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~ August 2~i~ 1998 .. 

The Honorable James Jeffords . 
Chairman 
Senate Labor and Human Resources Committee' . 
428 Dirksen Senate Office Building 
Washington, DC 20510 

Dear Mr. Chaimian: 
'-', 

. '. ~i '., . ~ 

First, let me take this opportunity to thank you for the courtesy you and your: staff~eXtended io me . 
at our initial meeting in mid-July. I found our discussion helpful, and I appreciate the opportunity 
to respond to the questions you submitted to me on b~halfofmembers of the Committee on 
Labor and Human·Resources.· . .. ' . 

The. leadership provid~d by you and the members of the Committee in enacting the Food and 
Drug Administration Modernization Act has established not only a new direction but a new 
philosophy for the Food and Drug Administration. The Act and its full implementation will 
ensure that the frUits from the investments mad~ by the public and pnvatesectors in biomedlca! 
and biotechnology research will expeditiously move from the developmental phase into the 
marketplace and will, therefore, expedite patient access to safe and effective medical products. I' 
am also committed to working with the Committee to enhance the Agency's scientific base and on 
other critical public health issues.. 

Please be assured that ifI am confirmed by the Sen~te,i will bring my full energy and experience 
to the tasks at hand. I have enjoyed over two decades ofmanaging change in leadership positions 
at large and complex health care organizations at the state and federal levels. I am fully . 
committed 1'0 leading an agency that makes scientiilcally-based decisions, and uses,processes that 
are open, timely and responsive. Those who have worked closest to me know that lam an 

. advocate of listening before acting, and expecting excellence and integrity from myself and those 
who work with and for me. It is my strong conviCtion that ,this approach will assure .the strong 
relationships envisioned in the Act between the Agency and the regulated industry, consumers, 
andheaIth professionals. 

With respect.to the responses I nave enclosed, due to my four year absence from the FDA, I have 
relied to some degree on information provided by. staff at the Department ofHealth and Human 
SerVices and the Food and Drug Administrati.ori. Thishasbeen a helpful exercise, particularly in . 
reacquainting mewi"th Agency procedures and the many new issues that have arisen since I fast 
served with the Agency in ~994.lf colUirined, I will look fQrw~rd to listening closely·to the views 
ofmembers ofCongress, the regulated industry, the consumer and patiertt conimunity, and. other' 
interested parties as well on the imp'ortant issues raised in the Co.mmittee's questions. , 
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"	In conclusion, Mr. Chaim1an, Iwant to thimlqiou for graciously ag~ee~rik .to schedule atimely' 
confirmation h,earing on my nominatiml. I 100kf~rwardto the opportU:niiy.todis~usswlth yo~ 
and otherCommitte~merhbers the.ran~eofimportant issues concerning;FDA. ' ' 

S~nCere,lY,',' _ , . /' '( " .' <) '/, ,', ,.:, " 
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:Jtn'~E::He~ey, M.D.' . 
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RESPONSES FROM DR. JANE HENNEY 

, : 

,'~ .Drues 

1. The number of generic drug 'approval applications has increased from 300 in FY 1991 to 

462 in FY 1997, while staffing in the Office of Generic Drugs (OGD)has remained '. ' 

relatively constant during thisperiod. Do' you belie\'e tbatif tbe FDA does not significan't1y 


, increase the number of OGD reviewers, many generic drugs will not be approved on a 
timely basis? 

I believe that it is very important to have generic products made available on the marke~ as soon 

as possible. Therefore, the Agency needs t6 ensure that the generic drug review program is as 

scientifically sound and efficientas it can possibly be. Ifconfinned, I will work hard to ensure 

that the generic drug program is doing, the bestjobthatit can, and will assess on an ongoing 

basis the resource needs of OOD with the Administration and Congress relative to the Agency's 

other priority activities. ' 


2. Despite the best efforts of FDA's Office of Generic Drugs (OGD), the median review 

time for abbreviated new drug applications is still more than three times longer tban tbe 

180 days mandated by statute. The FDA recently ,estimated that it would take, about 75 

more reviewers--whicb would cost about'$6 million--to meet'the 180 day review 

requirement. As a policy matter, do you believe that the FDA should putin place a 

strategic plan and budget designed to enable the OGD to meetits statutory review and 

appro\'al requirements? Would ;you support the creation of an Agency Strategic Planning 

Work Group to develop a FY 1999 program plan for OG,D?' , 


I believe it is important to 'have generic drug products available as less expensivealtematives for 
consumers. If confirmed, I am: committed to ensuring: tha.t generic drugs are brought t6 the 
market as expeditiously as possible. I have been made aware thaHhe Agency has not been able 
to review all generic drug applications within the statutory timefnime of 180 days, I think it is 
worth noting that the OOD 'has undertaken a number of streamlining initiatives that I am told 
have already enabled it to maintain the median re~iew time of 180 days even as the workload has 
increased. At the same time,these initiatives 'have helped to reduce overall approval times by 
reducing the number ofcycles to approval. However, the Agency must constantly strive to find 
new ways of improving this very important review process. I look foiwardto working with you, : ' 
on howoest,to ensure the efficiency,oftne generic drug approval program:,'.ihcluding a strategic' 
planning initiative. ' . " . ' , , 

, . 
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3. \ViII you commit to establishing a process fhat ensures periodic review of requests for 
additions to tbe list of bulk drug substances which may be used in compounding pursuant 
to Section 127 of the Food and Dr'ug Administration ModerniZation Act (FDAMA)? 

•• ' 1 • ~ , • '; • 

rbelieve tha~ developing the list ofb~lk.drug subs'tances that may b~ used in compounding, 
clearly, should be an <?ngoing process. I have been informed that FDA intends to publish a 
proposed rule'f-or comment that addresses the 30 nominations for bulk.drug subst~tes received 
to date and; after the final rule" is p:ublished, to promptly evaluate requests for additions to or 
deletions from thelist as they are r~ceived by the Agency. ' 

4., Section '~27 ofFDA.MArequiresthat FDA consult with,healthcare professionals, 
representatives of patients, and state. regulatory, boards'in developing re'gulatioils to , 
implement this section. Doyou in,tend thatthead,visory panel required in this section h'old 
public meetings and solicit the fnpiIt ofthe public in developing the regulations? 

It is my understanding that the Pharmacy Compounding Advisory ,Committee meetings will be 
publIc meetings, in accordance with the Agency's regulationsi,regarding advisory corruIlittees. 
These regulations provide that every committee J'!leeting must include an open portion which .­
constitutes a public hearing during which interested' persons may present relevant information, 
orally orinwriting: In addiiion~ I anticipate thatth~ Ag~ncywiU use the normal mechanisms: 
ineluding notice and comment rulemaking, to obtain public input into the, development of the ' 
regulations on pharmacy compounding. ' , . 

5•.What plans do you have to communicate pro"isions ofFDAMA and related 
implementation to FDA field inspectors to ensure they're up to date with the requirements 
of the statute? For example, in the context of SeCtion 127 of FDAMA, how will you train 
field inspectors to work with State Boards ofPharniacy and Medicine to ensure, that FDA's, 
role is ~onfined to issues ~elated to manufacturing? " " ' 

. . . .. 
I understand that a section-by-sectionanalysis of the new law w~s'prepared for FDA's field staff 
to ensure that all field personnel, including investigators, were made aware of the statutory , 
requirements under FDAMA. In addition, formal presentations were made at two senior-level 
management conferences. Implementation status reports have~een provided on a regular basis 
in an effort to keep field staff informed of the Various documents that have been issued to 
implement FDAMA. In addition, I affitold that field staff are participating on the working 
groups deveIopingthe documents that are specifically.required by the new law, as well as those " 
documents that 'are needed to ensUre appropriate implementatiori of the statute. " 

,,' 1: 
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6. The FDA'5 mission statementspecificidly states that the ~dministration shall protect the 
public health by ensuring ,that human drugs are safe and effective. Do you believe,that 
this statement conflicts with the potential approval of RU-:486 by the FDA? ' 

• • 'I 

FDA, is required by statute to assure that human drugs are safe and effective for their intended 
use. Although I am not familiar with the specific review of this product, this should have been 
the test that FDA appliedt6 RU-486 or any other p.roduct,intended for human use. 

>, 

7; Ifyou believe that,noconflict exists, could you explain why the safety of RU·486 should 
not be, examined with respect to an unborn child carried,by th,e individual takingRU-486? ' 

" 

The statute requires FDA to evaluate the safety and effectiveness of all human drugs 'based on' " 
their intended use. My understanding is that the intended use for RU-486 proposed by the 
sponsor and reviewed by the advisory committee prior to its recommendation for approval is the 
tennination of pregnancy within 49daysfrom the first day of the last menstrual period. While I 
was not involved in this review, I am infonned that the,FDA advisory committee of scientific 
experts and consumers, as well as fDA staff, thereJoreevaluated the safety,andeffectiveness of 

, RU -486 fOr its intended user: by pregnant'women who' wish to tenninate their pregnancies within 
, 49 days from the first day of the last m'enstrualperiod. I have been advised that because this was 
,the intended use, the Agency did not evaluate the safety and effectiveness of RU-486 for the 
'embryo. " 

, 8. The following qu'estions refer to the planned,transition from the use oC'metered-dose , 

inhalers that use chloroflourocarboQs (CFCs) to non;'CFC·basedalternatives, and the 

advanced notice of proposed rulemaking publisbed on March 6,1997£ 


(a) Is ,there any situation in' which padent access to medications ,that are safe and effective, 
should be s~crificed for environmental con~erns? If so, what do you believe is the best way 
to strike this balance? ,. . 

I believe that FDA's core mission is to ensure patient access t~ products that are safe and 
effective. Obviously, Congress may decide that environmental concerns should override these or 
any other values. In the case of CFCs,'my understanding is that c.ongress inthe 1990· 
amendments to the Clean Air Act balanced environmental concerns (which for o'zone exposure' 
caused by CFCs involve:public health) and patients' needs for safe and' effective products by 
requiring that the CFC-containing drugs be removed from the rparket only ifthey are found ~ot, 
to be essential to patient care. ' , , 

(b)' What flaws, if any, do y~u see in ,the March 6, 1997, ANPR? What policy modifications 
do you, suggest to fix these flaws? ' ': . , ' 

. .!'" 
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My understanding is that the conce~s that have beenTaised'ab~)Ut the March6, 1997 ANPR 
focus primarily on whether the criteria for eliminating an ess~ntiality designation for a particular 

. product are sufficiently protective of the patients who ~elyon the product, and whether the.public 
has been afforded a sufficient opportunity to ~omment on and participate in the Agency's 
deliberations on this important issue. While I have not reviewed these issues in detail, I 
understand that the Agency is giving .these concerns very careful consideration in preparing the 
proposed rule. Should I be,confimied, I would want to review this matter in detail t<;>assure that 
critical patient needs are given maximum consideration.' . . 

(c)The March 6, 1997 ANPR outlined a "therapeutic c1ass"approach to this transition, in 
w,hich two broad classes of MDIs -- short-actingl?ronchodiJators and corticosteroids ~ 

. were defined and, within each class, individual drugs were considered to be "treatment 
,alternatives." Do you believe' that, within each class, these drugs are in fact appropriate 
"treatment alternatives", i.e., they are interchangeable? 

I understand that the,ANP~ 'did outline a therapeutic class approach as one of several possible 
alternatives. ,One of the reasons for publishing the ANPR and outlining the various approaches 
was to get, comment on the v~ry issues raised by, thisquestion, sllch as whether it would be 
medically appropriate to consider all of the drugs in a particular Class treatment alternatives for' 
the 'Other drugs in the class. There certainly are classes ofdrugs where such ,a finding would be 
medically appropriate~ but I would need to know mote about the possible classes and the degree 

. to which their efficacy or toxicity profiles might vary before I could respond specifically with 
respect to these drugs.' If confirmed, I would assure that FDA'carefully reviews all of the 

, approaches,set forth in theANPR ' 

(d) "'hen it does b~col,11e necessary to take a safe and. ef(ecth'e drug off the market, what is 
the most appropriate way to do this? .Is it appropriate to deem .the drug adulterated and 
misbranded, or are'lessdrastic measures: called for? ' " , 

. . , , . { '" 

When it becomes necessary to remove a violative product from the market, I think it is 
appropriate, ,as a first step, to work with the company to withdnlw the product voluntarily. I 
understand that Congress, tln-ough the 1990 amendments to the Clean Air Act (CAA), banned· 
CFC-containing medical produc~s unless these,products are determined to be essential. If a 
company did not remove a noil-e,ssential'CFC'-containing medical product voluntarily, EPA 
could institute action under the CAA, an~FDA could bring action under the Federal Food, Drug, 
3;Ild Cosmetic Act because the product' would be ad~lteratedand misbranded. 

- . ',. . . '~'. ",' .. ' :" . 
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. 9 •. The foll~~'ing questions 'concern requirements for pediatric stud,ies:, 

(a) Do you expect that ma~datesof pediatric tests as a condition for FDA approval of a ' 

drug will delay the 'ap~roval o~ any drugs? If so, is this appropriate? 


Today, most drugs used by pediatricians have ~ever been tested in'children and are not labeled 

for use for children. As a result, physicians often do not have important information they need to . 

choose the appropriate dose of drugs they prescribe, or to make the basi~ ,medical decision to, ' 


. t,'; 

pre~cribe the drug. For these reasons, I strongly support efforts des~gned to produce data on' use 
of drugs in children. ...'.... . 

However, these efforts must not delay the availability of new therapies in adults. I believe that 

mandates for further product testing as.a condition for FDA approval should not delay approval 

ofany drugs. My understanding is that FDA has stated.in its proposed rule ,thafthe pedia~ric , 

study requirement should not delay ·the ~pprovalof new drugs.and biologics. To ensure that drug. 

approval is' not delayed, FDA has bui~t into the 'pediatric studY req~irement the abilityto defer 

submission ofpediat~ic studies until after approval f~r their use in adults. I am.told that this 

authority would be used in those cases where pediatric studies cann.ot be completed before the 


. application is otherwise ready for approval or where medical qr ethiCal considerations counsel a 
delay in the initiation of pediatric studies. ' " 

\': 

(b) ,What impediments remain t~ actual implementation of section 11.1 ofFDAMA?· That 
.is,what still must be dotie before FDA begins to work with pharm~ceutical companies to 

develop protocols for pediatric tests that wouldqualify for the incentives? What should 

FDA do to make sure this program is in place as quickly as possible? . 


. I understand that FDA already h~s taken the steps necessary'to begiri imple,mentation of section 

111 ofFDAMA. As required by the statute, FDA published, on May 20, 1998, a listof approved 

drugs for which pediatric studies may produce health ben'efits in the. pediatric pop~lation. 

Companies that study the drugs on this list may be eligible for pediatric exclusivity, if the 

pediatric studies satisfy the other requirements of section III , such as conducting the studies in 

acc()rdance with FDA's written request and completing the studies within the time specified by 

FDA. I also understand that in June 1998 FDA issued a guidance document describing for the " 

pharmaceutical·industry the steps necessary to obtain pediatric exclusiVity under section 111. 

FDA already has begun to issue written,requests to conduct pediatri¢ studies under section 111 .. 

FDA is reviewing submission,S from manufacturers according to the dates on which relevant . 

patents and exclusivity periods expire, to ensurethat those drugs whose patents or exclusivity, 

expire soon will get an opportunity under section ,111 to extend their ~xclusivity . 


. ; " 
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, (c)What areyo~r th~ughts on how to addres~the lack ofpedialrictestlngand labeling'for 
, off-patentdrugs?" ' "" 

I 'understand that FDA's proposed rule authorizes the Agency to requirepediatri~siudiesofoff­
patent drugs in compelling cirCtinis.tances: Even with this authority, it may' be difficult to obtain, 
pediatric studies on some drugs for which theteis already generic 'competition. In such cases, 
other options to explore might include publicly f\mded research programs and further 
streamlining ofthe supplemental application process. " , 

: ~. 

:' (d) Section 111 of FDAMAprovides incentives for pharmaceutical companies to testdrugs , " 
for pediatric populations, whereas the proposed ,rule of Aug. 15; 1997, "Regula,tions 
'Requiring Manufacturers to Assess the Safety and ~ffectiveness of New drugs and 
Biological J>rod~cts, in Pediatric Populations," envisions mandat~d pediatric tests for some 
drugs., The proposed rule, which authorizes the Agency.to requirespons'ors to perform ' 
studies, is arguably inconsistent with Congress' intent that such studies be requested rather 
than required. Ifyou ,are confirmed, as Commissioner, will you withdra~ this proposed 
rule? If not, wh)' not? ,Ifyou will not withdraw ,this rule, hout will you apportion Agency 

, resources to these tw'o approaches? \Vhich desen'es higher prio~i.ty? 
" , 

. -':,.".' 

'If I am confirmed, I look forward to reviewing the relationship between s~ction 1i 1 ofFDAMA 

and FDA's proposed rule. I know that the Admi9istration's goal is for section 'Ill ofFDAMA 

an'd FDA's proposed rule to be complementary arid mutually reinforcing.,Section'l11 provides 

an important incentive for some pediatric studies and"because of the substantial value of the ' 

incentive, may provide a needed infusion ofreso~rces for'pediatric~testing'ill general. Because 

the decision:to conduct studies under FQAMA is ,voluntary, however; the Administration has 


, been concerned that witho,uta requirement, some number Of drugs for which pediatric studies are 
needed will not be studied. In addition, section 111 does not provide incentives for, studying ," 
certain products: including many biologics, antibiotics, and off-patent drugs that commonly are 
used in children. 

10. Many uses of drugs that are considered to be useful, or even considered to be the, 
,standard of care for a particular illness, are not approved by tbe FDA. In ihis context how 

do you respond to the statement, "a double-blind placebo controlied trial' is unethical if the 

clinical benefit of the product is already known?" 


Ther~ certainly are clinical $ituations in which the use ofa double-blind ,placebo controlled trial 
would be inappropriate; notably those in which failure to use an established treatment might 
cause patient hann. In evaluating the safety and effectiveness of uses of drugs that have not been' 
approved by FDA~ the Agency should always be guided by the highest scientific imd ethical, 
standards. Although whether a,particular unapproved use 'of a,drug,is commonplace, or even the' 
standard of care, oO,~s not necessarily' establ,ish the clinical benefit of the product" it c~rtainly " 
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, w~uJd be something tiu~t should be ,taken into consid~ration in developing an-appropriate testing 
protocol. " ' , 

.' , 

11. Do you think that industry Sllouldpay u~er fees to fund more post-marketing 

sUn'eUiance activities within the Agency? " 


Historically, user fees have succeeded only when they resulted from consensus among the 
Congress, FDA, the iIldustry,and consumers. 'The cw-rent Prescription Drug User Fee Act, 
which has such support, does not expire until 2002. New user fees for postmarket surveillance, 
activities would 'need to enjoy simiJarconsensus for them'to be practical at this time. 

I2~ Please define FDA's, role in responding to'post~approval adverse drug events in 
contrast with other organizations and individuals including U.S. Pharmacopeia, hospitals, 
physicians, pliarmacists~ nurses, p~tjents and their families, medical schools" managed care 

, , companies, and researchers. 

