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, Industry representatlves alsc claim that FDA requires two or more,
“well ‘controlled studies to ‘Provide evidence of effectlveness for ‘
a drug or blologlc whehn one study should sufflue

e

'ffAs to what constltutes an adequate demonstratlon’of effectlveneSST T
" -for a new-product, FDA-has interpreted the FD&C act as requiring’.
N '~ two "or more well controlled studies.. From a scientific -~
¢ ’”ﬁgf}w,perspectlve, what FDA seeks to have demonstrated is_that a =
‘”"p“show1ng of ‘éffectiveness in one study can be repllcated.j Whlle a.
1second study may well be ‘needed to -replicate the results of the
“first study, ‘it is also possible to repllcate results Wlthln one

large, well designed multicenter study.

The Genetech drug Pulmozyme was recently approved to treat .cystic
fibrosis on the basis of one multicenter study with features that
provided- elements of repllcatlon, Similarly, the drug timolol
was approved to treat hypertension following a demonstration of
improved survival in a single study involving three different
patient groups in three different hospitals; and a multicenter
double-blind placebo-controlled trial led to prompt approval of
2zidovudine for AIDS in 1987 when it was found that 16 deaths had
. occurred in the placebo group, as opposod to 1 death in the group
receiving the drug. -
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FDA REGULATORY REFORM
A Propesal by the Bietechnology Industry‘()rgzinization

X SUMMARY:

Promotion of the public health increased international competitiveness, and modernization of
government xfeguiation are ﬁaramoﬁnt goals of Food and Drug Administration (FDA) reform.
A renewed FDA can serve the needs of the patient .c’ommunity, general public, and '
stékeholdcrs better by focusing greater effort on the timely apprbval of safe new drugs, !

biologics, and devices and less effort on unnecessary and marginal activities.

Redefinition of the FDA should proceed in two stages. First, short term changes in
legislation and regulation that advance these goals should be pursued promptly, with vigor.

- Second, a longer term, more comprehensive set of goals should be advanced, debated and
acted upon. Given the complexity, importance, and controversy of some of the longer term

goals, we should not delay the achievement of a more modest set of accomplishments.

The short term proposals in this document will improve FDA efficiency by freeing up
resources to focus more effort on analysis and approval of new therapies. The reforms are
also aimed at improving physician access to relevant information about regulated products

and removal of impediments to American businesses in the international marketplace.

THE PROBLEM

The Food and Drug Administration (FDA) is an important and powerful federal agency: The
FDA -- by its own estimates — regulates one quarter of the consumer products in the United
States. The FDA currently has 9500 employees, a budget of $975 million per year, and far
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reaching regulatory r'csPOnsibiiities. Despite frequent reform recommendations, most
legislative change over the past 20 years has resulted in an increase in the Agency’s
regulatory responsibilities.  Virtually no Congressional éttention has been given to updating
FDA’s authorizing statutes to address new technology. It is time to analyze FDA’s mission
" and structure in order to improve the promotion of public health, reduce unnecessary

regulation, and improve America’s compctitivencss.

. The Biotechnology Industry Organization (BIO), représcﬁﬁng over 580 oompames and
affiliated organizations, has reviewed the acﬁviﬁes of the FDA and presents a preliminary

_ Teport on short term action opportunities to improve tﬁe Agency. This report stems from
certain problems our member companies and their customers, the patient communitiés, have

experienced with current FDA regulation.
Delay in Moving Products from Discovery to Approval

The average time to move a producf from bench to bedside in the 1970s was 5-7 years. -
Today the average time is 10-12 years. The increase in the cost of developing a new drug
in the same period has risen from $70 million to over $359 million in 1980s. The cost of
developing new. products in the 1990s is likely to increase to $500 milliox;l During the pﬁst
decade the total cost to develop a new drug has mcrcased at an annual rate of more than 8%
per year above the general rate of inflation. : )

The delay in approvals in the United States denies patients rapid access to needed therapies.
Increased cost of development drives up the prices of the end products.

The drug lag is most easily demonstrated by the fact that between 1985-1993 only 27% of all
new drugs were first approved in the United States. Moreover, for drugs with one or more
years of foreign marketing experience prior to United States approval, the penod of prior

- availability was about 6 years.
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The consequence for patients is seen when looking at cancer therapiés. Of the apprqximately
100 anticancer agents approved in the last 30 years, less than half were available in the |
United States (compared with over 60% in Japan and Germany). In the area of psychotropic -
drugs the delay in access is more dramatic. Over one-third of these apents approved in the
past 30 years were available at least 6 years carlier outside the United States. Besides

delaying the access of new drugs to American patients, the FDA indirectly creates addiﬁo’ual
costs to the health care system. In most cases, new drugs are the most cost effective means

of treating the paticn; particularly when they reduce hospital sté.ys or eliminate processes

such as surgery or blood transfusions.

Despite efforts by the Agency to address the Aapprovai process of submitted applican'ons ,
throughv newAreguIations and more recently, through the use of user %ees, much remains .to be
done. The cost and complexity of clinical trials (that is fhe woOrk necessary to gathcr data
prior to the submission of an apprO\?al application) has increased significantly. - This cost of
tests and related procedures per patiént between 1989 a,nd 1993 has gone up by 69%, 118%,
and 51% for Phase 1, II, and III trials respectively. This has been a 'Signjﬁcarit contributor 0 |
the lengthening of the drug development process. Finally, the time between filing of an IND
(seeking permission to conduct human-clinical trials) and the submission of an approval

. application has gone from 2 and one half years in the 1960s to 6 years in the 1990s.
Excessive Regulation

The Food and Drug Administration has introduced many‘ new rcgulations that are tangential

to the fundamental mission of ‘approvihg new therapeutic products.
Examples of excessive regulation include:

»  Excessive regulation of the early clinical trial process, including the submission of

" INDs. Currently, over 60% of all Phase I INDs are filed by individual scientists and
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academic health centers. These investigétions rarely lead to commercial therapies and

their consideration delays approval activities by. FDA reviewers.

> Needless submission of advertising and promotional materials for prior FDA .
approval. |
> Restrictions on export of unapproved products to countries that have approved them

and review of foreign labels for approv‘ed} products being exported.

> Requirement of prior FDA approval for minor manufacturing 'changes of well
characterized biotechnology products, when prior approval is not required for

traditional drugs.

> Requirement of an Establishment License in addition to a Product License for

biotechnology products.

S Current regulations on lot release needlessly consume FDA resources, increase costs
and may, in some instances delay patient access to biotechnology products.

N

Lack of Agency Focus

In some instances the FDA’s mission of protecting the public is being pursued without a
requisite recognition that it also plays an important role in the promotion of innovation and

the promp‘t approval of new therapies needed by seriously ill patients.
Specific examples of the lack of focus include:

> Unfocused research activities by FDA employees. In some instances this research 1s
| not relevant to the Agency’s mission of approving products. The research activity in

some instances needs to be focused on product approval issues, such as the



SENT B:YiﬁENENTECH.. INC. f3-6-95.0 16:34 ¢ GENENTECH-WASH. DC- | 4567431:% 6/15

5

development of surrogate endpoints that would cxpedlte the devclopment of i important
new therapies, and the expertisc of outsme experts should be more effecuvcly -- and
less expensively -- utilized.
»  The FDA has in recent years devoled a disproportionate amotint of its own resources
[pursuing relatively insignificant activities, including excessive regulation of the
* approvals of new supplements for drugs, label changes, and in some instances

regulation of promotion and advertising.

