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. I~du~tt:y·:.!epre~~entati~es.,al~() claim that FDA requires twq 01:" more 
'well::controlled st.ucUes'..to.. pr·9.v:~.de .evldence of effect.iveness fof·":"·· 
a drug or biologic when one study should suffice,' ..'" 

,,,' '~A;'-io' :~~h~'{ c()~.~.tJ!:utes ~~ .:ad~qu<it~·de~onstrat'i-ori~~o~'~i{ec~i'veness .. 
. . "for a'new "prod~ct, fDA ·:has .interpreted the FD&C act· as requiring":~ 

'two'or -more well controlled studies. From a scientific ..-:...", :. ' 
pers'iiec.:tIve, what 'FDA-s~'~!C$ to have derrfonstra.ted· is .:that a::.,:· 

.··~h~lot[~pg"..,.Qf·~,~~ff~ctivenes~ in., one study c~n~:be repilc:ited~ - whfle :a 
.~~cOl1d. ~~s.t?u<:lY may well be' 'needed .to 'reprlcate the -results of. the 
'firststuay; it is also possible to replicate,.,results within one 
large, well designed mult'i:center study',. 

The Gen.e.~ech drug Pulmozyme was recently approved to treat..cystic 
fibrosisj::m. the basis of one multicenter study with features that 
pr6vrde:(felements of replication. simi la,!".ly t 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. 
zidovudine for AIDS in 1987 when it was found that 16 deaths had 
occurred in the placebo group, as opposed to' 1 death in the group 
receiving the drug . 
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Concept Paper: 2(27 (95 

FDA REGULATORY REFORM 


A Proposal by the Biotechnology Industry Organization 

SUMMARY: 

Promotion of the public health, increased international competitiveness, and moclemization of 
. . 

government regulation are paramount goals of Food and Drug Administration (FDA) reform. 
. . 

A renewed FDA can serve lhe needs of the patientoommunity, general public, and 

stakenolders better by focusing greater effort on the timely approval 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 tenn, 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 riot delay the achievement of a more modest set of accomplishments. 

The short term proposals in this document win improve FDA efficiency by freeing up 

resources to focus more effort on analysis and approval of new therapies. The refonnsare 

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 


FOA -- by its own estimates - regulates one quarter of the consuiner products in the United 


States. The FDA currently has 9500 employees, a budget of $975 million per year. and far 




SENT BY:GENENTECH. INC. 3- 6-95 16:34 GENENTECH-WASH. DC4 4567431 :.# 3115 

2 

reaching regulatory tespOnsibilities. Despite frequent refonn recommendations, most 

legislative change over the past 20 years has resulted in an increase in the Agency's 

regulatory responsibilities. Virtually no Congressional attention 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 competitiveness. 

The Biotechnology Indllstry Organization (BIO), representing over 580 companies and 

affiliated organizations, has reviewed the activities of the FDA and presents a preliminary 

report on short term action opportunities to improve the Agency~ This report stems from 

certain problems our member companies and their customers, the patient communities, have 
., 

experienced with current FDA regulation. 

Delay in Moving Products from Discovery to Approval 

The average time to move a product from bench to bedside in the 19705 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 19.80s. The cost of 

developing new products in the 19905 is likely to increase to $500 million. During the past 

decade the total cost to dt.;Velop a new drug has increased 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 period of prior 

.availability was aOOut 6 years. 
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The consequence for patients is seen when looking at cancer therapies. Of the appr~ximately 

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 Gennany). In the area of psychotropic 

drugs the delay in access is more dramatic. Over one-third of these agents approved in the 

past 30 years were available at least6 years earlier outside the Unired States; . Besides 

delaying the access of new drugs to American patients, the FDA indirectly creates additional 

costs to the health care system.. In most cases, new drugs are the most cost effective means 

of treating the patient particularly when they reduce hospital stays or eliminate processes 

such as surgery or blocx:l transfusions. 

Despite efforts by the Agency to address the approval process of submitted applications 
} 

through new regulations and more recently, through the use of user fees, much remains to be 

done. 	 The cost and complexity of c~inical· trials (that is the work necessary to gather data 

prior to the submission of an approval application) has increaSed significantly.. This cost of 

tests and related' procedures per patient between 1989 and 1993 has gone up by 69 %, 118%. 

and 51 % for Phase I, II, and III trials respectively. This has been a significant contributor to 

the lengthening of the drug development process. Finally, the time between flling 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 t9 6 years in the 1990s. 

Excessive Regulation 

The Food and Drug Administration has introduced many new regulations that &retangential 

to the fundamental mission of 'approving 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 filerl by individual scientists and 
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academic health centers. These investigations 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 cC1.mtries that have approved them 

and review of 'foreign labels for approved products being exported. 

ReQuirement of prior FDA approval for minor manufacturing changes of well . 

characterized biotechnology products, when prior approval is not requinxi for 

traditional drugs. 

.. 	 Requirement of an Establishment License in addition to ,a Prcxluct License for 

biotechnology products. 

.. 	 Current regulations on lot. release needlessly consume FDA resources, increase costs 

and may, in some instances delay patient access 10 biotechnology products. 

Lack of Agency Focus 

In Some instances the FDA's mission of protecting the publi~ is being pursued without a 

requisite recognition that it also plays an important role in the promotion of innovation and 

the prompt 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 is 

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 
r 
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development of surrogate endpoints that would expedite the development of important 

new therapies, and the expertise of outside experts should be more effectively -- and 
, 

less expensively -- utilized. 

.. 	 The FDA has in recent years devoled a disproportionate amount 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 

The FDA has not moved aggressively enough to implement the recommendations of the 

Edwards Commission on the use of outside reviewers. Agency efficiency would improve 

through the intelligent use of outside 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 products 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, 

finns 	Lo deliver biotechnology products, there should be a compelling, valid reason before 

the Federal government intervenes on behalf of forclgn cOnsumers. 



, , 
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Limitations on t.he 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 proceedings of major medical 


and scientific societies. These limitations sometimes deprive the medical community of 


easier access to important medicalinfonnation, hurt patients, and do not reasonably advance 


public heaIth. 


PROPOSED SOLUTION 

BIC> recommends initial steps to improving patient access LO new therapies as a part. of 
( 

transforming and renewing the FDA. Promotion of the public health, increased international 


competitiveness, and prompt revision of regulations are paramount goals of renewing the 


Food and Drug Administration. A renewed FDA ~ Serve the needs ,of the patient 


community, general public, and stakeholders by focusing its mission on promoting 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 implemented .. BIO will be 


pleased lO work with the FDA, members of Congress, the Administration, patient groups, 

I . 

and physicians; on a longer term reform agenda for the FDA. Pursuit of the initial refonns 


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 regulation5, thereby nurturing their economic 


growth. 


I, 
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The short tenn proposals in this document will 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 reorienting FDA policy or through Agency.rulem.aking. 

Over a decade of exposure to FDA regulatory activities convinces us that, in several . 

instances, these activities can be updated, limited or contracte? to Qutside experts ~ithout any 

sacrifice whatsoever to the public health and safety. BIO proposes modifica.ti~ns to current 

requirements for product review, inspections, advertisjng, and export control that, in our 

view, will save the federal' government money, transfer scarce FDA resources LO product 

evaluation activities, re.duce unnecessary and expensive regulation, and make important new 

therapies available to patients more rapidly. , 

Proposal 

1. P~OBLEM: The Center for Biologics Evaluation and Research (CBER), the Center 

for Drug Development Evaluation and Research (CDER) and the Center for Devices and 

Radiologica1 Health (CDRH) each review biotechnology products under different statutes and 

regulations. In many cases this re.I\ults 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 requirem!!nts to demonstrate product safety and efficacy are the same, 

inC!'nsistent policies and regulations among ~the Centers result in substantially different 

regulation of manufactu·ring processes. There no longer 'is any rationale for 'distinguishing by 

. law bet\l.'een biological pnxiucts and drugs With differing regulations predicated on statutory 

definitions. Rather, differences in regulation should be based on the character of the 

products being regulated. We thus propose consolidation of current biologics regulation 
'f' 

under the PHS Act with those of the FD&C Act with differing requirements only where 


warranted, based upon individual product characteristics. 
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The authority to require an Establishment License Application (ELA) has been interpreted 

over the years by CBER to require approval of even the rnost minor changes' in 

manufacturing of products made in facilities subject to an ELA. The resulting paperwork 

anddeJays are often costly, time consuming, and unnecessary. ELAs are an anachronism in 

.today·s world for most, if not all, biotechnology products. In addition, FDA has, on many 

occasions,. required that material for pivotal clinical t.r'i.l\ls be produced at commercial scale 

requiring the construction of expensive facilities prior to' product approval. .In rnost 

instances, this requirement is outdated. Finally,' the requirements for designating a 

"responsible he3.<I" who is soJely responsible for handling correspondence with the FDA·is 

outdated and highly restrictive in terms of delegating authority for product manufacturing and 

quality control. 