Each of the entities referenced in thequestion'hasan import~mt,clistinct contribution to make to a 
,comprehensive system of post· approval adverse drug event reporting and monitoring. FDA;s ' 
role'is to assure that approv,ed drugs are safe and effective for their intended use, and to do so on 

: an ongoing and continuous basis using all ~f.the information available to the Agency about a 

particular drug. To do that as effectively as possible, the Agency needs to 'maximize the , 

, contribution of each of the significant participants in the health care system, to ensure that, there 

are adequate and effective mechanisms for communication and coordination. ' 


Drug safety is' a matter of continuously developing inJormati,on. To identify unknown adverse 
even~s"more'rapidly, there should be enhanced COI'nmunication with health care providers 
(including hospitals, physicians, pharmacists, 'and nurses) that buiids ,upon the ongoing work of 
MedWatch, the FDA Medical Products Reporting Program, in which the recognition and 

; reporting of adverse events are strongly encouraged. Health care professional organizations, 
'including the U.S. Pharmacopeia (USP), have a long history of cooperation with FDA. They 
encourage their members to report adverse events' and help them stay abreast of ne~ findings by , 
expanding dissemination of this vital safety-related information. In addition, the USP is an 
active MedWatch Partner t~at works close.ly with FDA On,drug safety, in particular by sharing 
in.formation derived from theUSP Practitioners' Reporting Network ' 

, 13 ..Wiil you affirm tha,t the "'compefent and ,reliable" standard used by the FTC and 
,included in Section 114 of FDAMA will be the basis for the Agency's review of health care 
economic data? When will the Agency issue guidanceio clarify, to manufacturers the·, 
Agency's thi~king on thi~ 'provision? Given ,the strong statutory 'direction oil the standard' ., 

../" 
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to be used for health care economic, information, do you believe that FDA may D.ot 
reinterpret this standa'rd or substitute a new standar~? , 

It is my understanding that Congress determined In 'section 114 of FDAMA that ",?ompetent and 
reliable scientific evidence" should be the standard for review of health care economic 
information. Further I am told the Agency has assembled aworking group to determine how that 
standard should be applied to FDA·relatedproducts and is in the process of'developing ,guidance 
on this provision., I understand the workIng group is gathering information and reviewing 

, doctiments from many sources, iQcluding the Federal Trade Commission (FTC) and', 
Pharmaceutical Research and Manufacturers Association (PhRMA). Several professional 
associations and individuals also have submitted or notified 'the Agency of their intention to , 
,submit fon:nal comments for the working group's c,Qnsideration., If! am confirmed, I will eI)sure 
that this FDAMA' provision is i~plemented in a manner consistent wIth the legislative mandate 
that FDA has been given.' " , 

!' , 

14. What are your., views on direct~to-consumeradvertising? Do you believe'that such 

advertising can educate'consumers and benefitthe pU'bliC? Under'~'hat circumstances is 

this the case? 


AS a general matter, 'I think that giving consu~ersinformation that is truthful and balanced is ' 
'helpful. J believe that direcHo-consumer promoti()n can help consumers playa more ,active role 
, in their health care by providing them with information about productS and the conditions such 
products treat. However, information directed toward patients is useful only when presented in' a 
truthful;balanced, non-misleading fashi,on that does not minimize the potential side effects of the " 
prQduct, provide unrealistic promises, regarding benefits or suggest unique attributes' when none 
exist. Until we have had more experience with FDA's policy permitting direct-to-consumer ' 
advertising, we 'will not know its true impact. I support the coFritnitment the AgeQcy has made to 
study the effect of direct-to consu'meradvertising on patient care. >, ' 

15. Do you believe that FDA is the ~ppropriate,entity to reg~late prescription drug 
advertising directed at patients or should it be, regulated by:fhe FTC? Do you think tliat , 
the division of duties and authorities 'shared between the two agenCies o'n OTC drugs is the' 
appropriate model for such prescription drug advertising? 

I beIieve'that'Congressmade the correct determination in th~ 1950's when it ga~e FDA the 
responsibility for regulating'prescription drug advertis,ing. Because FDA reviews prescription 
drugs before they can be marketed, the Agency has~ th~ medical and pharmacological expertise 
necessary to judge the'validity of the information presented in prescription drug promotion,' ' 
regar~less of the targeted audience. ' 

" 
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16. Do you think putting a clinical trial "on hold" is an appropriate mechanism to 

encourage the inclusion of more women in clinical trials? 


I think it is important thaI the clinical trials for pro~ucts that are going to be used indiverse 
populations reflect that diversity, At the same time, ~ think it is very important that the research 
community continue to explore mechanisms, such as statistical modeling, which may enable us 
to be inclusive without necessarily requiring the ac.tive participation of diverse populations in 
every clinical triaL I understand that in'September 1997 FDA proposed an amendment to the 
clinical hold regulations that would pennit the Agency to impose a clinical hold on a study 
involving a serious and life threatening disease if that study prohibited women from volunteering 
solely because of their child·bearing potential. This approacli reflected the recommendation of 
the Presidential Advisory Council on HIV/AIDS. I understand that the Agency currently is 
reviewing the comments it has received. If confinned, I plan to consider this important issue 
carefully. . 

17. Do you beJieve that there are other special populations that should be specifically 

included in clinical trials for new drugs? If so, what are they and how would you 'prioritize 

them? . 


Again, I think it is important that the clinical trials for products that are going to be used in 
diverse popUlations reflect that diversity. I believe, and the Agency has emphasized in guidance, 
that drugs should be studied prior to approval in the patient groups that are likely to use the drug 
once it is marketed. This is because drugs have the potential to behave differently in different 
popUlations, for example, producing a quantitative difference in dose response or other effects or . 
in the risk of an adverse event. FDA' ~ efforts to assure such inclusi9n have focused on the 
overall data base in support of a drug, not on inclusion in specific trials. Which populations 
should be targeted for inclusion in a study would depend on both the drug and the disease to be 
treated. 

18. \\'hat balancing test will you apply and what form would it take (regulation, guidance~ 


etc.) to the twin goals of approving new medicines for the general population and ensuring 

that products are tested in special popUlations? 


.	The balance should be to ensure that there is appropriate infonnation available about how the 
drug works, or does not work, and what its safety profile is in those likely to use it, without 
making the drug development unreasonably burdensome or so time intensive that no population 
rece~ves benefit from a new therapy. . . 

If confinned, I would plan to continue using the present Agency approach of combining ... 

regulation, guiqan.ce, and active participation in drug development planiling byFDA:s new ~rug 
.. 
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reviewing givisions t,o ensure thatp~Qmising products are appropriately tested in different. 

populations, yet are brought to .the ,market as qtlickly as possible. I believe FDA should continue 

to monitor the enrollment of spec.:ial populations to ensure that they are adequately represented in 
 '.the dis,easesbeing studied. " , " , 

, :~ 

19. Do'es·the IND process and disC'!lssi~n ,between companies and FDA p~ovide any .. , 

opportunity to work togettIer on ~esign'ing trials tbat will spedficaUy include special 

populations? . 


Yes. ,The current product review process provides many opportunities for. sponsors ~d' the 

Agency to work together on all aspects of drug development, including those related to designing 

trials that evaluate drugs in speCial populations. ' Specific occasions that provide opportunities for 

FDA to work with sponsors' include: pre-IND Illeetings, protocol-specific discussions, end of " 

Phase 2 meetings, and pre-NDA meetings. , , ' . . ';' 


20. Do )iOU think the current IRB process','works to p~otect patients? Do you support 

expanding IRB o\'ersightto'research that.isn<!t curr~ntly IRB-regulated? Ifso, what kin" 

of research do you think should be IRB.;r~gl1lated? 


The critical function ofinstitutional review boards is to ensure informed consent by human' 

subjects. I think experience suggests that the system has worked reasonably well"but we are 


'now seeing some warning signs that should be aqdressed. For example, new and more complex, 

research has expanded IRB wo.rkloads and stressed the system. I understand that the' 


, De'Aartment of Health and Human Services (DHHS) Inspector General hasjustreleased a report 
that recommends some changes for regulation of IRBs as well as in'creased IRB oversight of 
ongoing research. I have not h~d ~ oppOI1unity to review this report, but should I be confirmed 
I would work diligently to, see, how these concerns might be addressed. 

I also think when there are areas of experimentation notcurrerttly subject to IRE reviev.:, we 
should be concerned as towhethertbe human subjects are,being protected adequately. Along 

, with FDA there are·many en'lities, including the President's National Bioethics Advisory 
Commission, that need to be involved in such determinations since there are legal, regulatory, 
, and resource issues that would need to be addressed., , ' , , 

21. The "fast track" ,pro,rision (Section 112 of FDAMA) builds upon, but also goes beyond, 

FDA's existing regulations with respect to accelerated approval for drugs' and biological 

products., Will you implement "fast track" by amending the existing. a'ccelerated approval 


'regiilations so as to reflect the provisions 'of the new law, orwill you promulgate separate ­
"fast track" regulations while' retaining the accelerated approvalr~gulation's as a separate' 


, ,10, 



but parallel program? 

I Would like to see the provision authorized by section 112 of FDAMA widely and effectively 
used to bring more quickly to the marketplace safe and effective products for serious and life­
threatening dise!lses. 1 understand that FDAMA directed the Agency to issue guidance that 
describes the fast track policies and procedures. As the Agency gains experience in the 
implementation, it may determine that additional guidalfce or regulatory changes are ,appr?priate. 

22,; Who in the Agency will be authorized to gr'ant "fast track" designation-division' 
directors, offke directors, center directors, ora new "fasttrack" program director? How 
will you ensure that designations are made ona timely basis using consistent criteria? 

" .. ' . , 

Decisio~s of this type currently '~e J11ade ~t the division director level. This'eliminates the n~ed ' 
to have each decision revie~ed through the entire administrative chain. It is my unq,erstanding 
that the Agency plans to issue guidance that describes the fast track policies and procedures. 
Further, it is my understanding that the Agency is planning to ensure compliance with the 
legislatively mandated time frame of 60 days 'for d~sigriation by using management tools similar ' 
to those which have contributed to FDA's success in meeting PDUFA goals. 

, , 

23. The "fast track" provision does not defi~e "a serious or life-threatening condition," but 
House Committee report language references the broad discussion of this concept 
contained in'the preamble to the proposed accelerated approval regulation published in tbe 
Federal Re~ister in June 1992. Please indicate ,whether you intend to adopt a formal 
definition ofth~sterm and, if not, how youinteIid to ensure itS:CQDsistent application. ' 

. . . ..." '" .' 

I know that section 112 mandated FDA to provide guidance that 'describes the policies and ' 
procedures that pertain to the "fast track" program. It is my understanding that the guidance will " 
include the Agency's definition of "a serious orlife~threatehing condition:':, I support this 
approach. 

2'4. The "fast track-provision provides for an alternative basis for appro~al,under which a 
product maybe approved "upon a determination that the pro,duct has an effect on a 
clinical en~point or on a surrogate endpoint that is reasonably likely 'to ,predict clinic.a) 
benefit.", Please describe the criteria by which you willdetermirie whether to issue a 
"regular" ~r a "fast track" (i.e.; accelerated) approval with respect to a.product studied on 
the basis'ofits effecton'a~lin.ical eridpoint~ ;' ' '." 

FDAMA directs the Agency to)ssue a guidance' document to clarify this provision. It is'D:lY'' 
understanding that the Agency'currently, is working on this docUIllent in 'order to meet the 
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statutory deadline ofNoyember 21, 1998. Under FDA's accelerated approval regula#ons, which 
have been in effect since 1992, a drug that may be a meaningful impro\.'.emerit over ,exist~ng, , 
therapies for a serious or'life-threatening illness ,may be eligible for accelet~ted approval where , ' 
the evidence of its effectiveness establishes an effect ,on a clinical endpoint other than survival or ' 
irreversible morbidity. For example, a clinfcalendpoint measuring short term benefit in a 
'chronic condition, which is not sufficient for traditional approval, may suffice for accelerated 
:approval. I thi~ that thi$' approach will effectively implement th~ provision. 

25.,.The "fast track" provision requires FDA to "est~blish a program to encourage the 
, development of surrogate endpoints that are reasonably likely to predict clinical benefit for 
serious or'life-th'reatening conditions for which there exist significant unmet medical 
needs." Please explain your plan forimpJementingthisprogram. 

It is my:understanding that, in accordance with ~e statutory mandate, FDA currently is working 
. with NIH toward meeting this requirement. Additionally, FDA is working with sponsors and its 
advisory committees in the timely evaluation ofproposed surrogate endpoints. For many years 
FDA has been working with sponsors to develop surrogate endp()ints that are reasonably likely to 
predict clinical benefit for serious and life-threatening conditions. In fact, it was Agency 
scientists who led the way in assessing the use of CD4 cell cOQnts as a surrogate endpoiht for, ' 
AIDS drugs. In addition, the Agency's oncology initiative identified tumor shrinkage as a 
surrogate endpoint for demonstration of effectiveness in patients with refractory ttUnors. I ' 
support this approach and belieye that it.will effectively implement the pI:ogram. 

,26. Sponsors whose products receive "fast track" approval may be, required to ~ubmit 
copies of all promotional materials relating to the product not only during the preapproval 
review period but also follo"'ing approval "for such period thereafter as'the Secretary 
determines to be appropriate" The House Report proposes that such postapproval review 
occur only for that period of time necessar;; to establish that the sponsor understands, and 
is prepared to comply with, FDA's requirements with respect'to such materials, or for 6 
months (whichever is shorter)_ Will you commit to adhere to these guidelines with r~spect 
to post approval review of ':fast track" marketing m~terials? 

, As I understand it, one oft~e goals set forth in FDAMA is to ensure that-6nlyfadual and clear 
information that will facilitate the safe and effective use of "faSt track"products for serious and 

, life-threatening illnesses by the medical community be disseminated .. However, if confirmed, I 
, would strive to assure that such post:-approval submIsSions continue only for the time necfs'sary 

to accomp1i~h this goal and will plan to evaluate the effectiveness of this initiative. ' 
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27. Do you believe that drugs to treat the most serious medical conditions, and where there 
is a tremendous.unmet medical need, deserve special tr;eatment by the FDA in its review 

. I .' . 

process? 

Yes. As a medical oncol-ogist)I bring a longstanding commitment, and passion to assuring that 
those who have serious diseases are served by prompt review and early access to such drugs. 

28. A.side from applying 6 month priority review status to such drugs (as compared to the 

normal 12 month user fee time frame for approval decisions), what mechanisms might 

FDA apply to expedite patient access to these drugs? " '. 


FDA has long had a number of mechanisms to ensure that patients have access to experimental 
· therapies) particularly for persons with serious and life-threatening illnesses. Single-patient 
INDs, emergency INDs, and protocol exemptions have been used to ensure "compassIonate use" 


· for such patients) usually on an individual basis. In the 1980's, treatment INDs were instituted to ' 

facilitate more widespread availability of promising new drugs before general marketing; begins. . 

During my earlier tenure at FDA, we developed additional mech~nisms for speeding access'-­
accelerated approval ana "parallel track" (access to experimental drugs for AIDS patients for 
whom standard therapy is not available). FDAMA has coaified many of the administrative 
programs FDA put in pia.ce toexpedite patient access to the~e types of drugs.' . 

. . 

29.. A study was published in Drug Information Journal earlier this year that showed that' 
the Agency, since the 1992 enactment of its "Subpart H accelerated appro\'al authority, has' 
applied accelerated approval 17 times for AIDS and cancer drugs, and only 3 times in all 
other life t~reatening diseases combined. "Why has the Agency not utilized accelerated 
approval authority' more freq'uently, particularly in serious and life-threatening conditions 

· other than AIDS and cancer? . How would you ensure that this authority is utilized more 
frequently in other serious and life-threatening conditions? 

Accelerated approval ~asdesigned to expedite marketing o( certain- new drugs and bjological ' 
products by permittingmarkeiing approval based on their effect on a surrogate endpoint 
reasonably likely to prediCt cliriical. benefit or on the,basis ofa clinical endpoint other than 
survival or irreversible morbidity: Because the clinical progression ofcertain cancers and AIDS 
is often predicted based upon laboratory tests or the progression of symptoms; these diseases are 
particularly amenable to the application·ofaccelerated,approval. Other life-threatening diseases 
generally have weII-definedand easily measur~1;>le clinical endpoints. The effectiveness of 
,therapy for these diseases need not depend on the evaluation ~f surrogate endpoints; rather) .. 
approval based on those well-defined and' easily meast,rrable ciinical endpoints can be achieved 
expeditiously. Nevertheless; if confirmed) I would be committed to ~singal1 of the regulatGry 
authorities available) .including the accelerated approval process, to expedite review and approval 
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" 
of therapies for indi~i~fu~Js with seri~us or Jife~thi-eJtening iHnesses: 

'. . t. ..', ' . 

30. Congress enacted Section .112 of FDAMA t~ 'codify and expand the Agency's ~xisting , 
mechanisms to speed the development, review, Jind ayaiiabiIity of drugs to treat s~rious or 
life threatening conditions. The House, and by agreement in conference, the Senate, , ' 
concurred on language stating that applications based on clinical endpoint studies, in ' 
addition to surrogate endpoin~ studies, are eligible for fast track designation and approval. 
In the past, the Agency had stated that only studies that measured, surrogate endpoints 

, were eligible for ,accelerated approval. Do youagree that FDAnow has'the authority and 
the mandate to 'approve drugs on the basis of clinical ,endpoints (for serious and ' 
life-threatening conditions with unmet needs), make them available to p,atients"and 
confirm or validate,sul?stantiale~'id~nce o( efficacy on a post approval basis? 

. ".' , ' , , 

Yes. "Section :112 codified FDA's authority to permit ultimate benefit to be confirmed or 

validated on Cl post approved basis where effect on a clinicalen,dpoint is established by 

substantial evidence. ' ",' ' 


, 
31. Do you belie\'e the substantial 'e\'idence of efficacy standard can be achieved on a 
post-approval basis? If not, ho\vdo you defend the Agency's use of ac~elerated approvals 
in situations where the surrogate endpoint is not val,idated, butrat~er, is "reasonably 
likely" to show clinical b~nefit? How does this pemonstrate substantial evidence that the 
drug wHi have the Cffect it is claimed to have? Is n'ot this a flexible interpretation of the 
efficacy standard ,,;here the seriou~ness ofthe disease coupled with t,he iack of current 
treatment' options compels the Agency to expedite availability of drugs on arguably less 
convin,cing data than would result in traditionai approl'al? ' 

As I indicated above, efficacy may be confirmed or validat~d on a post appr~vai basis where the 
approval is based on substantial evidence of effect on a,surrogate or dinical endpoint. Given the 
complexity of the decision to approve a drug '~nd theri'sk benefit analysis on which such 
approval must be based, I think this approach is consistent witht,he current legal st~dard, which 
was confirmed in FDAMA, that approval require '~ubstantial evidence of effectiveness. I do not 
believe that the use of accelerated approvals reflects an interpretation that less convincing data of 
effectiveness are acceptable. i believe it reflects flexibilitY'as to appropriate and acceptable 
endpoints to establish effectiveness. Here again, the Agency is' ill the p~ocess of preparing 
guidance that I'understand will address these issues and rwould prefer nodo prejudge the ' 
content of that guidance. ' , 

" , 
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Biologics 

32. Efficiency of Reviews 

During PDUFA-2 negotiations, the pharmaceutical industry submitted information 
requests to the Agency. "One ofthese requested an accounting of FDA's actual unit cost to 
review an IND, a premarket approval application (NDA or PLAIELA combination), an 
efficacy supplement, and a manufacturing supplement. The industry's question referenced 
an FDA audit conducted by a national accounting firm, Arthur Andersen, based on FY93 

" review activities. 

