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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration

21 CFR Parts 312 and 314

[Docket No. 88N-Q359]

Investigational New Drug, Antibiotic,
and Biological Drug Product
Regulations; Procedures for Drugs
Intended To Treat Ute- Threatening
and Severely Debilitating Illnesses

AGENCY: Food and Drug Administration.
ACTION: Interim rule; opportunity for
public comment.

SUMMARY: The Food and Drug
Administration (FDA) is issuing interim
regulatory procedures designed to speed
the availability of new therapies to
desperately ill patients. while preserving
appropriate guarantees for safety and
effectiveness. These procedures are
intended to facilitate the development.
evaluation. and marketing of such
products. especially where no
satisfactory alternative therapies exist.
These procedures reflect the recognition
that physicians and patients are
generally willing to accept greater risks
or side effects from products that treat
life-threatening and severely-debilitating
illnesses. than they would accept from
products that treat less serious illnesses.
These procedures also reflect the
recognition that the benefits of the drug
need to be evaluated in light of the
severity of the disease being treated.
The procedures apply to products
intended to treat acquired
immunodeficiency syndrome (AIDS).
some cancers. and other life-threatening
or severely-debilitating illnesses. FDA is
issuing these procedures as an interim
rule with opportunity for public
comment.
DATES: Interim rule effective October 21.
1988; comments by December 20, 1988.
ADDRESS: Written comments to the
Dockets Management Branch (HF A-305)
Food and Drug Administration. Rm. 4-
62. 5600 Fishers Lane. Rockville. MD
20857.
FOR FURTHER INFORMATION CONTACT:

Steven H. Unger. Center for Drug
Evaluation and Research (HFD-362),
Food and Drug Administration. 5600
Fishers Lane. Rockville. MD 20857.
301-295-8049.

or
Steven F. Falter. Center for Biologics

Evaluation and Research (HFB-130),
Food and Drug Administration, 8800
Rockville Pike. Bethesda. MD 20892.
301-295-8046.

SUPPLEMENTARY INFORMATION:
Expediting the availability of promising
new therapies has been a major priority
of FDA over the past several years. In
the Federal Register of May 22, 1987 [52
FR 19466), FDA issued new regulations
designed to increase the availability to
desperately ill patients of promising
investigational new drug (IND) and
biological products before general
marketing begins. This rulemaking
initiative, known as the treatment IND
program, was endorsed by the
President's Task Force on Regulatory
Relief, chaired by Vice President George
Bush. The final rule has received broad
support from the medical and patient
communities. The significance and
utility of the treatment IND program has
also been recognized and endorsed by
the President's Commission on the
Human Immunodeficiency Virus (ffiV)
Epidemic.

The treatment IND regulations
became effective on June 22.1987. Since
that time. seven promising experimental
therapies have been made available to
patients stricken with AIDS. cancer.
Parkinson's disease, and other serious
conditions. In February 1988, the
American Medical Association and FDA
cosponsored a major national
conference intended to educate
physicians and health care
organizations about the treatment IND
program. FDA has also publicized
specific treatment IND approval actions
in both medical and lay journals [Refs. 1
through 8),

The treatment INDprogram is part of
FDA's comprehensive efforts to
facilitate the development ~nd
availability of significant new therapies.
For example, through its implementation
of the Orphan Drug Act, enacted in 1983,
FDA has given special emphasis to
potential new therapies for rare diseases
or conditions. Since 1983, FDA has
granted orphan drug designation to over
200 products, many of which are for life-
threatening illnesses. [Orphan drug
designation provides the commercial
sponsor with certain economic
incentives to encourage drug
development, including tax credits for
the cost of clinical development and
exclusive marketing rights for the
designated indication upon marketing
approval.) FDA has approved for
marketing 27 such orphan products.
including therapies to treat such life-
threatening illnesses as leukemia and
AIDS.

FDA has also instituted a number of
management improvements designed to
expedite the evaluation of AIDS-related
products in particular. These include
establishment of a top "l-AA" priority
for the review of all AIDS products, and

the creation of two new divisions-one
for drugs and one for biologicals-to
give special focus to the review of such
products. FDA's actions have led to the
approval in record time of the first drug.
zidovudine (formerly called AZT), to
treat the AIDS virus, as well as approval
for human testing of the first potential
AIDS vaccines.

Building on these achievements, on
August 3, 1988, Vice President Bush, in
~ capacity as chairman of the
Presidential Task Force on Regulatory
Relief, requested FDA to develop
procedures fot'expediting the marketing
of new therapies intended to treat AillS
and other life-threatening illnesses. This
charge recognized the urgency felt by
desperately ill patients and their
families. The charge was directed to
FDA as the Federal agency that
regulates the transfer of the fruits of
biomedical research to the marketplace.

The procedures contained in this
notice respond to the Vice President's
charge. In developing these procedures,
FDA met informally with
representatives of AillS interest groups
as well as with representatives of
consumer, health professional.
academic. orphan drug, and industry
organizations. FDA also met informally
with leadership of the National
Institutes of Health.

As described further below, FDA is
issuing these new procedures as an
interim rule. effective immediately, with
an opportunity for public comment.
Highlights of the interim rule are
summarized below, followed by a
section-by-section description of the
new procedures.

I. Highlights of the Regulations
New procedures are being codified as

part of FDA's IND regulations, by
adding a new Subpart E consisting of
§ § 312.80 through 312.88, and by adding
a conformjng amendment to FDA's new
drug application (NDA) regulations, new
paragraph (c) of § 314.25. The purpose of
these new procedures (§ 312.80) is to
expedite the development, evaluation,
and marketing of new therapies
intended to treat persons with life-
threatening or severely-debilitating
illnesses, especially where no
satisfactory alternative therapies exist.
The procedures themselves focus on the
entire drug development and evaluation
process-from early precl~ical and
clinical testing. through FDA evaluation
of controlled clinical trials and
marketing applications, to
postmarketing surveillance-in order to
treat the entire process as a coherent
whole and thereby significantly increase
its overall efficiency.