SOLUTION: Modify current law to eliminate inconsistencies between how 

traditional chemical and biotechnology drugs are regulated where these inconsistencies have 

no rational scientific basis. These rnodifications should also provide clearer direction as to 

the circumstances under which manufacturing changes must be pre-approved by FDA. 

a. 	 The authority under the PHS Act to require ELAs should be replaced by a new 

requirement, applicable to all drugs (including biologicals), that products be 

rnanufactured in accordance with good manufacturing practices and thereby 

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

b. 	 Make it clear that responsibility 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 tissue 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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d. 	 FDA should be required to establish two sets of regulations concerning 

manufacturing changes. One set of regulations would apply to traditional 

chemical and biotechnology drugs which can be characterized adequately by 

phy~ica1 and chemical methods. For the~ products, FDA should regulate the 

finished product and not the process by which il is manufactured. Another set 

of regulations would apply to products which cannot be so characteriz.c:xl, 

providing for regulation of process as well as product. Submissions describing 

~an'tifacturing changes which require approval by FDA before they are 

implemented would be required only for changes sJXX:ified 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 

characterized (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 clinical trials. In order, to 

facilitate more rapid access to new products, FDA should accept 

clinical data from material produced at pilot scale rather than requiring 

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

scale. 

• 	 Other manufacturing changes required to be submitted to FDA should 

be handled in a manner similar to current requirem~ts relating to the 

submission of investigational ney; drug (lND) applications.. 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' change 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 a 

. manufacturer's annual report. 

f. 	 Lot release should not be required automatically for any drug. Whenever 

FDA has concerns about a particular product related to. manufacturing or 

quality control it should conduct lot certification for 6~12 months, after w~ich 

it shall authorize self-certification unless the safety and efficacy of the product 

cannot be assured withoutFDA 's continuing review anel product certification. ­

Under the new law, FDA will be required to 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 not 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 tJe 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. 


SOLUTION: While, in general, improvement of the drug approval process must be 


undertaken in conjunction with long term reform, several statutory changes can be made 


immediately: 


a. 	 Committee report language should encourage FDA to the extent feasible and 

maintaining high standards of efficacy and safety to work with sponsors so that 

one pivotal clinical triaJ can serve as the basis for approval of breakthrough 

dnlgs. 
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FDA should discontinue review of all Phase I INDs sponsored by an individual 

researcher or academic institution; approval of these Phase I studies should be 

the responsibility of Institutional Review Boards (IRBs) which will be 

individually certified by FDA or NIH for this purpose. Commercial sponsors 
, . 

of Phase I studies should have the option of proceeding either in this manner 

or of requesting' FDA reyiew. In addition to insuring jnfonned consent and an 

appropriate benefit/risk relationship, [RBs 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 rINDs 

should be required to notify FDA at the initiation of clinical trials and report 

to FDA any adverse ev~nts as a result of the trial. 

FDA should have 30 days to respond to new data rcgarding clinical holds or 

other IND amendments or supplements. Trials may proceed. if FDA does not 

rcspond. 

. . 

Minutes of meetings between FDA and drug sponsors applicable to study 

design and size of clinical trials should be exchanged. 

Any research activities of the FDA must be narrowly focused and linked to the 

drug review process. such as the development of surrogate endpoints. FDA 

can conduct such research in collaboration with National Institutes of Health 

(NIH), academic health centers, industry and other scientific institutions. In 

addition, FDA should encourage exchanges of its scientists with academic 

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 usc of outside experts and laboratories to conduct certain 


activities. 


SOLUTION: FDA should be ,required to contract with qualified experts to perform a 

significant number of the following activities: 

• toxicology reviews 

• environmental reviews 

• validation of assays 

• lot release (see point 1(f) above) 

These activities would be paid for by FDA, as EPA does for pesticide and toxic¢substance 

., review activities. 

4. PROBLEM: Current export laws compromise 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 Slates may only be exported to 21 

countries listed by statUte that have approved them. In addition, current regu1a.tions 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 


hy the government of the country to which the product is.being exported, and these· 


governments often have labeling requirements which are inconsistent with FDA regulations . 


. SOLUTION: The current restrictions on export of drugs or biological products not 

yet approved in the United States requin:d in Sections 801(d) and 802 of theFD&C Act, 

should be replaced witha requirement that FDAauthorize promptly a United States company, 

upon application, to eXIX>rt such products to any country that has licensed them for sale or 

. testing. Unless the FDA takes affinnative action to prohibit ex.lX>rt 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. 


5. PRORLEM: 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 investment community 

informed about material developments exposes companies to shareholder lawsujts 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 peer-revieWed articles and other 

reputable scientific publications as an important source of information about 

medical advances. Therefore, companies should be pennitted to disSeminate 

reprints of peer-reviewed articles and proceedings of scientific meetings to 

physicians, regardless 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 jurisdiction over independent scientific and educational conferences which 

are not controlled by manufacturers or individuals who are employees of the 

manufacturers should be removed under the new law. 

c. 	 FDA should be prohibil.ed from requiring prior approvaJ of sales and 

marketing literature. 

d. 	 The category or type of information required to fulfill requirements of the 

Securities and Exchange Commission should be exempted from FDA 

regulation. 

e. 	 FDA oversight of trademarks shall be eliminated. 
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. .'FROM: Janet FORSGREN '. 'lUt£.7u/(f~ector for L~gislative Reference 
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SUBJECT: 	HHS Proposed Testimony on the promotion of unapproved uses of prescription 

drugs and medical devices. . .. . 
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DEADLINE: to:OO~~dnesdaYJ~F-el)ruaEy=2j~-t9:9~ 


In accordance with OMB Circular A-19, OMB requests the views of your agency on the above subject before 
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DRAFT . 
Xassebau,.Hearinq. 

IIlftODOCT%01I 

Madam Chairwoman and Memb8rs of the Co_ittee. I appreoiate 

the opportunity to testify on 'the iBpOrtant issue of promotion of 

unapproved uses of prescription 'druqs and medioal devices. 

-c~ 


y name !sWilliamB. Schultz. I the Deputy comaissioner. 
for Po1icy;;:;;-·a....,....:~;:;;:::;;;;:;=-=::;;;;;::;;.;ru;;;;9'=Adli;;~1r;n;T;iitr'ation. I am accompanied 

~od=T ~ Or. Janet Woodoock. 'P~c~or 6~ FDA's Center forDruq 

EVa.1uation and Reeaarch, Dr. Bruca Burlington, Director of FDA· 8 

Centar for Devices and Radioloqical Health, [&Dd. • • 1 

:l'DA8W»OR'1'S ftIl! D:t88D'JD'l':t0lf OP ntroaDl.l'lDlf 'IOPB'Y8ICIU8 

Madam Chairwoman, I am bere today to talk about uses that do 

no~ appear in a product's PDA~a~oved labelinq and are not 

approved bytbe aqen¢y. SUch uses eomzonly arc r.fe.~edto as 

appropriato, rational, and accept@Q ..aie61 prQutieae 

that there are important off~label uses of approved druqs. :In 

this context, it is important that phYSicians have access to 

aocurate in.formation about druqs. But we.also know'that allowinq 

the promotion'of these kinds of uses can ,have negative public 

health 'consequences -- including exposinq patients to unnecessary 

risks and destroying the incentive for companies to conduct the" 

necessary research to demonstrate that products are safe and 
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effective for th~se uses. striking the proper balance between 

the need to regulate the promotion of unapproved uses for drugs 

, and devices and ,the need ror reliable scientific data and 

information on unapproved UseS of approved products is a " t 

difficult and controversial challenge. 

