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DEPARTMENT OF HEALTH AND
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Food and Drug Administration

21 CFR Parts 314 and 601
[Docket No. 91N—0278]
RIN 0905-AD66

New Drug, Antibiotic, and Blological
Drug Product Regulations; Accelerated
Approval

AGENCY: Food and Drug Administration,
HHS.
ACTION: Final rule

SUMMARY: The Food and Drug
Administration (FDA) is issuing final
regulations under which the agency will
accelerate approval of certain new drugs
and biological products for serious or
lnfe-threatemng illnesses, with
provisions for any necessary continued
study of the drugs’ clinical benefits after
approval or with restrictions on use, if
necessary. These new procedures are
intended to provide expedited
marketing of drugs for patients suffering
from such illnesses when the drugs
provide meaningful therapeutic benefit
compared to existing treatment.
Accelerated approval will be considered
in two situations: (1) When approval
can be reliably based on evidence from
adequate and well-controlled studies of
the drug's effect on a surrogate endpoint
that reasonably suggests clinical benefit
or on evidence of the drug’s effect on a
clinical endpoint other than survival or
irreversible morbidity, pending
completion of studies to establish and
define the degree of clinical benefits to
patients; and (2) when FDA determines
that a drug, effective for the treatment of
a disease, can be used safely only if
distribution or use is modified or
restricted. Drugs or biological products
approved under these procedures will
have met the requisite standards for
safety and effectiveness under the
Federal Food, Drug, and Cosmetic Act
(the act) or the Public Health Service
Act (the PHS Act) and, thus, will have
full approval for marketing.

EFFECTIVE DATE: January 11, 1993.

FOR FURTHER INFORMATION CONTACT:
Marilyn L. Watson, Center for Drug
Evaluation and Research (HFD-360),
Food and Drug Administration, 7500
Standish Pl., Rockville, MD 20855, 301~
295-8038.

SUPPLEMENTARY INFORMATION:

1. Background

In the Federal Register of April 15,
1992 (57 FR 13234), FDA published
proposed procedures under which the

agency would accelerate approval of
certain new drugs and biological
products for serious or life-threatening
illnesses, with provision for required
continued study of the drugs’ clinical
benefits after approval or for restrictions
on distribution or use, where those are
necessary for safe use of the drugs. FDA
provided 60 days for public comment,
and, upon request, in the Federal
Register of June 18, 1992 {57 FR 27202),
extended the comment period for an
additional 30 days until July 15, 1992.
The final rule incorporates all of the
provisions of the proposed rule and
provides additional clarification
regarding both timing and content of the
submissions of promotional materials
and regarding the nature of required
postmarketing studies. The agency bhas
added s new provision clarifying when
certain postmarketing requirements of
the rule will be terminated.

Highlights of the final rule are
summarized below, followed by a
summary and discussion of the
comments,

IL. Highlights of the Final Rule

This final rule establishes procedures
under parts 314 and 601 (21 CFR parts
314 and 601) under which FDA will
accelerate approval of certain new drugs
and biological products for serious or
life-threatening ilinesses, with provision
for required continued study of the
drugs’ clinical benefits after approval or
for restrictions on distribution or use,
where those are necessary for safe use
of the drugs. These procedures are
intended to provide expedited
marketing of drugs for patients suffering
from such illnesses when the drugs
provide meaningful therapeutic
advantage over existing treatment. The
preamble of the proposed rule (57 FR
13234) provides a description of other
mechanisms available to facilitate
access, speed development, and
expedite review of therapeutic products
(e.g., treatment investigational new drug
applications (IND's), subpart E, parallel
track). Where appropriate, these
mechanisms can be utilized in concert
with accelerated approval. The major
provisions of the final rule are as
follows:

A. Scope

The.new procedures apply to certain
new drug, antibiotic, and biological
products used in the treatment of
serious or life-threatening diseases,
where the products provide meaningful
therapeutic advantage over existing
treatment (21 CFR 314.500 and 601.40).

B. Criteria for Approval -1, . iw<s

Accelerated approval willbe = %"
considered in two situations: {1) When -
approval can be reliably based on -
evidence of the drug’s effeb({ &f%s: bas
surrogate endpoint that reasogably !9
suggests clinical benefit or on evidencé
of the drug’s effect on a clmical' fan
endpoint other than survival'or ™ "
irreversible morbidity, pepn Vo
completion of studies to estabhsh and
define the degree of clinical benefits to
patients; and {2) when FDJA determines
that a drug, effective for fhe treatment of
a disease, can be used safeiy only if '
distribution or use is modified or
restricted. Drugs or bxologlcal products
approved under this fin 8. will haye
met the requisite standMu o safety
and effectiveness under the act or the ‘
PHS Act and, thus, will have full
approval for marketing (21 CFR 314. 5,10
314.520, 601.41, and 601.42). .
Ordinarily, products used to treat
serious or life-threatening ilinesses, for
which approval is based.on a surrogate
endpoint that is recognized as validated
by definitive studies, will be considered
for approval under the traditional - .,
process rather than under aceele:n&ed.n
approval.

C. Postmarketing Stud;es A

Where a drug’s approval under thase
provisions is based on a surrogate .
endpoint or on an effect on a clinical .
endpoint other than survival or )
irreversible morbidity, the qpphcam
will be required to conduct clinical s
studies necessary to verify, qnd describg
the drug's clinical benefit.apd to p8olye
remaining uncertainty as to the relation
of the surrogate endpaint up whu:é N
approval was based to clinical benefit,
or the observed clinical benefit t6 -+~
ultimate outcome. The requirement for
any additional study to demonstrate;;.;~
actual clinical benefit will not be more
stringent than those that would ', ;
normally be required for mukntmg

roval; it is expected that t.heatudma

f 1 usually be underway at the time of
approval. The proposed regulations
have been revised to clarify that
required postmarketing studies must
also be adequate and well-controlled (21
CFR 314.510 and 801.41). S3elh

D. Restrictions on Use After Marke!ﬁ'lji'

FDA ma t marketing approvul of
a drug or b):oslx:gf:cal product shown ta be
effective where safe use can ogly be ..~
assured if distribution or use.is«.. .ines
restricted. Under this final rule, FDA
may: (1) Restrict distribution to certain,
facilities or to physicians with special ’
training or experience, or (2) condition
distribution on the performance of-’ -

el Ay vy



Federal Register / Vol. 57,

No. 239 / Friday, Decembar 11,

1892 / Rules and Regulations

J8843

specified medical procedures. The
restrictions on use will be tailored to the
specific safety issue raised by the
particular or biological product
and agreed to by the applicant at the
time of approval (21 CFR 314.520 and
601.42). FDA expects that the
imposition of these restrictions on
distribution will be rare.

E. Promotional Materials

The final rule requires submission of
planned promotional materials,
including promotional labeling and
advertisements, both prior to approval
(reflecting the initial campaign), and
following approval, unless informed by
the agency that such submission is no
longer necessary, at least 30 days before
the intended time of initial
dissemination of the promotional
labeling or initial publication of the
advertisement {21 CFR 314.550 and
601.45). '

F. Withdrawal of Approval

The final rule establishes an
expedited procedure for the withdrawal
of approval if: (1) Postmarketing clinical
studies fail to verify clinical benefit; (2}
the spplicant fails to perform the
required postmarketing study with due
diligence; (3) use after marketing
demonstrates that postmarketing
restrictions are inadequate to ensure
safe use of the drug or biological
product; (4) the applicant fails to adhere
to the postmarketing restrictions agreed
upon; (5) the promotional materials are
false or misleading; or (6} other
evidence demonstrates that the drug or
biological product is not shown to be
safe or effective under its conditions of
uss (21 CFR 314.530 and 601.43).

G. Termination of Requirements

In response to comments, the final
rule provides that the requirements set
forth in §§ 314.520, 314.530, and
314.550 for new drugs and antibiotics
and §§ 601.42, 601.43, and 601.45 for
biological products ordinarily will
terminate when FDA determines that
the results of required postmarketin
studies have demonstrated that the drug
or biological product has clinical
benefit, or, where restrictions on
distribution or use have been imposed,
when FDA determines that safe use of
the drug or biological product can be
ensured without such restrictions, e.g.,
through appropriate labeling. FDA will
notify the applicant when these
requirements no longer apply (21 CFR
314.560 and 601.46).

II1. Effective Date

~This regulation will become effective
on January 11, 1993.

IV. Comments on the Proposed Rule

FDA received 54 comments on the
roposed rule. The comments came

m individuals, specific disease
organizations, universities,
pharmaceutical manufacturers, trade
associations, health professionals, and
professional societies. The comments
reflect broad support and acceptance of
the goal of expediting the approval of
drugs intended for the treatment of

serious and life-threatening illnesses. A
number of comments asked that the
proposal be finalized expeditiously

without change. Many comments posed
specific questions and raised important
concerns.

A. General Comments

1. One comment suggested that the
term “conditional approval” was less
confusing and ambiguous than the term
“accelerated approval.” The comment
also referred to the statement in the
proposal that “Drugs * * * approved
under this proposal will have met the
requisite standards * * * under the
(act)” and argued that because
postmarketing conditions may be
imposed, this statement can only be
read to say that the requisite standards
under the act can only be met by a lower
standard of evidence in hand, combined
with assurance that further evidence
will be obtained.

Another comment expressed concern
that the proposal appears to establish a
standard for the evaluation of drug
product effectivenees that is
inconsistent with the substantial
evidence requirement of section 505(d)
of the act (21 U.S.C. 355(d)), which
means ‘‘evidence consisting of adequate
and well-controlled investigations,
including clinical investigations, by
experts qualified by scientific training
and experience to evaluate the
effectiveness of the drug involved, on
the basis of which it could fairly and
responsibly be concluded by such
experts that the drug will have the effect
it purports or is represented to have
under the conditions of use prescribed,
recommended, or suggested in the
labeling or proposed labeling * * *.”
The comment argued that, with few
exceptions, the agency has consistently
interpreted the “substantial evidencs"
requirement as an instruction that
determinations of effectiveness be based
on data unambiguously reflecting the
clinical status of subjects evaluated
under controlled conditions in bona fide
clinical experiments. In the absence of
compelling empirical evidence
documenting that a drug-induced
change in a surrogate measure reliably
and consistently predicts improved

clinical outcome, a surrogate indicator
is no more than a hypothetical
construct. The comment asserted that
the proposed rule’s endorsement of the
use of unvalidated surrogate endpoints,
therefore, appears to represent a
significant departure from traditional
agency interpretations of ‘‘substantial
evidence” within the meaning of the act
because it allows belief rather than
evidence to serve as the basis for a
conclusion about the effectiveness of a
new drug.

Three comments asserted that the new
regulations are not needed to approve
drugs intended to treat serious or life-
threatening illnesses. Two comments
cited FDA's approval, without new

ations, of didanosine {formerl
called ddi) and zalcitabine (formerly
called ddc) in combination with
zidovudine (formerly called AZT) based
on a surrogate marker, i.e., an increase
in CD4 cell counts and the ‘‘subpart E”
procedures at 21 CFR part 312, which
address the need for expaditing the
development, evaluation, and marketing
of new therapies intended to treat life-
threatening or severely debilitating
illnesses as examples of existing
mechanisms for the expedited approval
of important new drugs. One comment
argued that the act requires that drugs
be shown to be “'safe’” and *‘effective,"”
and proof of effectiveness is not limited
by the act to demonstration of an effect
on “survival or irreversible morbidity,”
as the proposed rule seems to assume.
The comment further argued that FDA
has considerable statutory discretion to
define what type of data constitutes
proof of effectiveness, and
demonstration of an effect on a
surrogate marker is one type of such
proof.

The agency believes that what the
procedures are called is much less
important than what the procedures are.
The shorthand term selected by the
agency reflects the intent of the rule,
especially that part related to use of
surrogate markers, which is to make
drugs that provide meaningful
improvement over existing therapies for
serious illnesses widely available
(through marketing) at the earliest time
consistent with the law. The essence of
the proposal is thus acceleration, not the
imposition of conditions. Approval
under these procedures is dependent on
compliance with certain additional
requirements, such as timely
completion of studies to document the
expected clinical benefit. The evidence
available at the time of approval under
this rule will meet the statutory
standard, in that there must be evidence
from adequate and well-controlied
studies showing that the drug will have
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the effect hhm?-ewmod to have in its
labeling. That effect will, in this case, be

an ¢ffect un a o endpoint Ut is
reasonsbly Hkely to predict a clinical
benefit and labeling will refer to the

effect on the surrogate, not to effect on
clinical ogutcome,

While ths ‘act does not referto
particular endpoints or state a
preference for clinicel, #s opposed to
surrogate, endpoints, it i3 well
established that the effect shown in
well-controlled studies, must, in the
judgment of the agency, be clinically
meaningful. Moreover, the safety
standard in the act, thata drug must be
shown to be safe forits intended use,
implies a risk/bonefit judgment. The
effoct shown must be such s to
outweigh the risks of the treatment
under the conditions of use. Appraval
under this rule requires, therefore, that
the effect shown be, in the judgment of
the agency, clinically meaningful, and
of such importance a3 to outweigh the
risks of treatment. This judgment does
not represent oither a ‘‘lower standard”
or ane inconsistent with section 505(d)
of the act, but rather an assessment
about whether different types of data
show that tho same statutory standard
has been met.

Approval based on surrogate
endpoints is not new, although the issue
has not previously been considered in
regulations. The agency hes, in a
number of instances, approved drugs
based on surrogate endpoints. For
example, drugs for h ension have
been approved based on their effects on
blood pressure rather than on survival
or stroke rate. Similarly, drugs for
hypercholesterolemia have been
approved based on effects on serum
cholesterol rather than on coronary
artery dissase (angina, heart attacks).
But, in those cases there was very good
evidencs from clinical trials (in the case
of hdyportension) and from
epidemiologic and animal studies (in
the case of hypercholesterolemia) that
improving the surrogate would lead to
or is associated with tho desired effects
on morbidity and mortality. Even so,
there is still today considerable debate
about who will benefit from cholesterol
lowering. Controlled trials assessing
effects on clinical endpoints of
morbidity and mortality from use of
cholesterol-towering drugs have been,
and are being, conducted.

