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(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 biological product’s 
clinical benefit and to assess its safety 
when used as indicated when such stud-
ies are feasible and ethical. Such post-
marketing studies would not be fea-
sible until an exigency arises. When 
such studies are feasible, the applicant 
must conduct such studies with due 
diligence. Applicants must include as 
part of their application a plan or ap-
proach to postmarketing study com-
mitments in the event such studies be-
come ethical and feasible. 

(2) Approval with restrictions to ensure 
safe use. If FDA concludes that a bio-
logical product shown to be effective 
under this subpart can be safely used 
only if distribution or use is restricted, 
FDA will require such postmarketing 
restrictions as are needed to ensure 
safe use of the biological product, com-
mensurate with the specific safety con-
cerns presented by the biological prod-
uct, 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 biological products or 
specific indications approved under 
this subpart, applicants must prepare, 
as part of their proposed labeling, la-
beling to be provided to patient recipi-
ents. The patient labeling must explain 
that, for ethical or feasibility reasons, 
the biological product’s approval was 
based on efficacy studies conducted in 
animals alone and must give the bio-
logical product’s indication(s), direc-
tions for use (dosage and administra-
tion), contraindications, a description 
of any reasonably foreseeable risks, ad-
verse reactions, anticipated benefits, 
drug interactions, and any other rel-
evant information required by FDA at 
the time of approval. The patient label-
ing must be available with the product 
to be provided to patients prior to ad-
ministration or dispensing of the bio-
logical product for the use approved 
under this subpart, if possible. 

§ 601.92 Withdrawal procedures. 

(a) Reasons to withdraw approval. For 
biological products 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 bio-
logical 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 

(6) Other evidence demonstrates that 
the biological 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 Bio-
logics Evaluation and Research or the 
Director of the Center for Drug Evalua-
tion and Research will give the appli-
cant notice of an opportunity for a 
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hearing on the proposal to withdraw 
the approval of an application approved 
under this subpart. The notice, which 
will ordinarily be a letter, will state 
generally the reasons 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 CBER 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. 

[67 FR 37996, May 31, 2002, as amended at 70 

FR 14984, Mar. 24, 2005] 

§ 601.93 Postmarketing safety report-
ing. 

Biological products approved under 

this subpart are subject to the post-

marketing recordkeeping and safety 

reporting applicable to all approved bi-

ological products. 

§ 601.94 Promotional materials. 

For biological products being consid-

ered for approval under this subpart, 

unless otherwise informed by the agen-

cy, applicants must submit to the 

agency for consideration during the 

preapproval review period copies of all 

promotional materials, including pro-

motional labeling as well as advertise-

ments, intended for dissemination or 

publication within 120 days following 

marketing approval. After 120 days fol-

lowing marketing approval, unless oth-

erwise informed by the agency, the ap-

plicant must submit promotional ma-

terials at least 30 days prior to the in-

tended time of initial dissemination of 

the labeling or initial publication of 

the advertisement. 

§ 601.95 Termination of requirements. 

If FDA determines after approval 

under this subpart that the require-

ments established in §§ 601.91(b)(2), 

601.92, and 601.93 are no longer nec-

essary for the safe and effective use of 

a biological product, FDA will so no-

tify the applicant. Ordinarily, for bio-

logical products approved under 

§ 601.91, these requirements will no 

longer apply when FDA determines 

that the postmarketing study verifies 

and describes the biological product’s 

clinical benefit. For biological prod-

ucts approved under § 601.91, the re-

strictions would no longer apply when 

FDA determines that safe use of the bi-

ological product can be ensured 

through appropriate labeling. FDA also 

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. 
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