I'DA • 8 UCJULaTORY AtJ'.rBOUn 

I would like to'start today by explaininq how, in passinq 

and amending the Federal Food, Drug', and cosmetic Act (FDe Act) I 

Coner.eG Gtruck that balance and what, as a result of 

Congressional decisions, PDA can and cannot do with respect to 

off label uses. 

The legislative history of the Federal Food, Drug" and 

Cosmetic Act ind.icates that conqress did not intend FDA to 

interfere with the practioe of medicine. Thus, once a drUq is 

approved for mark.~ing, FDA does not re~~la~e how, L~d for wha~ 

tnatare not listed in the FDA-approved labeling. 

Cenerally, FDA 'does not prohibit the dissemination of 

i.nformat.ion t:.o hoa1t.h care professionals. Physicians access 

infgrmation about off label U&~S through compendia, JOUrnal 

articles, continuing medical education programs, symposia, and 

-,2 ­
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of databases that provide information aboUt off .label uses. For 

exe.ple, the National cancer Institute's Physician Data QUery 

(PDQ), syste.m is an excellent source for oncologists to obtain 

information about current oncologic tberapies. The Hational 

Library of Medicine (NLM) offer. a Medical Literature Analysis 

ana Retrieval system (MEDLARS), wbich is a computerized system of 

databases and databankS ~rtinent to biomedical research and 

dat:.abaeee relatinliJ t.o UDS. ,,' PDA does not ra;ul3,te a physician· s 

acce.$ to any of thesa ~z~es of L~dependent off label use 

information -- no ma~ter how preliminary it m.ay be. In addition,' 

FDA does not. prohibit. a manufacturer f',ram providing a physician 

information abOut ott label uses if the pftYBieian r~-uQsts that 

information. Recently', the A;-e..cy afWouncl\\d a proposed. cha.."'!qo to 

text books even if they contain certain information about off 

label uses of approved drugs, as long as the textbooks do not 

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

aupportingdissemination of the text. FDA recognizes that all of 

these sourceS of information can be very important to qood 

medical practice. 

Although the Federal Pood,Druq, and cosmetic Act does not 

permit FDA to regulate the practice of medicine, i~ speoifically 

directs FDA·to regulate the promotion of drugs and devices. 
"l 

- 3 ­
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Promotional .aterials~e false or misleading if they promote an 

.	unapproved use for the 'product; contain claills relating to the 

dosinq, safety or effectiveness of the p~oductthat are 

inconsistent with. the approved labeling; or if they lack a fair . . . 

and balanced presentation of information, ~, of benefits and 

risks. Although sUbmissi~n of an article for publication in.a 

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

~~90rdevice is promotional. 

The P.OOd and. Drug Administration Pertoraance and 

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

approach. xt would permit ~q and device companies to promote 

thG sA1. Of ~eir products bY d15~ibutinq journal articles, 

textbook ahapi;erG, eCiit.1nu!~'ii maaic~l aducation pr6qra!!!. 

materials, iUlQ. ¢Oiip.ndial information rsl&tift9 t.o uses r2coqnized 

discuss off label uses. The bill also.would permit drug 

companieG to distribute summaries of journal articles. textbOok' 

recognized for purposQS of· third party coveragc or retmbursem-nto 

Oevice COllpanie&could distribut.eoraland writte.n information 

about off label U&U that are. part. of L'"l"aeh!!lige- amon.g- h@alt.h 

industry, that is exchanged for -educational or soientiflc 

purposes, or that. is presented at CME programs, seminars, 

works~ops, or demonstrations for devices. 

"- 4 
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We recognize that the purpose of the bill is to enhance 

dissamination of information and not to facilitate or encouraqe 

promotion of off label uses. But we atron9ly believe that if the 

bill !sel'lacted, that will be its eftect. DrUg and device 

manufacturers market their products principally by sending sales. 

representatives, referred to as detail men and women, out to talk 

,one on one with physicians who might prescribe their products. A 

prescribe their pr04ucts. They do ~hi. by pr~~idinq information 

patient pepu~ation. Wri~ten materials sueh as journal articl$a 

that discuss favorable studies of these products are pow,rful 

tool:. in the ha.nda of a Clctailer. If the bill is enaeted r CL'l"'Uq 

and clevice companies will be free t.ouse these Jlatarials to 

promote off label uses. 

Pursuant to the bill, after a company r~ceives FDA approval 

of.a drUg or device for one use, it would be permitted to promote 

that product, through .these other mean., tor other, uses. The 

ma.teriAl that CJoapani"t;;I$ eoul.d 4istrilro.lts ofton wou1d be very 

preliminary. compani,ui could promote t..'. u.. of a product @v~n 

when the evidenoe merely liutlqesu 03;". can ~. i:ntarpreted Da 

is approv~d for c~earpatients. and there is some preliminary 

d,ta that sU9gest~ it is benefioial for PBti6nts with cripplin; 

- 5 ­
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arthritis, the drUg's manufacturer would be peraitted to promote 

the drug and encourage1ts use for arthritis on the basis of this 
" . ­

prelim.inary or unsubstantiated data,~ This promotion would be 

permitted even thouqb the data have not been reviewed by 

independent scientific FDA experts.' 

In addition, the clinical information that appears in 

the materials that the bill permit.s ma.nufacturers to dietrib\lt.$ 

has not been validated in any way_ For example, neither poQr 

reviewers nor textbook editors review the data underly1nq a study 

d••c~iQeQ in a journa1 ~ic1~ or ~_x~k cha~tQr. In,faot i 

pa=r reviewers and e4i~crs do not ev~~see that data. 

FDA bas setioull concern's reqardingthe 'Rr01l.OtioD of 

indications that bave not been approved by the Aqency. aecause 

promotional activities of drug companies and others are 

SUbstantially motivated by profit and market expansion, the 

widespread promotion of prescrtpti¢n 4r~qs and devicoc for uses 

thathav8 not been determined ~o be sate and affective eould be 

companicu; t.o promC'te 4t:'UCj!S at--,.d dsvicea for af·f ·la]:.el U6a; could 

have a number of devastating consequences for the quality of 

medical care in this country. 

The fundamental p~oblem with permittinq the promotion of off 
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. label uses is that not all off label uses are Gafe and effective. 

The only way to Jtnowwhich ones are .safe arid effective. is to 

collect and analyze the data supporting a findinqof safety and 

efficacy. Because off label uses data bas not been collected and 

analyzed, their promotion raises a numherof serious concerns. 

yndergutting the Efficacy standard 

reported in journal articles orothel; tek"tS that clearly !!rl!.! lUi 

inadequat@ baais for approval by FDA would.u.~dercut the effioacy 

standard. 

A fundamental precept of drug and device regulation in this 

gO\mt~ is that. theu;. produet.s must be provon eate and effeot.iva 

must be proven effective, oft the basis of ad~~ate and well­

controlled clinical studies, was first adopted by Conqres£ in. 

1962. Congress speoifically added the conoept of Offectiveness 

t.o the.definition of "nft druO" in cr4~r. t.o ensure tl"::.t t.he 

er~icaay requir.meftt would apply no~ oftly ~oinitial claims made 

for a drug, but also to claims made after the initial new drug 

appl.ication had beon approvecl.· ],08 eong-" Ree. 822044-'46. (daily 

ed. October 3, 1962);6. Rep •. No~·1744, 87th Conq., 2d Soss. Part 

2 at 267, 271 (19'2) ("On what logical baais can one possibly 

argue that the initial claim for a drug . •• should be &upported 

- 7 ~ 
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not be so suppOrted?" ' 108 cone)- Rec. at 822045.) 