Failure to Effectively Use Outside Resources N

The FDA has not moved aggressively enough to implement the recommendaﬁons of the
Edwards Commission on the use of outside reviewers. Agency efﬁcxency would improve

_ through the intelligent use of outmde experts

International Competition

Under current law, the FDA is forced into playing the role of international public health
policeman by regulating the export of biotechnology prodﬁcts to other countries. No other
industrialized nation imposes similar restrictions on exports. The limitations on drug exports
- cost ‘American jobs, create an incentive to build new manufacturing facilities overseas, and
put the FDA in a position of denying new products to countries whose own regulatory
| systems have approved them. To the extent that foreign countries approve and ask American
firms to deliver biotechnology products, there should be a compel]mg, va.lzd reason before

. the Federal government intervenes on behalf of fore1gn consumers.
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Limitations on the Dissemination of Information Hurts Patients and Doctors

The Food and Drug Administration has limited the dissemination of relevant medical
information from respected medical journals, textbooks and the procwdmgs of major rnedlcal
and sc1cnt1ﬁc societies. These limitations sometimes deprive the medical community of '
easier access to important medical information, hurt patients, and do not reasonably advance
public heatth. V

PROPOSED SOLUTION

BIO recommends initial steps to impm:fing‘patiem‘ access 16 new therapics as a pért of
transformitig and renewing the FDA. Promotion of the public health, incrésed international |
compctitiveness. and prompt revision of regulatiéns are paramount goals of renewing the
Food and Drug Administration. A renewed FDA can serve the needs of the patient
oommumty, genera! public, and stakeholders by focusing its mission on promonng the timely
approval of safe new drugs, biologics, and devices.
Transformation of the FDA should proceed in two stages. First, short term changes in

~ legislation and regulations that advance these goals must be pursued with vigor. Second, a
longer term, more comprehensive set of changes should be 1mplernented BIO will be
pleased to work with the FDA, members of Congress, the Admmlstxatlon patient groups,
and physmans; ona longer term veform agenda for the FDA. Pursuit of the initial reforms
outlined in this paper should compliment this effort by immediately improving access to new
products and by providing better information about those products. Moreover, small
companies, especially in the biotechnology drug and device industry, will materially benefit
from the revision or removal of unneeded fegulations, thereby nurtuning their economic

\ growth.
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The short tenm proposals in this document @i]l better focus FDA resources on the analysis
and approval of new Lherapies. Although framed as a legislative proposal, some of the
 outlined goals may be achievable by feorienting EDA policy or through Agency:rulcm_aking.
Over a decade of exposure to FDA regu:laiory activities convinces us that, in several
instances, these activities can be updated, limited or ccntréctcgi to outside experts without any
sacrifice whatsocver to the public health and safety. BIO proposes modifications o current
requirements for product rcview, inspections, advertising, and ‘exporyt control that, in our
view, will save the federal govémment money, transfer scérce FDA resources 'LO product
evaluation activities, reduce unnccf:ssary and expensive regulation, and make 1mpor’tanl new

therapies available to pauents more xapxdly
| Proposal

1. PI;OBLE_A_I: The Center fbr Biologicﬁ Evaluation and Resaarch (CBER), the Center
. for Drug Development Evaluation and Research (CDER) and the Center for Devices and -
Radiological Health (CDRH) each review biotechnology products under different statutes and
regulations. In many cases this results in inconsistent and inappropriate regulation. The
Federal Food, Drug and Cosmetic Act (FD&C Act) and the Public Health Service Act (PHS

Act) both require long overdue amendment to reflect advances in new technology.

" Although the requirements to demonstrate product safety and efficacy are the same,
inconsistent policies and regulaﬁdns among the Centers result in substantially different
regulation of manufacturing processes. There no longer is any rationale for ‘distinguiShing by

'law between biological products and drugs with differing regulations predicated on étatuwry
definitions. Rather, differences in regulation should be based on the character of the
products being regulated. We thus propose consolidation of current biologics regulation
under the PHS Act with those of the FD&C Act with dszenng reqmrements only where
warranted, based upon individual product characteristics.
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The authority t; require an Establishment Licehse Application (ELA) has been inierpreted
over the years by CBER to require approval of even the most minor changes n
vmanufacturing of products made in facilities subject to an ELA. The resulting paperwork
and delays are often costly, time consuming, and unnecessary. ELAs are an anéchronism in
today's world for most, if not all, biotechnology products. In addition, FDA has, on many
occasions, required that material for pivotal clinical trials be produced at commercial scale
requiring the construction of expensive facilities prior'to‘ product approval. ‘In most |
instances, this requirement is outdated. Fmauy, the requirements for designating a

responsﬂ)le head" who is solely reqponmble for handling correspondence with the F DA is
outdated and highly restrictive in terms of delegating authority for product manufacturing and
quality control. ‘ | 7

SOLUTION: Modify current law to eliminate inconsistencies between how

traditional chemical and biotechnology drugs are ,regﬁlatcd where these inconsistencies have
no rational scientific basis. These modifications should also provide clearer Qirecﬁon as té

the circumstances under which manufacturing changcs mﬁstvbe pre-approved by FDA.

a.  The authority under the PHS Act to requirc ELAs shbuid be replaced by a new
requirement, applicable to all drugs (including ‘biologicgls), that products be
manufactured in accordance with good manufacturing practices and thereby

apply the same regulations to biologics as currently apblicnble to drugs.

b. Make it clear rhat'i’esponsibility for regulating in vitro diagnostic products
vests solely with the CDRH. (This would result in the transfer of
responsibility for blood test kits from CBER to CDRH).

c. ~ Human issue intended for transplantation should be subject to standards that
insure safety and not premarket review. Use of outside accrediting and
standard setting bodies should be authorized and encouraged.
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PﬁA should be required 1o establish two sets of regulations conceming
manufacturing changes. One set of regulations would apply to traditional
chemical and biotechnology drugs which can be characterized adequately by
physical and chemical mctﬁods. For these products, FDA shduld regulate the
finished product and not the process by which it is manufactured. Another set
of regulations would apply to products which cannot be so characterized,
providing for r‘éguiation of process as well as product. Subrri'%ssions déscribing
manufacturing changes "which' require approval by FDA before they are.

- implemented would be required only for changes specified by FDA that could
substantially affect the safety or efficacy of the drug, similar to the way in

- which non-biological drugs currently are regulated.

*  FDA should not require for a product that can be adequately
chéractcrizbd (and should rarely require for a product that cannot be
adequately characterized) that a manufacturer build and operate a full
scale commercial plant before completing chmcal trials. In order o
facilitate more rapid access to new products, FDA should accept
clinical data from material produced at pilot scale rather than requinng

additional clinical trials to be conducted on material produced-at full
scale. ‘

d Other manufacturing changes required to be submitted to FDA should
be handled in 2 manner similar to current requirements relating to the
submission of investigational new drug (IND) applicaﬁons.v , Unless
FDA objects to an IND within 30 days of acceptance for filing, the
IND becomes effective. Similarly, a manufacturer’s submission of a
proposed manufacturing chvan'ge will go into effect 30 days after the
'submission? unless FDA takes affirmative action for demonstrated cause

to halt it.
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e.  Changes not covered by subparagraph (d) would be submitted in 2
- manufacturer's annual report.
f Lot release should not be required auvtom‘atically for any drug. Whenever

FDA has concerns about a particular product related to. manufacturing or
quality control it shoui'd conduct lot certification for 6-12 months, after which
it shall authorize sclf-ccrﬁﬁcation unless the safety and efficacy of the product
cannot be assured withéut'FDA’s continuing review and product certification. -
Under the new law, FDA will be required 1o certify a reasonable number of

commercial laboratories to conduct limely lot inspection and release. .

g.-  The requirement that a “responsible head”™ of a facility be identified should be

- eliminated.

Our proposal does nor call for the combining of CBER and CDER, the two Centers
that currently are responsible for the regulation of biological products and drugs. We regard
reorganization in response to our proposed statutory changes to be the province of the '

Executive Branch.

2. PROBLEM: The approval of drugs and biologicals is unnecessarily costly and time
consuming because full FDA resources are not oriented towards the review and approval of
new drugs. o , : .
SOLUTION: While; in generéi, improvement of the drug approw}al prdcess must be
uﬁdertaken in conjunction with lémg term reform, scverai statutory changes can be made

immediately:

a. Committee report language should encourage FDA to the extent feasiblé and
maintaining high standards of efficacy and saféty to work with sponsors so that
one ?ivotal clinical tnal can serve as the basis for aﬁproval of brcakthrﬁugh
drugs. '
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3 b.  FDA should discontinue review of all Phase ] INDs sponsored by an individual
' researcher or academic institution; approval of these Phase I studies should be

the responsibility of Institudonal Review Boards (IRBs) which will be
individually certified by FDA or NTH for this purpose. Commercial sponsors
of Phase I studies should have the option of proceeding either in this manner
or of requesting FDA review. In addition to insuﬁng informed consent and an
appropriate benefit/risk relationship, TRBs certified to approve INDs for Phase
I studies must undertake the new responsibility of insuring that the protocol
has received appropriate scientific review. All sponsors of Phase I INDs
should be required to notify FDA at the initiation of clinical trials and report

to FDA any adverse events as a result of the trial.

c. FDA should have 30 days to respond to new data rcgarding clinical holds or
other IND amendments or supplements. Trals may proceed if FDA does not
rcspond. ' ;

d.  Minutes of meetings between FDA and drug sponsors applicable to study
design and size of clinical trials should be exchanged.

e. Any research activities of the FDA must be nano;vly focused and linked to the
drug review process, such as the development of surfogatc endpoints. FDA
 can conduct such research in collaboration with National Institutes of Health
(NTH), academic health centers, industry and other scientific institutions. In
addition, FDA should encourage exchanges of its scientists with écadcmi;
health centers and industry. -

A Scientific Review Board appointed by the Secretary of HHS, and consisting
of members of the scientific community from academia, industry and

government (other than FDA), should oversee the research activities of FDA. "
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3. PROBLEM: The biotechnology industry experiences significant loss of time and
money due to lack of FDA’s use of outside experts and laboratories to conduct certain
activities. A

~ SOLUTION: FDA should be required to.cc'mtract with qualified experts to perform a

significant number of the following activities:

. toxicoldgy reviews
e environménté_.l reviews
s validation of 33st
. lot rél&.se (see point 1(f) above)

These activities would be paid for by FDA, as EPA does for pesticide and toxicsubstance

review actvities.