Reliance on a surrogete endpoint
almost elways introduces some
uncertainty into the risk/benefit
assessmem, because clinical benefit is
not measured directly and the
quanlitative relation of the effect on the
surrogate to'the clinicel effect is rarely
known. The.expected risk/benefit

relationghip mey failto emerge because:
(1) The identified murrogate may not in
fact be.causally relaied to clinica]
outcome {(even though it-weas th 1o
be) or (2) the drug may have:a sma

than expectad benefit and a larger than
expected adverse effect thet could not
be recognized without large-scsle
clinical ¢rials of Jong duration. Reliance
on surrogate markers therefore requires
an additional meesure of judgment, not
only weighing benefit versus risk, as
always, but also deciding whatthe
therapeutic benefit is based upon the
drug elfect on the surrogata,

The sections of the final rule that
address approval based upon a drug
effect on a surrogate endpoint
specifically clarify the regulatory
approval-criteria when the ggency relies
on a surrogate endpoint that, while
"reasonag?ydikel_y”‘lo predict clinical
benefit, is not so well established as the
surrogates-ordinarily used s bases of
approval in the past. Postmarketing
studies required to verify and .describe
actual clinical benefits would elso:be
required to be adequate and well-
controlled studies. Sections 314.510 and
601.41 have been revised to clarify this
point. If, on completion of required
postmarketing studies, the effect.on the
surrogate is not shown to correspand to
a favorable effect on clinical benefit, the
rule provides an expedited means of
removing the dru gom the market.

Approval of didanosine and
zalcitabine under current procedures
does not show that the rule is of no
value. Although approval did rely on a
surrogaie endpoint that is of the kind
specifically addressed by the rule, the
fact that studies to define clinical
benefit were nearly complete and were
being conducted under the auspices of
the National Institute of Allergy-and
Infoctious Diseases made it less crucial
to have additional guarantees that such
studies would be conducted promptly.
Moreover, the spansors of didanosine
and zalcitabine agreed prior to approval
to expedited withdrawasl of the dp.rug
from the market if benefit were not
shown. The provisions of the final rule
will ensure that appropriate safeguards
exist for timely generaticn of data on
actual clinical benefit, for appropriate
promotional information about labeled
indications, and for prompt withdrawal
of the drug from the market if clinical
benefit is not confirmed.

2. Pointing to a statement in the
preamble to'the proposed rule'that it is
in the publicinterest to make promising
new treatments available at'the earliest
possible point in time for use in life-
threatening-and serious illnesses, one
comment expressed concern that the

proposed rule - mey lead to the marketing

of . _ge numbers of clinically
ineffective, but pharmacologically
active, drugs and 'this mray not be in the
interest of the public‘heslth. The
comment argued that warly access to so-
called **promlging” drugs is not the
same as early access tosefe and effective
drugs, end the number of potential
mariers thet may be advanced as
surrogates of clinical .outcome is
exceedingly large. The comment
suggested that it may be more
apprapriate to seek adoption of the
proposed requiremerts through an
amendmaent to the act.

FDA agrees with the contention that
roviding people who have serious or
Efe—threatening illnesses with numsrous
clinicelly ineHective drugs would not be

helpful. However, the agency does not
agree that the rule can be expected to
have this result. Although studies using
surrogate endpoints may provide less
assurance of clinical benefit than
studies using clinical endpoints, FDA
believes compliance with all of the
elements of the accelerated approval
program will not result in the marketing
of large numbers of clinically ineffective
drugs. The new procedurss applytoa
limited group of circumstances, namsly,
to drugs intended for serious or life-
threatening illnesses when the drugs
provide a meaningful therapeutic
benefit over existing therapy. Reliance
on a surrogate endpoint is not
equivalent to reliance on any evidence
of pharmacologic activity. The-endpoint
must be reasonably likely, based on
epidemiologic, therapeutic,
pethophysiologic, or other-evidencs, to
predict clinical bensfit.

Whaether a given endpoint is, in fact,
reasonably likely to predict clinical
benefit is inevitably a matter of
judgment. FDA, using available internal
and external expertise, will have to
make informed judgments in each case
presented, just as it does now. The
agency acknowledges that there-are
waoll-recognized reasons for caution
when surrogate endpoints are relied on.
Certain putative surrogates have
ultimetoly beon shown not to
correspond to clinical benefit. Perhaps
the most noteworthy example is the
failure of entiarthythmic agents in the
Cardiac Arthythmia Suppression Trial
(CAST) to improve survival by
depressing ventricular ectopic beats;
effective suppression of ectopicbeats
was aseocialed with increased mortality.

A sponsormust persuesivelysupport
the reesonableness of the pro d
surrogate as a predictor end show how
the benefits of treatment wil! outwsigh
the risks. Such presentations are likely
to’be persuasive only when the.disease
to be treated is particularly severei{so

"

-
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that considerable risk is acceptable)
and/or when the surrogate endpoint is
well supported. In addition, it will be
the sponsor’s clear obligation to resolve
any doubts as to clinical value by
cﬂ;gin‘g'ﬁ'out‘deﬁnitive studies.

A does not agree that it would be
more appropriate to seek an amendment
to the-act than to adopt the proposed
requirements. As discussed in the
preamble to the proposed rule as well as
elsewhaere in this preamble to the final
rule, existing provisions of the act and
the PHS Act authorize promulgation of
the requirements in the final
regulations.

3. One comment expressed concern
that because the proposed rule would
establish conditions on a drug's
gpproval, third:-party payors may
decline reimbursement because the so-
called approval would have attributes of
investigational status.

The agency expects that, because
drugs approved under the accelerated
approval process meet the statutory
standards for safety and effectiveness,
they would be sligible for
reimbursement under State Medicaid
programs or other third-party plans.
Drug products granted accelerated
approval will not be, under the law,
investigational, as suggested by the
comment.

4. One comment asked if all drugs
considered for accelerated approval
must be reviewed by an advisory
committee. The comment stated that
because advisory committees meet
infrequently, waiting for the next
meeting may slow down the approval
process, -

FDA is not required to consult with
an advisory committee before approving
an application under these accelerated
approval regulations, or any other
regulation. However, FDA intends to
consult the appropriate committee in
most instances. Advisory committee
meetings can usually be scheduled to
avoid significant delays in the review
process. The agency will consider any
request by an applicant for referral of
the application to an advisory
committee. ‘

B. Scope

5. Four comments asked for further
clarification of what diseases are
covered by the rule. One comment
stated that the terms *'serious,” and
“life-threatening,” are defined in the
proposal by reference to 21 CFR 312.34,
followed by a brief statement exrlaining
the role of judgment and examples of
diseases that are currently judged to be

serious. The comment asked that FDA
also describe: (1) Diseases that are not
currently included in the category of
“serious,”” {2) examples of dissases that
are currently judged “life-threatening,”
and (3) examrlea of diseases that are not
currently included in the category “life-
threatening."

One comment contended that the
statement in the preamble that
“seriousness of a disease is a matter of
judgment, but generally is based on its
impact on such factors as survival, day-
to-day functioning, or the likelihood
that the disease, i? left untreated, will
progress from a less severe condition to
a more serious one” too narrowly limits
diseases covered by the proposed rule
(57 FR 13234 at 13235). The comment
argued that some *‘less severe” diseases,
even if treated, may progress to a more
serious state, and that these diseases
should also be covered by the rule. On
the other hand, two comments argued
that the language in the preamble that
classifies diseases as ‘‘serious’’ was
overly broad and subjective and far too
large a number of illnesses could be
eligible as being “'serious.”

A discussed the meaning of the
terms *‘serious” and ‘‘life-threatening”’
in its final rules on "‘treatment IND’s"
(52 FR 19466 at 19467, May 22, 1987)
and “subpart E” procedures (54 FR
41516 at 4151841519, October 21,
1988). The use of these terms in this
rule is the same as FDA defined and
used the terms in those rulemakings. It
would be virtually impossible to name
avery '‘serious’ and “Fife-threatening"

disease that would be within the scope

of this rule. In FDA's experience with
“‘treatment IND’s”" and drugs covered by
the “subpart E'* procedures there have
not been problems in determining
which diseases fall within the meaning
of the terms "serious” and "life-
threatening,” and FDA would expect no
problems under this accelerated
approval program. The likelihood of
progression to a serious condition with
available treatments would also be
considered in assessing whether the
disease is within the scope of the final
rule. The preamble to the proposed rule
(57 FR 13234 at 13235) referred to
chronic illnesses that are generally well
managed by available therapy, but can
have serious outcomes for certain
populations or in some or all of their
phases. Applicants are encouraged to
consult with FDA's reviewing divisions
early in the drug development process
if they have questions about whether
their specific product is within the
scope of this rule.

The concerns expressed in these and
other comments about considering too
many illnesses eligible for consideration
under the accelerated approval
procedures may arise from the
underlying fear that reliance on
surrogate endpoints will become
routine, the ‘“normal’ way drugs are
brought to the market. This fear is
groundless. The vast majority of drugs
are directed at symptomatic or short-
term conditions (pain, heart failure,
acute infections, gastrointestinal
complaints) whose response to drugs, if
it occurs, is readily measured and where
there is no need to consider or accept
surrogate endpoints. Surrogates, with
few exceptions, are of interest in the
following situations: (1) Where the
clinical benefit, if there is one, is likely
to be well in the future; and (2) where
the implications of the effect on the
surrogate are great because the disease
has no treatment at all or the drug sesms
to treat people with no alternative (e.g.,
because they cannot tolerate the usual
effective treatment). In the first case,
great care is needed, and would be
given, as there would generally be no
experience linking an effect on the
surrogate to clinical success, and there
have been conspicuous examples of lack
of linkage (CAST, referred to above;
drugs that increase cardiac output in
patients with heart failure but that
decrease survival; imperfect agreement
of effects on coronary artery patency
and effects on survival in patients with
myocardial infarction; lack of beneficial
effect on bone fracture rate despite
favorable effects on bone density in
patients with osteoporosis}. FDA and
outside experts will be aware of these
examples as proposed swirogates are
considered. The implications are
especially great when considering
prophylactic therapy, i.e., treatments to
prevent chronic illness (coronary artery
disease, cancer), in an essentially well
population. In the second case, there
will generally have been experience
(with the standard therapy) to evaluate
in considering linkage of the surrogate
to benefit; this was, for example, the
case with didanosine, where evidence
from zidovudine studies of the
relationship of an effect on CD4
lymphocytes and clinical outcome
could be assessed. Similarly, there is
considerable experience to show that
durable complete responses in many
cancers correspond to improved
survival, so that an agent inducing them
in refractory illness or in primary
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disease that had previously been poorly
responsive would generally be seen as
reasonably likely to provide a clinical
benefit.

6. One comment stated that epilepsy
is a serious and life-threatenin
condition and asked that it be included
within the scope of the proposal. The
preamble citufe among other illnesses,
depression and psychosas as examples
of chronic illnesses that can have
serious outcomes even if they are
generally well managed. One comment
asserted that neither depression nor
psychosis is a disease, nor is either one
serious or life-threatening. The
comment stated that depression and
psychosis are diagnoses. The comment
urged the agency to remove them from
the definition of life-threatening
“illnesses" or “‘diseases.”

With respect to epilepsy, FDA notes
that in the “treatment IND" final rule
(52 FR 19466 at 19467, May 22, 1987),
the agency listed *‘certain forms of
epilepsy’ as an example of a disease or
stage of disease that would normally be
considered “serious.” Certain forms of
epilepsy may also be considered
“*serious’’ under the accelerated
approval program. It is unlikely,
however, that a surrogate endpoint
would be utilized in such a case, as
seizure frequency, a clinical endpoint, is
readily measured.

FDA's reference to depression and
psychoses was intended to give
examples of conditions or diseases that
can be serious for certain populations or
in some or all of their phases. While
drugs for the treatment of depression
and psychosis would be examples of
those that could be covered by the
accelerated approval program, it is not
the use of surrogate endpoints that
would be expected; the symptorms and
signs of these diseases are readily
studied. On the other hand, some of
these drugs have been quite toxic (e.g.,
clozapine for refractory psychoses) and
might be considered for approval with
restrictions to ensure safe use.

7. Two comments asked how FDA
will decide that a drug is eligible for
accelerated approval. One comment
asserted that the decision should be an
option for the applicant to consider, not
a decision for FDA to make unilaterally.
Pointing to a statement in the preamble
(57 FR 13234 at 13235) that FDA
reserves the right not to apply
accelerated approval procedures when it
believes in good faith that the drug's
foreseeable use is reasonably likely to be
outside the scope of “life-threatening
diseases without meaningful therapeutic
benefit over existing therapy,” the
comments argued that, if there are
patients with life-threatening conditions

that can benefit from expedited
:Epmval. the needs of the patients

ould determine the procedures used
to approve the drug. One comment
contended that applicants of products
considered candidates for accelerated
approval may have their drug or
biological product “forced” into the
accelerated approval process and be
forced to conduct a program of studies
to substantiate that surrogate endpoints
actually predict significant clinical
benefits.

The medical reviewing divisions
within FDA's Center for Drug
Evaluation and Research (CDER) and
Center for Biologics Evaluation and
Research (CBER) will determine the
type of regulatory review that FDA may
apply to an application. FDA
encourages sponsors to meet with FDA
early in the drug development process
to discuss the applicability of the
accelerated approval program to their
product; however, FDA reserves the
discretion to determine whether these
procedures are applicable to a specific
product.