The addition of the "efficaey standard" revolutionalized 

drug development and approval~ not only in the United ~tates, but 

worldwide, 'as well. Essentially,. lIlanufaoturer.cannot just .lAX 

that a product works for a particular disease or condition, it 

must prove that the product works for thftt disease or ,condition• 

The only way manufacturers 
. 

can proveeffiaa~i 1~by submitting 

data from adequate and well-controllad clinical t~i~l. fo~ 

evaluation by indepenc:lentexperts ai; mA. ' Anec:-dotal reports and 

poorly controlledoDservations do not suffice because thoBe kinds 

gf reports may be wrong- or may fiOt. be an, adec::uate basis for 

oonclusion. We know this tleoause we have:: 1-.1:.4 experie..Ttoe with 

this type of· ,information.. Kany dr\I:qs approved before. 1962 tu...""'neQ 

. out not to worlt .hen, af~(¢ lSG2, thay had to l:$ {and w--.re,> 

stuelied. 

·The solid foundation that is laid down by the efficacy 

standard is one of the main r,easonsthat there is a strong sense 

of confidence in the'dru~ products that are on the U.s. market 

today. Because the standardrequirea adequate and well­

Qontrol~ecJ clinical trials, once PDA·.ade a eletermination of 

drug- will work. Thus, when il m&fiufacturu clai;H!~ that a produot 

is safe and effective for a particular disease c~ condition, 

doctorG can ~ confident that tho product ia in fact safe· and 

i 
1 
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effective for that disease or condition. Patients, in turn, can 

haveconfidenoe in the quality of the produotsthey are 

receivinq. 

Elim.inatin; the efficacy requirement would be a major 

setback for the first-rate medical care that the health oare 

system in this country provides. eonsider 80ae of the additional 

uses that FDA has approved -- for exuple, tillolol for heart ' 

attack patients, taxol for breast caneer, and alpha interferon 

for hepatitis B. Without the requirement to submit clinical 

studies to prove that dru98 are effective for their intended 

uses, it is far less 'likely that we would know that these dr~ga 

will work to decrease mortality in heart attack patfents cr to, 

treat breast cancer and hepatitis B. -In the absence of the 

efficacy requirement, ~e marke~ will,~ filled wi~~ ~~q= that 

mahuf6eturers claim work, but for which thoro is' relatively 

little evidence. 

ptaingantiyp ~p CPnduet studi•• 

One of tho most: serious consequences of a.llowing- compa.nig~ 

, to freely promote off label uses is that companiQ~ would have no 

incentive to conduct the necQ&6~~ scientific research and to 

present data to FDA ,to verify the safety and efficacy of ~~O&Q 

off label Utiii$. In fact, because the aqanC".l might deteraine that. ' ' 

....... 
CUl 

incantive to avoid, FDA review. To use the eXample of the canc@r 

- 9 -,' 
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drUg that may be useful for cripplinq arthritis, why would the 

drug company undervo the exPense of actually etudyinq whether the 

drUg works for arthritis if It could promote the drug for 

arthritis based on preliminary evidence, particularly since a 

thorough study might fail to esteiblish efficacy for arthritis? 

In a world where off label uses can De,widely promoted, 

manufac~urerc would have an inoentive to do the minimal',al'!!ount of, 

ctudiec naco.a.ry ~o o~aifi approval far tho f!rct, 
, ' 

narrowe5t/easiest indication and then noavily»roaote the product 

for other broader (anap¢ssibly mereepeeulativa) usaSD For 

exaapl~, interferon alpha was approvod for uee in hairy cell 

leukemia, 'of, which there U@'iippJ!'oxaately 300=400 case: per 

year. :It. ~u.b56qu&fit:ly'vas approvad to' traat hepatitie B, of 

which there: are -tens of ~ousa..:;;Q;; ef eases par yea.!',. . If' s. 1477 

was in effect, the m.anufacturer of interferon alpha could have. 

sought approval .for hairy oellleUkemia and then just promoted 

fer hepatitis B -- ~he .u¢h praad.r use. Xntarferon alpha i= 

just one of many examples of .a seoond use being siqnif1e~~tly 

broader than the oric;;inal use for Which a drug was approved. 

Onder the approach taken in the bill, we might never learn 

whether interferon alpha actually workstc tra:t hepatitisB-­

y.t:. t:he aanufaet.urer could promoto i t~ U... This is J)reeisely 

the scenario that COi'Uj1:'ESS $o'Llqbt to pre~ent when it added the 

effectivGne&& requirement ,to the definition of a neWdr~q-, A 

- 10 ­
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. group of f;1enators, lead by senator Kefauver, arqued that unless 

the effectiveness requirement was added to the definition of 

drUgs, "the expectation would be that the initial claim would" 

t~nd to be quite limited, which of course, would expedite 

approval ot the new drug application. Thereafter"~ 'the sky would 

be the limit' anet extreme claims of any kind could be made," 

subject only to FDAts enforcement authority. 108 congo Ree. at 

822046. 

Because theincantive to conduct research on uses of Gruis 

and devices will deereasCi, the end result will be tha.t the 

dissemination of off label information pursuant to this bill will 

actually ,educA the amount of information that health oare 

providers receive about drugs and devices •. 

bfety"Issues 

Widespread promotion of unapproved uses a180 raises 

s1cp1if ioant Gafety concerns. Bven under the current law, which 

prohibits the promotion of off label uses, we know·of a number of 

instances where physiCians have used drwqs for off label usee 

that have resulted in disastrous consequences. 

For oxample, tn. drugsencainide and flecainiae wer~ 
approved for life-threatening andaymptomatic arrhYthmias, which 

arQ abnormal rhyt.hms of 1:b.e heart. l:n the lat. 1980 's, 

physioians began to prescribe t.h6&e 'two drUg'S for heart attack 

- .11 ~ 
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victims who were experiencing ventricular premature complexes 

(Wes), a type of asymptomatic or minimally symptomatic 

ilrrbytbmia. (Asymptomatic arrhyth.1lias are arrhythmia. that can 

be detected by tests, but wbi~ the patients do not feel.) This 

off~label use, which was supported by published journal articles, 
. . 

was intended to prevent the well-documented increased mortality 

of heart attack' victims who have a high, level of vpes by 

suppressing ~ho&. vpo.. Ulttmat_ly~ a National Inctitutee of 

Health study of the effectiveness of.encainidA and fleoainide in 

these patients demonstrated that tha risk of death was not 

.nccd.nidtlll iU"l.4 £lecainide. If thcar,;o unapp:roved uses had been 

heavily promoted bydruq companies, it is estimated that 

Another axamplo ro1at.. to ~e widespread off label use of a 

class of drugs called calcium Channel blockers (CCBs). These 

drugs are effective, for patientssufferin~ from angina, Which is 

chest pain caused by insufficient. exyqen to the heart muscle. 

CCBs have no establiShed rele in patients who have bad a heart 

attaoX bUt have no symptoms. These patient.s de, hC)wever, benefit 

. from beta-blockers, .which are known t.eo reduce mortality after 

heart attacks. Nevertheless, CCBs are widely ussd in this 

patient population. Because CCBsand beta-blockers cannot be 

used simultaneously, pat.ients are receiving cess iDliaB of 

clearly life-saving beta bloCkers. countl••• lives 'are lost each. 

- 12 ­
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year because a drug of no known benefit is, beinq used for an . 

unapproved use in place of a drug with lcnown value. 

Yet another example of a case where the distribution of· 

published articles on off-label us. could'have resulted in very 

serious harm to the public involves the Fentanyl (Dureqisic) 

patch. Approved for use in chronic pain in patients requiring 

opiolas, fentan1l was not approved fo%" post-operative use DaCalll•• 

of concern that it would induce hypoventilation in peoplo not yet 

titrated on opioids. A number of pUblications around the time of 

approval, however, described the drug as safe and effective for 

post-operative analgesia. After apprC7Vill, reports to FDA and tho 

literature documented life-threatening raspiratorj depr~sGion in 

poGt-operative patients given the patc..:'ies. htensiVQprom,ction 

of ~i. o££-l&hel use could havo boon disastrous. 