4.  PROBLEM: Current export laws comprbmise the ability of pharmaceutical and
biotechnology companies to compete effectively in the international marketplace. Unapproved
drugs and biologicals not approved for sale in the United States may' only be exported to 21
countries listed by statute that ha\zeappfoved them. In addition, current regulations require
. approved biologics and drugs to be exported only with labeling approved by FDA. |
Obviously, products to be shipped outside of the United States must have labeling approved
by the government of the country to which the product is.being exported, and these: |

governments often have labeling requirements which are inconsistent with FDA regulatioﬁs,

'SOLUTION: The current restrictions on export of drugs or biological products not
~ yet approved in the United States required in Sections 801(d) and 802 of the FD&C Act,
should be replaced with a requirement that FDA authorize promptly a United States company,
tpon application, to éxpén such products to any counh}" that has licensed them for sale or
‘testing. Unless the FDA takes affirmative action to prohibit export within 30 days, export
approval shall be deemed to be granted. FDA should continue to require companies to report

adverse events in foreign countries.
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The proposed legislation would remove FDA jurisdiction over labeling of products intended
for export. 4

- S. PROBILEM: FDA has exerted authority over “labeling™ and advertising in ways
which make it difficult to provide factual information to the medical profession. Conflicts
between FDA’s policy and SEC regulations is a particularly important issue for biotechnology
companies and other small publicly traded firms, where significant events in product
development constitutes material information. Failure to keep the iriyestmem corﬁmunity
informed about material developments exposes éompam‘es to shareholder lawsuits and puts
corporate officers at risk of criminal prosecution. The FDA has no jurisdiction over such

matter and should not attempt to exercise power in this area.

- SOLUTION: Legislation should clarify current law by prohibiting the exercise of

jurisdiction over advertising by FDA as follows:

a. Under current FDA guidelines, companies are prohibited from providing
reprints of peer-reviewed articles unless the articles comport in every way with
the approved product labeling. For instance, they may describe a different
dosage than that approved by FDA; they may not contain as detailed a

~discussion of side effects; or they may describe treatment of a different
indication. Nevertheless, physicians rely on peér#eviewed articles and other
reputable scientific publications as an important source of information about
medical advances. Therefore, companies should be permitted to disseminate
reprints of peer-reviewed articles and prbccgzdings of scientific mectings o
physicians, negardle‘ss of whether those publications contain information about
unapproved drugs or unapproved uses of approved drugs. Under the new
legislation, such articles and publications would not be subject to regulation as
labeling.
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b. FDA jurisdictibn over independent scientific and educational conferences which
are not controlled by manufacturers or individuals who are empioyees of the

manufacturers should be removed under the new law.

C. FDA should be prohibited from requiring prior approval of sales and
marketing literature. | '

d. The category. or type of information fequired to fulfill requirements of the
Securities and Exchange Commission should be exempted from FDA

regulation. ! A )

e. FDA oversight of trademarks shall be eliminated.
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TO: Legislative Llanson O ficer - See D:strtbutlon below:
FROM: Janet FORSGREN

LEGISLATIVE REFERRAL MEMORANDUM

omB CONTACT Robert PELLICCI

Legislative Assistant's line (for simple responses):

" LRM NO: 3532
FILE NO: 1746

Total Page(s): 2 . Q

EXECUTIVE OFFICE OF THE PRESIDENT
OFFICE OF MANAGEMENT AND BUDGET
Washington, D.C. 20503-0001 -

2/15/96

ss:stan irector for LegiSlative' Reference

wut{ A

95-4871 ~
395-7362

C=US, A=TELEMAIL, P=GOV+EOP, O=OMB, OU1=LRD, S=PELLICCI, G=ROBERT, I=J
pellicci_| r@a1 .eop.gov

SUBJECT: HHS Proposed Testimony on the promotlon of unapproved uses of prescnptuon
-drugs and medical devices.’
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Kassebaun Hearing .

INTRODUCTION
Madam Chairwoman and Members of the Committee. I appreciate
' the opportunity to testify on the important issue of promotion of

unapproved uses of prescription drugs and medical devices.

y name is William B. sch?iff:¥/£/an the geputy Commissioner

N—

_ OFug Administration. I am accompanied
todzy by D, Janet wgpégogk,'nirector of FDA's Canter for Drug

for Policy a

Evaluation and Research, Dr. Bruce Burliﬁqton, Director of FDA's

Center for Devices and Radiological Health, [and. . e

¥DA SUPPORTS THE DISSENTNATION OF INFORMATION TO PHYSICIANS
Madam c¢chairwoman, I am here today to talk about uses that do

not appear in a product's FDA-’-aﬁproved labeling and are not

approved by the agency. Such uses commonly are refer:ed'te as
Hoff . labal,® “unappruved L *uﬁ;&beled ® or Maytra-label" uges.

The Food and Drug Administration raesgnizes that, in certain

Hl
tn;
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3
2
b
g
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0
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circmtanéss, éfi’-l‘abel uses ‘
appropriate, rational, and accepted medical practics. FDA knows
‘ that theré are important off-label nses'of approved drugs. 1In
this context, it is important that physicians have access to
'accuréta‘informatién about drugs. But we also know that allowing
the promotion ‘of these kinds of uses can have negative publlc'
health consequences -- including exposing patients to unnecessary
‘risks and destroyxng the incentzve for conpanies to conduct the

:‘necessary research to demonstrate that products are safe ‘and
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effective for these uses. Striking the proper balance betveen
the need to gegﬁlate,the'prémotion of unapproved uses for drugs
fand devices and the need fér reliahlé scientific data and
1ntormation on unapproved uses of approved products is a

dirficult and controversial challenga.

FDA'B mmm'! amon:w

T would l“kg to start todav by explaining how, in passing
and‘amsndinq the Fedaral Food, Drug, and Cosmetic Act (FDC Act),
Congress struck that baianéa'and whai, as a result of '
‘Congressional decisions, FDA can and cannot do with respect to

off label uses.-‘

| Thé legislative history of the»Federal Food, Drug, and
Cosmetic‘Act’indicates that Congress did not intend FDA to
Vintérfére with the practice'of medicine. Thus, once a drug is
approved for marketing,‘raa does not regqulate how, and for what
uses, physiciane presgribe'that drug. A gﬁysician'may presariba

a drug for uses or in treatment ragimens or patient popnlations
14
P

Génerally, FDA‘does,thkprohihit the dissemination of
information to health care professionals. Physicians access

information about off label uées through compendia, journal
articles, contlnuinq medical education prag*ams, sympesiz, and

. professional wastings. ?h:fSiﬂiaaa:: a
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of databases that provide information about off label uses. For
exampie, the National Cancer Institute's Physician'Data Query |
(PDQ) éys&em is an eicgllent source for oncologists to obtain
information about current oncoloyic'therépies. The National
Libréry of Medicine (NLNM) offers'a Medical Literature hnaleis |
and Retrieval Systém (NEDLARS), which is a computerized system of
databases and databénks pqrtinent to biomedical research and
patient cere. NL¥ currently offers free access o threa
databases ralating e AIDS.“"’ FDA does not regﬁlate & physician's
access to any of thess types of independent off labal use
information -- no matter how preliminary it may be. In addition,
FDA does not'prohibifla nanufécturer from providing a physician
information about off label uses if tha physician reguestsz that
info:matian. Recently, the Agency annsunced a p:épasea shang- to
its policy with respest to the disszsmination of referenna
textbooks. Druy cozpanies méay dis

text books even if they contain certain information about off
label uses of approved drugs, as long,as the textbooks do not

have a significant focus on an off label use of the manufacturer

gupporting dissemination of the text. FDA recognizes that all of
these sources of information can be very important to good

medical practice.

Although the Federal Fbod,“nrug, and Cogmetic Act does not
permit FDA to regulate the practiée of medicine, it<specificaliy

directs FDA to regulate the promotion of drugs and‘deviceé.