With respect to the preamble
statement cited by one comment, the
comment misreads the preamble
statement, which does not say that FDA
will, in ell cases, apply FDA's
traditional approval mechanisms rather
than this accelerated process for drugs
where a majority of the drug’s
foreseeable uses are outside the scope of
“life-threatening’” diseases without
meaningful therapeutic benefit over
existing therapy. The statement merely
informs applicants that FDA will
consider the possible impact of
widespread use of a drug for uses other
than the one supporting accelerated
approval; drugs approved under this
program would ogen have only small
safety data bases so that widespread off-
label use might have serious -
implications. The agency does not
believe that such a situation would
regularly lead to exclusion from these
provisions.

FDA does not agree that applicants
seeking nrpmvnl to market dru%:nd
biological products that would
candidates for accelerated approval will
be forced to use the accelerated
approval mechanism. It is true,
however, that some proposed surrogate
endpoints would not be considered
acceptable bases for approval without
assurence that the clinical studies to
show clinical benefit will be conducted.
A sponsor that wishes the application to
be considered under the traditional
approval process may request and
receive such consideration.

The agency wishes to clarify the
circumstances in which the accelerated

approval regulations will apply.
Sections 314.500 and 801.40 describe
aspects of the scope of these regulations.
Moreover, these regulations are
intended to apply to applications based ,
on surrogate endpoints whose validity-is
not fully astablisggd. to applications
based on clinical endpoints that lsave
unanswered major questions about the
product’s effect on ultimate outcome,
and to applications for products whose
safe and effective use requires
limitations on distribution or use. In all
other situations, accelerated approval
n%vuimments will not apply.

ere approval is based on a
surrogate endpoint that is accepted as
validated to predict or correlate with
clinical benefit, the product willbe .-
considered under the traditional ot
process, and the arketing
requirements under accelerated
approval will not apply. Approvals of
products for serious or life-threatening
ilinesses based on clinical endpoints
other than survival or irreversible
morbidity will usually also be
considered under traditional o
procedures. Approvals based on such
clinical endpoints will be considered = .
under the accelerated approval - ete
regulations only when it is essential to
determine effects on survival or
irreversible morbidity in order to
confirm the favorable risk/benefit -
judgment that led to approval.
Applications for products for serious or
life-threatening illnesses that provide a
meaningful therapeutic benefit over
existing therapy will receive a priority
rating and expedited review, even when
not considered under the accelerated |, .
approval procedures.

e agency also wishes to clarify that
whenever an application is approved "
under § 314.510 or § 601.41,
postmarketing studies confirming the
product’s clinical benefit will thus be ”
required. Therefore, in order to
eliminate potential confusion, the
agency has amended §§314.510 and
601.41 to clarify these points. ’

FDA also recognizes that over time a -
particular surrogate, once acceptable as
a basis for approval only under the
accelerated approval regulations, could
become recognized as validated by
definitive studies {just as high blood"" -
pressure, for example, over time becameé '
validated as a surrogate with clinical "~
significance). In such cases, a future”
application relying on such a surrogate
would not require postmarketing studies
confirming the surrogate’s clinical -~
benefit and the application would be
considered under traditional '
procedures.

8. Two commaents asked for
clarification of the phrase “‘meaningful
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therapeutie benefit over existing
therapy’’ as used in the description of
what drugs the accelerated approval
program shauld apply to. Specificaily,
peistingin an example described in the
preantlile that & new therapy would be
eligible fox accelerated approval if there
was:'‘s:dleas-improvement” over
existing:tharapy in being more effactive
or better tolerated, one comment urged
FDA to-clarify-the meaning of *“clear
improvement’} te discourage applicants
of “me-too” products from wasting the
agency’s timerand resources by applying
for acceleratediapproval of such
products. The comment also asked that
FDA specify:thatiif a new drug is
approved under the accelerated
approval:previsions because the drug
exhibits a-*‘clear improvement” over an
existing drug that was also granted
accelerated approval, then specific
restrictions will be placed on the prior
approved drug to limit its use only to
patients who'cannot tolerate the new
drug, or whose physicians assess that a
change to the new drug might involve
significant risks to-the patient that
outweigh thé benefits. One comment
asked that the term “‘meaningful
therapeutit benefit over existing
therapy" be interpreted and consistently
applied to both drugs and biological
products, "

FDA béliavés that the examples given
to help clarify the phrase “meaningful
therapeutic benefit over existing
therapy” (ability to treat unresponsive
or intolerant patients or improved
response compared to available therapy)
are'readily understood illustrations of
the intent of the requirement. A drug
that is essentially the same as available
treatment (what the comment refers to
as a “me too” drug) will not have a
credible claim.to a meaningful
therapeut{c benefit over that existing
treatméftand this should be easily
detected.

With respect to restricting use of a
drug previously approved under
accelerated approval procedures when a
new drug granted accelerated approval
is a clear improvement over the prior
approved drug, this would rarely be
appropriate. Although, in some
instances, certain.therapies are
iqw_ﬁfied as ‘‘second-line,” this
requires essentially unequivocal
evidence of an advantage of alternative
therapy, not likely on the basis of a
syrrogate endpoint. Labeling for both . .
drugs will be accurate, however, )
allowing physicians to prescribe both .
the neéwly approved drug and the prior
drug properly.

9. One comment asked if a change in
the route of administration would be

considered as a meaningful benefit and
within the scope of the proposal.

A change in the route of
administration may be a candidate for
accelerated approval depending upon
the particular evidence presented.

10. One comment asked if subpart E
drugs currently under investigation will
be considered for accelerated approval.
The comment assumed that new drug
applications (NDA's) and supplemental
NDA's considered for accelerated
approval will have the highest priority
for review.

Subpart E drugs will be considered for
accelerated approval if they satisfy both
eligibility criteria for accelerated
approval, i.e,, if they are being
developed for the treatment of serious or
life-threatening illnesses and the
products will pravide meaningful
therapeutic benefits to patients aver
existing treatment. As discussed above,
applicants should consult with FDA
early in the development process to
determine the nature of the regulatory
review. Early consultations are a critical
part of subpart E procedures. Drugs
being reviewed under accelerated
approval procedures will receive high
priority review, However, applications
for drugs for acquired
immunodeficiency syndrome (AIDS)
and human immunodeficiency virus
{HIV)-related conditions will receive the
highest priority review.

C. Criteria for Approval

11. Two comments expressed concern
that the proposal did not provide
enough detail on what constitutes an
appropriate surrogate endpoint. One
comment recommended that FDA adopt
specific criteria for what constitutes an
appropriate surrogate endpoint. The
comment suggested that such criteria
should include: (1) The surrogate
endpoint must be biclogically plausible
in that it must be consistent with what
is known about the pathophysiology
and pathogenesis of the disease; (2) the
surrogate endpoint must be present or
abnormal in a large percentage of people
who have the disease; (3) the surrogate
endpoint must be a good predictor of

~ the disease progression and should

correlate closely with the significant
clinical endpoint; (4) there should be a
correlation between the quantitative
aspect of the surrogate endpoint and the
progression of the disease (e.g., the more
severe the disease, the more deviant the
surrogate endpoint from normal); (5) the

regression of the surrogate endpoint - . ..

should be significantly associated with
clinical improvement (e.g., those with
the greatest improvement in the
surrogate endpoint should also show the
greatest clinical effects); conversaly, the

lack of regression of the surrogate
endpoint should be commonly
associated with a lack of clinical
improvement; and (6) the incidence of
regression or improvement in the
surrogate endpoint should be
significantly greater in treated than
untreated patients.

One comment asked if the use of
microalbuminuria data is a surrogate for
diabetic nephropathy and if all drugs
relying on surrogate endpoints would be
eligible for accelerated approval, e.&., an
angiotensin receptor antagonist wi
potential utility for treatment of
cangestive heart failure. The comment
also asked what waquld happen if
g:stmarketing studies demonstrate

neficial changes of surrogate
endpoints but not beneficial clinical
endpoints. The comment also asked if
FDA will consider publishing
guidelines on which surrogate
endpoints would be appropriate for the
diseases that may be affected by the
proposed rule. Another comment
expressed the belief that there is no
evidence that surrogate endpoints are
necessarily good indicators of
therapeutic benefit. The comment stated
that a drug may have an effect on a
surrogate endpoint, but will not make
any clinical difference because the
advanced stage of the patient's disease
precludes any effective therapy or the
surrogate marker is not synchronous
with the patient’s clinical condition.

Another comment asserted that the
requirement to base an approval on a
surrogate endpoint that is “reasonably-
likely, based on epidemiologic,
therapeutic, pathophysiologic, or other
evidence, to predict clinical benefit
other than survival or irreversible
morbidity” is not restrictive enough to
assure adequate consumer protection.
Terms like ‘'reasonably likely” and “or
other evidence” allow drug
manufacturers too much latitude for
claiming that there is a correlation
between surrogate endroints affected by
their drugs ang clinical endpoints. The
comment argued that until a correlation
between a surrogate endpoint and a
clinical endpoint has been established,
a particular surrogate endpoint should
only be used to approve subsequent
drugs, without adequate clinical
evidence, if there is a very strong effect
of the drug on the surrogate marker or,
if the effect is not sufficiently strong,
there is an additional surrogate marker
which corroborates the results of the
first.

FDA intends to publish informal
guidance concerning surrogate
endpoints, but does not believe specific
requirements for an appropriate
surrogate should be specified by
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regulation. Any given specifications
may not be applicable to a particular
case. For example, the thoughtful
suggested criteria supplied by the
comment would rarely, if ever, be
a;:jplicable to the first effective drug for
a disease, because criterion 5 requires
that regression of the surrogate endpaoint
be associated quantitatively with
clinical improvement. If there had never
been effective treatment, this would
never be known. Yet the surrogate could
be persuasive on other grounds, such as
a well-documented etiologic relation. In
general, it is likely that one or another
strongly supportive piece of evidence
might outweigh gaps in other areas.

In developing informal guidance on
surrogate endpoints, FDA will consider
the suggestions in this comment.
Interested persons will have an
opportunity to comment on any
guidance documents in this area
developed by the agency. In some cases,
new or revised drug class, or disease-
specific, clinical guidelines may refer to
surrogate endpoints. FDA is not
prepared, at this time, to comment on
the acceptability of an endpoint that it
has not specifically considered, o.g.,
microalbuminuria.

The final regulations make it clear
that not all drugs submitted for approval
based on surrogate endpoint data are
eligible for accelerated approval
(§§314.500 and 601.40). The drug in
question must be for a serious or life-
threatening condition and must provide
meaningful therapeutic benefit over
existing therapy. In the case of an
angiotensin receptor antagonist posed
by the comment, there is existing
documented life-prolonging treatment
for congestive heart failure. An
application for a new agent, to be
eligible for accelerated approval, would
have to show potential benefit over
available therapy as well as identify a
reasonable surrogate endpoint. This is
problematic since no accepted surrogate
endpoint for studies to treat congestive
heart failure has been identified to date.
For example, some drugs with favorable
effects on hemodynamic measures in
heart failure patients have been
clinically ineffective.

The regulations are clear in requiring
that, for drugs approved under these
provisions based on surrogate
endpoints, the postmarketing studies
must show clinical benefit, not just the
previously shown effect on the surrogate
(§9314.510, 314.530, 601.41, and
601.43).

Surrogates, or proposed surrogates,
are not always good, nor necessarily
bad, indicators of therapeutic benefit
and must be judged on a case-by-case
basis. Even very good surrogates may

not be perfect: Blood pressure lowering
has been a better predictor of affect on
stroke than on coronary artery disease,
cholesterol lowering has had a clearer
effect on coronary artery disease than an
survival. Moreover, a surrogate may be
persuasive for a phase of disease with
short expected survival but much less so
in an earlier pbase of the disease.
Caution is always appropriate in
evaluating surrogate endpoints and the
particular therapeutic setting shouid
always be considered. The agency
believes that the evaluation of surrogate
endpoint data and the safeguards built
into these accelerated approval
procedures will provide adequate
consumer protection.

12. One comment expressed concern
that if there is no accepted surrogate
endpoint, an applicant’s only option is
to cunduct a study using some clinical
event as an endpoint, which may resuit
in long. large studies that delay
approval to the detriment of patients
and sponsors. One comment suggested
as an alternative that FDA permit
approval of a drug based on a study
using & clinical endpoint, but accept a
less rigorous standard of statistical
significance, e.g., 0.20 or 0.15 instead of
0.05. The comment further suggested
that the sponsor could then complete
postmarketing studies to establis
statistical significance at conventional
levels. The comment argued that this
alternative is totally consistent with
FDA's willingness to accept greater
uncertainty in approving drugs for
serious and life-threatening illnesses.

The intent of the rule is to allow FDA
to utilize a particular kind of evidence,
an effect on a surrogate endpoint, as a
basis for approval, and, where
appropriate, to ensure that remaining
doubts about the relationship of the
effect on the surrogate to clinical benefit
are resolved by additional adequate and
well-controlled studies with clinical
endpoints. The rule is not intended to
place into the market drugs with little
avidence of usefulness. Although there
is no statutory requirement for
significance testing of any particular
value, there are well-established
conventions for assessing statistical
significance to support the statutorily
required conclusion that the well-
controlled studies have demonstrated
that a drug will have the effect it is
represented to have. There is nothing
about serious or life-threstening
diseases that make them uniquely
dificult to study. A meaningful effect
on survival or morbidity where there is
no effective therapy should be readily
discerned. Such studies need be long
and large only when the effect is small
or difficult to detect. In that event,

proper assessment of benefit, and valid
weighing of its relation to risk, is .o
especially critical. .

13. One comment asked that FDA .
clarify that one study could bae the basis
of approval and that one postmarketing:
study should be all that is needed to 11!
establish the link between the endpoint.
used for approval and some relevant...;.
clinical benefit. ST

FDA interprets the statute, and-good -
science, as requiring at least two. .- ..
adequate and well-controlied studies ta
establish effectiveness. In.some
instances, drugs have been approved.an
the basis of a single well-cantrolled
study; this has been done where the
study was of excellent design, showed -
a high degree of statistical significance, .
involved multiple study centers,and i~
showed some evidence of internal
replicability, e.g., similar effects in
major study subsets. FDA encourages _.
applicants to discuss with FDA early in
a drug’s development the basis for the
applicant’s choice of a specific endpoint
and, where applicable, the basis for its
belief that a single study would bea-."":
sufficient basis for approval. With ...
respect to postmarketing studies, FDA-
anticipates that the requirement will :u
usually be met by studies already :
underway at the time of approval. As .
stated in the proposed rule, the -
requirement for any additionel study to:
demonstrate actual clinical benefit will
not be more stringent than those that -
would normally be required for
marketing approval of the same drug for
the same claim.