(a) In some cases, Arthur Andersen's audit reported costs that ar:e an order of magnitude 

higher than those reported by FDA's self-audit. Please explain the disparities between 

these two data sets," 


As I understand this somewhat arcane issue, the two costs are not comparable. Nor are they an 
accurate estimation of the actual costs of review, as they essentially divide the expenditur~s for 
drug review for a year by the number of drug submissions that year. Because a given ~ 

application'S review may run across ~ore than one year, the actual cost of a given review is not 
computed using either the Arthur Anderson method or FDA's method~ 

(b& c) During each of the five years covered by PDUFA-l(FY93-97),as well as for the fi:ve 
year period as a whole, what was the average unit cost for CDER andCBER to perform 
each of the following actions? Please provide cost data in both dollars and in full time 
equivalents (FTEs) using generally accepted accounting practices. . 

(i) R~view of an IND 
(ii) Review of an application for approval to market a new chemical entity/ new 
biological product 
(iii) Review of an efficacy supplement for an approved drug/biological product" 
(iv) Review of a manufacturing supplement for an approved drug/biological product 

As the response to 32(a) indicates, actual review costs have not been calculated by fiscal year. 
The actual costs for submissions received within a given year would stretch"across several fiscal 
years, over the life ofa IND, and NDA' s review. PDUF A did not instruct FDA to calculate 
costs in such a way. Indeed, the financial design of PDUF A confonns with traditional 
government management ofexpenditures within a given fiscal year. " 
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(d) For each category in: whichJhe unJt cost of review'differs"betw~en·th'etwo Centers by at , 
, least. 10%, please indicate what ,specific actions yo.u iIitendto."tak~ to. improve the efficiency 
o.f the less efficient Cent,er ~ " 0' ":,, " '0; " ' - ' , ' 

As'has 'been explained 'in theprec~di~g ans:wers tcfquestions 32a~c, -these re~i~w costs are not' ' 
, " calculated" ".' 

, .: 

, , ' 

'. ~'. ~ .' ,,'33. Timeliness of Reviews,' 

, , Durir~g:~achofthe'five ye~rs~o.vered'byPDUFA-l'(FY9,3-97), ~s well asfo.r the five year " 
perio.d as 'a',"~hole, pleasepro.vi~e a compariso.n between CDER and CBER with:respect'to. , ' 
the average time to perfo.rm ~~ch,of.the following activities, and indicate what specific 
adio.ns,Yo.uintentl to take to. improve the timeliness of the less-timely Center. 

, - ': ., , -. '- ~ , 'I, . 

.. ..' 
(8) For. prio.ritY ~e~'iew ,p~o.du~ts, th~:ave~age tiinebetween subm'iss.itul of an applicatio.n for 
marketing app'royal and 'the issuance o.f a complete review, appro.vable, or·rio.n~approvable 
letter. for NDAs'yersus BLAs(dr'PLAlELA·co.mbinatio.ns).' " ' ,..­

• <' .' '. :. • '. • ',_:" l~. _ - . . '.' '" • 

.: 
Having been aWay from FDA Jor most of the peri6d c~Vered by these questioris~I do nothave 
this' information. 'However" FDA, staff have provided ITIe ~ith the' foIlowing'data: ' , " , : '., 

: I 

The data presented below show the average time in' m'onths betWeen submission of an applicatiol1', " 

, and,thejssuance ofa complete'reviewdecisioQ (Approv¢d, Approv~ble, or Not Approvable).", ' 


. . ',' - . ':';', ' ' 

NDAs PLAlELAs 

FY93 , ' 10.8 :'9.5'", " 

'" 
FY94 ",10.5- 6.0' 

FY95 8.9>' 9.4 

FY96 , 7.0 , '9.~ , 


" ~" I. •• 
", 

FY97" 6.4 ' 5'.9 

, FY93-97 8.4·' , 8.6 


t· ' 

, .' I' 

" 

, .,' , 
" 

'-,', i", 

, \. 
,.) , 

'., ., '., . 

.,', 

'... ,. 
' 

,': .' '" ,. 
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(b) For standard 'review products, the al'erage tiDl~ from submission, of an applic~tiori' for 
marketing approval and the issuance of.a complete review, approvabJe, or non-approvable 
letter for NDAs l;ersus BLAs (or PLAlELAcombinations). ' 

, 

NDAs PLAIELAs 
FY93 .14.5 ' 9.1 
FY94 13.0 7.9 

, FY95 
: 

12.3, 10.3 
FY96 '" 12.0 11.8· 
FY97· 11.6 . 12.1' 
FY93-97 12.6 . 10.7 

.~ . l' 

(c)For priority review pro.ducts that have been approved, the average time from submission 
'of an application fot; marketing approl'al an.d the issuance of a final approval forNDAs 
l'ersus BLAs (or PLAIELA co~binations).' , 

The data p'resented below show the average time in months from submission of an application to 
final approval. Please note that the average times shown below and in (d) may increase ,in the 
ftit~re as additional applications are approved. " '. 

. ,NDAs PLAlELAs 
FY93 13'.2 15.4 
FY94 12.7 12.2 
FY95 , 12.6·· 24:5 

'FY96 7.1 ~. 12.8 
FY97 6.1 , 7.9 
FY93-97, '. 10.2 16.6 

. , . . . . . , ,. \ 

(d)'For standard review products that have.,been approved, the average time from 
submission of an. application for marketing approl~al and the issuance of a final approval 

, for NDAsversus'BLAs (or PLAIELA combinations) • 

. .. ' 

',' ' 

'f . 
,', 

. ," 
, l' 

" . 



, . 

, The data presented below show.the average, tim~in months from submission of an application'to 
final approval. Please note that these average time$ Il?ay increase in the, future as additional" . 
applicaiions are approved.' , 

, " 

NDAs PLAIELAs 
. FY93 23:5 38.6 

t'Y94 . 2'0.6 20.1 

'4 


FY95 17.4, 12:2 

FY96 . '14.7 ..17~8, " .., 


FY97 11.5 ·11.7 

FY93-97 17.9. 20.6 


By FY 97, due to both Centers' success in meeting the il}creasingly stringent demands of the 
PDUFA performance goals, any differences that may ~ave existed. in either. review times or . 
approvaltjmes had be'en vi~llallyeliminated. . 

34. ' Extensions for Maj'or Amendments 

. Urider PDUFA rules, FDA mayg'taht itself a 3,.month 'exten'sion in the PDUFA.review . 
dea~line if the sponsorsubmits,a "majo~ ameridme'nt" within 3 m'on'ths of the deadline. 

'(a) During each of the five yea~s ,covered byPDUFA-l, as wen as for t~e five year period as 
a whole, what percent~ge ofNDAs'were subjected to one or more such extensions? 

FDA staff have provided me with the foll~wing:iI1formation:' , 

Note: Only one 3-month extension is allowed for an orfginalNDA or PLAIELA. 


Receipts 

FY93 29.8% (25 of 84) 

FY94 25% (23 of92) 

FY95 22.5% (25 of 1.1'1 ) 

FY96 10.1%(110fl09) 

FY97 18% (22 of i22) , 

FY93-97 20.5% 006 of518) . 


.. , 
" , 

~, .. 
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(b),During each ofthefiv¢ years covered byPDUFA-l, as well as for the five year period as 
a whole, what percentage ofBLAs'(orP~As+ELAS) were subjected to one or more such' 
extensions? 

FY93 28:6% '(2 of7)' 
FY94 00/0' . (0 of4) 

FY95 8.30/(1 (1 002)· 
FY96 22.2% (2 of 9)· 

" 

FY97 12.5.% (2 of 16) \ 

FY93-97 14.6% (70f48) 

(c)Ifthere are significant differences in the frequency with which such extensions are 
granted by CDERversus CBER, please explain the reason for'such differences and indicate 
what specific actions you intend, to take to improve consistency between the Centers. 

, I am informed that over the five year period ofPDUFA, CDER used the 3~month major 
amendment-extension on 20.5 percent of its NDAs while CBER used the extension on r~.6 
percent of its PLAIELAs. For any single year, CDER ranged from 10.1 percent to 29.8 percent 
while CBER ranged from 0 percent 'to 28.6 pertent~ Because of the wide year-to-year variations 
within each center and the'relatively small number. of extensions granted,especially in CBER, 

, , any differences between the Centers would appear to be insignificant. 

In accordance with PDUFA 1 policies, the Centers are granted extensions when a major .' ;' 
amendment is received within three months of the decision due date. However, on 41 NDAs and 
1 PLAlElA, the 'original due dates were met Without utilizing the extensions that were 'granted. ' 
These 42 granted but unused extepsions are not included in the statistics shown above .. 

, , . . 

35. (a) During each of the five years c.overed by PDUFA-l (FY92-97) asweli as for the five 
year period as a whole, what percentage oflNDs were placed on clinical hold by CDER? 
During each of those years, as well as for·the five year period as a whole, what percentage 
ofINDs were place(j on clinical hold by CBER? If there are significant differences in the 
frequency of clinical holds between the two Centers, how do you account for these 
differences and what actions will you take ~o ensure greater consistency? 
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. .' " ' ,'.' " I" . 

: 'I am infonned that the following applies to co~pleie holds on commercial~ user fee product 

INDS:' 

,YEAR CBER' CDER 

FY93 , , .27% (381141) ,16.5% (63/381) 
FY94 ,33% (62/18?) 13.6%(49/360) ., 

FY95 23% (36/154) , 9.2% (33/358)' 

FY96 7% (13/177) , '6.9:% (26/376), 


FY97 11 % (21/183) , 5.8% (26/446) 


, It is clear that there were differenc~s betWeen CBERand CDER, especially during the earlie'r' 
. years of the PDUF A-I. Thereaiea variety ofpossible explanations for these differences, , 

although I am not aware that a speCific comparative assessment was ever made. As I understand, 

both CDER and CBERhave taken steps to address the frequency and consistency of CliniCal hold 

deci~ions. . ' . " 

, (b) For eacli,ofthe five years conred byPDUFA-l, as well as for the five year period ,as a' 

whole, what percentage 'of clinical holds by CDER,were lifted ~ithin30 days of the ' 

. sponsor's submission of a clinical hold 'response? Duri~g each ofthose years, as ",elias for 

the fi,'e~'ear period as a whole, what percentage of clinical holds by CBER were lifted: 


'within 30 da)'s of the sponsors submission of a 'clinical hold response? If there are , 

significant differences in the time to life clinical holds between the two Centers, how do you' 

account for these differences and what actions will you take to ensure greater consistency? 


I am told that this infonnationwas not collected by either CBER or CDER for the five years' 

, covered by this question. It is being collected now and will be reviewed closely when 

comparative data are available. ' 


36. Advisory Committees 

. '" 

, When preparing materials for an advisory committee meeting, CBER generally sends the 

sponsor a draft of the product review document that the Center intends to';send to'the 

committee. Sponsors; are then granted an opportunity to offer comments and/or suggest 

corrections before'the documel)t is finalizedand sent to the committee. This practice, 

which both minimizes factual errors in the Agency's doc.ument and facilitates sponsor " .. 

preparation for ~dvisorY conimitt~e:meetings, is followed by some - but not all- CDER", 

divisions. What actions will you take to ensure that all CBER and CDER divisions provide 

a reasonable opportunity for sponsors to review and comment on advisory committee 

documents prior to their tran'smission to a committee? ," . 


, . .. . 

"" . 
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Congress addressed the problem ofthe differing CBER and'CDER processes in section 123(1) of 
FDAMA and instructed FDA to minimize the differences in review and approval for drugs and 
biologics. I applaud this provision and would apply it to advisory committees. 

While I am ~ot familiar with each Center'scurrent.pr~ctice regarding p~eparation and review of 
advisory committee materials, I do know that FDA's various advisory committees differ 
somewhat by statutory role, composition, and types. of subjects considered. I think the important 
question in assessing whether each component should conform to a single practice is whether . 
such conformance will actually result in better de~ision making by the advisory committee and 
the Agency,' 

37. General Administrative Procedures 

CDER has created a Manual of Administrative Procedures (MAP) so as to ensure 
. consistency in certain review procedures across divisions. CBER has never established any 
such manual of standard operating procedures. How do you intend to ensure greater 
consistency between CDER and CBER when there is no consistency within CBER itself? 

It .is my understanding that CBER does, in fact, have a manual of standard operating procedures, 
similar to CDER's Manual of Policies and Procedures (MAPP). I believe such written 
procedures can make a substantial contribution to ensuring procedural consistency. While 
CBER's procedures have been better harmonized with CDER through various revIew practice 
working groups, I am very open to exploring whether there are other opportunities to expand on 
this type of consistency. . 

38. Criteria 'for Regulating Certain Biotechnology Products as Drugs, Biological Products 
or Medical Devices. ' 

FDA does not use consistent ,or transparent criteria for determining whether a recombinant 
protein product should be regulated as a drug or as a biological product. Some 
recombinant protein products have been regulated as drugs, while others have been 
regulated as biological products. In one case, two competing companies (Cephalon and 
Regeneron) were each developing recombinant protein products to treat Lou Gehrig's 
disease; one company's protein was regulated as a drug, while the other's was regulated as 
a biological product. '. ' 

Similarly, some cell therapy products ·to treat dermatologic and orthopedic indications are 
regulated as biological products, while other cell therapy products for similar indications 
are regulated as medical devices. 
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Do yo~ intend to . establish criteria to en~ure',that'simiJar products ares~bj~~ted to similar 
regulatory requirements, so as to avoid potentially favoring (or disfavoring) commercial 

. competitors by subjecting them to different regulatory regimes? U so, what criteria? ' - ' ' 

My understanding i~ that in 1991, an intercenter agree~ent between CBER and CDER assigned 
the jurisdiction for regulation ofproducts to the. appropriate ce,nter in order to best utilize the ' ' 
available resources 'and expertise of ~ach center efficiently. This agrc:ement assig~ed the review 
of hormones to CDER and otl).er biologic products to CBER,. regardless of whether these 
products are manufactured by' tra,.ditional methods or by recombinant- technology. 

, . 

If confirmed,] will work- to miI1imi~ differe~ces in the review~dapprovar~f drugs and 
biologics as mandated by FDAMA It is important that such designations:forrevi~w be, 
consistently' applied in a manner predictable for the sponsors of such products. ,Givenihe rapid 
development of new technologies and the need f9r the Agen~y to be prepared to respond ' 
effectively to them, I will make every effort to ensure that the .Ag~hCY uses criteria that conform 
to the t"aw and' are based on good science and policy, ,and which lead t9 consistent and predictable 
de'cisions. :,,' 

39. Generic' Biological Prod,ucts 
. /~ .. 

(a) Do' you, agree ,that, while the Drug Price"Comp'etition ancfPatent Term RestoratioQ,Act ' 
of 1984 (Hatch-Waxman) established a,generic approval system for drugs, FDA possesses 
no legal authority to approve abbreviated applications for biological products? ' 

As I. understand it, the Drug Price Competition and Patent Term Restoration Act of1984 codified" 
and expanded in section 505(j) FDA's generic approval system for 'drugs. By its terms, sectjon 
505(j) does not apply to biological drugs that are licensed uridei'§ 351 of the Public H~aIth ' 
Service Act (PHS Act). 

I am informed that neither· section 351 of the PHSAct.nor FDAMA specifically addresses' 
whether or not abbreviated applications can be,filed' for approv~l of biologic products., I am also 
told that FDA has no plans to aHow submission of abbreviated applications for biological
products. ,", ' " , 

(b) Regardless' of whether you believe FDA posse'ss'essu'cbauthority, wilIyou now commit , 
to Congress that ~ou will not establish a, gene~ic aPl?rovalsystem for biological produCts , " 
during your tenure as Commissioner? ' ' ' ' 

I have no plans t~ establish a generic approval system for biological products if I am confirmed' , 
by the,Senate. .' ," , ." , '. . 

22 



'(c)1t had been reported in the trade press that CDER has formed a Complex c
Drug 

Substances \Vorking Group to establish. bioequi\'alence criteria for macromolecular drugs, 
including recombinant proteins, so as,to facilitate appro\'id of generic versions of such 
products. Do you agre~ that it is inconsistent with the spirit ofsection 123(f) of FDAMA to 
permit generic appro\'als for recombhiant.proteins that are regulated as drugs, when ' 
generic approvals are not permitted for similar products that are regulated as biological 
products? 

The scientific 'is~ues surrounding macromolecular drugs, including recombinant proteins, are 
complex and challenging. I cannot tell you whether the recombinant proteins that are regulated 
as drugs and the biological products referred to in this question are sImilar products: That·, ' 
assessment sho\lld be based on scientific inforrmition. Regardless of Whether or not 123(1) 

, relates to generic approvals, as a matter of policy, I believe the Agency should treat like products 
consistently., , " ',,' ", " '.' '..' "" " ',' .:., . 

40. (a) Please explain the criteria 'by whi~h ~es~arch funds' are allocated' between and within 

CDER and CBER and whether you believe tliese criteria',are appropri~te. ' 


Research c,onducted at FDA must be relevant to the mission of the Agency and contribute to the 

scientific basis for the Agency's decisions. Often FDA research provides data to support ~ 

regulatory decisions and poliCies that are not available from any other source. At present, only 

FDA can conduct research using the large databaseofinforrnation submitted to it by industry one' 

application at atime: . 


. . 
To stay abreast of newly developing technologies and regulatory issues raised by a rapidly 
changing array ofh'ew products, it is important for FDA scientists to'bewell grounded in a 
continuum ofresearch from basic and applied to clinical investigations. A full appreciation of 

; . 

basiC research often is necessary to support the critical decisions to approve a new product, retain 
a previously approved product, or remove a product from the market. Providing opportunities to 
stay involved in research is also a rl'l:eans to recruit and retain some of the most ableregulatory 
reviewers. Without such scientific talent, the Agency would risk having its decision making 
compromised. ' ' 

, , ' 

, As I understand it, research is no! a speCific item in the budg~t of each,Center. 'However, it is the 
responsibility ofeach Center t<;> decide the amoimt of money that will be allocated to the Center's' , 

. research program. ',' ' 

,Thus, the Center has a pro~ess for prioritizing its research program' according to certain criteria, 
incl~ding:relevance to FDA's mis:sion,magnitude of the potential health impact, contribution to 
regulatory decision':making, and the probability of success of the program. Other factors alSo are ' 
consid~red, s,~ch as whether the research is unlikely to be, done elsewhere. These seel.11 to 'be 

',' 
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appropri~te criteri~ for',allocating funds for rese~ch~' : 
.,', 

(b) What stepsdoyou int~nd to take,to e'nsur~:'ttiat research funds ~lIocatedto CDER and 
CBER are utilized for research that facilitates the Agency's mission of pro"uct approval, 
and not for extraneous activities? . ' . 