The scope of the new procedures
(§ 312.81) will apply to new drugs,
antibiotics. and biological products that
are being studied for their safety and
effectiveness in treating life-threatening
or severely-debilitating i1h1esses. Within
the context of these procedures. the term
"life-threatening" is defmed to include
diseases where the likelihood of death is
high unless the course of the disease is
intemlpted (e.g.. AIDS and cancer), as
well as diseases or conditions with
potentially fatal outcomes where the
end point of clinical trial analysis is
survival (e.g., increased survival in
persons who have had a stroke or heart
attack). The term "severely-debilitating"
refers to diseases or conditions that
cause major irreversible morbidity (e.g.,
blindness or neurological degeneration).

A key component of the procedures is
early consultation between FDA and
drug sponsors (§ 312.82) to seek
agreement on the design of necessary
preclinical and clinical studies needed
to gain marketing approval. Such
consultation is intended to improve the
efficiency of the process by preventing
false starts and wasted effort that could
otherwise result from studies that are
flawed in design. Most important. at the
end of early (phase 1) clinical testing,
FDA and the sponsor will seek to reach
agreement on the proper design of phase
2 controlled clinical trials. with the goal
that such research will be adequate to
provide sufficient-data on the product's
safety and effectiveness to support a
decision on its approvability for
marketing. Where appropriate. FDA will
invite to such meetings one or more
outside expert scientific consultants or
advisory committee members.

If the preliminary analysis of test
results appears promising, FDA may ask
the sponsor (§ 312.83) to submit a
treatment protocol to be reviewed under
the treatment INn regulations. Such a
treatment protocol. if submitted and
granted, would serve as a bridge
between the completion of early st~ges
of clinical trials and fmal marketing
approval.

Once phase 2 testing and analysis is
completed by the sponsor and a
marketing application is submitted. FDA
will evaluate the data utilizing a medical
risk-benefit analysis (I 312.84). As part
of this evaluation. FDA will consider
whether the benefits of the drug
outweigh the known and potential risks
of the drug and the need to answer
remaining questions about risks and
benefits of the drug, taking into
consideration the severity of the disease
and the absence of satisfactory
alternative therapy. In making decisions
on whether to grant marketing approval

severely-debilitating diseases are
already underway and are consistent
with the requirements of these roles.
upon his own initiative and in
cooperation with the dnJ8 aponsor. he
may recommend that a marketing
application be submitted under the new
procedures.

In conjunction with these procedures.
FDA may, in certain circumstances,
undertake focused regulatory researcll
(§ 312.86) addressing critical rate-
limiting aspects of the preclinical.
chemical! manufacturing. and clinical
phases of dnJ8 development and
evaluation. The FDA Commissioner and
other agency officials will also actively
monitor (§ 312.87) the progress of the
conduct and evaluation of clinical trials
for products covered by these
procedures. and will be involved in
facilitating their appropriate progress.

The fmal provision of these
procedures (§ 312.88) references
applicable safeguards inherent in
existing FDA regulations to ensure
patient safety during clinical testing and
the safety of products following
marketing approval. These safeguards
include FDA requirements regarding
informed consent and institutional
review boards. These safeguards ~er
include the review of animal studies
prior to initial human testing. and the
monitoring of adverse drog experiences
during the IND. marketing application.
and postmarketing phases.

FDA believes that this program. taken
as a whole. establishes a new and
innovative approach to stimulating the
development of particularly important
drogs. while at the same time building
on past practices that have proven to be
successful.
II. Effective Date and Opportunity for
Public Comment

For the reasons described below. FDA
is issuing these procedures as an interim
rule, with an opportunity for public
comment. Because of the urgency
associated with life-threatening
illnesses. the agen,qy intends to begin
implementation of these procedures
immediately. but will consider
modifications to them based on issues
raised during the comment period and
experience gained under the interim
rule.

The program established in this
interim role is intended to bring about a
significant improvement in the efficiency
of the development. evaluation. and
marketing of new therapies for life-
threatening and severely-debilitating
illnesses. while preserving appropriate
quarantees for safety and effectiveness.
Although the program is important. it~

for products that have been the subject
of an end-of-phase 1 meeting under this
rule, FDA will usually seek the advice of
outside expert scientific consultants or
advisory committees.

As a conforming amendment, a new
paragraph (c) is being added to f 314.125
of FDA's NDA regulations. This
paragraph is designed to make clear that
mA 's evaluation of marketing
applications for drugs to treat life-
threatening and severely-debilitating
diseases will incorporate the criteria
being added to f 312.84. These criteria
include the adoption of a medical risk-
benefit analysis when assessing the
safety and effectiveness of these drugs.

Finally, when approval or licensing of
a product is being granted, FDA may
seek agreement from the sponsor
(§ 312.85) to conduct certain
postmarketing (phase 4) studies to
delineate additional information about
the drug's risks. benefits, and optimal
use. These studies could include, but
would not be limited to. studying
different doses or schedules of
administration than were used in phase
2 studies, use of the drug in other patient
populations or other stages of the
disease, and use of the drug over a
longer period of time.

These procedures are modeled after
the highly successful development,
evaluation, and approval of zidovudine,
the first drug approved to treat the AIDS
virus. Close consultation between FDA.
the sponsor, and the National Institutes
of Health resulted in eff.icient preclinical
animal testing (2 to 4 weeks in duration),
focused phase 1 clinical testing. and a
well-designed and conducted multi-center phase 2 clinical trial that .

provided dramatic evidence of
increased survival in patients with
advanced cases of AIDS. Given such
evidence, FDA approved a treatment
protocol in 5 days, and marketing
approval in 107 days. Concurrent with
approval the sponsor agreed to conduct
phase 4 research studying the effects of
zidovudine in patients at an earlier stage
of the disease. In total, the drug
development and evaluation process,
which takes an average of 8 years from
initial human testing under an INn to
final marketing approval, took only 2
years for zidovudine. Although the total
development time will vary with
different drugs, mA believes that the
approach contained in these new
procedures has great potential for
increasing significantly the efficiency of
the drug development and evaluation
process for the drugs affected.

Moreover, to the extent that the
Commissioner determines that clinical
trials to treat life-threatening or
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III. Contents of the Program

A. Purpose
The drug development process is

generally thought of, in simplified terms,
as consisting of three phases of human
testing to determine if a drug is safe and
effective: Phase 1 with 10 to 50 patients
to study how the drug is tolerated,
metabolized, and excreted; phase 2 with
50 to 200 patients in which the safety
and efficacy of the drug are first
evaluated in controlled trials; and phase
3 with 200 to 1,000 or more patients to
confirm and expand upon the safety and
efficacy data obtained from the first two
phases. (For purposes of this discussion.
the word "drug" is meant to include new
drugs, antibiotic drugs. and biological
products.)