14. One comment expressed concern
that the preamble to the proposed rule:
implied that a sponsor of an AIDS drug:
might have to do a postmarketing study
to establish an effect on survival:afterne
showing an effect on such endpaoints as:
weight or incidence of opportunistic.»
infection (57 FR 13234 at 13235-13238).
The comment stated that FDA’s own™ »
advisory committee indicated that it -
was pleased to see an effect.from a
nucleoside analogue on the incidence of
opportunistic infections with AIDS -
patients but did not suggest that further
work should be done to show an effect .
on mortality. The comment argued that
in some cases direct correlation with
clinical endpoints such as mortalityis -
difficult to prove and urged FDA to be't:
flexible on this issue to encourage -
sponsors 10 go through the accelerated™
ap&mval process. St

dinarily, an effect on & meaningful

HILM
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clinical endpoint, e.g., onrate of
opportunistic infections in AIDS, isa ™
sufficient basis for approval without'--

need for followup studies. Other -~ "
endpoints, however, might leave major
questions unanswered. For example a:
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modest effect on weight gain in AIDS
without other demonstrated benefit, if
considered an adequate basis for
approval, while a clinical endpoint,
might leave sufficient doubt as to the
ultimate value of the effect so that
further studies would be necessary. FDA
intends to interpret this provision of the
regulations with flexibility. This
provision should also serve as a
reminder, however, that for life-
threatening diseases, the ultimate aim of
therapy is improved survival as well as
improved symptoms.

15. One comment asked FDA to
clarify what a sponsor’s obligation is to
continue supplying medication on a
compassionate basis if clinical efficacy
is not demonstrated to FDA's
satisfaction in postmarketing studies but
individual patients appear to be
benefiting from use of the drug.

Sponsors are not obligated to supply
drugs on a “compassionate basis."”
Whether, if clinical studies did not
show effectiveness, further availability
of the drug would be appropriate under
any mechanism would be determined
case-by-case,

D. Promotional Materials

16. Three comments asserted that
requiring advance submissions of
promotional materials is both beyond
FDA's statutory authority and is
unnecessary. Although FDA stated in
the proposal that it does not intend
specifically to approve promotional
materials, two comments contended that
is the likely effect of advance
submission. The comment cited section
502(n) of the act (21 U.S.C. 352(n)),
which provides that no regulation
promulgated under that provision shall
require prior FDA approval of the
content of any advertisement *except in
extraordinary circumstances,” and
asserted that the “extraordinary
circumstances” language would not
apply to drugs approved under the
accelerated approval program. One
comment argued that submission of
promotional material prior and
subsequent to approval is unwarranted
when dealing with treatments for
serious or life-threatening illnesses
where dissemination of the most current
and timely information is important to
the treating physician. One comment
questioned why there would be any
greater likelihood of misleading
promational claims for products
approved under the proposed
accelerated approval process than for
drugs intended to treat serious or life-
threatening diseases that are approved
under the normal NDA procedures. The
comment also expressed the hope that
the proposed requirement for advance

336-983 0 - 92 - 2

submission of promotional materials
was not based upon an assumption that
promotional materials for drugs
intended to treat serious diseases are
more likely to be misleading than
promotional materials for other types of
drugs because any such assumption
would be unfounded. One comment
argued that if an advertisement or
labeling is inaccurate, the product is
misbranded and FDA could then obtain
injunctive relief, seize the product, and/
or initiate criminal proceedings.
Another comment considered requiring
advance submission of promotional
materials unreasonable because
companies are not required to du so
now. One comment questioned the legal
authority for requiring presubmission of
promotional material following
approval of a drug product, and the
reason for the requirement.

The agency believes that the
requirements for submission of
promotional materials in the context of
accelerated approval are authorized by
statute. Subsections 505(d}{(4) and (d)(5)
of the act provide that, in determining
whether to approve a drug as safe and
effective, the agency may consider not
only information such as data from
clinical studies but also “‘any other
information" relevant to safety and
effectiveness under the proposed
conditions of use. Such information
would include information about how
the drug would be promoted. In
determining whether the drug’s
proposed labeling would be “false or
misleading” under section 505(d)(7} of
the act, the agency is similarly
authorized to evaluate "*all material
facts’* during the approval process,
including the facts about promaotion.

FDA is also authorized by section
505(k) of the act to require reporting of
information subsequent to approval
necessary to enable the agency to
determine whether there may be
grounds for withdrawing the approval.
Among the grounds for withdrawal
specified in section 505(e) of the act are
that the evidence reveals the drug is not
shown to be safe and effective under its
conditions of use. In addition, drug
approval may be withdrawn if
information shows the labeling to be
false or misleading. Information on how
the drug will be promoted is again
relevant to whether the drug’s marketing
approval should be withdrawn. Section
701(a) of the act (21 U.S.C. 371(a))
generally authorizes FDA to promulgate
regulations for the efficient enforcement
of the act.

For biological products, additional
authority in section 351 of the PHS Act
(42 U.S.C. 262) authorizes the
promulgation of regulations designed to

‘ensure the continued safety, purity, and
potency of the products. The content of
promotional materials is important ta
the continued safe and effective use of
biologicals.

Therefore, the provisions of the final
rule requiring submission of
promotional materials prior to approval
under the accelerated approval
procedures and subsequent to such
approval are authorized by statutory
provisions. FDA might also invoke the
authority of section 502(n) of the act (21
U.S.C. 352(n)) to require prior approval
of the content of any prescription drug
advertisement in “extraordinary
circumstances.” Whether FDA could
appropriately rely on section 502(n) of
the act in promulgating §§ 314.550 and
601.45 need not be determined,
however, because FDA is not relying
upon section 502(n) of the act as legal
authority for these (or any other}
sections of the accelerated approval
regulations.

he agency believes that advance
submissions of promotional materials
for accelerated approval products are
warranted under the accelerated
approval circumstances. The special
circumstances under which drugs will
be approved under these provisions and
the possibility that promotional
materials could adversely affect the
sensitive risk/benefit balance justify
review of promotional materials before
and after approval. For example, if the
promotional materials exaggerate the
known benefits of the drug, wider and
inappropriate use of the drug could be
encouraged, with harmful results.

Similarly, high risk drugs that are
approved based on postmarketing
restrictions would not have been
approved for use without those
restrictions because the risk/benefit
balance would not justify such
approval. If promotional materials were
to undermine the postmarketing
restrictions, the health and safety of
patients could be greatly jeopardized.

Although there is potential harm from
any misleading promotion, and thers is
no reason to believe improper
promotion is more likely in this setting
than in others, the risk/benefit balance
is especially sensitive in this setting.
The relatively small data base available
and the minimal published information
available also can contribute to making
the physician and patient populations
particularly vulnerable under
accelerated approval circumstances.

Reliance on court actions (such as
seizures, injunctions, and criminal
prosecutions) can be effective in ending
false promotions, but can only be
initiated after the fact, when harm has
already occurred. Corrective efforts can
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be helpful but are always somewhat
delayed. Under the circumstances of
accelerated approval, FDA helieves tie:
it is far preferable to avoid problem: b
reviewing the promationcl materisls in
advance of drug approval srd of
dissemination of the rnaterials

17. Two comraents supportad the
provision about submission of
promotional materials. One cornnient
urged the agency to require that specific
patient information be inclugded in
promoticnel matarials to indicate the
fact that the drug’s cliuical benefit has
not yet been established. For drugs
approved under the restricted nse
provisien, the commer:t rechmmended
that the labeling specify in dutail the
exact restrictions placed on: the drug L.
both cases, the commen' recommenda
that this pation! information appaay 48
boxed wermnings

Section 502(n) of the st 8nd
regulations at § 202.1(e)(1) (21 {.FR
202.1(9)(1})] require prescription drug
advertisements (promotional matene:)
to contain, among other things. & trua
statement of infermation in brief
summary relating 1o side effacts.
contraindications. and etfectiveiircs.
which would incliide warmnings.
precautions, and limitat:ons on use. Tho
information in brief summary relating to
side effects. contrsindicstions, and
effectiveness is required 1o he Lase
solely on the approvad labeling.
Therefore, to the extent that e drug's
labeling reflects the extem cf clinica)
exposure and includes approp:iote
warnings. & drug's promotional materia
would also include this 1nformaetion

FDA regulations governing
prescription drug labsling {2, CFR
201.56 and 201.57) royuire that serious
adverse reactions end potential safety
hazards, as well as limitatious in use
imposed by them be included 1. the
“Warning' seciion cf the labeling In the
case of approval based upon effect on s
surrogate endpaint, the “Indicetions aua
Usage"" section of the lsheling woald
reflect the nature of the demonstrate
effect. If the approval is besed on use
restrictions, the labe! would alsc cpyir,
the restrictions.

FDA maey require boxec warnings if
there are special problems associatea
with & drug, particularlv those that may
lead to death or sarious injury (21 ZFR -
201.57(e)). The agency does not agres
that information related to clinical
benefit or use restrictions for arceleraied
approval drugs would necessarily
always require a boxed waming

As'indicated by §§ 314.550 anil
601.45 of the final rule, applicants will
be required to submit pramotionel
materials prior to approval and in
advance of dissemination subsequent to

approval whether the product is 8 new
drug, an entibiotic, or a biological
pioduct.

18. One comment contendad that FDA
raview and approvel of ail promotional
pieces hefore their use will indefinitely
delav product marketing campaigns and
other patient and physician ecucational
activities, which are easential to market
8 product, thereby significantly
diminishing the ardvantage of securin,
an verly approval for the applicant. 'I%e
~aramen! further contended that the
requirement to submit “‘all promotional
materials * * * intended for
aissemination or publication upon
marketing epproval” will bu overly
burdensome for FDA and will
urnecessarily slow down the process for
review of all materials, not just those for
pruducts subject to this propused rule.
The comment recommended that FDA
unly request for review the primary
advertising pieces, such as the
introductory letter to physicians, the
main deteil piece, and the main journal
advertisement, but not the secondary
materials, e.g., 8 letter to pharmacists, of
the initial promotional campaign.

As previously discussed in this
preamble, FDA will be reviewing an
applicant’s planned promoﬁona?
materials both prior to approval of an
apphication {refiecting the initial
campaign) and subsequent to approval
tn ascertain whether the materials might
adversely affect the drug's sensitive
risk/benefit balance Because all
promotional materials, including those
reforred to by the comment as
“secondary’ materials, can have
significant adverse efiects if they are
inislesding. the agency does not agree
that such materials should, as e matter
of course not be requested for review.
Insofar as such materials may be
directly derived from the introductory
ietter to physicians, or other materials
cherecterized by the comment as
“primary” materials, the additional time
to raview the derivative materials
should not be extensive.

The agency does not agree with the
zomiant’s contention that the
requirement to submit al! promotional
matwrials prior to and subsequent to
approval will indefinitely delay
marketing campaigns and educational
activities o1 be overly burdensome to
FDA reviewers. FDA is committed to
rapid review and evaluation of all drugs
considered for approval under this rule
and wil! promptly review the
promotional materials.

19. One comment suggested a passive,
time-limited clearance system for
review of advertising after the initial
promotional campaign such as that used
for review of IND's, which would allow

the sponsor to proceed to uss
promotionel materials after an allotted
timeframe, such as 30 days, unless
otherwise naotified by FDA.

As indicated by this comment and
others, additional clarification regarding
both timing and content of the
submissions of promotional materials
seems useful. Therefore, the agency is
revising proposed §§314.550 and
601.45 to make it clear that, unless
otherwise informed by the agency,
applicants must submit during the
prespproval review period copies of all
promotione! materiels intended for
dissemination or publication within the
first 120 days following marketing
approval. The initial promotional
campaign, sometimes referred to as the
“launch campaign,” often has a
significant effect on the climate of use
for a new product. As discussed
elsewhere in this preainble. the risk/
benefit balance of accelerated approva)
products is especislly sensitive, and
inappropriate promotion may adversely
effect the balance with resulting harm.

There may be some instances in
which promotional materiale that had
not been completed and submitted by
the applicant prior to approval would be
beneficial in fostering safe and effective
use of the product during the first 120
days. Under revised §§ 314.550 and
601.45, FDA would have the discretion
to consider such materials at a later
time. An applicant who requested
permission to include additional
materials among those disseminated
within the first 120 days following
product approval would be notified of
FDA's determination. If FDA agreed that
dissemination of such materials was
acceptable, the materials could then ve
disseminated or published upon
notificetion.

For promotional materials intended
for dissemination subsequent to the
initial 120 days under §§ 314.550 and
601.45 FDA would review the submitted
materials within 30 days of receipt. This
30-day period is meant to be time-
limited, so that the applicant will be
assurad of no unnecessary delay. It will
be important for the applicant to
identify the materiais %eing submitted
appropriately, so that it is clear that the
materials are subject to the 30-day
review periad. The agency intends to
review all such matarials promptly, and
to notify the epplicant of any identified
problems as soon as possible. The
agency expects that, if the agency
notifies the applicant of significant
objections to the proposed materials, no
materials will be disseminated or
published until the agenry’s objections
are resolved. The spplicant should plan
to allow sufficient time after receiving
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FDA's comments for resolving
differences and incorporating requested
changes in the submitted materials prior
to dissemination or publication.

When FDA removes the requiramant
for advance submission of promotional
material, the agency will continue to
offer a prompt review of all voluntarily
submitted promotional material.

E. Postmarketing Restrictions

FDA received many comments on the
proposed requirement to limit
distribution to certain facilitiss or
physicians with special training or
experience, or condition distribution on
the performancs of specified medical
procedures if such restrictions are
needed to counterbalance the drug's
known safety concerns.