Ifconfirmed as Commissioner, I would plan to review with each C~nter its res6u~c~ needs in all 
areas, including research. Further, I w01.ild receive the advice of the Agency's Science Adyisory 
Board, which would provide an outside'view of the n~ed and quality of the ongoing'mission 
related research ofthe Agency . 

. '. 

41. New Biotechno~ogies " 

The U.S. is the world'ieader in the development of biotechn~logy products. Currently, , 
40% of all biotechnology INDs are for, cellular therapies, and xeno~ransplantation, 
products. 'What steps do you intend to ta,ke to ertsurethat FDA. possesses reso~rces, ' ": 
expertise, and fl~xibiiity to regulate these new produds appropriately? How do you intend 
to create the necessary organizational focus to address this segment of apotentially large 
industry?' , 	 ' ' '; '.. ' 

Iflam confirmed as Commissioner, I 'will be committ,ed t6 cOIitin~ing efforts underta.k~ri 
through the Administration's reinvention initiative;an initiative on which FDA has established 
an exemplary· record. . " ' 

,: ' 

I understand thatthrough ~himges mad~ tinder the Administration's Reinventing Government 
I~itiative and FDAMA, FDA has designed a regulatory' framework to address new technologies 

" 	 in a,flex'ible manner. This is the most significant overhaul of the regulation of biotechnology , 
products ever atte'mpted. This new approach takes into account scientific advances that have 
been made in the area of biotechnology. This approach also attempts to minimize pre market 
requirements, so as to allow innovation to proceed while ensuring that proper and appropriate' 
levels of controls for safety a~4 effectiveness are followed.' ' 

En~uring the efficiency of the Age~cy's scientific base'is critical to'its ability to protect the 
public health in an era ofconstantly emerging new technologies. Addressing the adequacy of the 
research and scientific infrastructure will be one of my highest priorities . ., 
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42..Merger of CDER and CBER 

. Please discuss the advantages and disad,'antages of.merging CDER and CBER into a single 
Center and indicate whether you inh!nd to proceed with such a .merger .. 

,- " . ," ," . 

As a gene~al matter, I beiieve the Agency's p~mary focus· for the iJ:nme~iate future must be full . 
and successful implementation ofFDAMA.As I have indicated, that will be my highestpriority: 
Given this challenge; my current viewis that it would not be wise to c;:ontemplate major . 

organizational restructuring.· However,I intend tobe·very open to identifying and adopting the 
bestpractices to improve FDA's p~rformance.. Ifthis requires a new organizational framework 
for parts of the Agency, I will not hesitate to consider and implement such a rc;:structuring. . 

43.. GAO reported that'~he FDA does not effectively target its resources on imported foods 
that pose the greatestllealth risk. Specifically ~AO reported that: 

.' ~ . ':'," " 

FDA's annual\\;~rk plan is not useful in making selec.tion decisions. in d~strict office~;. 

. . FDA inspectors cailDot readily access rele\'ant health risk illformation;. and . 

FDA does no't ensure the ac~uracy ofim~orter-provided shipping information. 

Asa result ,of these problems, FDA insp~ctors at ports of entry make subJective decisions' . 
that may not target the riskiest shipments. For example;one FDA inspector routinely, 
selected sa~ples of food from a country for filth tests - the inspector believed the country 
did not have sanitary facilities ~nd therefore as'sumed that all fqod products impoi1ed . from 
that country were contaminated with filth. . 

As the FDA Commiss'ioner, what actionswould you take to improve the annual work plan, 
inake health risk information readily accessible to FDA inspectors, and ensure importers 
provide accurate shipping"information? '. '. 

, First, I would lik~ t:o restate mypersonal.conlmiiment to improving the 'safety 6fthe nation's 
food supply. This is one of-FIlA's mostcritical'r~sponsibilities, and I look forward to working 
closely With ,the Congress al)d other i~ter~stedparties on important issues such as the safety of 
imported foods; research and educa~ion, and coordination ofreso~rcesand responsibilities. . 

~ " , , 

t. 

As for the GAO report, I think 'that several' good observations and recommdndations were made. 
I do.not dispute that-FDA needsto.take actionto improve its control 9ver imported foods .. , " 
agree that the work plan and oilier guidance; documents must accurately reflect Agency priorities . 

. , 
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" 

:Ifthey do not;they need to be revised. If con~rmed, Iplan to ensure 'th~t the Agency addresses 

this issue. In addition, FDA 'currently is,enhancing its OASIS syste11.l t6:make it more efficient 

and effective by linking various health risk databases so they are more readily accessible to " 

inspectors, Regarding the third point, I believe that"the accriracy of shipping info~at.ion is . 

crucial to ensuring a safe food supply. FDA already is taking actions to improve compliance, ' 

such as educatiori and, prohibiting error-prone filers from using the paperless entry system. If 

confirmed, I plan on looking into thismajter to ~etermine how best t6 work with industry to 

address this conc;em. . ' ' , 


44. GAO also reported that weaknesses in controls over food imports enable entry of 

uJ;lsafe products' ;nto the U.S. commerce. Specifically, GAO reported that: " " " 


FDA's system for automatically detaining suspicidusfood shipments pending testing to 
confirm their safety can be easily subverted because FDA does not maintain control over 
the testing process; and FDA does not maintain control over known and potentially unsafe 
imported food products: ' , 

As the FDA Commissif?ner, what'actions wo'uld you take to'improveJhe FDA's ~ont~ol over 
the testing process for automatically detained food shipments and to improve the controls 
over known and potentially unsafe imported food products? . 

, ' , 

I think the GAO rep~rt presents extremely important issues that need to be addressed. Questions 
" related to certifi~atipn of testing laboratories and control of import shipments pending review, ' , 

may involve the scope of the Agency's statutory authority, If confirmed; I would want to work 
with the Congress on addressing these issues so thata safe food supply for the American people 
can be assured. ' , , 

45. There seems to' be some confusion about S. 1707~ a bill tha,t would amend the Federal 
Food, Drug, and Cosmetic Act to allow the' SecretaryJo declare foods or/~pecific 
commodities from a' country to be adulterated if FDA deterlQines that a particular facility 
or country's food system does notprovide the same level of protection that is provided for 
comparable domestic products, and thus, refuse ,entry into the United States. The bill also 

, permits the Secretary to deny entry :of imported foods where FDA has been refused access, 
to conduct inspections of the food preparation, packing or 'hoidingfaciliti~s. 

FDA officials have publicly made ,statements thats~em t~ conflict with those made by the 

President on this legislation. For example, in Octoher 1997, the President stated: ' 

,"I'm asking Congress to give the Food andJ)rug'Administration th'e power and the 
obligation to ban the, importation ~f fruits, vegetabJes and other foods from countries ' 
whose safety precautions do not meet American standards. This la"; would be similar to a . . . :. . . 

26 



law that already requires the United States Department of Agriculture to keep meat and 
poultry from countries with inferior food safety systems out of our stores." . 

Just two months later, in December 1997, a FDA official stated'with regard to the 
legislation providing FDA authoritY similar to t,he, Agriculture Department: 

" This is a bit of an exaggeration ... what thestatJlte would look like if it is ever. turned into 

law, we do not know .•.one of the things that we would consider doing is perhaps visiting 

and evaluating agricultural sectors of some of our trading partners,... " 


Please clarify: 

I am not familiar with the statement from the FDA official)' but it is clearly incorrect. The 
legislation that the President proposed has been introduced in the Senate by Senators Mikulski 
and Kennedy and i~ the House by Congresswoman Eshoo. The legislation would) in fact) give 
FDA the authority to ban the importation of fruits, vegetables and other foods from countries 

. where it has been determined by fDA that safety precautions do not meet American standards. 

I believe that FDA should continue to work with foreign governments and producers of imported 
food to take any steps necessary to help.ensure that imported food products meet U.S. food safety 
requirements or otherwise achieve the level of protection required. If FDA determined that the 
steps needed to address an existing or potential risk had not been taken and that the affected 
products therefore did 'not meet U.S. food safety requirements or otherwise achieve the level of 
protection required, FDA would be authorized to deny such products entry into the United States .. 

46. Please clarify your position on S. 1707 by addressing the following questions: 

(a) IfS. 1707 ~ere enacted into law, what role or roles will FDA inspectors play? 

It is my understanding that S.1707 provides FDA with enhanced enforcement authority through 
evaluation of foreign food safety systems. I do not believe this legislation) in and of itself, 
requires an increase in foreign inspections. FDA has relied in the past, and will need to continue 
to rely) on the knowledge and expertise of our counterparts in the regulatory agencies of foreign 

. governments. The Agency p,Ians to work with countries that are major suppliers of food to the 
U.S. to develop a better understanding of their agricultural production, processing, and handling' 
practices. . . 

I umierstand that the Administration requested in the FY99 budget an increaSe to support FDA) s 
foreign activities (i.e, prpviding technical assistance and evaluating foreign food safety systems). 
With this increase) FDA would expand its ,fresh fruit and vegetable inspection and testing .. ,' , 
program for domestic as well as i~ported produce. Additional resources also would also be 
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· focused on,'~ampling products from areas, both in the U.S. and abrqad,where there is evidence 
that a potential hazard exists and preventive meas,!res are lacking. 

(b) ... How ,vouid . the FDA enforce this law? SpecificaUy, bow w~uld FDA de'ter-mine if . 
imported food has not been prepared, packed, or held under a system or conditions, or 
subject to measures, that meet the requirements 'of S.17070r 'otherwise achieve the level.of 
protection required by the legislati~ri for foocts produced domestically? ' . 

I am aware thatt,he statute requires an implementation plan, which th~ Agency would put 
forward after public participation into the developmeI)t of the plan. If confirmed, I would work 
diligently on· this'importantmatter« ; .. 

(c)Would additional. FDA inspectqrs beplace'd at U.S. ports of e~trY?. ' .'.' 

I understand that this Jegislatio~ is not. focused ~n .adding or removing inspectors from U.S. ports 
ofentry. Th.e system envisioned under th~ bill would emphasize the underlying:systems of 
control attheir source rather thariFDA's current system of finding contaminated lots offood at 
the U.S. border. This legislation also would allow FDA to evaluate the foreign food safety . 
system and to apply ~he knowledge 'gained from the evaluation to determine which food 
generally should he'excluoed from' our country. The intention for this new authority, combined' 
with the existing authority to: have FDA inspectors at the ports ofentry, is to. strengthen the food 

'. safety system in the U.S. I should add that Iunder~ti.md that as part of the Administration's 
FY99 budget request, the Agency has asked for additional funding for more inspe~tots at the 

· borders. . ,. . . 

· (d) Would· FDA inspeCtors: be r~qui~ed to.tra~el abroad io insp~ct a country's agric~ltural 
and' manufacturing practices.? ". ..".'. . .. '...., ..' . .' '. '. ' 

I assume that in order to ex~ine~country's agriculturafand production practices, FDA would. 
need to conduct some on-site examination ofthosepractices,which could include inspection of 
representative foreign facilities. FDA ipspectors alsowouid likely travel abroad-when a problem 
'detected in the U:S: is suspected to be offoreigriorigin. . 

(e) IfFDA inspectors are req~ired to evaluate a foreign country's agri~uIt~ral and 
manufacturing'practices, what specific qualifications d€?current FDA inspectors possess to 
adequately accomplish. this task? . . 

To be an FDA inspector,-'an applicant must possess certain sd~ntific training'at the colJege level 
or. above. Most;i~ fact, have degrees jn a scientific discipline. Furthermore, all FDA inspectors 
receive special training that qualifies them to pefform an inspection ofa domestic facility to 
evaluate that faCility's co'mpliance wHh US requirements. For th~FDA i~spectors who~ilI go 
abroad,additional training on'specifi'citems may be needed to conduct an evaluallon of the 

". 
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foreign system., . 

(f) Would FDA inspectors inspect and evaluate the adequacy of domestic agricultural and 
manufacturing practic,s?, ' 

-'- J, am told that if this legislation were enacted into law~ FDA inspectors would not change their' 
inspections and evaluation,s of domestic agricultural production and manufacturing practices~ 
The legislation would give FDA the expandedauthO~ity to apply information learned from, 
examinations of the foreign agricultural and, manufacturing systems and to make determinations 
about which foreign products should be excluded from t~e'U.s. 

(g) What specific domestic standards ~01ild FDA, i~spectors use to ,determine if foreign 
country's [standards] meet U.S. standards for"fruit:and vegetabJes? ' , 

I believe that ifthis legislation were enacted, FDA inspectors would u~e existing domestic ' 
standards to determine whether a foreign country;s standards meet us standards for fruit and 
vegetables or ot~erwise achieve the US level of protection for such commodi,ties. Specifically,. 
several provisions in the 'FederaL Food, Drug,'andCosmetic Act (FFDCA) establish food safety 
standards, including standards regarding the pres~,nce 'of· unapproved pesticide residues and 
pathogens; and ul}sanitary practices in manufacturing faciliti~s. Simi'iarly, there are regulations, 
such as those for low acid canned .food and seafood HACCP, established under the authority of 
the FFDCA, which set forth food safety standards': , , 

'(h) FDA is currently developing guidance on good agricultural and mant,lfacturing 
prac'tices intended to assist domestic growers in meeting 'the U.S. level of protection. Would 
you make this guidance mandatory ~o domestic and foreign growers? ' 

f'. • 

rbelieve that, consistept with ltS. trade tights and obligations, FDA will continue to apply the 
same standards to domestic and foreign growers in ordert'? p~otect public health and safety; 
Under FDA's Good Guidance Practices, guidance documelltsdo not establish mandatory, 
requirements. ' . , 

. ,',. 

..47~ Irradiation Labeling, 
, . 

Consumers and food safety experts a:re,focusing greater attention on the public 'benefits of 
food irradia~ion. For example, the FDAitselfrecentlyapproved a petition permitting 

,irradiation for red meat; As part of the national effort to improve public awareness offood 
safety, FDAMA includes a provision calling for the redesign of the disclosure label for' . 

, irradiated foods ..Further, the conference report to FDAMA stated' that the FDA should ' . 
. issue its final regulations regarding the redesign of the irradiation labeling within m:.elve 
months of enactment. 
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(a) What ~re )rourviews on tlie use Qf irradiationto ad,'~~ce food s~fety? ' 
, ..' . '.... . . " 

, j know that irradiation has been ' r~cognized as 'a step toward c~rbing foodbome illness., 
Nevertheless, it is a complement to, not a,replacement for,proper food handling-practices by, 
producers, processors, and consum'ers: ' ' , , 

Irradiation has been approved by FDA for use on specific foods'to reduce or e1i~inate . 
pathogenic bacteria, insects, and parasites. Although irradiation is not appropriate for use for 
microbial control for al1 foods, in certain cases it can add significandy"to ensuring safety from' 
risk offood·bome illness. For example, inthe case ofmeatand poultry, irradiation can play an 
important role in:reducing risk from the microorg'anisms most commonly assoCiated with human 
illness. . . , ::~ • '. ':',' " . , ',' .'" -, 

, ' 

(b) As the'FDA has approvedirradi~tio'i1 asa s~fe and effective, technology iii the proteCtion 
of public health,:\\'hat role should FDA have ineducating.consumers about thts food safety 

. :> ' tool? : ' ' 

FDA's role is to provide .the public with info~ation 6n the basis for its decisi~hsand to ensure 
. consumers that approved uses of food irradiation have been carefully and-objectively evaluated, 

for sllfety.' This can be accomplished not only through a detailed discussion Of an approval in the' 
Federal Register but also, for example; in consumer, literature such as' the. Agency's FDA' 
Consumer magazine. . ' ' 

(c)In order to present- useful,consumer information on irradiation; ,what labelhig 
requirements 'do- you propose for irradiated foods? ' , 

, , 

I understand that Congress has asked FDA to solicit public comment' on whether 'revisions to th~' , 
current irradiation labeling requirements are needed and, ifso, what form 'such reyisions might 
take. As a general matter, I believe that such labeling should b~ truthful and not misleading. In 

- . terms of specifics, I will await ~~th interest the public's advice; , , ­

(d)As the November deadlip~ provided in the conferenc'e report fast a'pproach~s, when will 
FDA pu~lish ~ ~roposed rule on irradiation labeling for pu~lic 'review? . . . 

As:mentioned above, I understand the Agency plans to s~licit.public comment'on whether 
, revisions to the current irra~iation labeling requirements are needed and, ifso, what form such 
revisions might take. I have been' informed that beca\ls~ there, does not appear to be a consensus .. 
regarding changes in labeling of irradiated food, FDA is considering whether an advance notice 

. ofproposed ruletnaking may be an appropriate vehicle to solicit additional views. ' ' 
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48. Food Safety Enforcement, 

(a) ,Following the Hudson. Foods recall, 'the FDA an,d the USDA signaJed ili'eir intention to 
seek expanded enforcement authority. While USDA has sub'initted it~ regulatory"plan, . 
Congress still awaits the FDA's proposal. In your view, in what way, irany, are the current 

, FDA enforcement tools' inadequa~e to the regulation of food safety ? 

Although this event occurred when I was not at the Agency, it is my understanding that at the 
time of the Hudson Foods recall"Secretary Glickman· announced that he would seek mand~tory 
notific~tion and recall authority \.lnder the meat and poultry laws administ!!red by the Department 
ofAgdc~lture~ The Department ofHealth and Human Services announced a si,milar intention 
for FDA. 

These proposals were directed at producers and their distributors who do not fully cooperate in 
notifying the government of hazards with their products and in removing contaminated product 
from distribution. It is my understanding that neither USDA nor FDA has authority to require 
firms to notify the government of safety problems with products, to require recalls of food 
products (except infant formula), or to levy civil monetary penalties for violations of oUf 
respective food safety)aws (except for pesticid~ residue violations). Moreover,' FDA does'not 
have other authorities that USDA has, including records inspection, product embargo, and 
subpoena power., , ' 

, FDA's current enforcement options against unsafe or mislabeled foods are limited to seeking the 
seizur~ of such food, or injunctions against offending firms thr.ough the U.S. court system and 
issuing publicity about the suspect produCts. Notification and recalls continue to be voluntary 
on the part of distributing firms. and highly dep,ertdent upon their cooperation. ' 

, ~,. 

(b) What is the FDA's time-table for submitting an expanded enforcement authority 

proposal? 


It is my understanding that the Administration's first priority in tetrils ofFDA's authority 
regarding food safety is obtaining additional authority for imported foods.: Jam informed that, , 
FDA has no current timetable for. submitting,a request for exp~ded enforcementauthorities, but.' 
should Congress be receptive to'this, I would be willing to work on' such ,an iniiiative. 

49. Delaney Clause 

(a) The rigidity of tbe Delaney Clause's 1950 ,"zero tolerance" standard for cbemical 

additives restrains tbe FDA "s capacity to utilize emerging scientific identification of "DO 


barm" Jevels for chemical.additives. In 1996, Congress took aC,tion to replace the FDA's' 

blanket pesticideresiduestanClard unde~ Delaney with a focused; scientifically-based " ~ 
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standard for measuring harm. Hasthe FD:, fderitified problems with the 1996 changes for 
pesticides? .' 