A recent studyo~ new drug
development has documented the
percentage of drugs whose development
is discontinued after each of these
phases. Of the 174 new chemical entities
that entered phase 1 testing under U.S.
IND's between 1976 and 1978, 70 percent
successfully completed phase 1 and
moved on to phase 2, while 33 percent
successfully. completed phase 2 and
moved on to phase 3. At this point the
dropout rate slowed considerably, as 27
percent successfully completed phase 3
and were submitted to FDA in the form
of a marketing application. and 20
percent actually received marketing
approval from the agency (Ref. 9).

The three phases describe the usual
process of drug development, but they
are not statutory requirements. The
basis for marketing approval is the
adequacy of the data available;
progression through the particular
phases is simply the usual means the
sponsor uses to collect the data needed
for approval. The statute itself focuses
on the standard of evidence needed for
approval, as derived from adequate and
well-controlled clinical investigations,
with no mention of phases 1. 2. and 3.
FDA believes that if sufficient attention
is paid to the quality and amount of data
obtained in phase 2. it should be
possible to identify early those drugs
that represent safe and effective
treatments for life-threatening and
severely-debilitating diseases-and to
develop the evidence needed for their
marketing-in the course of carrying out
the first controlled trials.

This program is based on that
premise. For drugs intended to treat life-
threatening and severely debilitating
illnesses, it should be possible to reduce
the total premarket drug development
time by designing and conducting phase
2 controlled trail. that are capable of
providing necessary data on the drug's
safety and effectiveness. mA would

builds upon managerial and regulatory
options available under existing
practices and procedures. The
opportunity for early consultation with
sponsors on the design of clinical trials.
for example, is permissible under the
existing investigational new drug review
provisions of FDA's regulations.
Because the new program represents a
fundamental commitment to expediting
the development of innovative products,
it is appropriate to identify and describe
the components of that program and to
codify them for ready reference by
affected persons. Moreover. the
amendment to Part 314, requiring
consideration of risk-benefit criteria in
decisions to approve or disapprove
these drugs, is consistent with the
flexibility granted to the Agency under
the statute in determining whether
substantial evidence of safety and
effectiveness has been demonstrated.

To the extent that the elements of the
program announced today are regarded
as new rules, they are within the
exception to the Administrative
Procedure Act notice-and-comment
requirement for general statements of
policy and rules of agency organization,
procedure. and practice (5 U.S.C.
553(b)(A»). Moreover. if the new
program is regarded as substantive
rulemaking, the Commissioner hereby
finds good cause for not providing notice
and an opportunity to comment prior to
its effectiveness. The importance of
developing new therapies for life-
threatening diseases has been
highlighted in recent years by the AIDS
crisis. In addition. the sustained search
by drug researchers for treatments for
many other diseases, including
Alzheimer's disease and cancer, merits
immediate attention. FDA believes that,
as promising new therapies for these
diseases are identified, they must be
developed by sponsors and evaluated
by the agency as expeditiously as
possible. It would therefore be contrary
to the public interest to delay the
implementation of this program pending
the time necessary to engage in the
APA's notice-and-comment procedures,
and such delay would also be
unnecessary because the program
derives from existing regulations that
have already been the subject of notice
and an opportunity for comment (5
U.S.C. 553(b)(B); 21 CFR 10.40(e)).

FDA believes. however, that It should
invite and consider public comment on
its practices and procedures for
reviewing investigational new drug. new
drug approval, and biologics license
applications, including those described
in this notice.

analyze data from such studies utilizing
medical risk-benefit considerations
appropriate for drugs intended to treat
life-threatening or severely-debilitating
illnesses. The treatment IND, as
appropriate, could continue to serve as a
bridge between phase 2 trials and the
point of marketing approval. Drug
sponsors might also conduct
postmarketing (phase 4) studies to
delineate additional information about
the drug's risks, benefits, and optimal
use. The FDA Commissioner and other
agency officials would actively monitor
the process to ensure that such products
are developed by the sponsor and
analyzed by the agency as expeditiously
.!is possible.

Section 312.80 of the rule summarizes
the program's purpose: to expedite the
development, evaluation. and marketing
of new therapies intended to treat
persons with life-threatening or
severely-debilitating illnesses.
especially where no satisfactory
alternative therapy exists. As stated in
FDA's new drug application regulations
(§ 314.105(c), while the statutory
standards of safety and effectiveness
apply to all drugs. the many kinds of
drugs that are subject to them, and the
wide range of uses for those drugs,
demand flexibility in applying the
standards. In promulgating this interim
rule, FDA has determined that it is
appropriate to exercise the broadest
flexibility in applying the statutory
standards, while preserving appropriate
guarantees for safety and effectiveness.
The procedures contained in this rule
reflect the recognition that physicians
and patients are generally willing to
accept greater risks or side effects from
products that treat life-threatening and
severely-debilitating illnesses, than they
would accept from products that treat
less serious illnesses. These procedures
also reflect the recognition that the
benefits of the drug need to be
evaluated in light of the severity of the
disease being treated. The procedures
outlined in this notice should be
interpreted consistent with this
statement of purpose.

B. Scope
Section 312..81 of the rule outlines the

scope of this rule. The rule applies to
new drug, antibiotic, and biological
products being studied for their safety
and effectiveness in treating life-
threatening or severely-debilitating
diseases.

A "life-threatening" disease is
defined as one in which the likelihood of
death is high unless the course of the
disease is interrupted (e.g.. progression
from asymptomatic HIV infection to
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.,ymptomatic HIV lrifection. or further
progression to a later stage of AIDS:
metastatic cancer; amyotrophic lateral
sclerosis). This use of the term "life-
threatening" plainly includes any
disease whose prqgre8sion is likely t~
lead to death. especially in a short
period of time (e.g., 8 months to 1 year).
This section also applies to any
condition in which a 8tudy is to be
carried out to detennine whether the
treatment has a beneficial effect on
survival (e,g., increased'survival after a
stroke or heart attack).