FDA is aware of a significant number of ,examples Of journal 

arlicies desoribinq off label use's that would be detrilnental to a , 

fears tbae problems illustrated by these examples waula be 

multiplied if m&nufacturers were viven,frse roin to promote 

unapproved uses. 

Ynbalanced View 

Anothor aignificaftt problem with permittinq companies to 

promote unapproved uses by distributing the t~~e of information 

- 13 ~ 
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described in the· bill is that physicians may not ree.ive a 


balanced view of the available .infarmation~ It is well 


documented that there is publication bias. studies with 


favorable results have.a grea~er likelihood to qet pUblished; 


studies with less favorable results leBs often get published. 


Moreover, even if less favorable results have been publiShed, 


companies have no incentive tociiatribUte articles, textDoOJt 

) 

Chapters, or other inf(.)rmatian reco_ending' against a particular 

use. Becau~e ~e bill permits co.panieBto distribute certa~n 

Qbap~OrB of.textbooka or mare summaries of journal articles, 

cbapters, and CME material8, physicians may ••• only one side of 

.. 

The.current law qoverninq prqmotian requires balance. 

Changing- the law to allow the distribut.ion of journal articles 

and other similar materials that discuss off label uses will 

allow drug detail men and women to provide materials that 

describe favorable study results of their product for a. 

partioular use, bu~ wi~bou~ providinqoopiea of materials ~hat go 

the other way. 

I would like to illustrate with an ~.ple.Hum~n growth 


hormone ourrently is· indicated for use only in children who are 


short because they lack sufficien~ growth hormone and children 


who are short because of kidnC!:y problas. tts use in children 


who are sbort, but have no growth hormone deficiency is an off 


- 14·­
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label use of uncertain value and safety. 'We identified four 

journal articles that discuss this off label use -- two mor,e or 

less supported the oft label use and two did not. If a physician 
. . .' ' 

receives information about this off label use from a detail 

person, it is possible that he or she will receive only the two 

favorable articles. on the other hand, if the physician were 

conducting his Or her own research into the subject, he or she 

would likely locate both the pro and can articles. . Given the . 

approximately $20,000 per rear price tag of human growth hormone, 

the pain a child must endure because of aultiple drug injections 

each week, and the potential adverse etfects that qrowth hormone 

Dlay cause (such as diabetes and possibly tuaor growth), it is 

important that physicians see all pieces of the.soientific 

. puzzle•. 

By usinCJ this example, I a:it. not targetinCJ a specific drug or 

drug company.. lam _rely trying to illustrate what the bill 

would permit and Why FDA has .serious concerns. 

What makes this situation even more troublinq is that When 

we have evidence that a particular usa is unsafe or L.,effE?ctbta, .. 

. We bel ieve that fed.Q%'al trad.e secret laws bar us from 

disseminating that information. The same .trade secret laws bar 

me from providinq you with specific examples' of this.. What I can 

tell you, however, is that there are off label uses about which 

positive stUdies appear in the literature and neqative 

.. - 15 ­
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" 

information is'contained in our filea, and we are unable to use 

that information to ensure·that the .~ical community has all of 

the available facts on wbich to base treat.1Dent decisions .. ', 

Even under curr'ent lllW, physioians have aocess to positive 

articles about off label ,uses ,and FDA is unable to counter those 

positive articles with, any negative information that might be in 

our files. However,' under current law, company detail 'man and 

women cannot use those articles to promote potentially danqerous 

off label uses. 

The Bill' s Requirements Are Not 8tJ.hst11;uta, for FDA Review 

The bill imposes very few requirements on the off label use 

information that companiascould disseminate. Basioally, the 

unapproved use must appear in a. peer reviewed journal article, a. 

chapter from a recognized taxt I text from an approved am 
proqram, information relating to a use recoqnized under Federal 

, " 

, law for purposes of third party coveraqtl or reimbursement, or a 

sUDIliiary of one of the above. For devices, the information may 

also be from oral and writtQn information that is part of an 

"exchanqe" amonq health care practitioners, health 
, 

care 

reimbursement officials, and the industry, ,is exchanqed for 

educational 'or scientific purposes,or is pras@ntad at' ,·'CME 

proqrams, , seminars, workshops" or aemonstrations. None of, these 

sources has procedures that confirm the validity ot ths data and 

information contained therein. 
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, .. 

The purpose of the "peer-review" process, for example, is to 

determine if an article is worthy of publication. At best, peer 

review ensures that the reade:r is provided with enouqb detail and 
, ' 

clarity to make judgements about the'strengths and weaknesses of 

the study. However, there are n,o qenarally acoepted standards 

for what constitutes "peer review." Essentially, anyone can 

establish a "peer-review" journal; the riqorof the review'varies 

considerably. Reqardless of the rigor, there are severe 

limitations inherent ~n the peer-review process that make it 

inappropriate to rely solely on a peer-reviewed journal article' 

for effioacy determinations.1orexample, peer-reviewers do not 

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

on the data andfaet& a& they are presented ~1 the author. FDA, 

on the ,other band; does have access to the data and oan verify 

the statistical outcomes ana conclusions of a study. , Moreover, 

peer-reviewers do not necessarily h~ve the time or the expertise 

in all aspects of the subject matter to adequately review the 

information. ~n fact, a survey of the literature revealS that a 

peer-reviewer spends on average less th~ three hours reviewinq a 
. , . . 

prospective ~icle. The peer-~eview process cannot guarantee 

the correctness, authenticity, or. clinical,imPQrtanca of ~e 

article, nor can it detect fraudulent or flawed research. 

The data and informationsupportin« off label use that 

appear in reference textbook chapters, CME materials, and 

.. 17­
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materials related to third party coverag's and reimbursement are 

even less likely to be validated than that in peer reviewed 

journals. In fact; we have no reason to believe that such data 

have been reviewed qr validated at all. Textbook editors.do not 

review the, data underlying 'information about off l'abe1 uses that 

appear. in those books. The recognItion of,sugqested uses in 

texts or,t~eatment guidelines for purposes of third-party 

reimbursement serve different soeietal purposes •. The deoision to 

include such uses is riot based ontheJ standards used by FDA to 

substantiate safety and efficacy. FDA has serious concerns about 

a prQvision that allows companies to use these types of 

unproven/unvalidated information for promotional purposes. 

There are many instances when uncontrolled studies have 

supported a use and subsequent well-controlled studies ha~~ 

failed tosbow effectiveness.' Horeover, the literature is ,lad@ll 

with studies that report preliminary findinqs --~, studies 

that involve a small number of patients and case reports. 

Although the studies or reports may be scientifically accurate, 

they are not sufficient to show safety and efficaoy. Thus, 

companies should not be allO~ed to use these less~iqoro~s 

studies to promote.off,label uses of appxoved. products. 

ClJlftXBG aU'PPOalfBDOTI LOBI. uals OJ( 'I'D LOBL 

As you know, a druq is approved tor its initial iridications 

- 18 ­
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via a New Druq Application, which includes data on-the drug's 

safety and efficacy~ A subsequent indication -is added via a 

Supplemental New Drug Application, which usually needs to present 

only efficacy information to support that new use. After review 

and approval by FDA, the new use is added to the approved 

labeling and can be promoted by the drUq's manufacturer. 

There are several goods reasons for drug companies to submit 

these "efficacy s~ppleaents": 

Approval usually ensures that third-party payerswill< < 

reimburse for the use, as insurance companies virtually always 

pay for approved uses of drugs and-devices. 

- As health maintenance organizations continue to grow in 

size and number, a sponso~'s ability to get their drug included 

in the HMO's drug formulary will be- siqnificintly enhanced. 

The physician, via the label, is given more complete 

information about the drug's uses, contraindications, adverse 

effects, and other important information about the manufacturer's 

product. 

