli-
cant must conduct postmarketing 
studies, such as field studies, to verify 
and describe the drug’s clinical benefit 
and to assess its safety when used as 
indicated when such studies are fea-
sible and ethical. Such postmarketing 
studies would not be feasible until an 
exigency arises. When such studies are 
feasible, the applicant must conduct 
such studies with due diligence. Appli-
cants must include as part of their ap-
plication a plan or approach to post-
marketing study commitments in the 
event such studies become ethical and 
feasible. 

(2) Approval with restrictions to ensure 
safe use. If FDA concludes that a drug 
product shown to be effective under 
this subpart can be safely used only if 

distribution or use is restricted, FDA 
will require such postmarketing re-
strictions as are needed to ensure safe 
use of the drug product, commensurate 
with the specific safety concerns pre-
sented by the drug product, such as: 

(i) Distribution restricted to certain 
facilities or health care practitioners 
with special training or experience; 

(ii) Distribution conditioned on the 
performance of specified medical proce-
dures, including medical followup; and 

(iii) Distribution conditioned on 
specified recordkeeping requirements. 

(3) Information to be provided to patient 
recipients. For drug products or specific 
indications approved under this sub-
part, applicants must prepare, as part 
of their proposed labeling, labeling to 
be provided to patient recipients. The 
patient labeling must explain that, for 
ethical or feasibility reasons, the 
drug’s approval was based on efficacy 
studies conducted in animals alone and 
must give the drug’s indication(s), di-
rections for use (dosage and adminis-
tration), contraindications, a descrip-
tion of any reasonably foreseeable 
risks, adverse reactions, anticipated 
benefits, drug interactions, and any 
other relevant information required by 
FDA at the time of approval. The pa-
tient labeling must be available with 
the product to be provided to patients 
prior to administration or dispensing 
of the drug product for the use ap-
proved under this subpart, if possible. 

§ 314.620 Withdrawal procedures. 
(a) Reasons to withdraw approval. For 

new drugs approved under this subpart, 
FDA may withdraw approval, following 
a hearing as provided in part 15 of this 
chapter, as modified by this section, if: 

(1) A postmarketing clinical study 
fails to verify clinical benefit; 

(2) The applicant fails to perform the 
postmarketing study with due dili-
gence; 

(3) Use after marketing demonstrates 
that postmarketing restrictions are in-
adequate to ensure safe use of the drug 
product; 

(4) The applicant fails to adhere to 
the postmarketing restrictions applied 
at the time of approval under this sub-
part; 

(5) The promotional materials are 
false or misleading; or 
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(6) Other evidence demonstrates that 
the drug product is not shown to be 
safe or effective under its conditions of 
use. 

(b) Notice of opportunity for a hearing. 
The Director of the Center for Drug 
Evaluation and Research (CDER) will 
give the applicant notice of an oppor-
tunity for a hearing on CDER’s pro-
posal to withdraw the approval of an 
application approved under this sub-
part. The notice, which will ordinarily 
be a letter, will state generally the rea-
sons for the action and the proposed 
grounds for the order. 

(c) Submission of data and information. 
(1) If the applicant fails to file a writ-
ten request for a hearing within 15 days 
of receipt of the notice, the applicant 
waives the opportunity for a hearing. 

(2) If the applicant files a timely re-
quest for a hearing, the agency will 
publish a notice of hearing in the FED-
ERAL REGISTER in accordance with 
§§ 12.32(e) and 15.20 of this chapter. 

(3) An applicant who requests a hear-
ing under this section must, within 30 
days of receipt of the notice of oppor-
tunity for a hearing, submit the data 
and information upon which the appli-
cant intends to rely at the hearing. 

(d) Separation of functions. Separation 
of functions (as specified in § 10.55 of 
this chapter) will not apply at any 
point in withdrawal proceedings under 
this section. 

(e) Procedures for hearings. Hearings 
held under this section will be con-
ducted in accordance with the provi-
sions of part 15 of this chapter, with 
the following modifications: 

(1) An advisory committee duly con-
stituted under part 14 of this chapter 
will be present at the hearing. The 
committee will be asked to review the 
issues involved and to provide advice 
and recommendations to the Commis-
sioner of Food and Drugs. 

(2) The presiding officer, the advisory 
committee members, up to three rep-
resentatives of the applicant, and up to 
three representatives of CDER may 
question any person during or at the 
conclusion of the person’s presen-
tation. No other person attending the 
hearing may question a person making 
a presentation. The presiding officer 
may, as a matter of discretion, permit 
questions to be submitted to the pre-

siding officer for response by a person 
making a presentation. 

(f) Judicial review. The Commissioner 
of Food and Drugs’ decision constitutes 
final agency action from which the ap-
plicant may petition for judicial re-
view. Before requesting an order from a 
court for a stay of action pending re-
view, an applicant must first submit a 
petition for a stay of action under 
§ 10.35 of this chapter. 

§ 314.630 Postmarketing safety report-
ing. 

Drug products approved under this 
subpart are subject to the post-
marketing recordkeeping and safety 
reporting requirements applicable to 
all approved drug products, as provided 
in §§ 314.80 and 314.81. 