The tenD "severely-debmtating" is
defined as a disease or condition that
leads to major irreversible morbidity ,

(e.g., severe functional deficits in
multiple sclero8is, Alzheimer's disease
or progre88ive ankyl08ing 8pondylitis;
prevention of blindnes8 due to
cytomegalovirus infection in AIDS
patients). .

With respect to "8everely-
debilitating" illnesse8, the procedures :"'.
contained in this rule are applicable to .
those instances where the studies f~'
proposed will examine the treatment's:
capacity to prevent or rever8e what ;:,
would otherwise be irreversible d~aa:.
such 8S putting Rnkylosing spondylitis
into remission and stopping joint
damage and defonnity, or preventing
blindness. It 18 ill such studies that. .
excellence in study design and an early
answer to key question8 on safety and
effectiveness are especially critical The
agency notes that there are many o~er ..{

, \:

ZVi=~8~~~~f~~' br-
In an oftha~CQ~'b.J "'ese

new proce~ure8. when the end points of
clinical study relate to s~val or
prevention of major disability, they are
of such great importance that It Is
imperative that the first controlled
clinical trials be designed and
conducted as well as possible. If this Is
not done. preliminary reports of success
from poorly designed studies might
make it difficult ever to carry out the
proper trials. mA believes it is clearly
in the public interest to assure in such
situations, to the extent possible, that
the first clinical trials be designed so
tha t the true merit of the drug or biologic
can be evaluated as promptly as
possible. FDA win also expedite the
designation of eligible orphan products
to provide additional incentive for their
development.

runner premarketing (phase i) studies
were not needed to support safety and
effectiveness following completion of a
highly successful well-controlled multi-
center phase 2 study that demonstrated
dramatic effects on survival.

There have been other circumstances,
particularly in the oncology area, where
early (phase 2) results were such that
additional studies were not needed to
conclude that the dn1g was effective and
that its beaefits outweighed its risks. For
example. the licensing of alpha
interferons to treat hairy cell leukemia
was based on phase 2 trial.. that showed
partial or complete remission of the
disease in 75 to 00 percent of patients.

To build upon these successes, FDA is
instituting a process for conferences to
be held at the end of phase 1 (rather
than waiting until the end of phase 2)
with the sponsors of drugs and biologics
intended to treat life-threatening and
severely-debilitating illnesses,
especially where there are no

satisfactoryaltemative therapie& The
purpose of these conferences will be to
review the product's phase 1 test results
and phase 2 plans for clinical testing. If
enough is known about the drug at that
time, agreement would be reached on a
phase 2 testing program (e.g.. the design
of the studies. the number of patients to
be tested, the end points to be used. and
the proposed mode of replication), that
would be sufficient to establish the
drug'! safety and effectiveness. Whele
the data resulting from these phase 2
studies prove sufficient to allow a
detennination that, on the basis of risk-
benefit considerations detailed further
below, the drug is safe and effective,
FDA will approve the drug without
further preapproval studies. In this case,
phase 2 thus obviates tha need for
further research in phase 3, if the phase
2 trials prove successful. Of course,
when the results of phase 2 research do
not provide evidence that fulfilla the
statutory criteria for approval, further
preapproval studies Will be necessary.

Because the ~nd-of-phase 1
coe.ference server the same function
(except earlier in the process) as an end-

.L of-phase 2 conference would otherwise
let:Ve. FDA will apply the same
prqcedures to both meetings, as codified
in § 312.47(b)(1). This includes provision
for documenting the agreements reached
at the meeting. In order to provide the
broadest possible expertise available,
FDA may invite to the meeting one or
more of its advisory committee members

.or other scientific consultants. The
sponsor may, of course, also bring
scientific consultants to the meeting.

With respect to study design, the
agency recognizes that there has been
some confusion about the role of
placebo-controlled studies in patients
with a life-threatening disease. FDA
believes that a reqiJirement for placebo-
controlled studies is not appropriate in
those situations where there is known to
be an effective therapy, for the stage of
disease or coIiditionunder investigation,
that can improve survival or prevent
irreversible morbidity. For example. in
the case of symptomatic AIDS or
advanced AIDS-related complex (ARC).

.where zidovudine 18 known to improve
survival it would not be appropriate to
compare a new dn1g with placebo.
Rather. the hew dn1g should be
compared' with zidovudine. It would alsobe possible to compare the new drug .

plus zidowdine with zidovudine alone.
but in neither case would it be
necessary to deny patients therapy with
zidovudine which Is known to improve
survival. In contrast. wliereno therapy
has been shown to be effective, it is
scientifically and ethically appropriate

The agency recognizes that the scope
of these procedures is subject to
interpretation. and the examples given
above are illustrative only. FDA intends
to be flexible in ita implementation of
this program and. subject to available
resources. provide early advice when it
is sought. The agency encourages
sponsors to consult with FDA on the
program's applicability to particular
products.
£:: Elements of the Progrom

1. Early consultation. A key
component to be addressed is early
consultation.'which is covered in
I 312.82 of the role. In 1987. FDA
codified the practice that. upon request
of a drug's sponsor. FDA medical staff
will hold a conference with the sponsor
at the end of phase 2 testing. (See
I 312.47(b)(1).) The goal of this
conference is to reach agreement on a
plan of phase 3 testing that will provide
the needed remaining evidence of the
mug:."-b' ~.d-emC;_~ev to gain, maaeu..~ KL~ever. the

.\'id~~~ wel~
~d -"...'~ Zresetichla'8ufficient ' -theltatU.ta fM ,: ."'. , ,

:m~ ~ ~~beno -:
need for ad 'ubnBtpltese-S rit'emBrket-
telling. and the drug can become
available much more rapidly than usual.

This is most likely to occur for drugs
to treat life-threatening illnesses where
th.relatively small amount of data

,.riUable at this stage may I\evertheJess
~ ~ient for approval. For exami'le. -

: ."" ""#search was sufficient for
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to randomize patien1a to test drtJ8 aad
placebo. This wu done with ~vwiine
and, by providing early aad clear
evidence of !.!Defit in terms of improved
survival, enabled FDA to confer the
rapid approval that made the drug
widely available to AIDS patients.

