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its best judgment, at that time, wheth-
er pediatric studies will be required
and whether their submission will be
deferred until after approval. The pro-
cedures outlined in §312.47(b)(1) with
respect to end-of-phase 2 conferences,
including documentation of agree-
ments reached, would also be used for
end-of-phase 1 meetings.

[63 FR 41523, Oct. 21, 1988, as amended at 63
FR 66669, Dec. 2, 1998]

§312.83 Treatment protocols.

If the preliminary analysis of phase 2
test results appears promising, FDA
may ask the sponsor to submit a treat-
ment protocol to be reviewed under the
procedures and criteria listed in
§§312.34 and 312.35. Such a treatment
protocol, if requested and granted,
would normally remain in effect while
the complete data necessary for a mar-
keting application are being assembled
by the sponsor and reviewed by FDA
(unless grounds exist for clinical hold
of ongoing protocols, as provided in
§312.42(b)(3)(ii)).

§312.84 Risk-benefit analysis in review
of marketing applications for drugs
to treat life-threatening and se-
verely-debilitating illnesses.

(a) FDA’s application of the statu-
tory standards for marketing approval
shall recognize the need for a medical
risk-benefit judgment in making the
final decision on approvability. As part
of this evaluation, consistent with the
statement of purpose in §312.80, FDA
will consider whether the benefits of
the drug outweigh the known and po-
tential risks of the drug and the need
to answer remaining questions about
risks and benefits of the drug, taking
into consideration the severity of the
disease and the absence of satisfactory
alternative therapy.

(b) In making decisions on whether
to grant marketing approval for prod-
ucts that have been the subject of an
end-of-phase 1 meeting under §312.82,
FDA will usually seek the advice of
outside expert scientific consultants or
advisory committees. Upon the filing
of such a marketing application under
§314.101 or part 601 of this chapter, FDA
will notify the members of the relevant
standing advisory committee of the ap-
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plication’s filing and its availability
for review.

(c) If FDA concludes that the data
presented are not sufficient for mar-
keting approval, FDA will issue (for a
drug) a not approvable letter pursuant
to §314.120 of this chapter, or (for a bio-
logic) a deficiencies letter consistent
with the biological product licensing
procedures. Such letter, in describing
the deficiencies in the application, will
address why the results of the research
design agreed to under §312.82, or in
subsequent meetings, have not pro-
vided sufficient evidence for marketing
approval. Such letter will also describe
any recommendations made by the ad-
visory committee regarding the appli-
cation.

(d) Marketing applications submitted
under the procedures contained in this
section will be subject to the require-
ments and procedures contained in part
314 or part 600 of this chapter, as well
as those in this subpart.

§312.85 Phase 4 studies.

Concurrent with marketing approval,
FDA may seek agreement from the
sponsor to conduct certain post-
marketing (phase 4) studies to delin-
eate additional information about the
drug’s risks, benefits, and optimal use.
These studies could include, but would
not be limited to, studying different
doses or schedules of administration
than were used in phase 2 studies, use
of the drug in other patient popu-
lations or other stages of the disease,
or use of the drug over a longer period
of time.

§312.86 Focused FDA regulatory re-
search.

At the discretion of the agency, FDA
may undertake focused regulatory re-
search on critical rate-limiting aspects
of the preclinical, chemical/manufac-
turing, and clinical phases of drug de-
velopment and evaluation. When initi-
ated, FDA will undertake such re-
search efforts as a means for meeting a
public health need in facilitating the
development of therapies to treat life-
threatening or severely debilitating ill-
nesses.