-3 -
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Promotional»nateriAIS.érekfalsa or misleading if they promote an
‘unapproved use for the product; contain claims‘relating to the
dosing, safety or effgativaneés of the prpduct tha§ are
inconsisteht with_the app;ovequlgbeling; or if they lack a fair
and.balanced~preseﬁtation of information, ji.e., of benefits and"'
risks. Although submission of an article for publxcation in a

journal is not promotional the use of such an article to sell a

’drug~orvdevige is promotionala

The Food and Drug Administration Performance and ‘

Accountability Act of 1995, S. 1447,’ abandons the current

. approach. It would permit drug and device companies to promote
the male of their products by distributing journal articlee,
textbook chapters, eantinu;ﬁg m*“cnl aducation pro ram
materials, and ecﬁpeﬁ&ial znformaulon r@l&taﬁ@ to uses recomized

: ’Fcr pur“eses of third na:ty covezade or rajzmburzamant ;ha-
discuse off label uses. The bill also would permit drug
companies to distribute summaries of journal articles, textbook
chapﬁers, C:FE program materisls, or informaticn relating to naes
recpgnizedlfor PuUrposes at-third\party'coveraqe‘or reihbursement,'
Dévicevcompaniaé“could distribute oral and written information

about off label uses that are part of an Yexchangs" among haalth

i
Yy
0

caza practitio%ers, héaltb care¥reiﬁbuf§éﬁuat officials, an
‘ 1ndustry, tbat is exchangad for "educational or scientific
purposes, or that is presented at CME programs, semlnars,

Aworkshops, or demanstrations for devices.

'-‘4-.
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We recognize that the purpose of the biil'iz to enhanée
‘dissémination ofiinrorhaﬁion,and not to facilitate or éncourage
prdmoiion of off label uses. But ﬁe'étrongly beljeve that if the
bill is enacted, that will be its effect. Drug and device
nanufactnrers market their préducts principally by sending,gales[
. representatives, referred to as detail men aﬁd'woﬁen, out to talk
one on one with physicians who might prescribe their products. A
detailer's job is to conv s thoms “vg*cfaﬁﬂ to uge and
preacribe their products. They d¢ this by providing inﬁc;_ation 
that purpcrts to describe the usefulness of tnéi: producte i” the
patient p@pu;utzon. Written aat.rials such as 3ournal ‘Vtiﬁéan
that discuss favorable studies of these products are powerful
tools in the hande of a detazler. If the b;ll ig enacted, drug
- and device companies will be frea to use these materlals to

promote off label uses.

Pursuant to the bill, after a company receives FDA appto#al
of a drug or device for 6na‘usa; it would be permitted to promote
that product,‘through<these other means, for othér.uses. Thé |
mntariai that couwpanie® eaﬁia &istribuﬁe cften would be vary
preliminary chpanies*couid promote ¢the use of a product evan

when the evidenae meraly suggests o can be interpreted ae

suggesting that a §raduc"m‘y verk for a specific use.
Effectiveness would not have ﬁ* e d s:ratea; Thue, if drug X

is approved for cancsr patients, and there is scme preliminary

dqi& that suggests it is beneficial for patients with crippling -
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arthritis, the drug's manufacturer would be permitted to promoté ‘
"phe'drug and,qncourége‘its use for arthritis oh the basis of this
preliminafy or unsubstantiated data. This promotion would be
pernitted even though the data have not been reviewed by

‘independent scientific FDA experts.

‘In'addition; tﬁé clinical information that appears in
 the haterials that the bill permits manufacturers to Aistribute
has not been validatéd in any way. Fdr example, neither pesr
reviewe£s nor textbook editors review the data un&eréyir, a cstudy
doscﬁibeé‘in & jéuxnai artiélg or taxtbook chapter. In,faét;

paer reviewers and sditers de not even mee that data.

| FDA has serious concerné iegarding the Q' fggtiog of |

| indications that have not been appfoved by the Agency.’ Bacause

promotienai.activities of drug éonpanies and others are

gubstantially motivated by profit and mafkef expansion, the

: widéspraaé pfanction.of prescription dfugs and devices for uses

- thatvhave.heﬁ bean detérmineé to ke safe'aﬁd affzctive conid bé
getfiméntal to the hesalthk and sa:eﬁy of the publie, '?ermittin

companies to prowcte drugs and devices for off lshal uses could

bave a number of devastating consequences for the quality of

medical care in this country.

,PB.OBLE!B WITH !’Mﬂm PROIO'I‘ION 0!‘ OPF LABEL Uﬂ“
: The fundamental problem thh permitting the promotion of off
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“label ﬁées is that'nbt all off label uses are safe‘and effective.
The only way to know which ones are safe and effective is to
collect and analyze the data supporting a finding of safety and
efficacy. Because fo label uses data has not been collected and

analyzed, their promotion rgises‘a~number‘of serious concerns.

n . n e a
Permitting the prcmofiﬁn of off izbsl uses Hasat
reported in journal articles or othsr texts that clearly are an

inadequate basis for approval by FDA would undercut thﬁ'effisacy

standard.

A‘fundamental'precept éf drug and device regulation in this |
gguﬁt?y i that thaaa.products yust be pr§v=n gafe and effective
before gyey can be sold. The rogquirement thal ﬁhaéa producte
hust be proven effective, on the basis of adequate and well-
controlled‘clinical-stﬁdies, was first aécpted by Congress in
1962. Congress specifically added tﬁé canaéptbgf effactivensss
to the dafinition of *new drug" in or e:,ﬁe encure that the
atticacy reguirement wauid apply not only te initial "‘aiﬁP &éd,
for a drug, but also to claims ma&e after the initial new drug
application had bééﬁ approved. 108 Cong, Ree. 822044-46 (daily
.ed. october_s, 1962);~§. Rep..Ro;~1?4¢, 87¢h Cong., 24 Sess. Part -
2 at 267, 271 tzgsz) (“an'vhat'loqical bagis cénAone possibly
argue that the initial claim for a drug . . . should be supported

by "substantial evidence® but that suscessive claims . . . should
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not be so supported?” - 108 Cong. Rec. at 522045.)

The addition of the “efficacy standard® reyolutionalited

drug development and apprOQal not only in the United statea, but

worldéide,'as well. Essentially, a manufacturer. cannot just ggx
that a product works for a particular disease or condition, it
must prove that the product works for that disease or‘condition,
The only way manurac:urers can pféve ef icagy ie by submitting
data from adequate and wall-controlled clinical trials for

evaluation by independent experts at FDA. - Anecdotal pcrts and

in

poorly cantrclled'ébservations de nct sﬁffiae bacause these kind
of reports may be wrong or may not hu an- auaqua te basie for
canclusion. We know this Béﬁuﬂ we have had syperience with

this type of information. Many drugs apgréveﬁ before 19£2 turned

1]
et

.out not o work whnen, after iss2, they had toc ke {2nd wer

studied,

‘The solid foundation that is laid down by theAefficacy
standardbis one‘of the main reasons that therévis a strong sénse
of confidence in the drug products that are on the U.S. mérket
today. Because the standard'requirea adequate and well- '
donttolled_clin;cal trials, 6nceyFDA*made a determination of
erzactivané;-, there caﬁ be a‘high &éﬁf&e of can‘*&an~ that the
‘drug will work. Thus, when a man ufucturur claips that 2 product

is safe and effective for a particular disease or cenditien,

'SLA

~ doctors can ke econtident that tha profuct iz in fact 23 fe an

TPV

.
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affective for that diseaée or éanditidn. Patients, in turn, can '
have confidence in the guality of the products they are

receiving. - -

| Eliminating the efficacy requirement would be a major
setback for the firsﬁ-rate medicaleare that the health care v
system in this country preovides. VCQnsider some of the additiOnal
éaeg that FnA'has'appraved' -« for example, timolol for heart
attack\patients, ﬁaxoi for breast cancer, and alpha interferon
for hepatitis B. .Without the requirement to submit elinical
’Btudies to prove that drugs are effective fér their intended
useg, it is far less likely that we would know that these drugs
will work to ﬁecreasé mortality in heart attack patients or to .
treat breast cancer'and‘hepétitis B. In the absence of the
éfficacy requirémeht, the market will be filled with druge that
manufacturers claim work, but for which there ig relatively

little evidence.

| S A ', ’
One of the most sericus consegquences of allowing companies
- to freely promote off label uses is that companies would have no
incentive to conduct the necassary scientific research and to |

‘present data to FDA to verify the safety and efficacy of thoss

off label uses. In fact, because the agancy might determine that -
the new use is not supported by the evidence, there would ke an

incentive to avoid.FDA review. To use the example of the cancer

-9 -
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drug that may be useful for crippling arthritis, why would the
drug pomp;ny.undergo the‘expense'df adtpally studying whether the |
drug works for arthritis iflit could promote the drug for -

Varthritzs based on preliminary evidence, partxcularly since a
.thorough study might fail to establish eff1cacy for arthritis?