.. 

As I'~nderstand it, the Food Quality Protection Act '(FQPA) changed the p~sticide.law . 
administered by EPA, so that the Delaney anti-~ancer clause no longer applies to pesticides. 
Instead, a new health based standara is now'being applied by EPA in conjunction with other 
health-based criteria. FDA's role is to enforce EPA's tolerances for pesticide residues in food. I. 
understand that the FQPA has not caused enforcement problems f0r FDA. 

. . . '..'. . 

(b) What priority would you assign,to the modernization ofsclentific standards for food 

additiv'es, colors and animal dr~gs? 


Standards for safety evaluation must always be consist~nt with the best avail~ble science. FDA 
must.continue to. be receptive to vanous procedures for evaluating safety as .long as such 
procedures en'sure protection of the pUblic. Consistent with the level of effort needed to 
complete product evaluation in a timely and acceptable manner, priority must be given to . 
updating those standards that are most likely to improve final regulatory deCisions while 
maintaining public confidence. . . . . 

50. Food Additive ,Petition Review 

The FDA has developed a well-known reputation fo'r its slow re\'iew of food additive 
. petitions. For example, the red meat irradiation petition tookov~r three years despite a 
statuto!")' six-month deadline. In your view, "'hat are the causes of such delays and how do 

. you plan to improve the performance of the FDA's food center with regard to food additive 
petition reviews? 

If confirmed, I look forward to reviewing FDA's food.center procedures.; I think "ther!! are a 
number of reasons why food additive petition reviews take longer than most of us would like,. 

First, deciding whether something should be added to the food sl:lpply of all co~sumers requires a 
safety review process that is rigorous and complex: The review is an integrated effort of staff 
with expertise in chemistry, toxicology, environmental science, nutrition, microbiology, and 
regulatory issues who review very large bodies ofdata. . . 

, . 

Second, petitions often cannotbe approved wi~out additionfil work: Rather than denying the 

petition, the Agency often works with the petitioner to. obtain the additional infomiation 

necessary for the Agency to approve use of the additive. 


P~rhaps most important,the limited number of reviewers combined with the large number of , 
petitions results in a considerable amount of elapsed time as reviewers.complete earlier 
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. assignments. Thus, elapsedtime is considerably larger than Jeview time. 

Nevertheless, I understand that FDA has increased productivity, reduced the backlog of food 
additive petitions, and initiated steps to streamline the process. If.confirmed, I will look closely. 
at additional steps that can be taken to impro~ve the. center's performance and ensure that its 
expertise is used most efficiently. 

51. CFSAN Budget. The repeated use of unapproved user fees to provide the appearance· 
of a higher program level forCFSAN in annual budget suJ>missions raises serious questions 
regarding the Administration's commitment to this center's national responsibilities. As 
further evidence of the Administration's neglect ofCFSAN, officials of the FDA have 
testified that resources have been shifted away from the center to support user-fee funded 

. activities, in particular drug reviews. (From remarks ofLinda Suydam, Interim Deputy 
Commissionerfor Operations, FDA before the House Subcommittee on Human Resources 
and Illtergoveri,,,,ental Relations, JUlie 11,1995, ·011 FDA 'sfood additive approval process, 

. Hearing Record - p. 18.) 

(a) As a particip~ntin the de\'elopment of the President's annual budget request, has the 

FDA sen'ed as the primary advocate for user fees as a funding source for CFSAN? 


It is my understanding that the Agency's primary concern in budget discussions is the level of 

program funding, rather than the source of such funding. 


(b) If not, who champions that recommendation and what was the basis for selecting that 
funding source? 

Based on past experience, I know that the President's Budget request is the result of 
Administration-wide deliberations involving many different individuals. Since I have not been 
involved in the budget deliberations in recent years, I am not aware of who is the champion of 
this point ofview. . , 

(c)AsFDA Commissioner, how do you plan to reconcile th~ Adrriinistration's low budget 

priority for CFSAN with its high expectations in the area of food safety regulation? 


.	My impression is that this Administration, in the past two years or so, has taken a strong and 

aggressive approach to improving the safety of food. As documented in the May, 1997, report 

"Food. Safety: From Farrn·to Table, A National Food-Safety Initiative," several agencies of the 

Federal Government - including FDA -·are working together to develop speCific steps to . 

improve the safety of the food supply_ The goal of this initiative is to further reduce the 

incidence of foodborne illness to the greatest extent possible. In addition to this work, the 

Administration also has launched a number ofother initiatives to impr,ove food safety, such as 
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implementation ofHACCP-type inspectio~ systemsfor different segments of the food industry. 

I understand that the President's FY 1998 Budget request inc.1uded $43.2 million -- of which $24 

millioh was for FDA .:. for. the Food Safety Initiati~e., The President strengthened this, " 

~ommitmentby requesting an additional $101 million in the FY 1999 budget, of~hic~ $50 

million would be for FDA. " 


(d) In IightofCFS~N'srelaiiyeiy ~eakbudgetary, position compared to oth~rCenters 

within the Agency, "'hat food regulatory activities, including those' not central 'to assuring' 

food safety, may be undertaken in cooperation with industry, self-regulatory o-:-ganizations, 

or state and local entities to improve CFSAN's performance?' . ' , 


. " 

I understand that a central feature of the Administration's Food Safety Initiative is c~operative 

activities with the Agency's external stakeholders '-~'both its fellow regulators, sti~has USDA 

and the states, and the regulated industry. With the states, for example, I know that, efforts are 


'. underway to develop a "vertically integrated" food safety system.' In a vertically integrated 
", 

'system, FDA will pr,ovide guidance ah~ trainihgtq states jn the conduct of inspections. Such 
inspections will be complementary to, FDA inspections, rather than redundant. Certainly; the 
HACCP initiative in seafood is one example of FDA reliance on industry'S own preventive 
control systems as part of the food safety equation. Another)mportant component of the 
Initiative is working ~ith states to establish uniform food cod~s to guide the actions of food 
retailers throughout the country, and contribut~'to improvedfood'handling practices. Another 

, example is the two consortia in which FDA currently participates. The National Center for Food 
Safety and Technology and the Joint Institute for Food Safety and Nutrition will leverage 

" resources by collaboration. in research and other activities and shared facilities, research, 
,equi'p~ent, and scientific expertise., These'efforts should 'result in a better 'food safety system, 
that reduces duplication of effort and promotes the most efficient use of resoUrces. 

52. State and Local Role in Food Safety 

(a) Responsibility for food safety inspection and enforcement is held by local, state and 

federal authorities. Based on your assessment of our nation's -food safety system, what ' 

action could be taken to reinforce collaboratiye partn~rshipsamong gov~rn~eDt entities in 

order to maximize man-power and resources?,' . ' 


It appears ,to me that federal food safety authoritieS have been increasingly 'coo~dinated in recent' 

years. 'In developing a "vertically integrated" food safety system, FDA will provide guidance 

arid training to states in the concluct of inspections. Such inspections will be complementary to 

'FDA inspections, rather than redundant. 'Use of consistent, uniform food safety o:versight 

practices across the country by federal and loc~l officials would greatly expand the food safety 

capability; , . ' . ­
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(b)'Is the FDA's upcoming enfd~cement proposal p'remised on its capflcity to bui'ld upon 
state and local systems or to serve as a comprehensive, parallel food safety system? Please 
explain in detail the reasoning .for the FDA's policy change., ' 

"'. ' . . " . :" . ....• ,.' 

I understand that the admhli~tiation;s intent' is to establish a "vertically integrated' national food 
'safety system" under which state and federal food safety activities will be complementary and 

.. ' , cbordinatc::d, not redundant. To the extent the Agency' intends to address the adequacy of its 
, enforcement authorities, it would be doing So in. the context of its role in this ve,rtically integrated " 
,system; 

(c)With regard to m'~~sures that canredu'~etheincidence of food borne illness, do you ,plan 
to educ~te the public and ~edla on where FDA's role in assuring food safety stops, and 
that of,state anrllocal agencies and consumers begins? Please explain~ , 

, . \ " . . 

I believe that an effective f()odsafety system:requires'ihat ~ll p~ies -- including all levels of 
government as well as industry and; consumers --understand t~eir respective roles and' '" 
responsibilities. For example, FDA's new seafood HACCP regulations, c1~arly place the :, 

" responsibility on seafood processors to deveiop and implement an effective HACC!> plan. ,The 
HACCP plan is, a~dited either by an FDA or a stat~ inspector. ' And consumers, through the Fight 
BAC campaign, are being educated on the steps they~ant,*e'-- Clean, chill, cook,and 
separate/not cross-contamimite -,~' to enhance the safety of the food supply.: In addition, under the 

. Food Safety Initiative, response to outbreaks offoodbome illnesses are being closely coordinated 
,among CDC, FDA, U~I?A:; and t~e state and local health and regulatory agencies: 

, Tobacco 

53. The following questions relate to FDA's past and current efforts to assert jurisdiction 
ove,r tobacco products:' , 

(a) Please give a detailed account of the extent;ifany, to which you participated in the 
FDA's consideration ofwhetber the Agency has authority under existing law to assert, 
jurisdiction over tobacco ,products. 

I did not participate in the FDA's consideration ofwhether the Agency has authority under 
existing law to 'assert jurisdiction over tobacco prodllcts. ' 

(b) PJease explain any involvement onyour partin the preparationofthe February 25, 
, 1994 letter from C~mmissioner Kessler to Scott Ballin regarding the petition of the 
Coalition on Smoking OR Health seeking FDA regulation of low-tar and, low-nicotine . , , 
cigarettes. What does the follo~ing passage in the February 25,1994, letter mean tp you: 

'", . . ... 
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.. "We recognize tha't th'e reguiation 'of cigarettes raises s~cietal interests of great complexity . 
and magnitude. It is\'ital in.,this context that Congress provide clear direction to the 

, Agency." 
,. .. "" 

I was not involved in the preparati~~ of' the' February 25, 1994 letter fro~ fonner Commissione;· . 

Kessler to Sc~tt Ballin regarding the' petition of the Coalition on Smoking OR Health seeking 

FDA regulation of low-tar and IClw-nicotine cigarettes. 


..' .' 

(c)Taking into account the FDA's position in 1994 and its subsequent rulemaking to ~ssert 

regulatory authority over tobacco products, please explain whether you belieye it is 

appropriate for an Agency to reverse, without any congressional enactment, its 

longstanding aridconsistentipterpretation of a statute, so as to expand its statutory 

authority. What fadors distinguish the FDA's policy reversal from the constitutional 

principle, that laws be modified ()nly throug~ legislative action? ' 


. Given the recent decision by the panel for the,U.s. Court of Appeals for the 4th Circuit, and the' 

Administration's subsequent announcement that it would seek further review of that decision, I . 

believe that thi~ issue will ultimately be decided by the courts, or by Congress through ' 

comprehensive tobacco legislation. If I am confimied as Commissioner, I would obviously abide 

by any final judicial or congressional action. ' "',' "" 


As I understand it,' if statutory authority exists, the courts have held that it may be appropriate for 

a regulatory agency to change a long-standing:position, ifcircumstances have changed and the . 

agency provides a r,easoned explamition for Its chrui'gein, position. In the case of its jurisdiction 

over cigarettes and smokeless tobacco;I understand that FDA provided a detailed explanation of 

the important new evidence that had emerged since the .last occasion on which the Agency 

concluded that it lacked jurisdiction over tobacco products. This new evidence included: (1) the 

universal recognition in the 1980's that nicotine{s an addiclive drug, and (2) a wealth of , 

documents revealing that the tobacco product manufacturers have known for decades that' 

consumers usetobacco products for the pharmacological effects of nicotine, and have designed 

their produc1sto provide sufficient nicotine to satisfy consumers. tam told that none of this 

evidence was available the last time FDA was asked wh~ther ithaq jurisdiction over tobacco 

prCid~cts. I understand that with this new evidence, FDA felt it was reasonable to conclude that 

the nicotine in cigarettes and smokeless tobacco is a'drug and thai'these products deliver nicotine 

to the user like a number of other drug delivery devicesand,'therefore,tha.t cigarettesand" 

smokeless tobacco produc~s are within the Agency's j~sdiction: . , 


. (d) What is your interpretation of the states' responsibility under the Synar Amendment 

to the Public Health Service Act? Do youhaye anyiridication that the States are not '. 

taking adequate measures to enforce their minim~Iri ag~iaws? ~ursuant to the Synar 

Amendment, what authority -does t,he FDA have ill relation to' minimum age enforcement 


. powers ofthe States and the U.S. Department,of Health and Human Services? 
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It i~ my understanding that under the Syriar.f\I11endment, States are' required to have in effect 
laws which prohibit the sale of tobacco products to minprs asa coridition of receiving federal 
substallce abuse prevention and' treatment grants. F:urther,States'must conduct certain. " 
monitoring activities and ,attempt to meet certain negotiated rates of compliance in order to 
receive the full amount of their grants. Although the Symir program creates incentives for States 
to enforce their prohibitions on sales to minors, my"understanding is that it does not require any 
particular type of enforcement program; The disturbing prevalence of youth smoking and the 
studies indicating that in many.locations children can' easily purchase ,tobacco products are some 
indication that historically, state laws prohibiting the sale of tobacco products to children have 

. not been adequately enforced .. I am not aware that the Synar Amendment grants FDA any 

speCific authority over tobacco products . 


.: "" 

. . 

(e) Dr. Kessler initially rejected a nicotine ban while serving as FDA Commissioner but has 
since recanted this decision to push vigorously for FDA authority to ban nicotine. Based on 
your experience at FDA when Dr. Kessler formulated his initial. position t what factors 
define your position as FDA Commissioner on the extent of FDA's authori,tyto regulate 
nicotine?W()uld you.support such a ban? . :" . . " 

As I stated in response to an earlier 'question, FDA~s authority to regulate tobacco products is 
, currently before the courts. IfI am confirmed as Comm~ssioner, I would obviously.abide by any 
final judicial or congressional action. . 

Although FDA under Dr. Kessler concluded that a ban on'tobacco products would not serve the 
'public health'because of the l~ge nUmber of adult's already addicted and·the probability of such a 
ban creating th~ black market, my understanding is thatthe Agency did not conclude that it 
lacked authority to regulate nicotine. Instead, FDA determined that other steps, including 
restrictions on access and advertising, would better serVe the public health by preventing young. 
people from becoming addicted to tobacco. Based on the reasons given above, I do not believe 

. that a bat'l;on'nicotin,e would best serve the public health . 

. (I) The Clinton Admi'nistrationhlls'u'tiIized executive orders to iinplement aspects of the 
FDA's tobacco rUlemaWng when disputes ovedts' implementation have arisen. Is it your' 
intentiontopurs'ue an executive'order track.s~ould Congress continue its' work on . 
legislation regarding teen access to tobacco beyondthis session? What ·factors Justify the 

. use of executive orders to bypass' Congressio'nalaction on this issue? Are there other areas' 
of concern to FDA where executive orders are or may be used ,in this manner? . 

. I am aware that the Administration has ~ecently .issued executive memoranda With respect to 
,. tobacco, but I do not believe these executive actions related to implementation ofFDA's tobacco 

rule. . .' .. " ., 
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'(g) Do you believe Congress should approv~ any action by FDA "to ban nicotin~ before it is 
to take effect? What role, if any, would reducing or eliminating nicotine incigarett~s play 
in reducing the overall risk to the public health posed, by' cigarettes? 

, " 

As I, stated in response to an earlier que~tion, FDA's authority' to' regulate tobacco products is ' 
currently before the·courts. IfI am confirmed as Commissioner, I »,ould obviously abid,e b):' any " 
,final judicial or congressional action. . ' " , ' 

As I also mentioned in response to an earlier question, based on all the information currently 

available, I do not'believe that a ban op nicotine would best serve the public health. 'And,-it is 


, my understanding that the regulations issued by the Agency in August 1996 do not affect the . 
nicotine in cigare~es and smokeless tobacCo products. However, if the Agency ever took steps 
to ban nicotine, under existing law Congress would have the opportunity to enact legislation to 
block such a ban before it takes effect. I believe that Congressional review in this context would 
be appropriate. 

(b) Do you believe'that cigarettes should. be regulated as drug delivery devices? Please 

explain. " 


AsI stated'in response to an earlier que~tion,FDA's authority to iegtilate'tohaccoproducts is 
currently before the courts., If! am confirmed 'as Commissioner, I wO,uld obviously abide by any, 
final judicial or. congressional action. ' 

I would note that Senators Frist and McCain included a provision in the Senate tobacco, bill that 
would have regulated tobacco products under a new, separate chapterbfthe Act, and would have ' 
made it cl,ear that the regulation of tobacco does not affect' other FDA-regulated products; In my . 
vit:w, this approach has considerable merit. ',,", ' " .. . 

, . 

(i)Whether your answer to (h) is yes or no, do you belie,'e that FDA should regulate 

cigarettes on a "performance standard" model or a "substantial equivalence" model? 

Please exphiin. . , 


The performance standard and substantial eq~ivalence models are not mutually exclusive, arid 

both could be used to regulate the same device category. As I understand it, the Senate's' 

comprehensive tobacco bill included performance standard authority, and, for new tobacco 


. products, provisions similar to the premarket review and substantial equivalence authority in 
'device law. While I would like to study this issue further and receive additional information and 
views concerning tobacco products before proposing $e appropriate model or, models, the ' 
approach taken in ,the Senate bill appear~to provide the Agency with appropriate flexibility. 
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(j) Do you believe FDA should regulate tobacco through a separate certter? Please ~xplain. 

The tobacco program currently is housed in the Office of Policy within the Office of the, 
Commissioner. I am aware that the Agency has had preliminary internal discussions concerning 
whether the program should be moved out of the COJ!ll11issioner's Office, but I believe it is 
premature to say whether the Agency should create a,new center to regulate tobacco. If! am 
confirmed, I will review this issue and consider su~h factors as funding, staffing levels, court 
decisions, and possible impacts on other Agency programs and responsibilities before ' 
determining whether a new center should be created. 

(k) In tbe regulations asserting tbe jurisdiction over tobacco, FDA defined "intended use" 
based on "foreseeable effects" and "consumer use." In your view, aretbere any otber 
product categories not now regulated by FDA that could or should be subject to tbe 
foreseeable effects and consumer use theories of the terms "drugs" and "device" as 
described in the FDA tobacco regulation? 

I am not aware of other product categories currently unregulated by FDA that I am prepared to 
conclude should be subject to the "foreseeable effects" and "consumer use"'theories.' ' 

(I) Is it your view that the purpose of regulating tobacco products at the FDA is only to 
reduce and/or eliminate smoking by individuals under the age of 18? Ifyes, is there I,lny, 
circumstance urider which you would assert that FDA should execute policies to reduce' 
smoking among those 18 or 'older? . 

My understanding is that FDA's final tobacco rule states that the goal of the rule is to effectively 
reduce the deaih and disease caused by' tobacco products. The evjd~nce demonstrates that one 
highly effective, method' of achieving this goal is by preventing children and adolescents from 
starting to use tobacco products. More than 80% ofadult smokers had their first cigarette prior 
to their 18th birthday. Approximately one out of every three young people who become regul~ 
smokers each day will die prematurely as a result. If the number of children and adolescents 
who begin tobacco use can be substantially diminished, tobacco-related illnesses can be 
correspondjngly reduced because studies suggest that anyone who doesnot begin smoking in 
childhood or adolescence is unlikely toever begin. 