< ­ Drug companies can present the FDA findin9s to drug, 

approval bodies in other countries, thus enhanCing their ability 

to gain approval (and reimbursement) for uses in other markets. 

- 19<­
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And, . of course, the .anufacturer can promote the use, 
., 

whether throu9h the use of journal articles, or other aeans. 

Unfortunately, in many instances these incentives have been 

insufficient to persuade druca sponsors to submit" efficacy 

supplements. There appear to be two reasons for their 

reluctance. First, they fear they will be expected to spend 

millions of additional dollars conduetinq, new clinical studies t.o 

convince FDA reviewers that the new use should be approved. And 

second, they have often c~lainedthat efficacy supplements are 

qiven low priority by FDA, resulting in delays af years in 

'qettinq new indications approved. These concerns -- or at least. 

the perception -- have been valid in the past, and we at FDA must 

adelre.,s them. 

We,have been working for months on ideas 'for' encouraging and 

eXpeditinq supplements and for otherwise ,addressinqthe indu~q 

concerns. We're doing a number of things and have several ideas 

for additional progress in this area. Let me summarize them for 

you: 

Expediting Review of EfficagrSu;Plemsnts 

As you know from yesterday's testimony, the Presoription 

Drug User Fee Act of 1992 (PDUFA) is helpinq resolve the problem 

of timely reviews for drug-s. Under PDUPA,by 1997, the aqency 

will make approval decisions on all standard new drug 

- 20 
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applications (RDAs) within 12 months arid within 6 months tor 

priority drugs. These time frames apply to efficacy supplements 

as well. The approval times' for NOAa anel supplemental HDAs have 

decreased significantly, and ,the backlog of pending applications 

bas also de,creased markedly. In fact, for NOAs and supplemental 

NOAs, the agency has exceeded the interim qoalsestablished by , 

Congress. For applications subJaitteCl in 1994, the cuiency has met' 

its POUFA goals for 96' of the NOAs and 73' of supplelrlental HDAs. 

[The interim goal for HDAs and suppleaents was 55t.] With 

adequate resources, we are confident that we can make the same 

progress for medical devices. 

We should be ele to exceed. the PDUFA targets, however. I 

believe we should try to reduce the 6-12 month ttmeframea. To do 

so, we'll need to give supplements a greater priority than~hey 

have had in the past, and we're committed to that. ' 

ldtss Data is tfeededThan Cgtgonly Belieud 

In addition to assuring companies that we can and will 

, expedite their supplamtmtal applications, we also need to address 

the industry perception that many efficacy supplements do not 

warrant the expense associated with qettinq them approved. 

companies fear that they must conduct multiple and ek~ensive n~w 

clinical trials and collect and analyze ,thousands of paqes of 

'medical, data, with no 'assurances of approval. We need to better 

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

- 21 ­
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Some·off label uses could be approved by FDA if the spC?nsor would 

simply compile the existing literature an4 sUbaitit to us." 

Others may need only limited new data. In any event; because FDA 

has alread.y learned much aDout the drUg"s actions and effects in 

humans from the oriqinal application, the data required·for 

second and subsequent indications is often tar less than the 

original. It is ,in SUlI. Madam Chairwoaan, a lINch simpler prOcess 

than generally believed and we must convince sponsors of that. 

To that end, wo intend to draft a new policy statement· 

articulating the data needs of .the aqaney for efficacy 

suppleme~ts. 

fediatrig ADd Geriatric Labeling 

We are already demonstrating how ltaited data can qet.ore 

uses on the label in twoimportanttreataent areas. We have 

recentlypromulqated new regulations that provide for pediatric 

uses to be included on the approved labelinq without new clinical 

data. For those indications, drUq firms can take existinq 

literature studies, extrapolate the data to children and g'et 

those uses on th~ label with relatiVe ease. The only new data 

that will ordinarily be needed are information about the druqs 

course .throuqhout the body(~, blood and tissue levels) that 

will allow the proper dosage to be establiehad for children. 

similar regulations have been proposed for qeriatric uses. We 

expect those proposalS to be finalized this year. 

- 22 ­
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DRAFT

'I 

Z!r1'RODtJC1'IOll I 

I , 
In March' 1995, the President I announced a series of 

I 
regulatory reform initiatives, .aimed at reducing the 

I ' 

burden of FDA regulations onl the drug and device 

industries without sacrificing any of the health and 
" 

, I 

safety protections that the American people rightly , 

expect for these products. T~e report, Reinyenting obug 
and Medical Deyice Regulations, issued by Vice , . 

President Gore's National Performance review, announced 

initiatives that will streamiine the regulation of 

drugs and medical devices. 

Today's report focuses on FD~'6 efforts to reform the 
I

regulation of biotech drugs used for therapy. The 

changes outlined in this rep~rt represent the most 

significant overhaul of reCJU~ation of biotech drugs 

ever attempted by the agency~ FDA will in essence 

harmonize its re9ulation of ~iotech drugs that qualitiy 

as "well-characterized" bet..~en the two product cent~rs 
I 

I 

of the agency that are responsible for aSGuring their 
I 
1

safety and effectiveness. Ac¢ordinq to the 
I 

biotechnology industry, thes~ changes will save 

companies millions of dollar~ and cut drug developme~t 

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

that these modifications wilt in no 'Way diminish ,the 

\ 
\ 
\ 
\, 
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agency's ability to review ensure the safety and: 

I 

effectiveness of biotech drups. 

As described in greaterdeta~l in the body of the 

report, for W81l-characteriZ~df therapeutic 

biotechnology-derived drugs,; which include most biot~ch 

drugs, FDA will 

• eliminate its exis~inq requirement that 

manufacturinq plants be; licensed 

• eliminate the existing requirement that test 
, I , 

results for each iQdivi~ual lot of these biotech 

drugs be submitted to t~e agency after theprodlllct 

has been approved by th~ agency; 
i

• will replace the 21 different applications:
I 

that it currently has for biotech drugs, blood,. 

vaccines and other drugs
I 

with a single 

application. 

These· and other initiatives 4escribed in this report 

will greatly streamline the ~egulatio~of biotech 

drugs, bring the requirements up to date with modern; 

scientific understanding andjmanufacturing, facilitate 
; 

the development and marketin~ of new biotech druqs, and 

enable the agency to continu~,to assure the safety and 

effectiveness of new biotech :drugs brought to market •. 
I 

BacKground 

-2"; 
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, ~ 

, i
FDA has two operating componrnts that regulate drugs, 

the Center for Biologics Eva~uation and Research (CBER) 
, ' , I 

, I ' 
regulates blood, vaccines, a~d most drugs derived fr~m 

I 
microorganisms under the pUbfiC Health Service Act. The 

Center for DruqEvaluation and Researeh (eDER) . , 
i 

regulates all other diu,s under the Federal Food, Dr~9, 

and Cosmetic Act. 
I 

j 

I
The drugs regulated by CBER ~re subject to additional 
I 

statutory requirements over ~nd above those required· 

for all other drugs. Thus, for statutory reasons, as 

well as for other historical reasons, the two Centers 
I 

have approached ,the regulati6n of biotech drugs
I 

somewhat differently. For e*ample, because CBRR is 

responsible for regulating products derived from living
I 

organisms under the authority of the Public Health 
I, 

service Act, it requires two:separate licenses for 
1 

every product that it regulates: (1) a product license;
I 

. . 
and (2) a separate establis~ent license for each plant 

I ' 

in which the product is manu~actured. CBER also 
I 

imposes lot release requirem~nts on the products that 
I 

I 


it regulates under which it ~ust certify the purity and 

stability of each batch of tne drug prior to the time 

it is Bold to the public. 

The agency is now proposing to harmonize the 

i
-3-: 
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1 

I 

I 
requirements of the two centrrs for therapeutic drug~ 

that qualify as nwell-charac~eri~ed,nwhich includes~ 
i 

most biotech drugs. I • 

I 

-4-: 
i 
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IZlimination of the Raquiramant tor an Eatabliabment , I 
Lican•• Application for Kostl Bioteoh Drug. 