In a world where off label usesfcan be widely promoted,

nanufacturars wsuld heve an incentive to do the minimal amount of

=tua_ac noceaaary te obtain aﬁ?rBJal far th ‘i‘z
narrowast/easiest indicatlon and then heavi;y prsmota uhu product
for other broader (and pésﬁib;y more specula ties) uses. For
example, interfezcn alpha was approved for uee iﬁ hairy cell
leukenmia, of which there are approximately 300-400 casas per
year. It subaeqﬁen%ly'waé a;praved to traat hepatitis B, of
which tnere are tens of thou au“as =+ eases per ysar. If £, 1477
was in effect, the manufacturer of interferon alpha could have.

' sought approval for hairy cell.leukemia and then just promoted.
for hepatitis B == the nu¢h broader use. Interferon n;yha iz
just one of Bany examples of a sacond use being signifi¢an+ly

broader than the orlglnal use fer which a drug was approved.

Under the approach taken in’ tha bill we might never learn |
whether J.ni:erféron alpha actually rkas tc trast hepatitis B —-
yet thg”maémfacturer could promcté itg uge., This is precigely
£he‘scenario tﬁqt 66ﬁqre§s séugﬁt to prévent whaﬁ it added the

effectiveness reguirement to ths defi;itiﬂn ef 2 new drug. . B

- 10 =
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. group of Senators,'lead by Senator Kefauver, argued that unless
the}effectiveneés>reﬁuirament was added to the'definition of
drugs, "the expectation would‘be that the initial claim éould.
tend to be quite limited, which of caurse, would axpedite
approval of the new drug application. Thereafter, 'the eky would
be the 11m1t' and extreme claimg of any kind could be made,"
subject only to FDA'B enfo:cement authority. 108 Cong. Rec. at

822046,

Because the incentive to conduct research on uses of drugs

and devices will decrease, the end result will be that the

dissemination of off label infornation pursuant to this bill will“..

actually : uce the amount of information that health care

providers receive about drugs and devices..

fety_ ues ‘ _
,widespreéd promotion of unapproved uses also raises
 significant éafnty concerns. Even under the curraﬁt law, which
~prohibits the promotion of off label uses, we Xnow .of a number of
'instances,where physiciane have aséd drugs for off label uses

that have resulted in disastrous consequences.

For example, the drugs encainide and'flecainide were
approved for life-threatening and'syhptomatic afrhfthmias, which
are abnorﬁal rﬁythhs of the heart. 1In tﬂé late'IQBO'S,
physicians began to prescribe thees two drugs for heart attack

-11 -
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victims who were gxperiencing_ventricular Premature complexes

(VPCs), a type of asymptomatic or minimally symptomatic

arrhythmia. (Asymptomatic arrhythmias are arrhythmias thit¢cap
be detected by tests, but which the patients do not feel.) This

off-label use, which was supported by published journal articles,

was intended to prevent the well-documented increased moftality

' of heart attack victims who ﬁave a highylevel of VPCs by

suppressing those VPCE. Ultimatsly, 2 Natisnal Iu-t tutes of
Health study of the effectiveness of encainide and flecainide in

these patients demonstrated that the risk of death was not

‘aecreasaa but wag more taan uaub’ in ¢the pgtisnts receiving

o

’ancainide and £1ea&inide. If thass anépp*cved uses had heen

haav1ly promoted by drug ccmpanies, it is estimated that

ehausaﬁds more uniiesassary aths would ha ve ooourred.

Another axamnpls ralatoz to the widespread off 1abel use Of a

class of drugs called calcium channel blockers {CCBs). These

‘drugs are effective for patients suffering from angina, which is

chest pain caused by insufficient oxygen to the heart muscle.

CCBs have no established role in patients vho have had a heart

attack but have no symptoms. These patients do, however, benefit
from beta-blockers, whlch are known to reduce mor tqlity aft

heart atta¢ks.‘ Névertheless, oces are widely usged in this
patient population. Because CCBs and beta-blockers cannot be
used(simuitaneouﬁly;Vpaiiéﬁts are receivinq CCBs’ia, u of

clearly life-saving beta biodkers. Countless lives are loet each

-12 -
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 year because a drug of no known benefit ié béing used for an-

unapproved use in place of a drug with known value.

Yet another example of a case where the dlstribution of
published articles on orf-label use could have resulted in very
serious harm to the public invulves the Fentanyl (Duregisic)
‘patch. Approved for use in chronic pain in patients requiring
opicids, fentanyl was not_approved for post-eperatlveAuse bacause
ofvéancexn'that it would induce hypavenéilation in people not yet
titréted on opioids. A number of publications éfouhd thettime.of
approval, however, described the drug as safe and efféctive for
post—operative ana;qesia; after'appicval, reports to FDA and ths
literature documented life-threatening respiratory depression in
post—-cperative patiénté given the §&tchas* ‘Bxtenzive prometion

' of this off-label use could have beon disastrene,

j'FDA~ia aware-df a significant number of examples of journal
articles describing off label uses that would be detrimental to 2
iarge number of patients ;f they wers if bsavily promoted. FDA
fears that preblems illustrated by these‘examplea would be‘
multiplied if manufacturers were givén.frse rein te promote

unapproved uses.
Unbalanced View |
Another significant problem with permitting companies to

promote unapproved uses by distributing the type of informaticn

=-139
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déscribed in the bill is that physicians na? not receive a
balanced view of the.availableAihfofmationg It is well
documented that there is publication bias. Studies with

~ favorable resulte have a greaﬁerlliXelihoqd to get published;
studies with less favorable resulte less often get published.
~Moreover, even if less favorable resulte na?a been published,
conpanies have no incentive to distribute articles, textbook
chaptere, or other information reconnendlng against a particular

"use. Because the bill permits conpaniea‘to distribute certain
chapters of textbooks or mere summaries of journal articles,

chapters, and CME materials, physlcians may sae only one gide of

an off label uea ctcry.

The current law govérning promotion requires balance. -
| Changing the law to allow the distribution of journal articles
and other similar materials that discuss off label uses will
allow drug detail men and women to prov;de naterzals that
describe favoraple study results or their product for a
pgrﬁicular uee, but without providing_bopiea of ;atariale thaé go

the other way. o '

I would like to illustrate with an example. 'Huhan‘qrowth
ﬁormone curréntly is indicateq fo:\ﬁsexonly in children!whd are

“short*bécause they lack sufficien: growth hormone and childreh
who are shart'bsc;usé.of kidney problems. Its use in childrwu,

- who aré short, but have ho growth horﬁdne deticiency is an off

=14 -
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label use of uncertain value‘and sgfety;'-We identified four
journal articles that discuss this off label use -- two more or
less supported the off label use and two did'not. If a physician
receives information about this off lahel use from a detail
person, it is possible that he or she will receive only the two
favorahle'articles. on the other hand, if the physician were
conducting his or her own research into the subject, he or ahe
would likely 1ocate both the pro and con articles. Given the
approximately $20, ooo per year price tag cf human growth hormone,
the pain a child must endure because of nultiple drug injections
each week, and the potential adverse effects that growth hermene
may cause (such as diabetes and. possibly tumor growth), it is
important that physicians see all pieces of the. sciantific

- puzzle‘v

By using this example, I am not targeting a specific drug or
drug company. I_am’nerely trying to illustrate what the bill

would.permit,and why FDA has,geriéus'concerns.

, What makes thiS-situation even more troubling is that when
we have evidence thafva particﬁlér use ié,unsafe or ineffective,
we believe that federal trade secret laws bar us from |
dlssemlnating that‘lnformatlon. The same trade secret laws bar
me from providing you with specific exampleS‘of this. what I can
tell you, however, is that there are off label uses about which

positive studiea appear in the 1iterature and nega*ive

c= 18 =
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information is contained in our files, and we are unable to use
that intormation'tb ensure -that the uedica1~conmunity has all of
the available facts on which to base treatment decisions.

'Even under current law, physicians have access to positive
articles ahéut off label uses and FDA is unable to counter those -
positive articles wiﬁh.any negative information thatfmight be in A_
our files. However, under current law, cbmpany datéilvmah énﬂ
women cannot use those articles to brcmcte potentially danqeﬁous

off label uses.

The bill imposes very few reguirements on the off 1abe1’g5a
information that coméénies}could diéseminate.. Basically, the -

, unapé:oved use must appear in a peer reviewed jéurnﬁl éftiele, a
chapter from a recognized taxf; text from an approved CME |
program, information relating‘to a use ieoggnized under Federal

 law for purposes of third party coveragé o: re1mbursement, or a
~ éﬁmmary of one Oflthé above. For devices, the information nay
also be from oral and written information that is part of an

‘"exchange® among health care prac“itioners, health care
rainbursament officials, and the industry, . is exchanged ;ar |
educational or scientzflc purposes, or 13 prasentad at CME
programs, seminars, workshops, or demonstrat;ona.‘ None of. these

sources has procedures that confira ths validity of ths dats an

&

informat;on contained therein.