The Institute of MediciIle. in its recent
report entitled, "Confrau~ AIDS:
Update 1B88," emphas;~~ the
importance of controlled clinical trials
as the "fastest. most efficient way to
determine what treatments walk"
(Executive Sammary at page 19; Report
lit page 139) (Ref. 10). As the report
continues. "Conducting weD-designed
trials from the beginning will benefit
more patients, sooner, than any other
approach. Poorly de.ed trials. or
administering drugs without controls
and 'observing. the coorse of the
disease. risk being inconclusive or
drawing incorrect conclusions." [Report
at page 139) (Ref. 10). FDA fully supports
the early initiation of well-designed
phase 2 controned clinical trials as the
most efficient mechanism of evaluating
treatments for the desperately ill.

When planning phase 2 8tudies. it win
be particularly important to make
optimal Me of pharmacok:ineticl
pharmacod~c wtlSd"les carried out in
phase 1. Sud plsase 1 data are
partictllm'ty ftgefnl in selecting the best.
dose(s) and dosing intervals far phase Z
testing. Therefore, mA i~ shatild be
helpful in the design of phase 1 studies
also.

FDA cau also make the drug
development praces. more efficient by
interacting with the drug ~, even
before phase 1 testh'S begins. \0 help
identify the animal 8b1dies necessary to
assess the toxicity of the new drug and
assure that c1inical.tJJdie. can be
initiated with reasooalXe assn-ance of
safety. In consulting with sponsors OR
animal .tudia. FDA takes into aa:ount
the aerwUlne88 of the disease to be
treated and the Dature of the clinical
studies planned. In t8ia way. FDA
involvement can facilitate the initiatitXl
of trials in h¥Klan P8t~ts as Nrly as
the safety .tudie. in animals permit.
thereby reducing potential barriers to
iMovatm at thta euly bat impol1ant
stage of DeW pbA~KtK:al
developmeDt.

For example. uai8g tAil procell. ~
new AIDS rlr9 have beea able to eater
clinical tl!stiDg after 8Dima1 studies that
we're 4 weeb lDOB or leaa k1 dur~
and the preclinical animal st\ldiea
completed belare inili&l ~ liE of
zidovudiDe wae .2 to 4 weeks long. By
workiDg clD8ely with the spoRSOr. FDA.
can suggest the minimum amgwU of
precrmicaI testing Bewd to SO ~rward
without compromising the safety of

climcalstudy paridpants.lh1nea!Ssary
animal studies C8SI be avoided, animal
Ii ves can be spared. aM the sponsor can
move the drug into clinical testing in the
shortest possible time. Moreover. early
FDA involvement C3D also Shorten the
time it take. the agency to review ~
IND submission and nen the
likelihood of FDA placing the ?
application on clinical hold.

2. Treatment INDs. Section 312.B3 of
the rule outlines the role of the
treatment lND in the context of this
overall program. As codified in §§31Z-34
and 312.35, treatKleIIt INO's are in~
to permit the wider uR of promising
experimental drngs fa: IerloDS and
immediately life-threatening illIIesses ill
patients who lack satisfadory
alternative therapy. Within the dr11g
development Prt.:ess. treatmeDt IND'.
can provide a bridge betweal the
completion and initia1 analysis of
promising phase 2 studies and the pairrt
of marketillg apPfO'W'B!. TbRs, when early
evidence &om phase 2 iOOi<:atntbat a.
drug fcx a life-tJBoeatl!n~U" sev~
debilitatirJs illness ~proDRsiBg. FnA..~-- 0..
will ac~ely WQrl<iWith the spga'S(X'to..evaluate the ap~riatene. at'...,
treatmmit p~aLTh;~macb was
useddurins the development of
zidovudine. and allowed wide
availability of the dng to o~ 4.O(X)
patients whI1e the marketing application
was being nhledby the sponsor
and reviewed by FDA. In addition. FDA
will continne to work actively to .
educate phys~ans and drug spon50ra
on how to utilize the treatment INO '"
procesamoai effectively.

3. Risk-benefit aDalysjs. S~tion '
312.84(a) of the rule IR'OVid~ that FDA'.
application of the statlttCB"J' ataDdards
for marketing aPlX'OvaI shaU recogni~
the ~d for a medical risk-beDefit
judgment in making the final decision on
approvability. As part of this evablation.
consistent with the statemelt at' pmpose
in § 312.80. mA will consider wiMrtber
the benefits of the drug vui.. the
known and potential risks at' ~e drug
and the need to BnnVe' lSlaining
questions abotrt riaks and benefits of the
drug, taking into Ctmsideratiol1 the
severity of tbe disease ami the abRlK:e
of satisfactory ~.tive th8'apy.

~ the stabrte ~ the ta:IQ
safety and effectiv~esa. rath.. than
risks-arid benefit.- the deciaian on
whetie' to approve a dnJg iMe1!ntlf
reIX'e8eD18 a medical ~-beDefit
judg81f!Dl Tfte .-cy r~s8iz~ that
safely and efi!ctjyen- are IxIt
absolute (i.e.. not all drJ281 are &ee of .
risk G' have aDeqIIiYOCal ~ bct
must 00 as_sed m iRkt of wiRit
condition the dnI8 treats. This is
particularly trHe in the use of dr. 10

-
treat life-threatening diseases, wh~
drugs that are quite toxic may
nevertheless be ~red sak under
the circumstances. ...

In carrying otrt the statutory manrlate,
FDA win consider ths seriousness of the
disease being treated in balancing risks
and bellefits. For example, as a {;lass,
oncologic drugs are hiShl.v toxic. but this
is acceptable when they are used to
treat illnesses for which they represent
the only available method of treatment
and when they can have a favorable
influence onsuryival or on intractable
symptoms. Mareuver, dramatic
responses (i.e., great benefit), especially
on significant end points like s~ival or
progression to an inevitably fatal stage
of illness, make it easier to conclude
that the benefits of treatment outweigh
its risks, even if not all important
questions about the drug are answered,
Clearly, for a life-threatening illness, a
relatively high level of known risk and
some tmcertainty about potential risk
from t~ dnIg can be acceptable in,exchange 

for the improved survival
provided by effective q treatment for
a condition that, left nntreated, would
result in death. Similarly, for the same
life-threatening illnesses, evidence of
effectiveness mUst be weighed against
risks of the drug and the knowledge that
death would result in the absence of
treatment.