20. Several comments questioned
FDA's authority to impose restrictions
on distribution or use sfter an approved
drug is marketed. Two comments
disagreed with the statutery provisions
cited by FDA in the proposed rule as its
authority to impose restrictions on
distribution or use stating that they refer
only to FDA’s general authority to
ensure that drugs are not misbranded,
which is an entirely separate issue.
Another comment arguad that section
503(b) of the act {21 U.S.C. 353(b})
contemplates that the issues warranting
a restriction as to distribution are not
factors in whether a drug product is
“safe” for purposes of approval, but
rather only whether the product must be
limited to prescription status. Two
comments said that, in the absencs of
specific statutory authority. the courts
clearly have refused to permit FDA to
impose restrictions on distribution and
cited American Pharmaceutical
Association (APhA} v. Weinberger, 377
F. Supp. 824, 829 n. 9 {(D.D.C. 1974},
aff'd sub nom. APhA v. Mathews, 530
F.2d 1054 (D.C. Cir 1978), a case
concerning conditions placed on the
approval of the drug methadone.

Some comments asserted that placing
restrictions on the distribution of an
approved drug to only certain facilities
or physicians, or restricting use to
certain medical procedures interferes
with ths practices of medicine and
pharmacy, which the comments
contended FDA does not have the
authority to regulate.

The agency believes that the
restrictions to ensure safe use
contemplated for approvals under
§§314.520 and 601.42 are authorized by
statute. As discussed in the preamble to
the proposed rule (57 FR 13234 at
13237), sections 501, 502, 503, 505, and
701 of the act provide broad authority
for FDA to issue regulations o help

assure the safety and effectiveness of
new drugs.

The agency does not agree with the
comments’ contention that the
misbranding provisions of the act are
irrelevant. Section 502(a) of the act
prohibits false or misleading labeling of
drugs, including (under section 201(a)
of the act} failure to revesl material facts
relating to potential consequences under
customary conditions of use. Section
502(f) of the act requires drugs to have
adequate directions for use and
adequste “varnings against unsafa use,
such as methods of administration, that
may be necessary to protect users. in
addition, section 502(j) of the act
prohibits use of drugs that ara
dangerous to health when used in the
manner suggested in their labeling. Sach
of these misbranding provisions is
intended, at least in significant part, to
protect consumers against the marketing
of drugs that would not ha safe under
certain conditions of usa. Section 701{a)
of the act authnrizes FDA to issue
regulations for the efficient enforcement
of the act. The restrictions on use
contemnplated by §§ 314.520 and 601.42
help to ensure that products that would
be misbranded under saction 502 »f the
act are not marketed.

The restrictions on uss imposed
under section 503 of the act, which
relate to prescription use limitations,
primarily concern whether a drug is sefe
for use except under the supervision of
a licensed practitioner. While the
agancy agrees that the restrictions
imposed under §§ 314.520 and §01.42
concerning distribution io certain
facilities or physicians with special
training or experience would be in
addition to ordinary prescription
limitation, FDA believes these
restrictions are consistent with the spirit
of section 503 of the act, as well as the
other provisions of the act referred to, in
ensuring safe use.

New drugs may be approved under
section 505(d) of the act only if they ars
safe for use under the conditions
prescribed, recommended. or suggestod
in the proposed labeling. In additicn, for
approval, a drug's labeling must not be
false or misleading based on a fair
evaluation of all material facts, which
would include details about the
conditions of use. For biological
products, section 351(d) of the PHS Act
also authorizes the imposition of
restrictions through regulations
“*designed to insure the continued
safety, purity, and potency” of the
products.

The agency disagrees with the
comments’ implication that the courts’
rulings in American Pharmaceutical
Association (APhA) v. Weinherger mean

thars i no stalutory authority to impose
restrictions on distribution for
accelsrated approval drugs. The
situation considered in that case is
readily distinguishable from the
siteation addressed in §§ 314.520 and
01.42 »f the accelerated approval
regulitions. Tha AFhA case roncerned a
regniaiion ihat withrirew approval of
NDA's for mathadone, but permitted
distribution to certain maintenance
treatment orograms and cartain hospital
and community pharmacies. Because
metha:ione is a controlied substance
withir the provisione of the Controlled
Substences Act, which is implsmented
hv tha Drug Enforcement
Administration with the Justice
Department. the district court
concluded that the question of
permizsible distribution of the drug was
within the jrrisdiction of the Justice
DCepartment. not FDA. The Court of
Appsols detarmined that the type of
misuse associated with methadone, i.e.,
ursuge hy parsons who have no intent
to try 'o use drugs for medical purposes,
differad from safety issues contemplated
for contro] snder section 305 of the act.
I coptrast, the restrictions
contemplated under §§ 314.520 and
501,42 ara precizely those deemed
necessary to snsure that section 505
criteria have heen met, i.e., restrictions
ta ansure that the drug will be safe
urder its approved conditions of use. It
is olearly FDA’z responsibility to
irplement the statutory provisions
regarding now diug approval.

Nov deaz FDA agree thet the
provisious placing restrictions on
distributior to certain facilities or
phys:cinas, or conditioned on the
performanca of certain medical
procadures, impermissibly interfere
with the practice of medicine and
pharmacy There is no legal support for
the theory thut FDA may only approve
sponscrs’ drugs without restriction
hecavse physicians or pharmacists may
wish tu presceibe or dispense drugs in
a certain way. The restrictions under
these pinvisions would be imposed on
the sponsor anly as vecessary for safe
use under the uxtiraurdinary
circumatarcss of the particular drug and
use, Without such restrictions, the drugs
would not meet the statutary criteria,
couid rot be approved for distribution,
an- would not be available for
prasuribing or dispensing. The agency,
1s a mettor of longstanding policy, does
aot wish to intarfere with ths
appropriaie practice of medicine or
pnarmacy. In this instance. the agency
beliaves that rather than interfering with
physician or pharmacy practice, the
rextistions parmit, in exceptional cases,
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approval of drugs with restrictions so
that the drugs may be available for
prescribing or dispensing.

21. One comment asserted that
postmarketing restrictions on
distribution to certain facilities or
physicians with certain training or
experience should be limited to rare
occasions in cases of extreme hazard to
patient safety in which toxicity of a
particular drug may require it, but
should not be applied becauss of
insufficient efficacy data. Some
comments argued that safety issues in
the context of drug use should be
addressed through patient management
and effective product labeling, not
through restricted distribution. In
support of this argument, the comments
cited the labeling of oncologic drugs.
which provides physicians with
adequate warnings and
recommendations for their use without
limiting distribution.

FDA agrees with these comments in
part and intends to impose restrictions
on distribution or use under this rule
only in those rare instances in which
the agency believes carefully worded
labeling for a product granted
accelerated approval will not assure the
product’s safe use. As stated in the
preamble to the proposed rule (57 FR
13234 at 13237}, FDA believes that the
safe use of most prescription druge will
continue to be assured through
traditional patient management by
health professionals and through
necessary safety warnings in the drug's
labeling.

22. Two comments asked who will
determine if restricted distribution
should occur and what facilities or
physicians with special training or
experience will participate. Several
comments expressed concern that
restricted distribution and/or
conditional use may not include all
health care professionals who should
participate in safe and effective patient
care. Two organizations representing
pharmacists asked that FDA develop
functional and objective criteria that
clearly establish the activities of
pharmacists, physicians, and others in
the care of patients receiving a drug
under restricted distribution, The
comments asserted that any health care
professional that met these criteria
should be allowed to participate in
distribution of the drug and care of the
patient. One comment recommended
that any postmarketing restrictions on
distribution or use of a drug approved
under the accelerated approval process
be developed by appropriate FDA
advisory committees or panels
expanded to include physicians and
pharmacists with expertise in the

therapeutic area being considered and
in relevant drug distribution systems.
Where appointment of pharmacists to
these committees or panels is not
feasibls, the comment recommended
that FDA use pharmacists in a
consultant capacity. Another comment
argued that current systems for drug
distribution incorporate “checks and
balances” such that prescribers and
pharmacists work together to assure safe
use of a drug by a patient. Two
comments would oppose any restricted
distribution system that allows
manufacturers exclusively to deliver
prescription drugs directly to patients.
One comment asked whaether FDA or
the applicant would monitor the criteria
for restricted distribution sites or
phﬁicians.

e medical reviewing divisions
within FDA’s CDER and CBER will
determine if restricted distribution or
use should be imposed. FDA will
usually seek the advice of outside expert
consultants or advisory committees
before making this determination, and
will, of course, consult with the
apglicant.

he agency does not agree that FDA
should develop criteria that clearly
establish the activities of health care
professionals in the care of patients
receiving a drug approved under this
rule and for which restricted
distribution has been imposed. Any
postmarketing restrictions required
under this rule will impose an
obligation on the applicant to ensure
that the drug or biological product is
distributed only to the specified
facilities or physicians. FDA will seek
the advice of outside consultants with
expertise in distribution systems or
advisory committees when necessary in
determining the need for or type of
restricted distribution. The limitations
on distribution or use imposed under
this rule, including specific distribution
systems to be used and the applicant’s
plan for monitoring compliance with
the limitations, will have been agreed to
by the applicant at the time of approval.
The burden is on the applicant to ensure
that the conditions of use under which
the applicant’s product was approved
are being followsd. As appropriate, FDA
may monitor the sponsor’s compliance
with the specified terms of the approval
and with the sponsor's obligations.

23. One comment recommended that
proposed § 314.520 be modified to
include therapeutic outcomes
monitoring as a third example of a
permissible postmarketing restriction.
The comment defined therapeutic
outcomes monitoring as the systematic
and continual monitoring of the clinical
and psychosocial effects of drug therapy

on a patient which achieves the
objective of preventing problems with
drug therapy. Some comments argued
that through therapeutic cutcomes
monitoring, a physician, a pharmacist,
and a patient can work togsther to
gemvent problems with drug therapy by

ing constantly alert to signs of trouble.
One comment said that indicator data
can be routinely reported to a central
collection point for utilization review by
health care professionals, followed by
educational programs to further improve
the efficacy of drug therapy.

The postmarketing restrictions set
forth in the proposal and in this final
rule are intended to enhance the safety
of a drug whose risks would outweigh
its benefits in the absence of the
restriction. Therapeutic outcomes
monitoring does not contribute to that
enhancement, and would not be
required under this rule.

24. Some comments asked that FDA
clarify how products will move from
restrictive status to a regular
prescription drug status. The comments
asserted that all conditions associated
with accelerated approvel should
automatically terminate following
completion of confirmatory clinical
trials; one comment urged FDA to
explicitly state this in the final rule. One
comment asserted that restrictions
should automatically be removed 180
days after a supplemental application
containing the data from the
postmarketing study has been filed if
FDA has not yet acted upon the
supplemental application and the
product should be deemed approved as
if by “traditional” procedures and all
other provisions of the act should ap?ly.
e.g., the applicant must have a forma
hearing before removal of the product
from the market.

FDA will notify the applicant when a
particular restriction is no longer
necessary for safe use of the product. In
the case of drugs approved with a
requirement for postapproval studies,
FDA would expect that all of the
postapproval requirements set forth in
this rule, i.e., submission of promotional
material and use of expedited
withdrawal procedures, would no
longer apply after postmarketing studies
have verified and described the drug's
clinical benefit. Concurrent with the
review of the postmarketing studies, if
requested, FDA will also review the
need to continue any restrictions on
distribution that have been imposed. In
the case where restrictions on
distribution or use have been imposed,
such restrictions would be eliminated
only if FDA determines that safe use of
the product can be assured without
them, through appropriate labeling. In
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some cases, however, that assurance
could not be expected and the nature of
the specific safety issue raised by the
praduct might require continued
restrictions. FDA has added new
§§314.560 and 601.46 to state when
postapproval requirements will no
longer apply and state that the applicant
may petition the agency, in accordance
with 21 CFR 10.30, at any time to
remove specific postapproval
requirements.

ith respect to the suggested time
period for removing restrictions on
distribution or use following submission
of a supplemental application
containing the data from a
postmarketing study, FDA does not
believe it should prescribe any specific
time period. These applications will
receive a priority rating and FDA is
firmly committed to expedited review of
an application considered for
accelerated approval and all data
submitted from a postmarketing study to
verify clinical benefit and believes most
reviews will be completed and action
taken within 180 days.

25, One comment argued that, as
proposed, it is not clear how accelerated
approval would apply to drugs which
fall under the conditions described in
§§ 314.520 and 601.42, which state the
postmarketing restrictions on
distribution or use that FDA may apply,
because the language of these sections
explicitly states that the sections apply
to products *shown to be effective,”
which are already adequately covered
by the act. To the comment, the
language “shown to be effective”
implies that full Phase 3 efficacy trials
have been conducted, assessed, and
deemed to demonstrate that the drug is
effective for its proposed use. If the
clinical data demonstrate that the
product has an acceptable safety profile,
the safe use of the drug should be
addressed in the product labeling. Thus,
the comment argued that §§ 314.520 and
601.42 should not be included in new
subpart H of part 314 and subpart E of
part 601, respectively, which deal with
accelerated approval because these
sections explicitly apply to products
shown to be effective under a full drug
development program.

Sections 314.520 and 601.42 apply
not only to drugs and biclogical
products approved on the basis of an
effect on a surrogate endpoint but also
to drugs and biological products that
have been studied for their safety and
effectiveness in treating serious or life-
threatening illnesses using clinical
endpoints and that have serious
toxicity. In either case, if the products
are so potentially harmful that their safe
use cannot be assured through carefully

worded labeling, FDA will approve the
products for early marketing only if
postmarketing restrictions on
distribution or use are imposed. The
phrase “shown to be effective” was not
intended to distinguish drugs approved
under new subpart H from s
approved under any other subpart of the
regulations. All drugs approved will
have had effectiveness demonstrated on
the basis of adequate and well-
controlled studies, whether the
endpoint of the studies is a surrogate
endpoint or a clinical endpoint.