- 16 -
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The purposé of‘ﬁhe "peer-review" process, for exanple,vis to
determine if an article is worthy of’publication. At best, peer
review ensures that the reader is provided with encugh detail and
clarity té hake judgements about the strengths and veaknesses of

the study. However, there are no genarally accepted standards

for what constltutes peer review." Essentlally, anyone can

establish a "peer-review" journal; the‘riqor_of the review varies

' considerably. Regardless of the rigor, there are severe

limitations inherent in the peer-review process that make it

inappropriate to rely solely on a peer-reviewed journal article

‘for efficacy determinatione. vror‘examplé, peer-reviewers do not

have access to the underlying data. The peer-reviewers must rely

_on the data and facts as they &re pressnted by the author. FDA,

on the other hand, does have access to the data and can verify

the statistical outcomes and conclusions of a stﬁdy.‘,noreover,

Apeerereviewers do nof necessarily haﬁe the time or the expertise

in all aspects of the subject matter to adequately re?iew the

information. In faét, a survey of the literature reveals ehat a

peer-reviewer spends on average 1esa than three hours revxewing a

, prospective article. The peer-rev;ew process cannot guaraubee

the ccrrectnéss, authenticity, or.clinical‘importance of the

article, nor can it detect fraudulent or flawed research.

The data and information‘supporting off label use that
appear in reference textbook chapters, CME materials, and

- 17 -
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~ materials related to third party covafagé and reimbursement are
even less likely to be validated than'thaﬁ in peer revieﬁéd
j¢urna;s.l Iﬁvfact, we havé no reason to believe that such data |
have been‘revieyed or vélidatgd at all. Textbook edifors.do not |
review thé‘data uhderlying‘information about off label uses that
appear in those books. The recognition af»sﬁqgested uses in
texts or‘t:eatment guidelines for purposes of third-party |
reimbursement serve different secietal purposes. The decision to
include such uses is not‘baséd on the’ standards used by FDA to
substantiate safety and efficacy., FDA has serious cdncerns,about &; 
‘a provision that aliéws cgﬁpanies to use theég’types of o

_ unproven/unvalidated information for promotional purpbses.’

There a?e many instances when‘uncéhtrolled studies have
supported'a uee and subsequent well-ccntrolled studies have
failed toAsﬁow effectiveness. Moreover, the literature.ispladéﬁ
.with’studies'that‘report-preliminary}findinqsA~;‘g¢g&, studies :
that involve a small'numbergof‘patients and Case réporte.
Although the sﬁudies or reports may be scientifiéally accurate, .
they are not sufficient to show safety and efficacy, Thus,
companiés should not be allayed to use these ieSS»rigcraus

. studiss to promote off label uses of approved products.

GETTING SUPPORTED OYY LABEL USES ON TEE LABEL

Ag you know, a drug is approved for ite initial indications

- 18 - .
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via a New Drug Application,vwhich inclﬁdas data on the drug's
safeﬁy and efficacy. A suhsequént indication is Added via'év
Supplemental New Drug Application, which usually needs to présent
only efficacy information to suppoit thﬁirnew use. After réviaw
and appto#al By FDA, the‘néw use is added tcAthe approved
labeling and can be promoted by the drug's nanufacturef.

There are several goédé reasons fdr drug companies to énbmit

T

these "efficacy supplements":

- Approval usually gnsufés that third-party payers will
reimburse for the use, as insurance companies virtually alwa?g

pay for approved uses of drugs and devices.

-« . As health maintenance organizations continue to grow in
size and number, a sponsor's ability to get their drug included
in the HMO's drﬁg formulary will be significﬁntly enhanced.

- The physician, via the label, is given more complete
information about the drug'é uses, éontraindicationé,‘advefée
effects, ahdyothér imporﬁant information about the manufacturer's
product. o '

‘"= Drug companies can present the FDA findings to drug.
'approVal bodies in other countries, thus enhancing their ability

to gain approval’(andAréimbursement) for uses in other markets.

- 19'— V
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I

- And, of course, the_nanufacturer can promote the use,

. whether through the use of journal articles or other means.

Unfortunately, in many.instances‘theée incentives have,beeh
insufficient to persuade drug sponsors to suhmit efficacy
supplements.. There appear to be two reasons for their
reluctance. ’First, they fear they will be expected to spend
;millibhs of additional dollars conducting new clinical studies to
cohvince'FDA reviewers that the new use should be‘approved.‘ And
second, they have often complalned “that etficacy supplements are

" given 1ow priority by FDA, resulting in delays of years in
‘getting new indicatians approved. These concerns =-- or at/leagt.
the perception —- bave been valid in the past, and we At FDA'nust
‘address them. | '

We have been wotking for ﬁonths on idaas‘for'encburaging and
‘expeditiﬁg supplements and for otherwise,édaressing‘the industry
concerns. We're doing a nunber of things and have several ideas
for additional yrdgress in this area. Let me sumnarize them for

you:

Aé you know from yestékday's testimoﬁy, thé Prescription
Drug User Fee Act of 1992'(PDUEA) iz helping réSolve the problem R
of timely reviews far drugs. Under PQURA, by 1987, ‘the agenay
will make approval dacisicns on all standard new drug

,'-zo-
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applicatiohs (NDAs) within 12 néntns aﬁd within 6Anohtha for |
priority drugs. These time frames appiy~tbAefficacy supplenants\ ‘
as well, The apﬁroval timee for NDAs and supplemental NDAs have
decreased gignificahtly, and the backlog of pending‘applicatigns
has also'dearéaséd markedly. In fact, for NDAs and supﬁlgmental
NDAs, the agency has'eiceeded the ihterim goals;estabiiéhed“by-
CQngress. For aﬁplié&tians submitted in 1994, the agency has net 
its PDUFA goals for 96% of the NDAs and 73% of supplemental NDAs.
[The interin goal for NDAB»Bnd supplenents was 55%.) With
vadequate rescurces, we are confident that we can make the csame

progress for medical dev1ces.

We should be able to exceed the PDUFA targets, howevar. 'I
believe we should try to reduce the 6-12 nonth timeframes., To do
s0, we'll need to give supplements a greater priority than they
have had in the past, and we're comnitted to that. -

In addition to assuring companiea that we can and w111
"expedite their supplemental appllcatlons, we also need to add.ress |
the industry perceptlpn that many efficacy supplements do not
warrant the expense gssociated with getting themr appreved.
Companies fear that they must candﬁct multiple and expensive néa
clinical trials and collect and analyze-thousanas éf pages of
‘medical data, with no:assurances of approval. We'need'té better

explain that in the vast majbrity of cases this is just not so.

- 21 -



WFEB-14-1396 12:42 FROM . . .. 10 ASL/R MCCLUNG ~ P.23

Some off label uses could he.approved by FDA if the sppnsor~§oﬁld
simply compile the éxiéting literatufe énd subﬁit'it to ns.' |
Others may need only limited hew data. In any event, because FDA
has already learned much about the‘druq's actions and effec£s<in
humans from the original apﬁlicaﬁion, the data required for
second and subsequent indications is often far less than the
original. It ie, in sum Madam Chairwoman, a muéh simplér process .
than qenerally'beliaved and we must convince sponsors of that.
To that end, we intend to draft a new policy gtatement
'articulgting the data needs of the agency for foicacy

supplements.

pedistric and Geristric Lebeling
| We are already damonstrating how limited data can qet more
 uses on the label in two impcrtant treatnent areas. We have

recently promulqated new regulations that prsvide for pediatr
uses to be included on the approved labeling without new clinical
‘data. For those indications, drug firms can take existing
11teratﬁre studias, aktrépolate‘the data to children and qét
those uses on the label with relative ease. The only new datﬁl
that will ordinarily be needed are information about ‘the druqs
course throughout the body (e.d.., blood and tissue levels) that
will allow thg proper dosage to be estaﬁlishad fqr childian.
similar.régulations'have been proposed taqueriatric'uses. We

expect those proposals to be finalized this year.