Section 31Z.84(b) of the rule provides
that the agency will usually seek the
advice of outside expert consultants or
advisory committees in rea~ itsconclusions. That section also provideS -

that FDA will DDtify the ~s of the
relevant stUding advisory ~tee of
the filing of a markeq app1ic.atiDa
covered by thia rule, and u. avai~y
for review.' ',. ..,' ..

In seeking to utilize phase2detafor
final deci8ionJn&kJQl. Jo1).A would be
trying tD increase the likelihood that a
safe and effective ~, espec~y 000
that affects morlali.ty or major
irreversible mOl"bidity. wotild be aftowD
safe and effective in the .&attest
possible time by aS8tIri8I Owl the initial
studies are 8de~ to do ta:_i.e.. to
provide evidence. eveR tbotIgh derived
from a limited data base. that ~ b~
sufficient tD reaclt R beDeiit-risk
judgBleDt FDA's goal is tQ 00 able tD
reach a scienUflcaDy d~e <lecision
based on the reMt& of _~gJled
phase z {;ontldled c1b8cai triak.1f. !XI
the basis of phase 2 -stiIJIo a t8eJ:aP'J is
found toefJectiveI., t1'eat a life..
threateDing dile8ae f« 'wiIK21 iii) o~
therapy exisis. it WOIW1-.t be '
appropriate to cx..tiDUe ~ketq
research into phase 3. HowevB:, p)cdY
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control over the pace at which trials are
initiated and completed. Success of drug
development depends on the willingness
of the sponsor and clinical investigators
to devote the necessary time and
resources to complete the studies.
expeditiously.

4. Phase 4 studies. Section 312.85 of
the role describes the role of phase 4
studies in this program. H FDA approval
is gained on the basis of limited. but
sufficient, clinical trials, it will usually
be important to conduct postmarketing
(phase 4) clinical studies that will
extend the knowledge about the drug's
safetY and efficacy and allow
physicians to optimize its use. For
example, in the case of zidovudine.
early appearance of a dramatic
improvement in survival of the treated
patients was taken as clear evidence
that, for the relatively advanced ffiV-
infected patients treated. the benefits
clearly outweighed the risks. Although
significant side effects of zidovudine
were found. the clinically demonstrated
benefit of prolonged survival clearly
outweighed those risks.

This does not mean that all important
questions were answered at the tim& of -
approval of zidovudine and that
research into its use could end. It Was
critical to examine-after marketing-its
use in earlier stages of the disease,
where its toxicity might outweigh its
benefit (i.e., in earlier stages of the
disease. survival is much greater-
without treatment so that there is less
improvement possible, but toxicity might
be just as severe). It was also important
to explore dosing regimens that might be
less toxic and equally effective. In
addition, as with any drug, it is
important to consider whether there are
~ong-term adverse effects that might
"take away" the early gain. As with
zidovudine, FDA has generally been
able to obtain a voluntary agreement
with drug sponsors about the need to do
such followup studies and the nature of
their design, because sponsors also
recognize important gaps in the data
base and believe they need to be filled.
Section 312.85 of the role codifies this
practice.

5. Focused FDA regulatory research.
The responsibility for conducting the
preclinical and clinical testing needed to
gain marketing approval clearly r~sts
with the drug's sponsor. This rule does
not alter that responsibility. Recognizing
the lack of available therapy for certain
life-threatening and severely-debilitating
illnesses, 1312.86 of the role provides
that in certain circumstances FDA may.
in its discretion. undertake research on
critical rate-limiting aspects of the
preclinical, chemical! manufacturing,

designed phase 2 studies serve to retard
the drug development Pr:oC8SS. .

If FDA concludes that the data
presented are not sufficient for
marketing approval. § 312.84{b) of the
rule provides that FDA will issue a letter
to the sponsor describing the
deficiencies in that application,
including why the results of the research
design agreed to under I 312.82 of this
rule. or in subsequent meetings, did not
provide sufficient evidence for
marketing approval. Such letter will also
describe any recommendations made by
the advisory committee regarding the
application.

To increase the likelihood that phase
2 testing can provide sufficient results,
sponsors could need to plan phase 2
studies that are somewhat larger and
more extensive than is currently the
norm. including a mode for replication of
key findings. Moreover. to avoid missing
an effect by using too little drug. or to
avoid studying a dose that proves toxic.
it may be necessary to study several
doses in the first formal trials. an
approach that may require a larger
study but can plainly save time, thereby
enabling physicians to treat patients
with life-threatening illnesses more
rapidly. However, it should be
appreciated that is a drug has only
minor or inconsistent therapeutic
benefits, its positive effects may be
missed in this stage of clinical testing.
even if the drug ultimately proves to be
beneficial following more extensive
phase 3 trials.

The issue of replication requires
careful consideration. The requirement
in the statute for adequate and well-
controlled "clinical investigations" (21
U.S.C. 355(d) (emphasis added)) has long
been interpreted to mean that the
effectiveness of a drng should be
supported by more than one well-
controlled clinical trial and carried out
by independent investigators. This
interpretation Is also consistent with the
general scientific demand for
replicability to ensure reliability of
study results. Therefore. as a general
requirement. the clinical trials submitted
in a marketing application-including
trials on products covered by this rule-
must include studies by more than one
independent investigator. each of whom
has studied a number of patients
adequate to generate statistically
reliable results.

When applying the statutory
requirement of "adequate and well-
controlled investigations" to a drng for a
life-threatening or severely-debilitating
disease, FDA will consider the quality of
the data submitted, including the
assurance of the data's consistency,
reliability, and reproducibility. There
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and clinical phases of drUB devetop~
and evaluation. For example, mA often
needs specific infomJation upon wbi1:h
critical J'egtllatory decisions are made--
e.g.. manufacturing standards and
assays for vaccine or biotecimology
products. Recent examples include FDA
pote~ testing of vaccines and
development of assay methods for drug
bioavailability. FDA is prepared to
intensify this practice on a limited basis
as a means of meeting a public health
need in facilitating the development of
therapies to treat life-tbreatening
illnesses. father than merely waiting
passively.