. . . . , 

One area in which FDA actions have a direct affect on smokers 18 years of age or older is in the 
review process for smoking cess,ation products. In carrying out the Agency's mission to review 
and grant premarkei approval to drug and devices if they are found to be safe and effective for 
their intended u~es,FDA has approvedmpnerous products intended to help consumers quit 
smo~ing. \ ' , 

(m) In the absence of tobacco control legislation providing a dedicated source of funds :for 
FDA's tobacco control activities, please indicate which of the follo~ing sources of funding 

. .' . 
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for FDA's tobacco control efforts you would propose as FDA Commissioner: 

(i) a tax oncigarettes,the proceeds or'which are directed all, Qf in part, to completely cover 
the cost of FDA's tobacco cO,ntrol efforts; " " ' , 

(ii) a user fee, analogous to that paid by prescription drug companies, levied on tobacco , 
product manuf~cturers'to fu'nd specific regulatory activities, that pro\'ide an identifiable 
benefit to the tobacco industry such as timely review of applications for the marketing of . ,. , 

new products (if you would select this option, what would be the source of funding for any 
FDA tobacco control efforts, not co'\'eredby the user fee, that benefit the general public); 

(iii) a distinct lin~ item in the President's budget submission for the FDA requesting funds' 
to cover the cost of tobacco control efforts, which would be additive to the amounts ' 

, requested for the Agency in the absence of any tobacco controleffort; , 

(i\I) a user fee levied on all FDA ~egulated products toinctease the funds availab~e to FDA 
which it could then use for tobacco control and other activities, at 'the discretion of the .. .' . 
Commissionerj 

, , 

(v) dh'ersion of funds from current FDA activities such as the review of generic drugs, food 
safety efforts, 'and medical device facility inspections to proyide funds for tobacco control 
activities. 

l ' 
. - . , ' " . 

Ifyou would choose options (i), (ii), or (iv), would you put FDA's tobacco control activities 
on hold pending Congressional enactplent ofthe necessary legislation or find other sources 
offundingin the interim? ' . 

'In the absence of comprehensive tobacco legislation, I would expect the Agency to continue to 
seek funding for its tobacco program through the appropriations process. I am aware that the 
Administration supported using-aportionofievenues derived from tobacco legislation to fund 
the Agency's tobacco program, ' 

Medical Devices 

54. Section 205(a)' ofFDAMA contains a requirementthat the "Secretary shall consider 
whether the ext~nt of data ,that othern'ise would he requ~red for approval of the application 

'withrespeci to effectiveness can be reduced through reliance on postmarket controls."' 
This issue must be considered for both PMAproducts and 510(k) products. This section' 
was included to carry out the unfulfilled promise of the Safe MedIcal Devices Act of 1990 ' :, 
which created new post market to~ls inorderto reduce premar~et requirements, among, 
other reasons. ' . , " . 
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(a) What are your:,;iews on the ~xterit to ,,'hlch, a's a' practical matter,the use of postmarket 
" studiescou'Jd reduce data needs'in the approval process?: Forin$tance, would'you .agree 

tha(i three year study could'be reduced to ovoyears with a oJle';year postmarket study.~ .J period?'" .' "":;" ,. . .', " . 
~ t. ' 

'My undeistandi~g is that postmaiket studjes already are being .used with ~any PMAs' and 'some 
51 O(k) devic~s to minimize prem'arket data needed. Optiniizi~g the: use of postmarkett'esting . 
may reduce pr~market data requirementS, for~ome devices: For example, postmarket studies may . 
provide additional infonnationaboutiong term use of adevice, or effectiveness in a more diverse 
population. lnthese circumstances, data .that IJlighthave been: re'quested for premarket review ~ 
can be generated followin,g approval. .'1(1 amconfi~ed, I wIn continue to examine ,steps that.can 
be taken, consistent with FDAMA, to minimize the amount 'of premarket d~ta reque$ted when 
postmarket:studies can provide the appropriate consumer p'rotectidn envi,sioned in the Act. 

,1 .' , , ,---' ", " • .' ',' . ,"; ~.' ,', ~. . • ~ , " • , 

. (b) Some have suggested,ln this. conteit, the concept of a "condition'a)" approval. That is .. 
, prior to the receipt of co~plete<lata,FpA would ailow a product to be marketed, on a .' 
limited and conditional basis, until the' final results from a postmarket study were 'obtained, 
provided the .results raised no new questions of safety or effectiveness. What~re your 
views on this suggestion? " , ., ," ' . ~ "." . 

Myund~rst~nd'ing is~hat th,e Age:mcy lia$,beguntodb~elop mechanisms: to expedite approv~lof' 
and expand access to experimental therapies in appropriate circumsti:inces. in doing'so, however, 

. the Agency hasoperaied in a'mannerconsistent with its statutory mandat~ to establish thatthere 
is a reasonable assurance that devfces are safe aI1deffective before they ,are' tbmm,ercially '. '. . 
ma~keted, If I am confirmed, I look fOrWa~d to exploringallopti()It'sthatmight be available to 
improve the Agency) perfonnailce. : ' . 

, . , , ,",.- I ! ' .... 

" , 

, 55. 'Critics have ~iI'eged :that FDAautom.aticalIy'defaults to 'r;quiri.. g 'the mostburdellsoine' ' 
types of clinical trjals"---i.e. random~ed~ dmibJe-,blind;' concurrently'coritrolled-~whenvalid, 

.' ,alternative .means forj)rov.iding, safei); and~ffec!iveness, are readily available. How would 
":' .' yo~ ellsurethat such trials are r~quired o~lywhen absolutely'nece~sary? ' , ..', 

. , ". , . 

As I stated previously.'T:~n~ire'ty ~gree that FDAshou'tdrequire onlysuch data as arenecess~ 
for the Agen~y to make .the detenninations req4ir~dunder .the statute . .I woufd 'Work to ensure 

, th~t FDA-adheres to its current commitment to work closely with th~ ~ponsors ofcliniCal triais to 
decide whattype(s).oftriais are the illost Hkely,;topfoduce the most usefulclinicalihfonnation in 

. , the short~,st arno.unt 9ft~ine and, at the sam~time';'to provide.adequate protections for clinical· 
trial ,participants. , . , '.'.,' 

• '" '\ t' 

.. 
One importantm'echanis~ to ~nsureth.at this approach 'is utilized is t'opmvide ne~~s,s~ 
• '. r ; . ' •• '.~'.',' • " *' , .. ' 

",'.... 
,/ . '. 41 

',' ' 

," 

't' • 

, " 

"-' " 

http:nsureth.at


. guidance and training about what "least burdensome" means. I understand that Center for 
Devices and Radiological Health (CDRH) has ,issued such guid~nce and is providing training to 
staff and industry about how to establish what is least burde~some. 

.. . 

56. Section 205 requires that, for 510(k) products with different technological 
characteristics, FDA 'shall only request necessary informatio~ and shall consider the least. 
'burdensome means of demonstrating substantial equivalence. How would you ensure that 
reviewers are liQ1itingrequirements to only that which is "necessary inform,at~oD?" 

. . 
I am informed that CDRH routinely provides training, including written· guidance, to scientific 
reviewers and Office of Device Evaluation (ODE) management on the 51 O(k) process, as well as 
the various provisions ofFDAMA that affect 510(k)s. There is supervisory oversight of the ' 
review process and the activities ofthe review staff, and this oversight extends to the level of 
evidence needed and.requested to evaluate substantial equivalence. As I understand CDRH's 
internal processes, direct supervisory oversight is strengthened by periodic retrospective review 
by ODE managemept of seJect 51 O(k) decisions. 

57. One of the more contronrsial aspects ofthe FDAMA debate. concerned FDA's 
tendency to ask questions about possible off-label uses for devices an~ requiring 

, manufacturers to. co'nduct research into uses not intended by the sponsor. The compromise 
position that was ultimately included in FDAMA applies only to situations i~ which the 


. Agency finds that the device is reasonably likely tp be used off-label and that such use 

,could cause harm. In such cases, aprocedure is required which'should result in a timely 

substantial equivalence determination .with the requirementfodimitations in labeling to 

accompany the produc't:WilI you affirm that as Corrtfilissioner you will implement this 


.provisio!,& such that any consideration of any limitation on the labeling of a device shall 
occur after the substantial equivalence determination has been made. Please describe any 
situations in which you would deviate. from this sequential approach to this provision and 
explain why. 

Yes. I agree that 'under FDAMA any consideration ofany limitation on the labeling ofa device 
should occur after other issues related to substantial equivalence ha~e been resolved. I ' 
understand that the CDRH has adopted this approach and has issued a guidance document 
regarding this provision. ' 

58. Duringyour tenureat,the FDA,from 1997-1994, product clearance and approval times' 
increased to 184 days for:510(kYapplications and 649 days for premarket approval (PMA)' 
applications. These figures are well above the .congressionally mandated review times'oJ 90 
days for 510(k) and 180, days for PMAs. Moreover, the baddog of over due 510(k) 
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applications reached its all-time high three months before y~uJeft the Agency. During this 
time, European patients were receiving many advanced life-saving: medical technologies 3 
years or more before patients in the United States. What Agency actions and FDA policies 
contributed to these increases in review times and delays, and what would you have done 
differently to prevent the backlog from occurring? 

We al1know that CDRH faced a number of difficult problems in the early 1990s, including 
safety probl~ms with several products, This raised questions in Congress and elsewhere about 

how the CDRH was doing 'its job, Congress made significant amendments to the device statute 


, in 1990 and furth~r amendments in 1992. The CDRH'sperformance was the subject of intense . 

investigation by Congress, GAO, and OIG, and as ~result, the' Agericy conducted a program 
review based on the concerns r~ised by these bodie~. 

As a ~esult of the review, we at the Agency worked to implement changes in the device program. ' 
Management deficiencies, resource questions, and the issue of clinical input'to product review 
had to be addressed. I believe the disruption caused by this series of events and the time needed 
for implementatiof) of the corrections cumulatively c~used the development of longer review 
times and the build up of a backlogin'applications, A further contributing factor, I believe, ~as 
the increased conservatism on the part of a staff that became risk-averse with respect to review 
decisions,' 

However, the program changes that were made, together:with increased resources Congress 
provided in 1994 and with the strong leadership that we put into place at CDRH, have turned the 
situation around. The CDRH now enjoys greatly reduced reyiew times and has no backlog in 
any review category. 

Finally, I should nofe that ids my understanding that during the time'period referenced in this 
question'many countries in the European Community generally required no systematic review of 
devices as a condition for marketing, and so, ofcourse, products reached the market in Europe 
faster than in the u.s. Even today, Europe's premarket review program is only partially iIi 

'effect. lain aware of a March 1996 GAO Report'that indicates that .the relative infancy of the 
European system makes it difficult to gauge its effectiveness, either in public health terms, or in 
the degree of access to new products. ' 

" 

59. Section 216 ofFDAMA permits FDA prospective access to PMA data' and information 
for \Iarious prescribed uses six yea'rs after approval of a deviceappl~cation. This provision 
was included in FDAMA at the request of the Agency. Will you apply the six-year rule, 
only to products approved after tbe effective d:de of section 216 and apply tbe 
"four~of-a-kind" rule from thf! Safe Medical Devices Act of1996 (SMDA) to products 
approved prior to that date? PJeas,e explain., In implementing this provision with regard to , 
a specific product" which of the following date will be used: s'ubmission of the'PMA or 
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, Agency approval of the PMA? 

\Vhile I look forward to learning about this iss~e In greater detail, I ~derstand that FDA has 'not 
yet interpreted or appJieq the "six-year" provision. If confirmed, I will work to implement this, 
new provision: 

60. Sin~e 1992; user fees for medical device product approvals have been included in every' 
administration's' budget.' Since the vast majority of medical device companies are small 
businesses, including a great many start-up companies with no sales, and because the 

, , 

nature of device innovation is incremental, the Congress has consistently opposed user fees 
as a tax on innovation and entrepreneurship that would' not be n~cessary if the FDA 

, managed its budget well or took advantage of other innovative approaches such as third­
party review. Do you agree with the Congress that medical device user fees are unwise? 

~ 

As I indicated previously, historically user fees ,have succeeded only when they result from 
consensus among the Agency, the Congress, industry, and consumers. I do believe that· " 
innovative approaches such as third party revi~w can helpFDA maximize its resources and speed, 
product review times. If! am confirmed, I will work diligently to ensure that the third party 
review provision included in FDAMAis implemented and evaluated in a way that is consistent 
with. congressionill intent. " , 

61. 'CDRH has made a great deal of progress in "reenginee~i~g" :itself oyer the'past s~\'eral 
:years,what are your ,;iews on,the reengineering programs adopted; particularly the PDP, 
the mO,dular PMA, and the new SlO(k) paradigin~. . 

, I think' CDRH has done an excellent job of reengineering,thelr process~s, iric1uding,premarket ' 
" review procedures. " ' , , 

., ,". Thembd~l~r ~MA review, which permits FDA t'6 r~view'a PMA in~eciions as each p~' is' 
, ,completed,should provide a more efficient way to ,rev.iew certainde,vices. It will give '"" ", .' 

manufacturers.'earlyfeeclback on areas of concern so that they carl generate additioilaldata' " 
without delaying final approval. The PDP procedures offer a way for the spoil$or and FDA to 
work together"early in the process to design the appropriate study and to agree on what lever of 
performance should constitute success: Thehe~ 51 O(k) paFadig~ allows CDRH to focus 4ts ' 
time and resources on high risk devices, while providing some streamlined ~pproaches for 
submission and clearance of well understood devices. ; , ' 

I believe that these:eengineerin~ efforts will helprnaximizeth~'performance ofCDRH. 
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62. We understand CDC and FDA are negotiating the return to FDAofresponsibility for 
the cornplexity categorization and quaJitycontrol functions of CLIA (Clinical Laboratory 
Irnprovernent Arnendrnents of 1988) pursuant to the Senate Report language in FDAMA. 
This initiative is also consistent with the current CLIA regulations. W.hat is the status of 
those negotiations? 'Please describe the funding issues associated with this transfer and 
plans for addressing those issues: Please also indicate whether, upon transfer of the 
funCtions, FDA will adopt CDC's current policies and procedures regarding cornplexity 
categorization (including "waived" status) and quality control or will actively work to 
"reengineer" or othenvise irnprove the systern. What is your position' on these issues?' 

The Department ofHealth and Human Services has important responsibilities for regulating in­
vitro diagnostic products under both the FD&C Act and CLIA. Currently, the Health Care 
Financing Administration (HCFA) and the Centers for Disease Control and Prevention (CDC) 
jointly implement CLIA. In response to congressional direction, I understand that l:lHS is 
considering transferring responsibility for the complexity categorization of IVD devices from 
CDC to FDA, although the responsibility for setting standards would remain with CDC, I have 
been advised that the heads of CDC, FDA, and HCFA currently are discussing the potential 
transfer, and that those discussions are evaluating the costs such a transfer would entail as well as 
its impact on the regulated industry, Although the transfer decision is stm pending, I look 
forward to helping to ensure that diagnostic products continue tp be well regulated and that the, 
industry and consumers will benefit from any efficiencies that may result from such a transfer. 

63; CBER has jurisdiction o\'er certain rnedical devices which are regulated by the rnedical 
de\'ice laws, rather 'than biologic ]aw~. However, CBER has not rnet rnany of the 
requirernents of the law., For exarnple, rnany 510(k)s take ,as long as 24 rnonths for 
clearance at CBER. Nor has CBERbeen tirnely in irnple~entation of FDAMA. What are 
the Agency's plans to address thosedeficiencies? What are your views on this rnatter? 

I have been informed that CBER already has taken steps to increase the efficiency of 51 O(k) 
reviews, such as adopting the 5,1 O(k) paradigm discussed in response to an earlierquestion, 
increasing the number of reviewers, and exempting certain lowe.r risk 51 O(k)'s from premarket 
notification. In addition, CBER staff have worked very closely with CDRH staff to develop' 
policies and procedures to implement'the FDAMA provisions; If I. am confirmed, I look 
forward to working closely with CBER staff to continut;: to improve itsperformance in this area, 

. 
64. FDA has done an excellent job of holding outr~ach mee~ings around the country to 
obtain ideas and feedback on initiatives that would irnprove the inspection process for ' 
rnedical device rnanufacturers. Sorne of those initiatives include preannounced inspections, . 
annotated "483" letters, and the issuance of close-out letters after inspections. What is. . 

, your position on the continua'lion of these efforts? . . 
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'I believe that outreach initiatives deveiopediri the device area should be contin~ed,andl support 
their implementation in th~ other Centers within th~FDA as they. fit the needs of those specific' 

" programs. 

65. ,The Agen-cy has published a list Of devices that are eligible for third party review and 
has indicate.d that itintends to expand the list, "oQ' a regular ba,sis." How would you ensure 
that all eligible devices are included 011 the list?, What would be your anticipated time 

, frame? What are your thoughts on.eventuallyexpandi,ng·this program to include higher 
risk Class II, Class III, and PMA products?, ',,' , 

I appreciate and understand the extensive consideration that was given to third party device 
review during consideration ofFDAMA. The fram~work set forth in the statute is both 
thoughtful and flexible. 1 understand that the listofdevices that the Agency published as eligible 
for this program has,147 types ofdevices. 1 believe 'this demonstrates a conscientious effort by 

. the Agency to put forward a viableprogr~. ,1 am told ihaUhe Agency plans to review the list of 
eligible devices on an annual basis., Recognizing the significance of thi~ provision, you have my 
commitment that if confinned, I, will give careful' consideration to ensuring the fullest reasonable 
i,mplementation of this program., ' " . ' 

Certainly, the full implementation of this important fDAMA provision will inform' us greatly in 
any'consideration ofreco~endation to expand the program beyond the parameters set forth in 
the statl,lte. 

66: FDA ran a pilot third party ~eviewprogram for'a substantial period of time without 

success. What do you believe are the reasons the, pilot did poorly? 


1 understand that one iinportant factor contributing to the industry's lack of interest in the pilot 
program was the Agency's success in reducing its 51O(k) reviewtil1)es. I am told that the 
,average total time for 51 O(k) final decisions dropped from ,184 d.ays to 111 days between 1995 
and 1998, and the backlog was eliminated., Other contributing factors may have incl~ded: (1) , 
the initial list of devices for the pilot program consisted primarily of low·risk devices with lower­
than-average FDA review times; (2) d~yice finns had to pay third parties a fee-for-service; and 
(3) third PartY review was still relatively newaiid finns may have felt less comfortable with this 
approach because they are l~ss familiar with the process. 
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. 67. '''hat measures would you' take to ensure that third party review under FDAMA works 
well and will attract submissions from industry? 

If co~finned, Jwill be co~Iriitted .to successfui imptementation of the third party review' 
4' provision ofFDAMA. A key factor inth!s will be to apply lessons learned from the earlier third' 

. party pilot program.' I. also believe the fact that the earlier pilot worked well for the limited 
, 	 m~mber ofmanufactUrers who participated in the program, combined with the expanded list of 

eligible devices under FDAMA, will'go ~i long way toward attracting additional submissions 
from industry . 