- 22 -
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INTRODUCTION

In March 1995, the President| announced a series of

regulatory reform initiativeggaimed at reducing the
burden of FDA regulations onéthe drug and device ;
industries without sac:ifici#g any'ofjthe‘health and{
safety protections that the American people rightly }
expect for thesé products. The report, Bginxgg&igg_gigg
and_Medical Device Requlations, issued by Vice ’
President Gore's National Pe;formance‘review, announced
initiatives that will streanline the regulation of
drugs and medicai devices. I
Today's report focuses on FDA's efforts to reform the
‘regulation of biotech drugs &sed for therapy. The
changes outlined in this rep¢rt represent the most ;
sigﬁificant overhaul of regu}atidn of biotech drugs |
ever attempted by the agency{ FDA wiii in essence
harmonize its regulation of $iotech drugs that qualify
as "well-characterized" betwéen the two product centérs
of the agency that are reSpoésiblé for assuring their
safety and effectiveness. According to the I
biotechnology industry, thesé changes will save
companies millions of dollars and cut drug developmegt

time. by months. At the same time, the agency belleves

that these medifications wlll in no way diminish thef

T
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agency's ability to review akd eneufe the safety and
effectiveness of biotech dru?s.' j
| | | |
As describe& in qreater'deta&l in the body of the b
report, for well-characterizgd therapeutic
biotechnology-derivad drugs,swhxch include most blotech
drugs, FDA will
. eliminate its axis?ing requirament that
manufacturing plants beélicensed
. eliminate tﬁe exis%inq requirement that test
results for each indiviéual lot of these biotech
drugs be subﬁitted to tﬁe agency after the product
has been approved by th¢ agency; ’
. will replace the 21 different appllcatlons
that it currently has for biotech drugs, blood,‘
vaccines and Other drugs with a 81ngle A |
.applxcation.
These and other initiatives described in thxs report
will greatly streamline the :egulatlon of biotechv
drugs, bting the requirementé up to date with wmodern :
scientific understanding and%manufacturiné._facilitane
the development and marketiné of new biotech drugs, and
enable the agency to continué-to assure the safety and

effectiveness of new biotechidrugs‘brought to market.

Background
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FDA has two operating components that regulate drugs,
the Center for Biologics Evaluation and Research (CBER)
regulates blood, vaccines, and most drugs derived from

microorganisms under the Public Health Service Act. The

Center for Drug ‘Evaluation and Research (CDER)
regulates all other drugs under the Federal Food, Drug,

and Cosmetic Act. !

!
The drugs regulated by CBER Lre subject to additional
statutory requirements over énd above those required-

for all othef'drugs, Thus, for statutory reasons, aé

well as for other historicalireasons, the two Centers '

, | .

have approached the regulati9n of biotech drugs
somewhat differently. For eﬁample, because CBER is
responsible for regulating products derived from 11v1ng

organisms under the authorlty of the Publlc Health

‘Service Act, it requires two: separate licenses for

every product that it regulates. (1) a product license;
and (2) a separate establlshment license for each plant
in which the product is manufactured. CBER also
imposes lot release requirements on the products that
it regulates under which it must certify the purity and
stability of each batch of the drug prior to the time

it is sold to the public.

The agency is now proposing to harmonize the
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:eqﬁirements of the two Centkrs for‘therapéutic drugé

that qualify as "well-characterized,™ which includes

'
: [ Y
most biotech drugs.
l
!
1
i
!
i
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1
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|
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‘several months. Thus, the egtablishment license

182795 16:24 = FDA/OFFICE OF ‘THE ‘COMMISSIONER > 92024567431 ' ° ' NO.968 P@@6/@2g

DRAET _*

| ’ ‘ ‘

FDA's Proposals for Refornm

Elimination of the Requirement for an Establishment

License Application for Most| Biotech Drugs

anckground: Secfion 351 of Fhe<Publiq Health Service
Act, which ie administered b§ the Center for Biologics.
Evaluation and Research (CBE%), reqpires~that biol&gics
be manufactured in eatabliah#ents holding a license.:In
addition to the product application, thch both the
Center for Drug Evaluation aﬁd Research (CDER) and CBER
requiré,'CBER currently requireé manufacturers of all
biologics, including the bio?ech drugé it regulates,;to
obtain approval of a sepafété estahlisnment licensei
applicatien for each facilit§»in whiéh a biologic is'to
be manufactured., According ¢o[éompanies:that ‘
manufacture biotech drugs,'c%mplying with this
requirement can cost millioné of dollars and delay

their submission of an application to the agency by

1
*u

requirement places a significant burden on the industry
to produce them and the agency to review them.
Technical advances over the last 15 years have greatiy
increased scientists' ability to control the |

manufacture of many biotech drugs. After over a decade

_5



‘ 18/27,95 16:24  FDA/OFFICE OF THE COMMISSIONER 5 S2024567431 - - *  No.s68 . Peer/e2e

|
| b
of experience with these dru?a, the agency has foundl
that it can review the safety, purity, potency and |
effectivaness of most blotech drugs regulated by CBER

without requiring an establlshment llcense.

|

Proposal: CBER will eliminaﬁe the requirement for
submission and approval ofteftablishment license
applications for therapeuticibiotech drugs that are
“weil-chatacterized.“ In plaée of the establishment
license appllcation. CBER will rely on good
’manufacturing practice inspa¢tlons and a new chemlstry,
manufacturing, and controls Aectlon of a newly revxaed
product license applzcatian,ithe format and content qf
which will be harmonized witﬁ a slightly revised new |
drug application'fpr well-ch%ractérized biotech drugé
ihat CDER ragu;atgs. (The re#ision will consist bfvtﬁe
addition-of a simple one pagé flogr’plah suffiqientvéo'
visualize the prnductioh of the drug, but not‘ieqﬁiringv
a»detailed deécription of eq?ipmentvpiécemeht.) Both
CDER and CBER also will use %ne same guidance i
documents. é

The harmonization across Cenéeré of‘the chemistry,
manufacturing, and controls format and content will
also reduce the amount of information companies will;
need to provide in the product license:application. ﬁIn

-6- -

i
;



18,27,95

‘consistent across Centers. T i

" the proposed rule will refleét that.

16:24  FDA/OFFICE OF THE COMMISSIONER » S2g24567431 T4r-407 | 1 NO.S6@  Puge/@2g

DRAFT

many ihstances, manufacturinp information will notABe
submitted to the agency but will be reviewed at the {

manufacturing facility during good manufacturing

practice ingpections. o , : S |
B ‘ v ‘ !

Pre~approval ingpections for biotech drugs requlated by

-CBER will be done jointly by headquarters and field

staff. Thase inspections wzl; be comparable to thoae;
currently conducted by CDER %or ‘the biotech drugS'they
regulate. CBER will train 1ts scientists and xnspectors
in conjunction with CDER per?onnel to ensure that

inspection procedures for biotech drugs will be

Aa described in the Natxonal Performance Review's
report on Rexnventing Drug and Medical Device
Regulat;ons, CBER has'alreadg committed to reducing
requirements for preapproval%of manufacturing and site
changes and is completing a éroposed fﬁle to that
effect. Under this proposal, .manufacturing and éite

change reguirements for biotéch'drugs regulated by CBER

. .
will be harmonized with thevqequirements of CDER, and

To implement‘this proposal, ihe agency will adopt anf

interim definition of *well-characterized®™ drugs,

..7.§
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limited to drugs ugsed for therapeutic purposes. The

agency anticipates that most| therapeutic biotech drugs

regulated by CBER will fall within this definition and

therefore will be exempt fro? the requirement to submit
and have approved an establi%hment license applicati?n.

The agency is also spcnsoriné a public scientific :
workshop December 11 - 13 ofithié year, during which:
the participants will attemp%vto refine the agency's.
interim definition of well-characterized biotechndlbéy-
derivedvbiologic drugs that will be eligible for tﬁeée

_streamlining efforts.

i
i
;
|
i

The agency further antxcipatés that additional product
classes, such as recomblnant vaccines, may be
encompassed by the deflnlt;om to be crafted at the
workshop. |
|

FDA believes that these chanées in fegulatory

| procedures and requirenments éill not aiminish'the
agency's ability to continue}td ensure thé;;afety,

| purity, potency and effectivéness of biotech drugs. :
This is because with inrprocéss control and validation,
the identity of the drugs to%which tﬁe changes appiy;
can be determined, their puréty can be controlled anq

- quantified, their activity aﬁd quantity can be Z

!

measured, and both the manufacture and the end‘produét

g
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release specifications can & validated. The FDA will

-

apply current good manufacturing practice standards to

these drugs in order to ensure their quality.
' |

Inpact: Companies developing and manufacturing mostl
therapeutic biotech drugs regulated by CBER will no

i
longer have to prepare establishment license ;

applxcatlons and subnit them’to the agency for
approval. The requirements of the product license
application will also be reduced. These proposed ’
changes will get these drugséto market faster and wiil
enable companies to focus.mo%e resources on developi%g
drugs and ensuring that theyiare manufactured |
‘;ppropriaﬁély, and less reso?rcés on documenting on |
paper how they are doing so.?Thié will especially
benefit small biotechnology #ompaniesvtﬁat do not haée
experience preparing estahliéhment and product licenée
applications. The estahlzshm?nt llcense application |
‘requirement adds substantially to the cost of qettlng a
biotech drug approved by CBER, partly because of the
work involved in preparing and gettxng the license
approved, and partly becauseflt could entaxl buxldlnq

and operating a manufacturxng facility long before the

drug may be produced and solq.