6. Active monitoring of conduct and
evaluation af clinical trials. Section
312.87 of the role provides that the
Commissionel' and other agency officials
will actively monitor the p~ress of the
conduct Imd evaluation of clinical trials
and be invc>}ved in stimulating their
appropriate progress. Recogni?;ing that
people with Iife-tlD'eatening diseases
face a {)atastropbic condition that
requires special attention. !tis
imperative that the t:onduct of clinical
trials and FDA's evaluation of them
proceed as expeditiou81y as possibJe.
FDA actions would include, for
example, contacting the sponsar directly
when clinical trials are not proceedinK
on schedule. mA may also convene
special meetingg of its advisory
committees, as necessary. rathei' than
waiting for the next scheduled periodic
meeting.

rmally, FDA, in conjunction with
other Public Health Service agen~s,
Wl1lutilize, to the extent posSlole.
clearinghouse mechanisms for informing
physicians and patients of
investigational therapies for life-
threatening iHnesses. Existing
mechanisms of this type wm be
augmented. as appropriate.

7. Safeguards for patient sclfety. If
successfully impl~ted. this program
will expedire the availability and
approval of new thenrpies for life-
threatening and s~y-debilitating
illnesses while anming that the
products are mown Bafe ~ cff-,.itu've
under the law. Section 312.88 of the nIle
references safeguards inherent in FDA
regulations that ensure the mMy of
clinical testing and the nfety uf
products follOtring m 'keth.g a}7}',vvaI.
These inchrde the req1rlrevtents for
i nfo nned consen t (21 CFR Part 50) and
institutional rmew boards {%1 CPR Part
56). These safeguards ~m' indade the
review of animal studies prior to initial
human testing (I 91%.23}; INn _afety
reports daring the ~~~ ~ uf ctinicaf
trials and treatmelrt INn protoco1l
(§ 312.32}; nfety trpdate reports daring

the review of marketing applications
(§ 314.50); and adverse dreg ~action
reports after prodI!ct8 a~ approved for
marketing (1314.80).

In addition to these regulatory
safeguards desisned to assure patient
safety, FDA's pi"""a-.fICi:8 and procedures
provide additional safeguards to aSStU"e
the quality and integrity of the drug
developlnent and reView process. These
include conducting on-site ~udits of key
studies and/ar clinical investigators to
assure authenticity of the data
submitted to FDA. and inspections of
manufacturing facili~ before
marketing approvaJ i8 granted to assure
that manufactm'erl are able to prodn~
properly formulated eompotmds.

D. Environmental Impact
The agency has de~rmined tmde!' 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 enviromaent. Therefore,
neither an enviromnental assessment
nor anenyjronmelJtat impact statement
is required. -

E. Economic Impact
FDA baa considered the economic

i~ of tma iDterim rule and
concludes that additional costa resulting
from this rule wW be negligible. and to
the limited extent that they may occur,
they will1ikely be mcwe than off-set by
the societal benefits of this rlite.

The compression of the dnlg
deveiopmelrt pr<x:ess .et forth inthil
rule for life-threateDiDS and le?erely-
debilitating illne88eI presenb a trade-off
for affected apxI8OJS. They would be
relieved cR: "n..rt..mng the customary
phase 2/phase 3 clinicalltudie8 if they
participate in early study desigD
consultation widt FDA. axtda:t a
sufficiently comprehenliwphase 2
study, and stand ready to conduct any
necessary pIlale " sta-die8. Considering
the probable time savi19 of this
pro~. it iI expected ttlat the M rost
of clinical development aRd le8'llatory
review for a BpOn&OI' will remain
comta1lt or ponibIJ decreeae. Even if
costl ~ to mcreaee sligittly, the
societal be!Jefits wouid more tbaR tike1y
compensate for any added cost8 since a
considerable patient population wOIIId
be receivi. tile lifeo'Bavi!Is benefits 1!f
the expedited therapy 0Ye!' 811 extended
period of time that wmd not othenrisebe reaHzed. '

Accordingly. FDA OODcludes that thiI
interim rule is !tOt a ~jor nJIe 81
defined by ~tive Orde!' 12m.
which would require a JeStllatory
flexibility ana1ysis. Fu.~lerluore, Me
rule is not expected to impose
substantial impactIon a sigrrificant~

number of small entities which wou1d
require a regulatory flexibility analysis
under the requirements of the
Regulatory Flexibflity Act of 1980.

F. Paperwork Reduction Act of 19lKJ

This interim rule does not contain new
collection of information requirements.
Section 312.88 does refer to regulations
that contain collection of information
requirements that were previously
submitted for review to the Director o£
the Office o£Management and Budget
COMB) under section 3504 of the
Paperwork Redaction Act o£ 1980.
Sections 312.23 and 312.32 were
approved under OMB oontrol nwnber
0910-0014. Section 314.50 was approved
under OMB control number 091D-<KX)1.
Section 314.80 was approved under
OMB control number 0911J-o230.
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agreement on the desfgn of phase 1-
contro11.ed cliIlicaI friars. with the goal
taat such testing wiD be adequate to
provide sufticient data on tie dntg's
safe\y and effectiveness to support a
decision on its approvalliity £or
markefins. The procedure.. Q1!fI~-4 iIS
§ 312.47(b)(tJ with respect to eDd-of-
phase 2. canferelXU. iDcludina
documentation of agEeementa feaQed.
would also be Med fOI' eDd-of~se 1
meetings.

§ 312.83' Tr88t1n8nt protacoIL
If the preliminary analysis of phase 2

test results appesrw promisiD!, FDA may
ask: &he sponam to 8i1D8t .tnatmeut
protocol to be revi~~ ark dJe
procedures and criteria 1i8ted in
§ I 312.31 and a1~. Such a treatment
protocoL if requested and granted.
would nonnally remain in effed while
the complete data Decessary for a
marketins appiicationare bebls
assembled by the sponsor and reviewed
by FDA (unless groUIIds exist for cflnic:al
hold of ongoing protocols. 8$ provided in
§ 312.42(b}(3)(ii}).

§ 312'.84 Risk-benefit§ analy.kt~ of
marketing application. for drugs to treat
Ilfe-threatenfne anct x". -;;.-e.- i~tIng
Illnesses.