§ 314.640 Promotional materials. 

For drug products being considered 
for approval under this subpart, unless 
otherwise informed by the agency, ap-
plicants must submit to the agency for 
consideration during the preapproval 
review period copies of all promotional 
materials, including promotional label-
ing as well as advertisements, intended 
for dissemination or publication within 
120 days following marketing approval. 
After 120 days following marketing ap-
proval, unless otherwise informed by 
the agency, the applicant must submit 
promotional materials at least 30 days 
prior to the intended time of initial 
dissemination of the labeling or initial 
publication of the advertisement. 

§ 314.650 Termination of requirements. 

If FDA determines after approval 
under this subpart that the require-
ments established in §§ 314.610(b)(2), 
314.620, and 314.630 are no longer nec-
essary for the safe and effective use of 
a drug product, FDA will so notify the 
applicant. Ordinarily, for drug products 
approved under § 314.610, these require-
ments will no longer apply when FDA 
determines that the postmarketing 
study verifies and describes the drug 
product’s clinical benefit. For drug 
products approved under § 314.610, the 
restrictions would no longer apply 
when FDA determines that safe use of 
the drug product can be ensured 
through appropriate labeling. FDA also 
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retains the discretion to remove spe-
cific postapproval requirements upon 
review of a petition submitted by the 
sponsor in accordance with § 10.30 of 
this chapter. 

PART 315—DIAGNOSTIC 
RADIOPHARMACEUTICALS 

Sec. 
315.1 Scope. 
315.2 Definition. 
315.3 General factors relevant to safety and 

effectiveness. 
315.4 Indications. 
315.5 Evaluation of effectiveness. 
315.6 Evaluation of safety. 

AUTHORITY: 21 U.S.C. 321, 331, 351, 352, 353, 
355, 371, 374, 379e; sec. 122, Pub. L. 105–115, 111 
Stat. 2322 (21 U.S.C. 355 note). 

SOURCE: 64 FR 26667, May 17, 1999, unless 
otherwise noted. 

§ 315.1 Scope. 

The regulations in this part apply to 
radiopharmaceuticals intended for in 
vivo administration for diagnostic and 
monitoring use. They do not apply to 
radiopharmaceuticals intended for 
therapeutic purposes. In situations 
where a particular radiopharma-
ceutical is proposed for both diagnostic 
and therapeutic uses, the radiopharma-
ceutical must be evaluated taking into 
account each intended use. 

§ 315.2 Definition. 

For purposes of this part, diagnostic 
radiopharmaceutical means: 

(a) An article that is intended for use 
in the diagnosis or monitoring of a dis-
ease or a manifestation of a disease in 
humans and that exhibits spontaneous 
disintegration of unstable nuclei with 
the emission of nuclear particles or 
photons; or 

(b) Any nonradioactive reagent kit or 
nuclide generator that is intended to 
be used in the preparation of such arti-
cle as defined in paragraph (a) of this 
section. 

§ 315.3 General factors relevant to 
safety and effectiveness. 

FDA’s determination of the safety 
and effectiveness of a diagnostic radio-
pharmaceutical includes consideration 
of the following: 

(a) The proposed use of the diagnostic 
radiopharmaceutical in the practice of 
medicine, 

(b) The pharmacological and toxi-
cological activity of the diagnostic 
radiopharmaceutical (including any 
carrier or ligand component of the di-
agnostic radiopharmaceutical), and 

(c) The estimated absorbed radiation 
dose of the diagnostic radiopharma-
ceutical. 

§ 315.4 Indications. 

(a) For diagnostic radiopharma-
ceuticals, the categories of proposed 
indications for use include, but are not 
limited to, the following: 

(1) Structure delineation; 
(2) Functional, physiological, or bio-

chemical assessment; 
(3) Disease or pathology detection or 

assessment; and 
(4) Diagnostic or therapeutic patient 

management. 
(b) Where a diagnostic radiopharma-

ceutical is not intended to provide dis-
ease-specific information, the proposed 
indications for use may refer to a bio-
chemical, physiological, anatomical, or 
pathological process or to more than 
one disease or condition. 

§ 315.5 Evaluation of effectiveness. 

(a) The effectiveness of a diagnostic 
radiopharmaceutical is assessed by 
evaluating its ability to provide useful 
clinical information related to its pro-
posed indications for use. The method 
of this evaluation varies depending 
upon the proposed indication(s) and 
may use one or more of the following 
criteria: 

(1) The claim of structure delineation 
is established by demonstrating in a 
defined clinical setting the ability to 
locate anatomical structures and to 
characterize their anatomy. 

(2) The claim of functional, physio-
logical, or biochemical assessment is 
established by demonstrating in a de-
fined clinical setting reliable measure-
ment of function(s) or physiological, 
biochemical, or molecular process(es). 

(3) The claim of disease or pathology 
detection or assessment is established 
by demonstrating in a defined clinical 
setting that the diagnostic radio-
pharmaceutical has sufficient accuracy 
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