26. One comment expressed concern
that the proposed restricted distribution
or use provisions would restrict or
eliminate the wholesale distribution of
drugs approved through the accelerated
approval process.

e limitations on distribution or use
required under this rule are imposed on
the applicant. Therefore, the burden is
on the applicant to ensure that the
conditions of use under which the
applicant’s product was approved are
being followed. This rule does not
specify how a manufacturer will
distribute its product to those receiving
the product under the approval terms.
FDA will only determine which
facilities or physicians may receive the
drug, and the applicant will have agreed
to this limitation on distribution or use.

27. One comment expressed concern
that the proposed postmarketing
restriction provision does not preclude
a physician to whom restricted
distribution applies from prescribing
drugs approved under the accelerated
approval process for unapproved (off-
label) uses. .

The comment is correct that this rule
does not itself prevent a physician from
prescribing a drug granted accelerated
approval for an unapproved use. Under
the act, a drug appraved for marketing
may be labeled. promoted, and
advertised by the manufacturer only for
those uses for which the drug’s safety
and effectiveness have been established
and that FDA has approved. Physicians
may choose to prescribe the drug for a
condition not recommended in labeling.
Such off-label use would, of course, be
carried out under the restrictions
imposed under this section. FDA also
believes that physicians will be
cognizant of the product’s special risks
and will use such drugs with particular
care. The labeling of products approved
under this rule will include all
necessary warmnings and full disclosure
labeling would generally reflect the
extent of clinical exposure to the drug.

F. Postmarketing Studies

28. Three comments argued that FDA
does not have the authority to require

postmarketing studies to be performed
as a condition of approval based on a
“surrogate”’ endpoint. One comment
stated that it is widely accepted that the
act empowered the agency to define the
type and extent of efficacy data
necessary to approve a product
:gplican'on. If a surrogate marker can be

own to be sufficiently related to
actual patient benefit, then, the
comment asserted, data regarding the
effect of a drug on a surrogate marker
constitute acceptable proof of efficacy
under the act. Two comments urged
FDA to continue to ask applicants to
agree voluntarily to perform
postmarketing studies when medically
warranted as is the current policy under
the traditional approval process. One
comment expressed concern that
requiring postmarketing studies may
become the norm rather than the
exception.

The agency's response to comment 1.
explained the circumstances in which
FDA might conclude that a drug should
be marketed on the basis of an effect on
a surrogate endpoint reasonably likely
to predict clinical benefit only if studies
were carried out to confirm the presence
of the likely benefit. As discussed in the
preamble to the proposed rule (57 FR
13234 at 13236), FDA believes that it is
authorized by law to require
postmarketing studies for new drugs
and biological products. Section 505(d)
of the act provides for the approval of
new drugs for marketing if they meet the
safety and effectiveness criteria set forth
in section 505(d) of the act and the
implementing regulations (21 CFR part
314). As discussed in the proposed rule,
to demonstrate effectiveness, the law
requires evidence from adequate and
well-controlled clinical studies on the
basis of which qualified experts could
fairly and responsibly conclude that the
drug has the effect it is purported to
have. Under section 505(e) of the act,
approval of a new drug application is to
be withdrawn if new information shows
that the drug has not been demonstrated
to be either safe or effective. Approval
may also be withdrawn if new
information shows that the drug’s
labeling is false or misleading.

Section 505(k) of the act authorizes
the agency to promulgate regulations
requiring applicants to make records
and reports of data or other information
that are necessary to enable the agency
to determine whether there is reason to
withdraw approval of an NDA. The
agency believes that the referenced
reports can include additional studies to
evaluate the clinical effect of a drug
approved on the basis of an effect on a
surrogate endpoint. Section 701(a) of the
act generally authorizes FDA to issue
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regulations for the “efficient
enforcement’’ of the act.

With respect to biological products.
section 351 of the PHS Act provides
legal authority for the agency to require
postmarketing studies for these
products. Licenses for biological
preducts are to be issued only upon a
showing that they meet standards
*“designed to insure the continued
safety, purity, and potency of such
products’ prescribed in regulations {42
U.S.C. 262(d)). The “potency” of a
biological product includes its
effectiveness (21 CFR 600.3(s)).

The agency notes that it has in the
past required postmarketing studies as a
prerequisite for approval for some drugs
(see 37 FR 201, January 7, 1972; and 37
FR 26790, December 15, 1972).

29. One comment recommended that
FDA require that specific timelines for
completion of the required
postmarketing studies be included in
the marketing application. The
comment further suggested that, if the
sponsor fails to meet its timelines,
approval of its application be
withdrawn, or in the event it is difficult
to withdraw approval of drugs for
serious or life-threatening diseases, FDA
should establish substantial fines and
penalties for sponsors that deliberately
withhold information from FDA
regarding the preliminary results and
the progress of their postmarketing
studies, or delay the completion of such
studies. The comment also urged FDA
to publish in the Federal Register
identification of manufacturers who are
not meeting their obligation to complete
the required postmarketing studies on
time. These recommendations were
prompted by the comment’s concern
that once a manufacturer is granted
approval for its product, the
manufacturer will havae little incentive
to complete postmarketing studies in a
timely manner, especially if the
preliminary results of such studies
indicate that the drug may not be safe
and/or effective. Another comment
urged FDA to include in the final rule
language that requires the participation
of pharmacists in postmarketing studies
because pharmacists can serve as an
additional source of information on
therapeutic outcomes of patients taking
drugs approved under this rule and
monitoring for such drugs.

The agency expects that the
requirement for postmarketing studies
will usually be met by studies already
underway at the time of approval and
that there will be reasonable enthusiasm
for resolving the questions posed by
those studies. The plan for timely
completion of the required
postmarketing studies will be included

in the applicant’s marketing application,
In addition, in accord with the annual
reporting requirements at
§314.81(b)(2){(vii) (21 CFR
314.81(b){(2)(vii), an NDA applicant is
required to provide FDA with a
statement of the current status of any
postmarketing studies. FDA declines to
impose the sanctions suggested by the
comment for failure of an applicant to
meet its plans for completion of &
postmarketing study. FDA believaes this
rule applies appropriate regulatory
sanctions. Under the proposed rule and
this final rule, FDA may withdraw
approval of an application if the
applicant fails to perform the required
postmarketing study with due diligence.

FDA believes that it is not within the
scope of this rule to establish the role of
pharmacists in postmarketing studies.
That role should more properly be
defined by the clinical investigator and
each institution or facility at which a
postmarketing study is conducted.

30. One comment asserted that the
proposal sets forth an inherent
contradiction between the way FDA
evaluates the benefit and risk for drugs
today and the way the proposal
contemplates. The comment argued that
now, if postmarketing data raise
questions about the risk associated with
a drug product, FDA considers that data
along with the other data known about
the product, and determines whether,
based on the overall knowledge about
the drug, there is a need to seek
withdrawal of approval. Under this
proposal, if the postmarketing study
data raised questions about the risk of
the product, FDA would seek
withdrawal of approval, whether or not
the new data really made a fundamental
difference to what is known about the
benefit and risk of the product.

FDA does not agree that the
contradiction described by the comment
exists. Under the circumstances of
accelerated approval, approval would be
based on a weighing of the benefit
suggested by the effect on the surrogate
endpoint against known and potential
risks of the drug. Should well-designed
postapproval studies fail to demonstrate
the expected clinical benefit, the benefit
expected at the time of approval
{reasonably likely to exist) would no
longer be expected and the totality of
the data, showing no clinical benefit,
would no longer support approval. This
evaluation of the data is not different
from considerations that would apply in
evaluating data in the case of a drug
approved under other provisions of the
regulations.

31. Two comments expressed the
view that the proposed requirement for
postmarksting studies may raise

important ethical questions because
once a drug product is approved, it may
be unethical, depending on the
circumstances, for a physician to
conduct a study using a placebo control.
One comment also contended that a
postmarketing study requirement could
compromise the NDA hclder’s ability to
enroll sufficient numbers of patients in
the study when the new approved drug
and possible alternative therapies are
widely available to patients.

Usually, and preferably, because of
problems suggested in the comment, the

uirement for postmarketing studies
will be met by studies aiready underway
at the time of approval, e.g., by
completion of studies that showed an
effect on the surrogate. FDA recognizes
that ethical considerations will play a
central roie in the type of study carried
out, a choice that will depend upon the
type and seriousness of the disease
being treated, availability of alternative
therapies, and the nature of the drug
and the patient population. There often
are alternatives to use of a placebo
control, including active control designs
and dose-response studies that can
satisfy both the demands of ethics and
adequacy of design.

32. One comment contended that the
term ‘‘postmarketing study’ is usad
inconsistently in the proposed rule. The
comment argued that *'postmarketing
study” is an accepted regulatory term of
art which, to this point, has referred to
studies conducted to confirm safety (not
efficacy), after an approval has been
granted, whereas in this proposal, a
*postmarksting study" refers to a study
required to establish clinical efficacy
(i.e., a Phase 3 study), but not
necessarily safety, although safety data
will be collected. To prevent confusion
and to differentiate between these
required postmarketing confirmatory
efficacy studies and safety studies
traditionally conducted after approval
and to clarify that products granted
accelerated approval have been
approved on the basis of Phase 2
(surrogate endpoint) data, the comment
suggested changing the term
“postmarketing study” to “Phase 3
study” in this rule except where
traditional postmarketing studies are
intended. The comment also suggested
that the term "Phase 3 study’’ be
defined as a study required to confirm
findings of efficacy based upon
surrogate data collected in Phase 2,
which will be conducted after an
accelerated approval has been granted
and will be required before restrictions
set forth in § 314.520 are removed.

The agency does not believe that the
comment has accurately described
accepted meanings of various terms.
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The term postmarketing study does not
refer to any particular kind of study, but
to studies carried out after a drug is
marketed, often as part of an agreement
by a sponsor to do so. These have
included pharmacokinetic, drug-drug
interaction, and pediatric studies,
studies of dose-response or of higher
doses, and studies of new uses. The
term is not limited to safety studies.
Moreover, Phase 2 and 3 studies are not
distinguished by the endpoints chosen.
Phase 3 hypertension studies, for
example, still measure blood pressure,
not stroke rate. The agency believes that
the use of the ‘*‘postmarketing study” in
the final rule is appropriate and
consistent.

G. Withdrawal of Approval

33. Cne comment supported the
proposed withdrawal of approval
procedure. Other comments asserted
that the proposed procedure does not
provide the applicant with the
procedural safeguard of a formal
evidentiary hearing guaranteed by
section 505 of the act and the
Administrative Procedure Act (APA). As
an example, the comments said that
based on a finding of a single study
failing to show clinical benefit or
misuse of any promotional material, an
approved new drug would be subject to
withdrawal fram the market with only
a minimal opportunity for the NDA
holder to be heard. The comments
argued that section 505(e) of the act
guarantees applicants ““due notice and
opportunity for a hearing” on
withdrawal of an NDA in compliance
with APA hearing standards, thus FDA
must conduct hearings on withdrawals
of NDA's using the formal adjudicatory
procedures of the APA. One comment
asserted that, under the proposed
procedure, there is the agsence ofa
discernible legal standard, an inability
to cross-examine, the prosecuting
attorney and judge are ane and the same
person, and there is a lack of even
minimal formal evidentiary procedures.
The comment expressed doubt that the
proposed procedure would be sufficient
to create a record suitable for review by
a Court of Appeals, which must be able,
on the basis of such a record, to
determine whether the approval is
supported by ‘‘substantial evidence.”

A believes the withdrawal
procedures set forth in proposed
§§314.530 and 601.43 and in this final
rule are consistent with relevant statutes
and provide applicants adequate due
process. As stated in the proposed rule,
in issuing its general procedural
regulations, FDA decided to afford NDA
holders an opportunity for a formal
evidentiary hearing even though the

courts had not decided that such a
hearing was necessarily legally required
(see 40 FR 40682 at 40691, September
3,1975). In promulgating its procedural
regulations, FDA also determined that a
formal evidentiary hearing is not
required before withdrawing approval of
biological products, but that it would be
appropriate to apply the same
procedures to biological products as to
drug removal (see 40 FR 40682 at
40691).

Through the hearing process in this
final rule, as in the proposed rule,
applicants will be afforded the
opportunity to present any data and
information they believe to be relevant
to the continued marketing of their
product. The proposed process also
would have permitted the presiding
officer, the advisory committee
members, a representative of the
applicant, and a representative of the
Center that initiates the withdrawal
proceedings to question any person
during cr at the conclusion of the
person's presentation. As discussed
below in response to a comment, FDA
has decided to allow up to three
representatives of the applicant and of
the Center to question presenters.
Participants could comment on or rebut
information and views presented by
others. As with ordinary 21 CFR part 15
hearings, the hearing will be
transcribed. Subsequent to the hearing,
the Commissioner of Food and Drugs
would render a final decision on the
matter. The agency believes that the
administrative record created through
this process would be sufficient for
judicial review.

The agency emphasizes that, as part of
the approval process under this rule,
applicants will have agreed that these
withdrawal procedures apply to the
drug for which they seek approval;
applicants objecting to these procedures
may forego approval under these
regulations and seek approval under the
traditional approval process. Under
such circumstances, applicants would
not have the benefit of accelerated
approval; if the drug were subsequently
approvad, however, before withdrawal
of the approval, the applicant would
have an opportunity for a 21 CFR part
12 hearing.

34. One comment noted that the
“imminent hazard" provision of section
505(e) of the act allows FDA to suspend
approval of a product, immediately, if it
is found to pose an imminent hazard to
the public health. As an alternative to
the proposed withdrawal procedure or
in addition to the “imminent hazard”
statutory provision, the comment
suggested that, when confronted with a
dangerous product on the market, FDA

could request that the applicant
voluntarily withdraw its product, and
most applicants would comply if a
legitimate hazard exists.