These proposed changes also will remove significant
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obstacles to a company's ability to contract out

manufacture of its drugs. These proposals will
eliminate the requirement tth each separate contract .
facility had to obtain its own establishment license.

Instead, each biotech drug wﬁll be covered by only one

- marketing application, regargless of hov many separate

companies are involved in its manufacture.

Implementation and rinelinc:i Within 30 days, the
agency will publish a propesed rule under which
establishments manufacturing%“well-characterized
biotechnology-derived biologic drugs" would be deemed
to have an establishment 1ic%nse if they were in
compllance vith current good|manufacturing practlce
requirements The proposal will include an interlm
definition of “vell-characterxzed biotechnology-derived _
biologic drugs,” and will allow 30 days for comment..
The agency will publish a final rule 30 days after the

: : !
close of the comment period. I R

-10+



18/27/95

- lot of most biologics is subgect to evaluation and |

16:25  FDA/OFFICE OF THE COMMISSIONER » 92824567431 . © .1,NU~96@= Fa12-e2e

A DR
N A?T
Blimination of Lot Roloaso ncquiraments

for Bioteph Drugs
| »
Background: Biologics have tradltionally been complex

imlxturaa of substances produped from living organxsms,

including vaccines, products1made from human or animal
blood, and producte made from a variety of materials!

’ |
extracted from living organisms that have been

difficult to define by precise tests. Because of the

inherent variability of these products, each individual
i

i
testing by FDa before being raleased by the agency for

marketing by a company.

Historically, the lot releasé requirement has gserved 'a

‘very important role in their?gulation of biological

drugs and has prevented the #elease of unacceptable
lots. Currently, greater con§r01 by manufacturers over
the production of biotech drégs,”andvfécent advances |in
analytical techniques, have %nabled companies to. |
produce consistent lots .of biologics. For well-
characterized therapeutic biétech drugs, the agency has
found that once coméanies ha*e demonstrated their f
ability to consistently prodgce acceptable lots, andé
have procedures in place tha§ will prevent the releage

of -unacceptable lots, there is no significant value

-11-
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added: by requlring FDA to ve%ify that each manufactured

i
i

lot is acceptable for releaee. . ‘ A;
-

Propogsal and Justification: | Once a well—charaéterized

\therapeutic biotech drug has been licensed for
marketing, it will not be subjact to lot release by FDA
“under normal circumstances. %nstead the agency wxll
require companies as a condltion of approval to
demonstrate that they have produced 3 consecutive
acceptable 1ots from 2 diffefent batches, and after

approval, to maintaln records of their lct release test

 procedures and results.. o L N
e rest ; ‘ ’

Impact: The elimination of éhe lot rélease‘requireméht :
for these post~approval biotech drugs regulated by CBERiV
will result in a signifzcant savinge of time and. |
resources for both the 1ndustry and the agency. Theﬁéfl
will be no sxgnlficant addlticnal risk to public: health
because these drugs do not raise manufacturlng concecnsc
warranting direct agency particxpatzon in quallty |
assurance procedures.' Addlt;onally. the agency will
monitor companies' ccmpllance«wzth the requlrement tQat
théy aésay each lot and cnlyérelease'acceétable lots{
Implcmcntntion and Timeline: . Thc agency will
immediately begin sending lecters to affected’companiﬁs

l

~12-
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advising them of the change in requirements. Within the

next 30 days, the agency willl publish a notice

describing the elimination of FDA approval of lot
1
release for well-characterized therapeutic biotech

drugs. a i
i : '
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HARMONIZED APPLICATION Jonnnw FOR ALL 'DRUGS AND

BIOLOGICS

i
-Background: The Center for Biologics Evaluation and|

1
Research (CBER) currently uaFa 19 dlrferent product ;

’1icensa application forms, and a separate establishment
license application form. Inladditlon, the Center for
Drug Evaluation and Reseatch has a separate newv drug'

. applicatlon form. This is very ccnfuaing for the f
industry and does not allow for a standard format for
a1l biologics license appllc?tzons, nor allow for the
Standardization of product anplications for drugs ané

.

Proposal and Justification: |The agency proposes to

consolidate,thé 21 different drug applicatlon forms
o : ‘ | '
- into one. The harmonized forrm will contain a technical
:T

sectlon on ths establzshmen Whlch w111 be appllcable

only to those bzologics for ﬁhich establiehment

application review will continue to be necessary Thezvk

I
agency also intends to»inclu@e some elements from thé'

European format in order to ﬁacilitate international

harmonization of applicationﬁ* CBER also will revisé

i
its requlrements regarding al“Responsxble Head,* !

allowing companies to dlvide management responsxbllxty
; . i
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DRAFT

among appropriate requlatory|, medical or manufacturihg

staff, consistent with currert realities, Currently,.

CBER requires that there be a single "Responsible Head"

with the FDA.

|
;
In addition to a harmonized gpplicatxon form, the i
technical requlrements and guidance -documents will be
the same across the agency f r well-characterized
therapeutic biotech drugs, regardless of’which Center
regulates them. | ‘i

l

| |
Impact: Companies will be able to provide consisten;
information and higher quality submissions. Time to.
prepare applicaticns will be rgduced because '

requirements will be clearly|indicated.

The Center for Biologics will reduce 21 appliéationsito

i

et . L e :
1 application and will enhance international

!

harmonization. The atandardiformat should facxlltate

easier review by FDA staff aéd can be used as a ba31s
for electronic submissions. \The ability to contract
out will be the same for drugs and biologics across Uhe
agency. |

i
i
i
i
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Inplementation anéd Timeline:| FDA intends to publish a

{
revised format within 6 monthe. CBER will make

available a draft form for product license applicatibns

for well-characterized biotech drugs within 60 days.’

CBER intends to publish a proposal to revise the |

regulation regarding "Responsible Heads" within 9

nmonths.
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BLIMINATION OF THE PRE

CoAFT

-APPROVAL REQUIREMENT

POR PROMOTIONAL LABELING

Bagkground: The Centervfor Biologics Evaluation and%

Reéearch (CBER) . currently re

promotional labeling prior t

i
gquires pre-approval of

© launch of a producﬁkana

val of a nev product. - This

is inconsistent with what is

' prug Evaluation and Research
to send such information to rhe agency at the time that

the company disseminates it.:

required by the Center for

, which requires companies
o

i
i
i
H

‘
;
!

Proposal and Justification: The Center for Biologics:

Evaluation and Research will

1 1

‘revoke its current

requirements that labeling in connection with the \

launch of a new product be approved. ?

i
1
1
H

Impact: Industry will no loﬁger need to await apprc?al

of promotional labeling prioé to disséminating it.

| : i
Agency resources will be'freéd_up to accomplish other

review activities.

" Implementation and Timeline:
the agency will no longer require preapproval of
promoticnal labeling. FDA will publish a proposed
i

requlation and a guidance doéument Qithin 6 months.
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AGENCY nnepoﬁsas TO DATA

;
SUBMITTED REGABDI?G CLINICAL HOLDS

|
l
H

Background: cOmpaniea or i iniduals that intend to

study 1nvestigatlonal drugs r biologics in humans must

i

first submit an inveetigatioral new drug (IND) |
application to the agency. @hey may proceed with the
study 30 days after the aganLy receives the '
application, unless FDA putséthe study on cliniéal |
hold. A clinical hold is a gdirective issued by FDA l
that prevents the‘cliA£ca1 sLudy from proceeding. |
Thus, a researcher or company intending to begin
testing a new biolegic in humans, or in the process qf
testing a new biolegic in humans, nay not begin or
continue the study untll,FDA?releaaes the clinical
_hold. 'Curréntly, FDA has noiinterhal requirements
regarding how much time it m%y také to evaluate data;
submitted by the sponsor in %esponse to the clinical!
hold. While the agency has éenerally'tesﬁonded in aé
timely manner, sponsors'w§u1$°likeEthe bredictabilitév
engendered Ey an agency commitment to respond withinia

specified time frame. |

i
: i

Proposal and Justification: %FDA wvill commit itself to
o !

reviev and respond to data squitted in respense to a

clinical hold within 30 days%of receipt of the

-18+
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submission. Absent a responaavfrom FDA within that |
time frame, the investigation may proceed. FDA
believes that such a time ffame will meet the neceds Ef
sponsoré,‘ahd is wiﬁhin»the resource capabilities of%

’ |

the agency. =~ - ] ' i

Impact: The proposed change| will prevent delays in -

agency review of data submit%ed in rgsponse to a
clinical hold on an IND,‘and!thus preveni unhecessary
delays in the start or contipuation of clinical |
studiés. : é

Inplementation and Timclinozi FDA intends to publishi

S : 1
within 6 months a guidance document establishing new;

procedures for reviewing aa:g submitted in response io
! :

clinical holds on INDs. |

. : i
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