. 68. What is your view regarding the use of FDA-certified third party reviewers to review 
the mQr~ complex SlO(k)s wh'ich rely on clinical data to establish substantial equivalence? 

As I have said before, I appreciate and understand the extensive consideration that was given to 
third party device review during consideration ofFDAMA. I think it is important now to focus 
on full implementation of the statute, a process that Can infonn. our consideration of any program 
expansion. I know that FDAMA requires the Departme:nt of Health and Human Services to 
provide a report on this issue to Congress within three years ofFDAMA'seriactment. I believe. 
that the Agency will have substantially more experience upon which to base a conclusion at th~t 
time. 

69. Do you see any benefit to the FDA from contr~cting out device reviews, including PMA: 
reviews?' . , . . 

If I am confinned, my top priority will be to implement third party review Jor devices and the' 
other provisions mandated by FDAMA. Based.on·this experience, I would be open to careful 
consideration of proposals ~d mechanisms that will enable the Agency to do its job better. 
Conceptually, contracting out de~ice reviews, or portions thereof, could be one of those 
mechanisms. As Congress recognized in its structuring of the third party review program, the 
complexity·ofthe review ofPMA devices and the sigriificance.ofpublichealth concerns 
.associated with them would need to be carefuUy considered. , 

70. How would you take advantage of the contracting out authority that Congress gave to 
the FDA? .: . 

In situations where the Agency detennines that contracting out reviews will improve the 
timeliness of the review without reducing the quality or unduly increasing the cost or time of. 
such a:review, I think the Agency should exp}ore·thatoption: I think that-the Agencyshou.J9 
consider such contracts especially when the evahiation' of new technol?gies requires speciali~ed 

:. 47~, 

http:Agencyshou.J9


scientific or technical expertise. 

. . 

71. Should FDA hold up a premarket pr~duct r~view be~ause the Agency believes that a 
device will be used for an "off label" use? 

I do not think that it is'appropriate for FDA to hold up the' evaluation ofany premarket device 
submission because of concerns that the device will be used "off label." ' 

72. How do you define the practice of medicine? 

J define the practice 'of medicine as the prQfessional pursuit of medicine within the constraints of . 
federal, state, and local laws. . 

73. \Vhat authority, if any, does FDA have to regulate any aspect of the practice of 

medicine? . . , . 


As I understand it, states generally regulate the practice of individual physicians', I know that 

. FPA has authority under the Federal Food, Drug, and Cosmetic Act,for exarpple, to establish 

restrictions on the sale, distribution, and labeling of drugs and medical devices, In addition, I 

believe FDA has authority under the Mammography,QualityStandards Act of 1992 to regulate 


.. certain aspects ofthe practice of mammography, including initial and continuing qualifications 

of medical personnel whoprovide mammography services. 


74.FDAMA requires the FDA to only review the intended'use proposed in labeling fo'r a 
del'ice undergoing a premarket notification review except if there is a reason.able likeliho.od 
that the device will be used for an off label use and such use could cause harm. Iftbe 
Agency makes these findJngs, then tbe OD~ d.irector must promptly meet witb the 510(k) 
submitter to discl,lss FDA's concerns and what limitations FDA iiltfmdsto impose on 
product labeling: How can this provision work ,,:itbout delaying the clearance of a de'Vice? 

I understand thatCDRH has developed a.gu~dance document thai' outlines the procedures it . 
intends to follow in implementing this provision ofFDAMA. Pursuant to the CDRH's 
procedure~, substantial eqUIvalence decisions ordinarily will notbe delayed. ' In situations where 
the 'CDRH has aconcern about an offlabel use that could be harmful,the Agency would take no 

. ' 	.• more than the 10 days provided by the statute following a discussion of its conce~s with the 
: sponsor, 
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75. How often do ,you expect the Agency will require limitations o'it the label of a product 
due to potential off-label uses that could cause harm? ,Please provide a rough estimate of ' 
the number of times a year this authority is likely to be invoked based on the Agency's 

, experience with previous applications and y~ur vie~'s 'on the frequency with, which FDA 
should use this authority. ., , 

J have been advised that off label con~erns have not been afr~q~en(impedime'ntto devices 
, getting marketing authorization from' FDA. Moreover, I understand that the criteria under' 
FDAMA for imposing limitations in labeling are sufficiently rigorous sothat the Agency,' 
believes that it will occur irifrequently.' ' 

, . . 
76. FDAMA requires FDA to only request the "least burdensome" information necessary 
to show that two different device technologies are substantially equivaJent. 'What does' 
"least burden$ome" information in this context mean to you? 

I would construe the term "least burdensome" 'to mean the minimal al11ountofinformation that 
, d,emonstrates substantial equivalence. In some instances, least burdensome may mean relying 

strictly on comparisons of descriptive data, e.g., comparing device specifications. The least 
burdeni)()me way of showing equivalence will vary depenqing on the differences between ,devices 
and the public health consequences of those differences. 

77. How would you ,educate reviewers about the concept of "least burdensome" 

information in the 510(k) context? 


I understand that CDRH is in the process of implementIng a number 'of changes in the 51 O(k) 
program that should help ODE reviewers develop an appreciation for the importance of ' 
identifying the least burdensome path to market. Whether it is relying on "declarations of 
conformity" to voluntary standards or information generated by design controls, the alternatives 
that'CDRH has provided for demonstrating substantial equivalence through·"The New SlOCk) 
Paradigm" should help identify the least burdensome path to substantial equivalence. I believe 
that CDRH should monitor the impact of the changes thatiecently have been made in the S10Ck) 
area and determine whether additional steps need to be taken to identify the appropriate level of 
regulation'for devices subject ,to s~ction StoCk). . 

. ' ' 

78. In your' opinion should a' manufacturer of a laser intended for ablation of.prostatic 
tissue be 'able to rely on a laser intended for ablation ofntinary tract tissue as a predicate 
to demonstrate substantial equivalence? . . ' 
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while it would be inappropriate for ~e to cOliunent ~nquestions relating to the clearance of 
individual devices, I understand thatthe Agency has issued a draft guidance for industry which 
identifies the general principles that FDA will conside~ in' detemiining when a specific,indication 
for use is or is not reasonably included within a general indication for use of a medical device in 
accordance with FDAMA. I am told that the Agency has reviewed the comments it has received 
,and intends to issue a final guidance. ' " . . 

79. When a de\'ice is intended for a generaluse, and documentation demonstrates the' 
de"ice's use i~ numerous spe~ific applications within the general use, do you believe FDA 

. should permit the general use device to be a predicate device for the same or similar devices 
labeled for the specific ~sesset forth in the literature? 

, If! am not mistaken, I believe the speCific que~tion being raised here, is whether or not a sponsor 
can use published literature to support a claim for a specific use for a device pre~iously cleared 
for market with a general ~se. I understand this issue is addressed in the May 20, 1998' " 
"Guidance for Industry.":" Supplements to Approved Applications for Class III Medical Devices: 
Use of Published Literature, Use of Previously Submitted'Materials, and Priority Review." 
Basically, my understanding is that while most product applications are supported by the original 
sponsor data, reportsjn the tnedical.Iiterature may sometimes be the vehicle to establish the 
existence ofvalid scientific evidence. . . . 

80. What use do you see for standards inthe premarket notification review process? 

'I believe that standards can play an important role in the ass~ssmeht of medical device 
technologies, both in the 510(k) proces~and inother areas. I know that FDAMApermits FDA to 
recogrijze consensus standards and 'to accept ~ declaration of conformity to those standards as a 
way to meet some or all of the d~tarequirements in a51O(k) ·submlssion. I understand that 
CDRH has recognized 174 standards to date, with many more presently under review. FDA 
expects that the reliance on consensus standards will expedite the clearance ofprematket 
notifications. , ' 

81. FDAMA permits persons who choose to rely on standards that FDA recognizes to 
., declare conformance t~ such a standard to satisfy a portion or all of a 'substantial 
equh'alence requirement. FDA has authority to request any data upon which ~ declaration 
of conformance is made; Under what circumstances should FDA reques~ the data 
supporting such a declaration outside of the facility inspection process? ., 

" .. " '. ~, 

I believe the Agency 'should monitor'manufacturers' adherence to ~tandards 'during routine 
. . . '. , ' - . ~ . 
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inspections as well as when the Agency has a reason to be concerned that aparticular device does 
not,.or cannot, conform to a standard for which a manufacturer has declared conformity. FDA's 
concern might result from inconsistencies within a document, scientific reports casting doubt on 
a declaration of conformity, competitor, complaints, or other sources. 

82. How can FDA's reliance on recognized standards and declaraHons of conformance' 

save Agency resources and benefit the public health? 


FDA spends considerable time reviewing tes~ methods and data during the premarket evaluation. 
of devices. The use of standards, even on a ,voluntary basis, should reduce the time and effort 
that CDRH reviewers spend assessing device performance. The concept of a "declaration of 
conformity" to a standard and the Agency's reliance on su~h a declaration in lieu of reviewing 
the underlying methods and/or data should have a significant impact on all premarket device 
evaluations, whether it is the 51 O(k) program, the IDE program, or the PMA program. 

83. How can FDA promote harmonization of international regulatory requirements 

through the recognition of standards? 


There has been a trend toward promoting harmonization of regulatory. requirements among 
nations through the development and acceptance of harmonized standards.' The use of standards 
provides a good foundation for the harmonization of international regulatory requirements 
because such standards are arrived at through consensus among scientists and engineers in 
industry, government, and the professions. By actiyely participating in international standards 
development, FDA can help to ensure that appropriate regul~tory controls are incorporated in . 
those standards. In this way, FDA can help promote congruent requirements by those.countries 
using a standards based regulatory ,system. I understand that, since the passage ofFDAMA, the 
Agency already has recognized 174 standards that may be relied upon to meet FDA regulatory 
requirements., 

84. FDAMA requires FDA to meet with companies interested in submitting PMAs at least 
twice before the submission of an application. The first.meeting is to result in an Agency 
determination of the least burdensome type of valid scientific evidence necessary to 

. establish device effectiveness. 	In your opinion what is t~e range of types of valid scientific 
evidence necessary to demonstrate that devices ar~ effective? Please provide examples of 
devices for each type of evidence you believe, ~ould support a device effectiveness finding. 

Valid scieritific evidence necessary to demonstrate that a device is ~ffective may vary depen.ding 
on the type of device. In some 'cases where the type of device and the' medical condition are well 
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understood and. product performance predictably measures a clinical,effect, preclinical laboratory .. 
and animal data may be sufficient to demonstrate that a'spedfkdeviceis effective. Data on a, ' 
series ofpatients usi~g the device may-be sufficient where the natural history of the medical 
condition being treated is well known ~d the measurement of success.i!5 yeiy objective, outside 
of the control of the patient and free. of potential for bias in measurement. An example of this 
would be a non~invasive, w~ightcontrol·device.' Non-randomized concurrent or even ,a historical 
control might be sufficient to demonstrate effectiveness where agreat deal already is known 
about how similar devices perform, and it can be demons~rated that the control p()pulation is very 
similar'to the test population~ This type of stl,ldy might be appropriate for intraocular lenses~ " . 
Where the disease course is variable or not well defined, where the effect size is small or where a' 
comparison to some other treatment 'bf similar effectiveness is btring made, a randomized control 
trial may be neces·sary. Devices such as implantable defi~rillators are us~ally assessed in,this 

;. . . 
way. 

85. "'hat differences are there.befi\'een drug and device requirements i~ establishing 

effectiveness? ,', . ' , ' 


, I believe that the "reasonable assura~~e"'standard applied to devices is generally more flexible 
than the "subst~tiaJ evidence" standard applied to drugs. Substantial evidence to support drug . 

, effectiveness is defined as '.'adequate and well-controlled investigations," while "valid scientific' , 
evidence" other than evidence derived from well controlled investigations may be used to 

, support device effectiveness. I u~derstand that FDAMA clarified that a single clinical 
investigation may be sufficient to establish the effectiveness of a device, and that, in some' , 
circumstances, substantial e,,:,idence for drugs may consist of data from one adequate and well-
controlled study, and confimiatory evidence. " 

86. In your opinion, is there value in early meetings between future PMA applicants and 

FDA to obtain a, FDA determination of the valid scientific evidence necessary to support 

de\'ice effectiveness? ", 


I believe that there is always value in communication, particularly when it is undertaken ala 
stage where it can guide the pcirtiesin making appropriate decisions: Early consultation'between 
a prospective PMA applicant and FDA can help to define the critical issues that must be" . 
addressed in the PMA and define the type of trials that appear necessary, and to avoid 
unnecessary effort. Early di,scussion of these and other concerns can 'contribute to a better 
working relationship and avoid delays In making bene'fidal new devices available to the pUblic. 

, , ' 

87., An FDA determination.of. the least b,urdensome type 'of valid scientific evidence 
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'/ 

necessary to show effectiveness, is binding u'~less "contrary to the public healtle' In this 
, contat~ what does "contrary to the public health!' mean to you? ' 

In this context, I believe it would be contrary to the public health to authorize the marketing of a 
, product on the basis of data that failed to establish areasonable assurance of safety and ' 
_ effectiveness. I would anticipate that such ,a failure would occur principally when new scientific 

evidence emerged subsequentto the original determination about what evidence would be 
nec'essary to support marketing app~oval. This could occur where the specified scientific 
evidence failed to address an element necessary to the finding of reasonable assurance ofsafety 
and effectiveness. 

'88. FDAMA requires FDA to meet with future PMA appiicants,or persons'intending to 
market implants, and review prop~sed investigational plans or parts thereof in pre-IDE' 
meetings. From this type 'of meeting, an agreement between t~e Agency and an applicant is 
supposed to emerge. Ifyou b~comeCommissioner, what principles would you establish 
with your managers and staff to ensure that fair and reasonable scientifically based 
agreements are reached instead of agreements forced on companies by virtue of FDA's 
oven\'hel~ing' leverage in the premarket phase? 

I beIie~e strongly that staff should enter "agreement meetings" with prospective PMA applicants 
with the goal of reaching a reasonable agreement based on the law and solid science. If Jam 
confirm~d, I would encourage feedback' from companies that participate in agreement meetings' 
with the Agency and would expect CDRH management to monitor how this particular provision 
of FDAMA is b~ing applied. In those cases where an applicant believes that the Agency is being 

, unreasonable, or overly demanding, Jwould expect the CDRH to review the situat!on to ensure'" 
the applicant has been dealt with fairly. In addition, I understand that CDRIi has established ' 
mechanisms and issued guidance to facilitate review of scientific and administrative disputes in 
appropriate circumstances~ 

, 89: Under FDAMA~ any agreement reached between the FDA ,and an applicant is binding 
unless ther~ is a "substantial scientific issue essential to determining the safety and 

, ( , 

effectiveness of tal device." What does this phrase mean to yo~? 

I would expect thls to be an infrequent situation that would arise primarily when there is new 

information about a disease or treatment that could,significantly affect afinding of safety or 


, effectiveness. ' . ' " 
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90. If ~DA bound itself to an ag~eement regarding ~n investigational plan for 
demonstrating that a device is safe ~nd effective, and an advisory panel disagreed with the 
agret!d to approach,w'ould thatnecessitat.e FDA's abandonmenfofthe agreement? 

My understanding is that the criteria to nUllify a binding agreement are d~scribed in FDAMA and 
in theFDAMA Early Collaboration Meetings Guidance for Industry and CDRH Staff. I 
understand that such an agreement can only ch;mge when a substantial scientific issue essential 
to determining the safety or effectiveness of the device has been identified, and only following an 
opportunity for the sponsor to meet with FDA to discuss the scientific issue involved. If an 
advisory panel disagreed with an investigation plan, i think it would be appropriate for FDA to 
review the panel's recommendation'to determine whether the basis for that disagreement meet 
the test to overturn an agreemet:t. . , . ; 

91. In the PMA context, what does the phr~se "least burdensome appropriate means of 
e\'aluating'device e.ffectiveness that would have a reasonable likelihood of resulting in 
appro\'al" mean to you? .' , '., 

1 interpret the least burdensome appropriat~means of evaluatiI1g device effectiveness for PMA . 
approval to meanthat, after considering the nature of the device and its proposed conditions of , , 

use, the ~gency requests only the type and extent of data that are needed to establish a 
, reasonable assurance that the device is effective. 

92. The FD&C Act requires ,well-controUed clinical investigations "where appropriate" to, 
.dernonstrate effectiveness. Can you think'of situations .where the FDA could find a PMA 

device effective based on well controIJed'investigations,but not well controlled cJinicai 

investigations? 


r., . 

\. , 

I believe that the~e are situations where FDAcould rely on such investigations to support a PMA. 
. I understand that Fhe Center has approved PMA applications based on "well controlled 

investigations" that were based on animal, bench, or laboratory data rather than clinical data. For 
example, as 1 explained previously, if the type of device and the medical condition are well 
understood, ~d product performance predictably measures a Clinical,~ffect, preclinical 
laboratory and animal data may be sufficient. ' ,.' , . 

" " 

.. 
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',.93. As 'a general rule, do you believe m'owell controlled studiesare:'neces~ary to ' 
demonstrate device 'effectivenes,s? ,'" ' , , ' , " ,,' ," , " 

" 

, No., Infact, I understand that CDRH has ~eldom asked fOf more than one's~uay., 
',J 

94. How -necessary is it to have a' maskedco~t~ol in a devi~e effectiveness' studr.,7, ' 

Masked controls serve to minimiZe placebo effec(in the; experirrlental group and to reduce " 
, evaluator bias. 'Masking can involve blinding the subject to the actual intervention (single mask) 

or can mean that,neither the subject nor ~hetreatment staff know who is receiving the control or 
experimental.thera'py(double mask)~ ,'While usually Part of the plostrigorous studydesigri, 
masking may not ~e necessaryifthestudyhas'clearIy 'defined ,W1d ,objective endpoints. 

. / ' ~ I . . '. ': • • • I 

.,', '.' 

~5. In 'the t)'pical drug study doublema~kingis requi~ed to de~onstrateeffectiveness. As 
a general proposition,what type of study(ies) are neces~.ary to demonstrate device' 
effectiveness? ..' ", " ..' " '.' '" ,,' ':,', ' " '," 

Some' studies heed masking~ and others do not:' . As rsaid before, masking is usually i~ss 
, , important where the effec~ ~fan interv,ention is evaluated by use of an objective endpoint. 

CDRHhasconsiderable experience with study designs that use othercomparabilitY,methods. 1 
am told that in a recent analy&is ofclinical trial' designsforPMAs, only about half were, ;':' 
randomized, controlled clinical trials. Of these, approximately halt'w~re masked~ andbnly a 
smatlnl.lm,ber of these were double masked~ " , " , , 

',:..' 

96. In your .opinion, sho~ld theFDA,be bound to revi~,,'only the 'conditions ofu~e 

proposed' ,in a, PMA1, If not, why? '. 


" FDAMA dir'ects FDA to relyoD the cOIlditions of ~se included in the proposed labeling as the, 
basis for determining ~hether there is a reasonable'assurance of safety and effectiveness, if the 
proposed labeling is nei~her false normisleading. My understanding is that this'ls CDRH',s' " 

, current practice.. 
; ••:' n' 

.. ."' 