As noted in the proposad rule, FDA
and applicants have often reached
mutual agreement on the need to
remove a drug from the market rapidly
when significant safety problems have
been discovered. However, applicants
usually have been unwilling to enter
into such agreements when doubts
about effectiveness have arisen, such as
following the review of effectiveness of
pre-1862 approvals carried out under
the Drug Efficacy Study Implementation
(DESI) program. For drugs approved
under the accelerated procedure
regulations, the risk/benefit assessment
is dependent upon the likelihood that
the surrogate endpoint will correlate
with clinical benefit or that
postmarketing restrictions will enable
safe use. If the effect on the surrogate
does not translate into a clinical benefit,
or if restrictions do not lead to safe use,
the risk/benefit assessment for these
drugs changes significantly. FDA
believes that if that occurs, rapid
withdrawal of approval as set forth in
this rule is important to the public
health.

35. Under the proposed withdrawal
procedures, in addition to other
persons, one representative of the
Center that initiates the withdrawal
proceedings may question participants
at a withdrawal of approval hearing.
One comment objected to limiting the
Center to one representative because
detailed knowledge about a drug
product is likely to be available from
several scientists,

The proposed limitation of

uestioning to single representatives of
313 initiating Center and the applicant
was intended to make the proceedings
managsable. On further consideration,
the agency has determined that it would
be appropriate and manageable to allow
up to three persons to be designated as
questioners for the applicant and for
FDA. Sections 314.530(e)(2) and
601.43(8)(2) have been revised
accordingly.

36. Some comments questioned FDA's
ability to withdraw approval under the
proposed procedures efficiently or
effectively because of: (1) The lack of
assurance that the results of
postmarketing studies will be promptly
provided to FDA; (2) limited agency
resources to review study resuits and act
upon them promptly; (3) the difficulties
associated with establishing that an
approved drug is “ineffective;” and (4)
pofitical pressure not to rescind the
approval of NDA’s for drug products
that may lack evidence of effectiveness,
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especially if no clearly effective
alternative treatments are available. One
comment offered the opinion that where
a drug shows only modest evidence of
benefit, perhaps on a surrogate
endpoint, and only shows equivocal
evidence of clinical efficacy in
postmarketing studies it would be
difficult and socially disruptive to
withdraw approval and remove the drug
from the market if the drug has become
wall established and accepted, and there
is no issue of toxicity. Another comment
betieved it would be difficult to
withdraw approval of a drug that may
be beneficial in a subpopulation but
which, in fact, has not been shown to be
efficacious in broader patient
population studies. The comments
suggested the need for a lesser sanction.

Another comment suggested that
expediting removal of a product from
the market could be accomplished by
using a procedure like the “imminent
hazard"’ provision of the act, i.e.,
immediate removal of the drug from the
market if any of the conditions listed in
proposed § 314.530 were met followed
by a hearing.

Although the potential difficulties
cited by the comments are real, they are
not fundamentally different from
determinations FDA regularly must
make in carrying out its responsibilities.
The new regulations provide for an
expedited procedure to withdraw
approval; they do not guarantee that
results of studies will be wholly
unambiguous or that FDA will always
be able to prevail in its view as to the
need for withdrawal, any more than
current withdrawal procedures do. The
studies being carried out under these
provisions will be conspicuous and
important and their completion will be
widely known. There is no reason to
believe their results would or could be
long hidden. A study that fails to show
clinical effectiveness does not prove a
drug has no clinical effect but it is a
study that, under § 314.530, will lead to
a withdrawal procedure because it has
failed to show that the surrogate
endpoint on which approval was based
can be correlated with a favorable
clinical effect. This may have occurred
becausa the study was poorly designed
or conducted; while FDA will make
every effort to avoid this, the
commercial sponsor has the
responsibility for providing the needed
evidence confirming clinical benefit. As
previously discussed, §§ 314.510 and
601.41 have been revised to clarify that
required postmarketing studies must
also be adequate and well-controlled.
The possibility that an ineffective drug
has become *“accepted’’ is not a basis for
continued marketing. FDA intends to

implement the provisions of § 314.530
as appropriate; data that are ambiguous
will inevitably lead to difficult
judgments.

A drug with clear clinical
effectiveness in a subset of the
population, but not in the population
described in labeling, would have its
labeling revised to reflect the data.
Withdrawal would be inappropriate
under such circumstances.

If an imminent hazard to the public
health exists, the Secretary of Health
and Human Services may suspend
approval of an application and then
afford the applicant an opportunity for
an expedited hearing. In the absence of
a significant hazard requiring immediate
withdrawal, FDA believes the expedited
procedure described in the rule satisfies
the need for prompt action while, at the
same time, allowing opportunity for
discussion and debate before
withdrawal.

37. One comment noted that the
proposed rule would allow FDA to
withdraw approval for failure to
perform the required postmarketing
studies with due diligence. The
comment asserted that the act does not
permit FDA to withdraw approval on
this ground. Another comment,
however, suggested that because
proposed §§314.530 and 601.43 cite
grounds for withdrawal of approval that
are not grounds under the act, the
language of these proposed sections
should be revised to use language that
closer aligns to that used in the act, e.g.,
describe a “‘postmarketing study” in
statutory language.

FDA reaffirms the position expressed
in the preamble to the proposal (57 FR
13234 at 13239) that there is adequate
authority under the act to withdraw
approval of an application for the
reasons stated under proposed
§§314.530 and 601.43, which include
failure of an applicant to perform the
required postmarketing study with due
diligence. Section 505(e) of the act
authorizes the agency to withdraw
approval of an NDA if new information
shows that the drug has not been
demonstrated to be either safe or
effective. Approval may also be
withdrawn :f the applicant has failed to
maintain required records or make
required reports. In addition, approval
may be withdrawn if new information,
along with the information considered
when the application was approved,
shows the labeling to be false or
misleading.

For biological products, section
351(d) of the PHS Act authorizes
approval of license applications under
standards designed to ensure continued
safety, purity, and potency. “Potency”

for biological products includes
effectiveness (21 CFR 600.3(s)). The PHS
Act does not specify license revocation
procedures, except to state that licenses
may be suspended and revoked “as
prescribed by regulations.”

For drugs approved under § 314.510,
FDA will have determined that reports
of postmarketing studies are critical to
the risk/benefit balance needed for
approval; if those reports are not
forthcoming, then, under authority of
saction 505(d) of the act, the drug
cannot on an ongoing basis meet the
standards of safety and efficacy required
for marketing under the act. Therefore,
it is important to ensure that the
applicant make a good faith effort to
complete any required postmarketing
studies in a timely manner so that FDA
can rapidly determine whether the
surrogate endpoint upon which the drug
was approved has been confirmed to
correlate with clinical benefit. Failure to
submit the study results in a timely
fashion would also constitute failure to
make a required report. Similarly,
without submission of the information
from required J;ostmarketing studies on
biological products approved under
these procedures, the biological product
is not assured of continued safety and
effectiveness. The license application
may, therefore, appropriately be revoked
as described in §601.43.

FDA does not find the statements of
the grounds for withdrawal of approval
under §§ 314.530 and 601.43 of this rule
inconsistent with statutory language or
ambiguous. The agency notes that, in
the event none of the grounds for
withdrawal specifically listed in
§314.530 or § 601.43 applies, but
another ground for withdrawal under
section 505 of the act or section 351 of
the PHS Act and implementing
regulations at 21 CFR 314.150 or 601.5
does apply, the agency will proceed to
withdraw approval under traditional
pracedures.

38. Two commentis expressed concern
that it may be difficult for the agency to
enforce the requirement that
postmarketing studies be pursued with
due diligence. The comments asked
what would happen if a sponsor using
due diligence is unable to recruit
enough patients, or if the sponsor
questions the validity of the data from
the required postmarketing study, and
would clumsy date management be seen
as sufficient resson to rescind approval
for a marketed drug? Another comment
stated that once a product is approved
and, by definition, provides a
“meaningful therapeutic benefit over
existing therapies,” study accrual may
drop off dramatically as patients may
refuse to receive the “'old” therapy or
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placeba, or physicians may consider it
unethical not to treat all patients with
the approved indication with the new
drug or biological product. Under these
circumstances, the comment expressed
theropinion that neither the sponsor nor
the product should be penalized, nor
should there be a threat to withdraw
approval. Based on FDA's past history
in postmarketing studies, which one
comment characterized as resulting in
poorly done studies, studies conducted
much later than agreed upon, or not at
all, the comment expressed the opinion
that the “due diligence” with which
applicants are expected to carry out
postmarketing studies may be an overly
great expectation. One comment asked
FDA to give examples of when it may
withdraw approval if “other evidence
demonstrates that the drug product is
not shown to be safe or effective under
its conditions of use” (proposed
§§314.530(a)(6) and 601.43(a)(6)).

FDA does not agree that it will be
difficult to enforce the *due diligence’
provision of this rule. The “due
diligence” provision was designed to
ensure that the applicant makes a good
faith effort to conduct a required
postmarketing study in a timely manner
to confirm the predictive value of the
surrogate marker or other indicator. Any

uirement for postmarketing studies
will have been agreed to by the
applicant at the time of approval, and if
the study is not conducted in a timely
manner as agreed to by the applicant,
approval of the applicant'’s application
will be withdrawn. FDA will expect any
required postmarketing study to be
conducted-in consultation with the
agency. Therefore; should the applicant
encounter problems with subject
enrollment in a study or ethical
difficulties about the type of study to
conduct, FDA expects t.ge applicant to
discuss-these.problems with the agency
and reach agreement on their resolution.

Examples of other evidence
demonstrating the drug product is not
‘shown to be safe and effective could
include. further studies of the effect of
the drug and the surrogate endpoin that
fail to show the effect seen in previous
studies, new evidence casting doubt on
the validity of the surrogate endpoint as:
a predictor of clinical benefit, or new
evidence of significant toxicity.

39. Some comments objected to
withdrawal of approval of a drug
product approved under the accelerated
approval process because of perceived
misconduct by the applicant, such as
failure to perform a required
postmarketing study with due diligence
or use of promotional materials that are
false or misleading. The comments
argued that the primary purpose of the

accelerated approval process is to
provide improved treatments to
desperately il] patients at the earliest
possible time, and withdrawal of
approval of the new treatments for
reasons not directly related to safety or
efficacy undermines the purpose of the
proposed rule. Two comments
suggested that correction of the
promotional material without
interruption of access to the drug would
be a better approach. Another comment
suggested that there may be
circumstances where continued access
to the drug, if accompanied by informed
consent, would be appropriate even if
substantial questions arise about a
product’s safety and effectiveness. One
comment urged that anticipated
withdrawal of approval be preceded by
measures to ensure that patients and
their physicians will have an
uninterrupted supply until alternative
treatment arrangements can be made.

The need for “due diligence” in
conducting the agreed to postmarketing
studies is discussed in paragraph 37.
The reasons for concern about
misleading promotional materials are
discussed under paragraph 16. With
respect to promotional materials, FDA
expects that, in most cases, any
disagreements between the applicant
and FDA will be resolved through
discussion and modification of the
materials, so that the drug or biological

roduct can continue to be marketed. If,

owever, FDA concludes that the
promotional materials adversely affect
the risk/benefit conclusion supporting
the drug’s marketing, the agency intends
to minimize the risk to the public health
by removing the product from the
market through the withdrawal
procedures in this rule.

40. One comment expressed concern
that the proposed withdrawal procedure
may give the appearance of bias or
preconceived notions on the part of the
agency because the final decision to
withdraw approval of a drug would be
made by the Commissioner of Food and
Drugs and the intention to withdraw
approval of the drug will already have
been determined by the agency.

Under the withdrawal provisions of
this rule, FDA’s CDER or CBER, rather
than the Commissioner, will initiate the
withdrawal proceedings. The
withdrawal process will begin with a
letter from CDER or CBER notifying the
applicant that the Center proposes to
withdraw marketing approval and
stating the reasons for the proposed
action. Although separation of functions
will not apply under the provisions of
§§314.530 or 601.43, the
Commissioner’s decision regarding
withdrawal would not occur until after

the applicant had an opportunity for
hearing as described in those sections.
The Commissioner would then expect to
review the issues with objectivity and
fairness having had the benefit of the

resentations and discussions at the

earing and of the advisory committee’s
recommendations.

H. Safeguards for Patient Safety

41. One comment asked if drugs
approved under the accelerated
approval process will be held to the
same standards concerning

ostmarketing safety as drugs approved
y the traditional process.

As discussed in the preamble to the
proposed rule, applicants gaining
approval for new drugs through the
accelerated approval procedures will
also be expected to adhers to the
agency’s longstanding requirements for
postmarketing recordkeeping and safety
reporting (see 21 CFR 314.80 and
314.81). Information that comes to FDA
from the applicant or elsewhere that
raises potential safety concerns will be
evaluated in the same manner that such
information is evaluated for drugs
approved under the agency’s traditional
procedures. If the postmarketing
information shows that the risk/benefit
assessment is no longer favorable, the
agency will act accordingly to remove
the drug from the market. :

42. One comment urged FDA, if the
proposed rule were adopted, to require
written informed consent so that
patients would know that the drugs
with which they were being treated had
risks and that the benefits had not been
adequately established.

The agency does not agree that
patients using drug products aPproved
under the accelerated approva
regulations should be asked to provide
written informed consent. Drugs
approved under these provisions are not
considered experimental drugs for their
approved uses. Like all approved drugs,
drugs approved under these provisions
will have both risks and benefits. As
previously discussed in this preamble,
for drugs approved based on studies
showing an effect on a surrogate
endpoint, the approved labeling will
describe that effect. In addition, the
labeling will contain information on
known and potential safety hazards and
precautionary information. As with all
prescription drugs, the physician has
the responsibility for appropriately
advising the patient regarding the drug
being prescribed.

43. One comment asked that FDA
require manufacturers to maintain an
updated list of names, addresses, and
phone numbers of physicians
prescribing their products approved
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under this rule, and in the case of recall
or withdrawal of approval, requirs
manufacturers to contact these
physicians and encourage them to notify
their patients.