. . I . 
. i 

B.ckqroundz Section 351 of ~hePublic Health Service 
, 
i 

Act, which is administered by the center for Biolo9i~s, 
i 

Evaluation and Research (CBER), requires ·that biologics
I , 

be manufactured in establisrunents holding a license.:, In 
I , 

addition to the product appl~cation, which both the : 

Center for Drug Evaluation abd Research (COER) and CBER 

require, CBER currently requires manufacturers of a1+ 

biologics, including the bio~ech drugs it regulates, :to 
i 

obtain approval of a separate establishment license 

application for each facility in which a biologic is ,to 

be manufactured.) 'Accorciin9 to 'companies that 
I 

manufacture biotech drugs, complying with this 
I 

requirement can cost million$ of dollars and delay 

their submission of an application to the agency by 

several months. 'l'hus t the eqtablishment license 

requirement places a significant burden on the indusbry 

to produce them and the agency to review them. 

I

Technical advances over the last 15 years have greatly 

increased scientists' abilit~ to control the 

manufacture of many biotech drugs. After OVer a decaqe 
,i 
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-. . 

of experience with these arurs, the agency has foundj 

that it .can review the safet~, purity, potency ana 
!

effectiveness of most biotecp drugs regulatea by CBER 
, I . 

without requiring an establi~hment license. 

Proposal: CBER will eliminate the requirement for 
. I 


submission and approval of establishment license 
I 

applications for therapeutic: biotech aruqs that are 
I 

uwell-characterized. n In pla~e of the establishment 

license application, CBER wiilrely on good 
I 

manufacturing practice inspe9tions and a new chemist~y, 
. i 

manufacturing, and controls ,ection of a newly revis7a 

product license application, :the format and content of 

which will be harmonized wit~ a slightly ~evised new~ 

drug application tor well-ch,racterized biotech drugs 

that COER regulates. (The re*ision will consist oftbe . . 
aadition of a simple one page floor plan sUfficient to 

i • 

visualize the production of the drug, but not requiring 
. I . " , 

a detailed description of e~ipment placement.) Both 

COER and CBER also will use the same guidance
!, 

documents. 

I 

I 
The harmonization across Cen~ers of the chemistry, 

manufacturing, and controls iormat and content will 

also reduce the amount of information companies will' 

need to provide in the produc:t license,. application. :In 
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many instances, manufacturing information will not be 
I 

I 
submitted to the agency but ~ill be reviewed at the 

manufacturing facility durinp good manufacturing 

practice inspections. ! 
I . 
, 

Pre-approval inspections for: biotech drugs regulated, by 

CBER will be dona jointly bylheadquarters and field: 
I 

staff. These inspections wil~ be comparable to those 

currently conducted by COER tor the biotech drugs they
I , 

regulate~ caER will train it~ scientists and inspectcors
i 

in conjunction with COER perronnel to ensure that . 

inspection procedures for bi~tech drugs will be 

consistent across Centers. 
I ., 

As described in the Nationaliperformance Review's 
I 

report on Reinventing Drug aritd Medical 'Device 

Regulations, CBER has already committed to reducing 
I 

requirements for preapprovallof manufacturing and siue 

changes and is completing a proposed rule to that 

effect .. Under this proposal# :manufacturinqand site 

change requirements for biot,Ch drugs regulated 'by CaER 

will be harmonized with the'tequirements of COER, and 
! 

the proposed rule will reflect that. 

To implement this proposal, ~he agency will adopt an 
i 

interim definition of "well-c;haracterizedn drugs, 

-7"':' 
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limited to drugs used for therapeutic purposes. The 

agency anticipates that most therapeutic biotech drugs 

regulated by CBER will fall within this definition and 
. 	 . I' ,

therefore will be exempt from the requirement to submit 

. . 	I i 

I ' and have approved an establishment license applicati~n. 
. I 	 I 

I· The agency is also sponsorin9 a public scientific 
I . 

workshop December 11 - 13 ofithis year, during which' 
I

the participants will attempfto refine the agency's 

interim definition of well-c~aracterized biotechnoloqy­

derived biologic drugs that ¥ill be eligible for these 

streamlining efforts. 

i 

The'agency further 'anticipat~s that additional producrt 

classes, such as recombinant;vaccines, may be 
, 

encompassed by the definitio~ to be crafted at the 

workshop. 

FDA believes tha~ these changes in regulatory 

procedures and requirements will not diminish the 
I . · 	 . 

agency's ability to continue!to ensure the safety, 
i 

purity, potency and effectiv4ness of biotech drugs. 

This is because with in~proc~ss control and validation, 

the identity of the drugs to I Which the changes apply" 
· 

can be determined, their pur~ty can be controlled and 

. quantified, their activity aryd quantity can be 

measured, and both the manufacture and the end product 

-8-' 
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most, 

no 

application will also be rea¥ced. These proposed , 
, I 

changes will qet these druqsito market faster and wiil 
! 

enable companies to focus more resources on aevelopi~9
! 

drugs and ensuring that they I
I 
are manufactured 

! 

c 


appropriately, ana less resources on documenting on 
I 

paper how they are doing so. :This wiil especially 

benefit small biotechnoloqy ,ompanies that do not have 

eXperience preparing establi~hment and produc~ licen~e 
, 

applications. The establishm1nt license apPlication,.' 

requirement adds substantialty to the cost of getting a 
i

biotech drug approved by CB~, partly because of the· 

w.ork involved in preparing aryd.qetting the license 

approved, and partlybecause!it could entail building 

and operating a manufacturing facility long before the 

drug may be produced and sold. 
I 

These proposed changes also.~ill remove Significant 

-9-: 
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obstacles to a company's abi~ity to contract out 

I 
manufacture of its drugs. Thbse proposals will 

I 

eliminate th·e requirement thbt each separate contract 

facility had to obtain its olrn· establishment license'~ 
I 

. I 
Instead, each. biotech drug w~ll be covered by only o~e 

I' . 
marketing application, regar~less of how many separate

I 

companies are involved in its manufacture. 
I 

Implementation an4 Timeline'i Within 30 days, the 
I 
I 

agency will publish a proposed rule under which 
. I . 

establishments manufacturing! "well-characterized 
I 

I 


biotechnology-derived biologfc drugs" would be deemed 

to have an establishm~nt lictnse if they were in 

compliance with current good!manufacturing practice 

requirements. The proposal will include an interim 

definition of nwell-characte~izedciotechnology-derived 
i

biologic drugs," and will allow 30 days for comment. 
. I 

The agency will publish a f1~al rule 30 days after tHe 

close of the comment period. 

-lO~ 
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Elimination of Lot Releaa. aequirameDts

I 
I 

for B10teFb Drug­

Bagk9roUDd: Biologics have traditionally been complex 

mixtures of substances produ~ed from livinq organism~, 
. , 

including vaccines, productsimade from human or animal 

blood, and products ma4e fro~ a variety of materials! 
I

extracted from living organisms that have been 

difficult to define by precise tests. Because of the 
I 

inherent variability of thes~ products, each indiv~dual 

lot of most biologics is sub~ect to evaluation and 
I 

testing by FDA before being released by the agency f9r 
I 

marketing by a company. 

Historically, the lot releas~ requirement has served 'a 

very important role in the ~tqulation of biological 

drugs and has' prevented the ~elea6e of unacceptable 

lots. currently, greater con~rol by manufacturers over 

the production of biotech dr~gs/and recent advances:1n 
I 

analytical techniques, have ~nabled companies to, 

produce consistent lots of b~ologics. For well ­
, 

characterized therapeutic biotech drugs, the agency has 
I 

found that once companies ha~e demonstrated their 
I 

ability to consistently prod4ce acceptable lots, and: 
I 
I

have procedures in place tha~ will prevent the release 

of-unacceptable lots, there is 
! 

no significant value, 

-11:'" 
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added: byrequi~ing FDA tovetifythat each manufactu~ed 

lot is acceptable for release. . 
. 	 I 

I' 
I 
I 

proposal aDd JUstification,Once a well-characteri~ed 

. therapeutic biotech drug has been licensed for 
, 

marketing, it will not be subject to lot release by FDA 
I 

. under normal circumstances.~nstead~ the agency will: 
I 

require companies as a conai~ion of approval to 
I 

demonstrate that they have produced 3 consecutive 
I 

acceptable lots from 2 different batches, and after 
I 

approval, to maintain record~ of their lot release test 
! 

procedures ana .results •. 