(a} FDA'.. application of the sfatulory
standards for-marketing approval shan
recognize the need fOF a medical riak-
benefit judgment in making the final
decision on approvability. As part of
this evaluation, consistent with the
statement of purpose in § 312.80, FDA
will consider whether the benefits of the
drug outweigh the known and potential
risks of the drug and the need to answer
remaining questions about risks and
benefits of the drug, taking into
consideration the severity of the disease
and the absence of satisfactory
alternative therapy.

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

(c) If FDA concludes that the data
presented are not sufficient for
marketing approval. FDA will issue (for
a drug) a not approvable letter pursuant
to § 314.120 of this chapter. or (for a
biologic) a deficiencies letter consistent
with the biological product licensing
procedures. Such letter, in describing the~

effects Crom products that treat fife--
threatening and Ieverely-defJififating
iIIn~. than they would a~pf &om
products that treat len serious HlDewseg:
TlIeSe procedures also reflect the
recognition that ffI~ beneflr. of tfle &og
need f!7 &e evKluated in lfgfrt of the
severity oftfle-dIseage being treated.
The procedure outlined in this section
.s~ be interpreted ~ wids
that purpose.

§ 312.1' Scope.
ThW section .applies to new drug.

antibiotic, and biological producta that
are being sfudied Cor their safety and
effectiveness in treating.life-tlireafening
or severely-debilitating dfsea-ses.

(a 1 For purposes of thi. IedkID. tbe
term "Iife-~eatenins.. means:

(1) Diaeasea or conditions whel'e the
likeh"hood of death is high unleaa the
course of the disease is. iDterrup~ and

(Z) Diseasea or conditions with
potentially fatal outcomes, where the
end pofnt of clinical trial &naly. ia
survival

(b) For purposes of thi& section, the
term "severely debilitatiug" ~ans
disease. or conditions that cause majo~
irreversible morbidity.

[c} SponsOrs are encouraged to
consult witll FDA o~ the applicability of
these procedures 10 specific products.

§312.82 .~~
For products mtended to treat life-

threatening or severely-debilitating
illnesses. sponsors may request to meet
with FDA-reviewing officials early in
the drug development process to review
and reach agreement on the design of
necessary preclinical and clinical
studies. Where appropriate. FDA will
invite to such meetings one or more
outside expert scientific consultants or
advisory committee members. To the
extent FDA resources permit, agency
reviewing officials will honor requests
for such meetings

(a) Pre-investigational new drug (IND)
meetings. Prior to the submission of the
initial IND. the sponsor may request a
meeting with FDA-reviewing officials.
The primary purpose of this meeting is
to review and reach agreement on the
design of animal studies needed to
initiate human testing. The meeting may
also provide an opportunity for
discussing the scope and design of
phase 1 testing. and the best approach
for presentation and formatting of data
in the IND.

(b) End-ol-phase 1 meetings. When
data from phase 1 clinical testing are
available. the sponsor may again
request a meeting with FDA-reviewing
officials. The primary purpose of this
meeting is to review and reach
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of the preclinical. chemical!
manufacturing. and clinical phases of
drug development and evaluation. When
initiated. FDA will undertake such
research efforts as a means for meeting
a public health need in facilitating the
development of therapies to treat life-
threatening or severely debilitating
illnesses.

§ 312.87 Active monitoring of conduct and
evaluation of clinical trial..

For drugs covered under this section.
the Commissioner and other agency
officials will monitor the progress of the
conduct and evaluation of clinical triws
and be involved in facilitating their
appropriate progress.
§ 312.88 Safeguards for patient 88fety.

All of the safeguards incorporated
within Parts SO. 56.312. 314. and 600 of
this chapter designed to ensure the
safety of clinical testing and the safety
of products following marketing
approval apply to drugs covered by this
section. This includes the requirements
for informed consent (part SO of this
chapter) and institutional review boards
(Part 56 of this chapter). These
safeguards further include the review of
animal studies prior to initial human
testing (I 312.23). and the monitoring of
adverse drug experiences through the
requirements of INn safety reports
(I 312.32), safety update reports during
agency review of a marketing

application (§ 314.50 of this chapter).
and postmarketing adverse reaction
reporting (§ 314.80 of this chapter).

PART 314-APPUCATIOHS FOR FDA
APPROVAL TO MARKET A HEW DRUG
OR AN ANTIBIOTIC DRUG

2. The authority citation lor 21 CFR
Part 314 continues to read as follows:

Authority: Secs. 501, SOz, 503. 50S. 500. 507.
701. 52 Stat. 1049-1053 a8 amended. 1055-1056
a8 amended. 55 Stal 851. 59 Stal463 a8
amended (21 U.S.c. 351, 352. 353. 355. 356.
357.371); 21 CFR 5.10. 5.11.

3. Section 314.125 is amended by
adding paragraph (c) to read as follows:

§ 314.125 Refusal to approve an
application.

(c) For drugs intended to treat life-
threatening or severely-debilitating
illnesses that are developed in
accordance with § I 312.80 through
312.88 of this chapter. the criteria
contained in paragraphs (b) (3). (4). and
(5) of this section shall be applied
according to the considerations
contained in I 312.84 of this chapter.
OtIs R. Bowen,
Secretary of Health and Human Services.

Dated: October 18. 1988.
[FR Doc. 86-24457 Filed 10-19-88; 10:18 am]
8IWNG CODE 4110-01.-

deficiencies in the application. will
address why the results of the research
design agreed to under I 312.82. or in
subsequent meetings. have not provided
sufficient evidence for marketing
approval. Such letter will also describe
any recommendations made by the
ad\'1sory committee regarding the
application.

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

§ 312.85 Phase 4 studies.
Concurrent with marketing approval,

FDA may seek agreement from the
sponsor to conduct certain
postmarketing (phase 4) studies to
delineate additional information about
the drug's risks. benefits, and optimal
use. These studies could include. but
would not be limited to, studying
different doses or schedules of
administration than were used in phase
2 studies, use of the drug in other patient
populations or other stages of the
disease, or use of the drug over a longer
period of time,

§ 312.88 Focused FDA regulatory
research.

At the discretion of the agency, FDA
may undertake focused regulatory
res~arch on critical rate-limiting aspects