FDA does not believe such a
procedure is necessary. Furthermors,
maintaining such a registry for drugs
prescribed through pharmacies would
be very difficult. Agency vxperience
with recalls and product withdrawals
indicates that the methods of
notification that have been developed
for such circumstances are adequate.

44. One comment recommended that
FDA require patient package inserts
(PPI's) for all drugs granted accelerated
approval that would state the specific
restrictions placed on a drug product
and/or the reason for requiring
postmarketing studies. In addition, the
comment recommended that FDA
require the manufacturer to include an
‘adverse drug reaction "hotline” phone
number in the PPI along with an FDA
phone number. The PPI should inform
the patient to report immediately any
adverse drug reaction experienced to his
or her doctor, the manufacturer, and
FDA, and the manufacturer should be
required to contact FDA immediately
after receiving a report of & serious
adverse reaction.

FDA concludes that patient package
inserts are not routinely needed for
drugs granted accelerated approval,
although if circumstances made one
appropriate, one would be developed
for a particular drug. As with any
prescription drug, the approved labeling
for a product granted accelerated
approval will contain information about
the safe and effective use of the product,
including all necessary warnings and
the extent of clinical exposure. In
addition, the conditions of use will be
carefully worded to reflect the nature of
the data supporting the product’s
approval. Physicians have the
responsibility to inform patients about
the safe and effective use of an approved
product. Labeling includes suggestions
to the physician concerning information
to be provided to patients.

The agency notes that in this final
rule limited editorial changes have been
made to the wording of the proposed
rule. The agency has determined that
these changes do not affect the intent of
the proposed rule.

V. Economic Impact

In accordance with Executive Order
12291, FDA has carefully analyzed the
economic effects of this final rule and
has determined that it is not a major
rule as defined by the Order. Indeed,
because firms will not be forced to use
the accelerated approval mechanism,

applicants will most probably choose to
take advantage of the program only
where its use is expected to reduce nst
costs, Similarly, the final rule does not
impose a significant economic impact
on a substantial number of small entities
so as to require a regulatory flexibility
analysis under the requirements of the
Regulatory Flexdbility Act of 1980.

VI. Environmental Impact

The agency has determined under 21
CFR 25.24(a){8) that this action is of a
type that does not individually or
cumulatively have a significant effect on
the human environment. Therefore,
neither an environmental assessment
nor an environmental impact statement
is required.

VII. Paperwork Reduction Act of 1980

This rule does not contain new
collection of information requirements.
Section 314.540 does refer to regulations
that contain collection of information
requirements that were previously
submitted for review to the Director of
the Office of Management and Budget
(OMB) under section 3504 of the
Paperwork Reduction Act of 1980
{Adverse Drug Experience Reporting,
OMB No. 0190-0230).

List of Subjects
21 CFR Part 314

Administrative practice and
procedure, Confidential business
information, Drugs, Reporting and
recordkeeping requirements.

21 CFR Part 601

Biologics, Confidential business
information.

Therefore, under the Federal Food,
Drug, and Cosmetic Act, the Public
Health Service Act, and under authority
delegated to the Commissioner of Food
and Drugs, 21 CFR parts 314 and 601 are
amended as follows:

PART 314—APPLICATIONS FOR FDA
APPROVAL TO MARKET A NEW DRUG
OR AN ANTIBIOTIC DRUG

1. The authority citation for 21 CFR
part 314 continues to read as follows:

Authority: Secs. 201, 301, 501, 502, 503,
505, 506, 507, 701, 706 of the Federal Food,
Drug, and Cosmetic Act (21 U.S.C. 321, 331,
351, 352, 353, 355, 356, 357, 371, 376)

2. Subpart H consisting of §§ 314.500
through 314.560 is added to read as
follows:

Subpart H—Accelerated Approval of New

Drugs for Serious or Life-Threatsning
liinesses

Sec.
314.500 Scope.

Sec. .
314.510 Approval based on a surrogat
sndpaint or on an effect on a clinical
endpoint other than survival or
ureversible morbidity. T
314.520 Approval with restrictionsto "~
assure safe use. T
314.530 Withdrawal procedures, .
314.540 Postmarketing safety reporting, )
314.550 Promotional materials. : :
314.560 Termination of requirements

Subpart H—Accelerated Approval of New
Drugs for Serious or Lite-Threatening
(s wwza g .

$314.500 Scope. .

This subpart applies to certain new
drug and antibiotic products that have
been studied for their safety and
effectiveness in treating serious or life-
threatening illnesses and that provide
meaningful therapeutic benefit to
patients over existing treatments (e.g.,
ability to treat patients unresponsive to,
or intolerant of, available therapy, or
improved patient response over
available therapy).

§314.510 Approval based on a surrogate
endpoint or on sn sffect on a clinical
sndpoint other than survivel or irrevers
morbidity. .
FDA may grant marketing approval
for a new drug product on the basis of
adequate and well-controlled clinical
trials establishing that the drug product
has an effect on a surrogate endpoint
that is reasonably likely, based on
epidemiologic, therapeutic,
pathophysiologic, or other evidence, to
predict clinical benefit or on the basis
of an effect on a clinical endpoint other
than survival or irrevarsible morbidity.
Approval under this section will be
subject to the requirement that the
applicant study the drug further,to ~
verify and describe its clinical benefit,
where there is uncertainty as to the
relation of the surrogate endpointto =~ -
clinical benefit, or of the observed
clinical benefit to ultimate outcome.
Postmarketing studies would usually be
studies already underway. When
required to be conducted, such studies
must also be adequate and well-
controlled. The applicant shall carry out
any such studies with due diligence.

§314.520 Approval with restrictions to
sssure safe use.

{a) If FDA concludes that a drug
product shown to be effective can be
safely used only if distribution or use is
restricted, FDA will require such
postmarketing restrictions as are needed
to assure safe use of the drug product,
such as: ‘ -

(1) Distribution restricted to certain -
facilities or physicians with special
training or experience; or
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(2) Distribution conditioned on the
performance of specified medical
procedures.

{b) The limitations imposed will be
commensurate with the specific safety
concerns presented by the drug product.

§314.530 Whhdrawal procedures.

(a) For new drugs and antibiotics
approved under §§ 314.510 and 314.520,
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
required postmarketing study with due
diligence;

(3) Use after marketing demonstrates
that postmarketing restrictions are
inadequate to assure safe use of the drug
product;

(4) The applicant fails to adhere to the
postmarketing restrictions agreed upon;

(5) The promotional materials are
false or misleading; or

(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 will give
the applicant notice of an opportunity
for a hearing on the Center’s proposal to
withdraw the approval of an application
approved under § 314.510 or § 314.520.
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 written request for a hearing
within 15 days of receipt of the notice,
the applicant waives the opportunity for
a hearing.

(2)If tge applicant files a timely
request for a hearing, the agency will
publish a notice of hearing in the
Federal Register in accordance with
§§ 12.32(e) and 15.20 of this chapter.

(3) An applicant who requests a
hearing under this section must, within
30 days of receipt of the notice of
opportunity for a hearing, submit the
data and information upon which the
applicant 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
conducted in accordance with the
provisions of part 15 of this chapter,
with the following modifications:

(1) An advisory committee duly
constituted 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
Commissioner of Food and Drugs.

(2) The presiding officer, the advisory
comimittee members, up to three
representatives of the applicant, and up
to three representatives of the Center
may question any person during or at
the conclusion of the person's
presentation. 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
presiding officer for response by a
person making a presentation.

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

§314.540 Postmarketing safety reporting.

Drug products approved under this
program are subject to the
postmarketing 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,
applicants must submit to the agency for
consideration during the preapproval
review period copies of all promotional
materials, including promotional
labeling as well as advertisements,
intended for dissemination or
publication within 120 days following
marketing approval. After 120 days
following marketing approval, 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
effective use of a drug product, it will
so notify 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 describes the drug product’s
clinical benefit and the drug product

would be appropriate for approval
under traditional procedures. For drug
products approved under § 314,520, the
restrictions would no longer apply
when FDA determines that safe use of
the drug product can be assured through
appropriate labeling. FDA also retains
the discretion to remove specific
postapproval requirements upon review
of a petition submitted by the sponsor
in accordance with § 10.30.

PART 801—LICENSING

3. The authority citation for 21 CFR
part 601 continues to read as follows:

Authority: Secs. 201, 501, 502, 503, 505,
510, 513-516, 518-520, 701, 704, 706, 801 of
the Federal Food, Drug, and Cosmetic Act (21
U.S.C. 321, 351, 352, 353, 355, 360, 360c—
360f, 3860h—360§, 371, 374, 376, 381}); secs.
215, 301, 351, 352 of the Public Health
Service Act (42 U.S.C. 216, 241, 262, 263);
secs. 2-12 of the Fair Packaging and Labeling
Act (15 U.S.C. 1451-1461).

4. Subpart E consisting of §§ 601.40
through 601.46 is added to read as
follows:

Subpart E——Accelerated Approval of
Biological Products for Serious or Life-
Threatening llinesses

Sec.

601.40 Scope.

601.41 Approval based on a surrogate
endpoint or on an effect on a clinical
endpoint other than survival or
irreversible morbidity.

601.42 Approval with restrictions to assure
safe use.

601.43 Withdrawal procedures.

601.44 Postmarketing safety reporting.

601.45 Promotional materials.

601.46 Termination of requirements.

Subpart E—Accelerated Approval of
Biological Products for Serious or Life-
Threatening Hinesses

§601.40 Scope.

This subpart applies to certain
biological products that have been
studied for their safety and effectiveness
in treating serious or life-threatening
illnesses and that provide meaningful
therapeutic benefit to patients over
existing treatments (e.g., ability to treat
patients unresponsive to, or intolerant
of, available therapy, or improved
patient response over available therapy).

§601.41  Approval based on a surrogate
endpoint or on an effect on a clinicel
endpoint other than survival or irreversible
morbidity.

FDA may grant marketing approval
for a biological product on the basis of
adequate and well-controlled clinical
trials establishing that the biological
product has an effect on a surrogate
endpoint that is reasonably likely, based
on epidemiologic, therapeutic,
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pathophysiologic, or other evidencs, to
predict clinical benefit or on the basis
of an effect on a clinical endpoint other
than survival or irreversible morbidity.
Approval under this section will be
subject to the requirement that the
applicant study the biological product
further, to verify and describe its
clinical benefit, where there is
uncertainty as to the relation of the
surrogate endpoint to clinical benefit, or
of the observed clinical benefit to
ultimate outcome. Postmarketing
studies would usually be studies
already underway. When required to be
conducted, such studies must also be
adequate and well-controlled. The
applicant shall ¢ out any such
studies with due diligence.

§601.42 Approval with reetrictions to
assure safe use.

(a) If FDA concludes that a biological
product shown to be effective can be
safely used only if distribution or use is
restricted, FDA will require such
postmarketing restrictions as are needed
to assure safe use of the biological
product, such as:

(1) Distribution restricted to certain
facilities or physicians with special
training or experience; or

(2) Distribution conditioned on the
performance of specified medical
procedures.

(b) The limitationa imposed will be
commensurate with the specific safety
concerns presented by the biological
product.

§601.43 Withdrawal procedures.

(a) For biological products approved
under §§ 601.40 and 601.42, 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
required postmarketing study with due
diligence;

(3) Use after marketing demonstrates
that postmarketing restrictions are
inadequate to ensure safe use of the
biclogical product;

(4)81‘119 applicant fails to adhere to the
postmarketing restrictions agreed upon;

(5) The promotional materials are
false or misleading; or

(6) Other avidence 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

Biologics Evaluation and Research will
give the applicant notice of an
opportunity for a hearing on the
Center’s proposal to withdraw the
approval of an application approved
under § 601.40 or § 601.41. 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 written 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
request for a hearing, the agency will
publish a notice of hearing in the
Federal Register in accordance with
§§12.32(e} and 15.20 of this chapter.

(3) An applicant who requests a
hearing under this section must, within
30 days of receipt of the notice of
opportunity for a hearing, submit the
data and information upon which the
applicant 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
conducted in accordance with the
provisions of part 15 of this chapter,
with the following modifications:

(1) An advisory committee duly
constituted 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
Commissioner of Food and Drugs.

(2) The presiding officer, the advisory
committee members, up to three
representatives of the applicant, and up
to three representatives of the Center
may question any person during or at
the conclusion of the person’s
presentation. 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
presiding officer for response by a
person making a presentation.

(f) Judicial review. The
Commissioner’s decision constitutes
final agency action from which the
applicant may petition for judicial
review. Befors requesting an order from
a court for a stay of action pending
review, an applicant must first submit a

petition for a stay of action under
§ 10.35 of this chapter.

§601.44 Postmarksting safety reporting.

Biological products approved under
this program are subject to the
postmarketing recordkeeping and safety
reporting applicable to all approved
biological products.

§601.45 Promotional mateciais.

For biological products being
considered for approval under this
subpart, unless otherwise informed by
the agency, applicants must submit to
the agency for consideration during the
preapproval review period copies of all
promotional materials, including
promotional labeling as well as
advertisements, intended for
dissemination or publication within 120
days following marketing approval.
After 120 days following marketing
approval, 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.

§601.46 Termination of requirements.

If FDA determines after approval that
the requirements established in
§601.42, §601.43, or §601.45 are no
longer necessary for the safe and
effective use of a biological product, it
will so notify the applicant. Ordinarily.
for biological products approved under
§601.41, these requirements will no
longer apply when FDA determines that
the required postmarketing study
verifies and describes the biological
product’s clinical benefit and the
biological product would be appropriate
for approval under traditional
procedures. For biological products
approved under § 601.42, the
restrictions would no longer apply
when FDA determines that safe use of
the biological product can be assured
through appropriate labeling. FDA also
retains the discretion to remove specific
postapproval requirements upon review
of a petition submitted by the sponsor
in accordance with §10.30.,

Dated: December 7, 1992.

David A. Kessler,

Commissioner of Food and Drugs.

Louis W. Sullivan,

Secretary of Health and Human Services.
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