I 	 .I 

Impact: . The elimination of .the lot release requirement 

for these post-approval biot~ch drugs regulated by CBER. 
, '. '. . 

will result inasignificantisavingsof time and 

resources for DOth the inQus~ry and the agency. 'l'hel1e 
. I . ' .. 

will be no significant addit;onalris)c topublic·heall.th 
. I 

because these dru9~ do. not r~Use manufacturing. conce~'ns 

warranting direct agency participation in quality 
,. 

assurance procedures •. Addit~onally, the agency will 
i 

monitor companies' complianc~·with the requirement that 
I 

they assay each lot and only ;release acceptable lots,i 

ImplementatioD and Tim.1,in.: The agency will 

immediately begin sending letters to affected companiles 

http:topublic�heall.th
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advising them of the change ~n requirements. Within the 

next 30 days, the agency V11~ publish a notice 

describing the elimination o~ FDA approval of lot 
I 

release for well-characterizbd therapeutic biotech 
I·, 

drugs. 

I
-13+­
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BAaKONZ2BD APPLICATION ~T ~OA ALL DRUGS AND 


BIOLOQZCa 

I 

I 
I 

. Backgrouu4z The Center for 	~iOloqics Evaluation and: 
i 

Research, 	(CSER) 'currently \lS:iS 19 diffe,rent product: 

license 	application forms, and a separate establishm~nt 
I 	 ' 

license application form. In addition, the Center for 


Drug Evaluation and kesearch. has a separate new druq! 

, 

application form. This is ve~ confusing for the 
i, 

1 

industry 	and does not allow for a standard format for 
I 	 I 

all biologics license apPlicrtions, nor allow for the
I 


standardiZation of product applications for drugs anCll 

I ' 

biologics. 	 I 

I 


Proposal azul J\lstifioatioll: .! The agency proposes to 

, I , 


consolidate the 21 dffferent\druq ,application forms 
I' , 


into one. The ,harmonized f0rIf will contain a, techniCil 


section on the establiShment~ which will be applicab~e 


only to those biologies for ~hich establishment 


application review will continue to be necessary. The .. 

. 	 . i agency also 1ntends to~ncl\lge some elements from the 

i 

, European format in order to facilitateI international: ., 	 ' 

harIIlonization of application~. CBER,also will revis~ 


its requirements regardi.ng a !uResponsible Head," 

i 

allowing 	companies to divide:management responsibility 
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I " 
among appropriate regulatoryl' medical or manufacturing 

staff, consistent with current realities. currently~
I 

CBm requires that there be a single "Responsible He~dlt 
I II' ,

who is to represent the manu~acturer in all matters 

with the FDA. I 

I 

In addition to a harmonized ~pPlication form, the 

I
i ,

technical requirements and ~idancedocuments will be 
I 

the same across the agency ftr well-char,acterized 

therapeutic biotech druqs, ri9ardless of which Center 

regulates them. I 
I 
I 

I 


Xmpact: Companies will be a~le to provide consistent 
1 

information and hiqher quality submissions. Time to' 

prepare applications will be!reduced because 

requirements will be clearly Iindicated. 
I 

I 
I 

The Center for Biologics will 
! 

I 

reduce 21 applications ito 
, I", 

1 application and will enhanqe international 

harmonization. The standard I
I 

format should facilitate 
I 

easier review by FDA staff aqd can be used as a basis 
I 

for electronic submissions. IThe ability to contract; 
! 

out will be the same for dru~s and biologics across the 
I 

agency. 

-15':" 




1~l/27/95 · 16: 26 FDR/OFFICE OF THE COMMISSIONER ~ 92024567431 NO.960 P017/020 

I 

Implamentation &1:1.4' TlIIleline'l· FDA intencls to publish.' a 

revised !ormat within 6 montra. CBER will make 

available a draft 'form for PfOduct license applicati~ns 
1I .,

for well-charaeterized biotech drugs,within 60 days. 

CBER intends to,publish a prbposal to revise the I 

requlationreqarciinq "ReSPo+ib18 Heads" within 9 

months. 

..1 

! 
I . 
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I 	
I 

I 

BL1MXHATIOH OP TaB PaB-AP~aOVAL REQUIRBK£KT 

poa PROHOTIO*ALLABELIHG . 
i 

I· 	 .; 
.BaClkqround: The Center for riologics Evaluation and: 

Research (CBER) currently re~uires pre-approval of . 

promotional labeling prior tr launch of a product ana 

·for 120 days following approval of a new product. . Tl1is 

is inconsistent with what is! 	required by the Center for 
I . 
i 

Drug Evaluation and ResearCh which requires compani~s 
r 

to send such information to rhe agency at the time t~at 

the company disseminates it.i' 
I 

i
Proposal aad Jllatitication: The center for Biologics I 

i 

Evaluation and Research willi revoke its current 

requirements that labeling i~ connection with the 
I . 	 I : 

launch ot a new product be 8iproved. 	 ! 

Impact: Inclustry will no l01qer need to await approv.al 

of promotional labeling prioi to disseminating it. 
.. 

. !
I 	

I 

Agency resources will be fre~cl up to accomplish other 
I . 

Ireview activities. 	 i 
I 

I 


Implementation and Timeline: 	i Effective immediately, 
! 

the agency will no longer require preapprovalof
I . 

promotional labeling. FDA Y~ll publish a proposed 
I 

regulation and a guidance do~ument within 6 months. 

, 
-17+ 
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I 

I 
AGEHCY RS·SP05SES TO DATA 

I 
8UBKITTBD REGARDIHG CLINICAL BOLDS 

! 

Backqround, Companies or 1nfiVidualS that intend to, 

stuay investiqationaldrugs rr biologics in humans m~st 

first submit an investigatioral new drug (INO) I 
application to the agency. ~hey may proceed with the 

study 30 days after the agen~y receives the 
i 

application, unless FDA puts! the study on clinical 

hold. A clinical hold is a ?irective issued by FDA 

that prevents the clinical skUdy from proceeding. 
, I 

Thus, a researcher or company intending to begin, 
1 

testing a new biologic in h~ans, or in the pr9cess ~f 
I 

I 

testing a ne'W biologic in humans, may not begin or 
I . 

continue the study untilFDAlreieases the clinical 
. . i . 

,hold. Currently, FDA has nOlinternal requirements 

regarding how much t~me it mtytake to evaluate data: 

submitted by the sponsor in tesponse to the clinical!' 
! 

I 

hold. While the' agency has qenerally' responded in ai 
! " I . 

timely manner, sponsors 'Would like the predictability 
i 
I 

engendered by an agency commitment to respond within ;a 

Ispecified time frame. 

Proposal and JuatiticatioD2 :FOA will commit itself bo 

revieW' and respond to data submitted in response to a 
! 

clinical hold within 30 dayeof receipt of the 

-18 
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Subm:SSion. Absent a respo se· from F:A within that 

I 
time frame; the investigatidn may proceed. FDA 

, 

believes that such a time fr me will meet the needs of 

sponsors, and is within the, Gsource capabilities of: 

the agency. 
I 

I 
. . I . 

Impact I The proposed changeIwill prevent delays in 
! 

agency review of data SUDmitfGd in response to a 

clinical hold on an IND, and i thus prevent unnecessary 

delays in the start or contihuation of clinical i 
! . 

studies. 

ImplementatiOD and Timelinel FDA intends to publish 
.1. 

within 6 months a quidancedTcument establishing new 

procedures for reviewing dat~ submitted in response ~o 
I 

clinical holds on INDs.i 

I, 
.; 

I 
i . 

I 
! 

, 
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