" 97. 'What role do you foreseeJor the,use of product development protocols (PDPs) instead . 
of PM As? .\V~y?Whatbenefits can use ofthe PDP pro~ide to the.publi~?': ' ' 

The produ~tdevelopment protocol, or PDP, pro~ides an· alternative to the IDE I PMA processes 
,for class III devices subject to premarket approvaL I believe the PDP model offers an extremely 

, ' ".' ~ 
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flexible framework for the development of. new medical devIces.' ItpI:ovides a streamlined 
method through which an applicant and FDA can reach agreement concerning the criteria arid . 
data necessary to ensure ~e safety and effectiveness of a c:lass III device prior to the start of 
preclinical and clinical trials. This apprqach can provide mo~e certainty in the device 
development process, and may encourage the development of innovative devices. CDRH 
expects use ofthe PDP authority to increase as the Center and industry gain experience with the 
process and learn which ~ypes ofde:vices are bestsuit.ed for this approach; .. 

,98.. FDAMA permits data fropt IDEs for earlier appro~ed PMAdevices to be used to 
demonstrate the safety or effectiveness ofnewer PMA devices if the data are relevant to the 
de\'ice under review and legally available to an applicant. Do you believe that FDA 
reviewers s~ouldbe encouraged to rely on earlier safety and effectiveness data from 
approved devices to approve newer devices after a showing of equivalence, established. 

· through bench and animal data and not clinical data, between the approved PMA device . 
and a newer o.,e? 

Yes, I wQuldencourage FDA reviewers to rely on information contained in approved PMAs 

when it is relevant and available to the evaluationofthe newer device. 


". ". . 	 , . 

· 99. FDAMA requires FDA .0 meet with an applicant 100 ,tJays after receipt of a filed PMA 
upon the applicant's request. IfFDA finds at the 100 day meeting that deficiencies in the. 
PMA will result in a majoramendment and the restarting of the 180 day review clock, does 
the law reqpire that the Agency pro\:ideapplicants another 100 day meeting when that 
time comes in a second or subsequent review cycle?· , 

, 	 ~, . 

1(1 am confirmed, good communicatfon will be --as I believe it is now for CDRH staff -- a 
critical and integral aspect of ·the PMA review process: CDRH has in place, and continues to . 
use, many procedures for early and continued communication with the applicant. These include 
pre-PMA and IDE submissions, interactive labeling reviews, and video and teleconferencing to 

.	discuss outstanding deficien(;ies.. I am not aware that FDAMA addressed Day-l 0.0. meetings for' 
subsequent review cycles and the Agency has not provided for such meetings in guidance on this 

• provision. It is important to note, however, that following 'the Day-l 0.0 meeting, CDRH will 
continue to promptly communicate any additional informa~ion in order to achieve final action on 
the PMA.. CDRH also is committed to providing a status letter by Day-90. for all original PMA 
app}jcations: whether or n,ot a Day-l DO. meeting is requested, in an effort to ensure early 
communication and resolution ofoutstanding issues. ' 

",.' 
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100. Do you consider a PMA approval of a'device to create speCific requirements for that 
device? If so, why? If not, why? ' 

It is my understanding that a PMA' approval of a device may create specific requirements for that 
device. For example, some PMA approvals require that certain labeling or certain cautionary 
statements accompany the device. I believe that those are specific requirements for that device. 
Similarly, PMA approvals that contain specific design requirements, for example a requirement 
that a certain size wire be used, also create specific requirements for the approved'device. 

101. FDAMA created a notification process for manufacturing changes that affect the' 
safety and effecth'eness of PMA approved devices. FDA can permit changes by not acting 
on the 30 day notice (or accepting the notice) or the Agency can request a 135 PMA 
supplement. Under what circumstances would you require a PMAsupplement for 
manufacturing changes? Why? . 

It is my understanding that the Agency intends to ,require a 135-day supplement primarily in 
those situations when the information in a change notice presents unique .or complex issues with 
which CDRH has had no previous experience. For example, changes in a sterilization method 
generally would be reviewed under a 30-day notice provision. However, if the steriliZation 
change was to a method .FDA had not seen before for this device type, it could require further 
review under a 135-day supplement. The details of thIs apprpach are set forth in a guidance that 
was issued by the Agency, and I support this approach. 

102. When a manufacturer makes an incremental modifi,cation to a PMA approved device, 
what type of valid scientific evidence would you require from the holder of the PMA to 
demonstrate safety and effectiveness? ' 

It is my understanding that the Agency'spolicy is that if an incremental modification has no 
effect on the device's safety and effectiveness, then the manufacturer can provide a.,simple, 
summary of the change in the next annual report and need not submit additional scientific 
evidence. If the modification affects the device's safety or effectiveness, supplemental valid 
scientific evidence is required. The type and extent of the information needed will depend on the 
nature of the change, arid the type of device involved. This evidence may include' additional 
laboratory, pre-clinical, or clinical evidence, depending upop what is needed to support the-
change. . . 
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103. What suggestions do you' have. to in:tprove ,the PMA supplement review process? 

I think that it'is important to asses~ the effectiveness of the proc~'ss improv~ments.that CDRH 
has been implementing. F,orexample, real:.time review ofcertain supplements and the new 
guidance on modifications and PMA, supplement requirements hold considerable promise for 

process improvement. In addition, FDAMA made 'a number ofchimgestha~ are being put into 


, effect. Once CDRH has had the opportunity to implement these steps, we will be able to assess 

the merit of further potential changes. . ' ..' , 

.' . 
104. Should pan~ls be briefed by FDA staff about PMAs or other matters subject to panel 
review before meetings? If so, what pre-me~ting opportunity, if any, should applicants 
have to receive the information communicat~d to'a panel? ' 

Yes. Before individual panel meetings, advisory panel members are sent pre-meeting "panel 
packages" to assist the members in preparing for the meeting. These packages primarily include 
the data obtained from ,the clinical trials andlab~ling for the product. I understand that under 
FDAMA, FDA is providing to any person whose device is specifically the subject of a ' 
classification panel' review,the same access to,da.ta and information about the device as that 
submitted to a classification panel. The Agency; s implementation ofthis new requirement is 
described in the "Guidance on Amend~d Proc'edures for Advisory Panel Meetings. ~~ . 

105. FDAMA reforms to the advIsory. panel process require that PMA applicants receive 
"adequate time" to respond -to "differingviews." In your opinion what do these terms 
mean? What procedures should be in place to'ensurethat applicants have an opportunity 
to make effective. responses to differing views?" ,. ..... , . 

I understand that in.the"Guidance on ~~nded Pr.o~edures for.Advisory Panel Meetings", the 
Agency describes how this section of the Act is being implemented.· The sponsor of a PMA and 
the Agency are given an equal amount of time to address the panel, with each presentation, ­

,generally allotted 60 minutes. If a sponsor makes a requestfor more time to present its 
application, th,e Agency grants stich requests as'time permits.- . 

However, it is'myunderstanding arid experience with advisory panel meetings that one-hour is 
normally sufficient to clearly present a device andsupportin,g data. It is important in planning 
an advisory panel meeting agenda to e~sure that the p~el will have sufficient time to discuss the 
issues and provide advice to the Agency. Following the initial presentations, the sponsor and 
FDA each are provided equal opportunities to clarify issues that arise during discussions .. 

. ( . 

. . 
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106. What contributions should a panel mak~:toa PMA review? What weight should 

pan~! decisions be given by the Agency? . 


.	The advisory panels provide independent advice and recommendations to the Agency 'on 
scientific andtechnic~l matters, including clinicafexpertise related to th~ development and 
evaluation of medical devices. I believe, that the cliniclll and academic experts that serVe as panel' 
members provide FDA with a perspective that complements the in-house scientific review ,staff. 
Consequently, the Agency has given panel.advice great weight in making FDA's final 
determinations, but it is importimt to note.that theadvisory panels make recommendations tothe .' 
Agency not decisions, and that these recommendations are o~ly part of the entire review process . 

. 107. When scientific controversies exist between an applicant and fDA what ,mechanism 
wo~ld you useto resolve them? , 

My understand'irig is that FDA~s regulatio~spro~ideapplicants with'several me~.h.anisms to 

resolve scientifi,c controversies, including informal appeals through the superVisory chain, 

cons'ideration by an advisory committee, and more formal administrative review. FDA 

encourages use of informal mechanisms, particularly review through the supervisory chain, . 

because they ordinari.ly provide quiCK' and effective resolution of co~troversies. " ,: 


108. In your opinion, does 'FDA's longstanding generai supervi$or1: review regulatio'n 

provide a specific means to. appeal scientific cont~oversies, tbus largely moottng'this 

FDAMAprovision? 


It is my understanding that tllese provisions ar~ complementary and, taken as a'whole,'thes~ 

mechanism's provide a" comprehensive and effective means of resolving scientific 'controversies~: 


, , ., 	 . 

, 	 .... . 

109. What suggestions "do you have to strengthening the FDA's process for resolving 

scientific disputes? . 


The most important step FDA can takeis to better publicize its appeals mechanisms. We need ,to, 
make clear that FDA is receptive to appeals, that we have awide range of appeals mechanisms 
available, that appeals wiI.1 be dealt with as quickly as is possible, and that parties that bring a 
dispute to FDA will be treated fairlyand need not fear reprisal. I understand that FDA has ~egun 
to take steps to make this information more widely' available. . ' 
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110. What is your view about the scope of~ devic~ preemption under section 521 of the 
FD&C Act? . 

Section 521 addresses the general issue of when th~ Agency's regulation of devices preempts 
state laws. Recently the issue of how this section affects state tort litigation has become 
controversial. In fact. FDA recently proposed and then withdrew a proposed regulation 
addressing this issue. If I am confirmed·.l would expect to review this matter closely . 

111. In your opinion, should a lay Judge and jury be permitted to find a FDA approved 
label for a PMA de"ice inadequate and, thus, the basis for a finding of negligence by the 
device's manufacturer? 

I understand your question generally to be whether an FDA approval preempts or forecloses a 
finding of negligence under state tOrt law. The issue of federal preemption of state tort law is a 
complex area that i~volves abroad range of governmental and private concerns. For these and . 
other reasons, FDA recently withdrew a proposed regulation that w~s relevant to this issue, and I 

, certainly support that action. 

112. Generally, under what circumstances should FDA issue warning letters?, If a 
company responds to a FDA inspection which documents manufacturing de~iations, and. 
the Agency finds the response acceptable,doyou think theA.gency should still issue a' 
warning letter? 

, I It is' my understanding that it is FDA's policy to issue warning letters on1y for those violations 
that may actually 'lead to enforcement action if not promptly and adequately corrected. It is my 
opinion that in the case where a firm responds to an inspection finding and the Agency deems the 
response to be adequate, a warning letter usually is not warranted. However, a·final decision on , . - , 

whether to issue a warning letter should depet:ld on a variety of factors, including the compliance 
history ofthe firm and the speed with which the firm intends to correct the violation.' . . 

113. Under what types of circumstances should FDA use pUblicity to ac~ieve a consumer 
protection result?· 

I believe that FDA should use publicity wisely to prqvide the ~erican people with critical. 
, useful public health information in an accurate and timely manner," thi~·that some 
circumstances in which publicity is effective are announcements of recently approved products 
that may provide significant' new clinical benefits and options to patients; warnings about· 
adulterated or misbranded foods, drugs and devices that are being withdrawn ot recalled from 
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the market because they may pose serious or 1ife-threatening health risks; and continuing·, 
education efforts such as FDA's Office of Women's Health "Use Med~cines Wisely"campaign. 

114. What role should guidancedocuin~nts"policy s'tatements and points ,to consider play 
in FDA's implementat.ion of its sta~utory policy? ' 

I understand that FDAMA and FDA's Good Guidance Practices,which were published in the 
Federal Register on February 27, 1997, treat po1icy statements and points to consider as .­
guidance documents. Guidance'documents clarify statutory and regulatory requirements' ana 
explain how industry may comply with those requirements. They also provide speci.fi~ review 
and enforcement approaches tohelp ensure that FDA's employees implement the Agency's 
mandate in an effective, fair, and consistent manner. Guidance documents do· not establish 
legally enforceable rights or respons'ibilities and are not legaUy binding on the public or the, 
Agency. ' 

115. Ifyou were Commissione-:, what communications would you allow between the 


, 
Agency and . regulated persons prior to the publication of a guidan~e do.cument? A 

regulation? 


, If confirmed, I will work diligently to continue to improve the communication between the 
Agency and the regulated industry. It goes without saying that communications between the 
Agency andany party prior to p1.,1blication of a guidance document or regulation must be 

. consistent with the Administrative Procedure Act, the Federal Advisory Committee Act, the 
Agency's regulatic)Ds, and theAgency's need to issue guidance docuInents and regulations in a 
timely manner. I understand that the Agency's procedures are set forth in its Good Guidance 
, Practices and regulations, which' recognizes the importance of full and fair, opportunity for ' 

discussion. 


, . 

116. In your opinion, do youb~lieve the best means of implementing a law is th~ougb 

guidance documel)ts? Uso, why? Ifnot, why?', 


Issuance o'f guid~ce documents is one important tool used' by the AgencY'in implementing its 
, statutory obligations. Guidance documents also serve as an important mechanism for informing 
industry about the Agency's interpretation of the law. As FDA stated in publishing its Good 
Guidance Practices,guidance documents can be helpful in clarifying statutory and regulatory 

. requirements. Whethe(stich additional explanation is necessary or important will vary 
depending on the statutory provision being implemented. . 
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'117.' What is your o-p'inion aboutthe'FDA's proposed, and recentl)~ withdrawn, regulation 
,on preemption t~at was publish~~ in the Federal Register in December 12, 1997?· 

I was not involved in the decisionto~ithdrawthe r~gulation. But b;ised on what I know, FDA 
made the'right decision to withdraw the rule. I believe the withdrawal wiII allow the Agency to 
consult with all affected parties in assessing preemption. ' ", 

118. In complying withFDAMA's requirements to devise a pJan to~ among other things, 

meet statutory ,time frames, how would you ensure that FDA complies, with the 180 day 

PMA review and' 90 day StOCk) review requirements? 


'Under FDAMA, FDA was directed to pr~pare- and pubIlsh an Agency Plan designed to bring the 
Agency into compliance with its obligations under the Act, and to identify such additional 

, authorities, resources or other measures that are necessary to achieve full compliance. As part of ' 
this effort, I understand FDA is in the process of meeting with its stakeholders to develop , 
objectives and mechanisms to achieve this goal., , 

Managemen't Issues 

119. Until enactment of FDAMA, FDA op'erated without a statutorilydefined mission 
statement. In addition to providing your thoughts on the Agency's current mission 

. statement, please de~cribe, any revisions or additions that you believe are necessary. 


. , 

I, concur with the mission statement included in FDAMA, which I understand was part of a 
several year process that fQ~used on the purpose and, performance of this Agency. ; Ido not have 
specific revisions or additions to the mission statement to suggest at this time. ' , 

120.. In terms of resourceprioritization, how wouJdyou determine FDA's staffing and 
funding needs with respe~t.to each of the Agency's centers,and the Office of the . 
Commissioner? Please address each category, i.e., CDRH, Office of the Commissioner, 
separately." . ' , 

If I am confirmed,' I intend to focus on setting resource priorities among the various .. 
organizational entities as well as ~ong various Agency activities: It is difficult to' answer this 
question withoutthe detailed review that I plan'to undertake. I ,would be pleased to share my 
thotightson this qu~stion with ttte.Cornmittee once I have had the opportunity to'assess how 
existing priorities have been set and any chang~s that I believe may be necessary to meet tlie 

, Agency's critical miss~ons. 
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121. The Occupational Safety and Health Administration (OSHA) has indicated its 
intention to promulgate draft rules perhiining to natural rubber latex gloves (which can' ­
cause allergies) and unshielded syringes (which can cause accidental needle sticks). '. Regulation and oversight of each medical device unquestionably falls under the jurisdiction 
of the FDA, not OSHA. In an effort to eliminate the unnecessary duplication of 
responsibilities between two agencies, do you believe that in general the FDA should claim 
exclusive jurisdiction over federal matters that clearly fall within its regulatory 
boundaries? . 

This is a difficult question that I would need to review in more detail. It does seem that FDA's 
statutory authority to assure that medica] devices are safe and effective for their intended use may 
not include all of the occupational safety and health responsibilities of OSHA. At a minimum, in 
those cases where the agencies have overlapping responsibility, as in the two examples cited of 
natural rubber latex gloves and unshielded syringes, the agencies should work together to 
coordinate their efforts so that government can speak with one voice and not cause corifusion for 
the public or for regulated industry. 

. . .' .' . ' 

122. With regard to the regulation and oversight of natural rubber latex gloves and 
unshielded syringes, do you believe that the FDA should assert exclpsive jurisdiction on' 
this matter? 

Please see response to number 121 above. 

123. Early this y~ar, the public was confronted "'ith breakthroughs in cloning techniques 
. and the theoretical possibilitY of cloning a human being. The following questions are with 
regard to FDA's role in this area and your views: 

(a) Under what conditions-would you consider it acceptable to clone a human being? 

I support federal legislation that would make it illegal for anyon.e to create a human being 
through cloning. In banning this particular research, however, we must be very careful not to 
prohibit important biomedical research that holds the potential cures for serious and life­
threatening diseases, including cancer, diabetes and spinal cord injuries. I know that there are 
different legislative proposals before Congress on this issue, but I have not reviewed them and 
thus should not commenton them at this time. Any propo.sal in this area would have to be 
carefully crafted.·, 

" 
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(b) How wo~ld you define a human. being in this 'co'~text? 

A cloned human being. would be. a person produced through 'a ceilular copy' ofa pre~existing
. human being. ..... .' 

(c)What is you'r view of tlie extent of FDA's jurisdiction o'ver the cloning.of a human being? 
", - . ' 

. .- . 

My understanding is that the Agency lias: taken the position that it has the au~hority to. regulate 
.. the conduct of re'search to clone a hUl)1an being. The Agency's view is that such research would 

involve highly manipulated human tissue, and as such, would be subject to IND requirements.­
FDA stated that there were a variety o{safety questions that would need to beanswered'before 
the agency would allow such research' to proceed, and that researchers would ne~d to address 
questions related to infonned consent. I look. forWard toreviewing'carefully FDA's policy if! 
am confinned by the Senate .. 

(d) What approach to the regulation of human germ tine ~ngineering should the FDA 'take? 

I believe FDA's primary role is to evaluate the safety and effectiveness ofemerging medical 
'technologies and potential therapies. My understanding is that any research to engineer a human 
being through manipulation of the human genn line would fall undt:r FDA jurisdi'ction and . 
would require~ IND, InCluding Institutional Review Board (IRE) review and infoITlled consent. 

.::' (e) Do you think FDA has a role in r~~ulati~g ill' vitro fertilization?, Pleas~ explain. 

I am aware that in February 1997 FDA announceq a comprehensive plan to regulate tissue and 
cell based therapies. ,FDA's approac~ toreg~lating these therapies is tier-based accordi'ng to risk. 
Reproductivetissuesare part of that plan. ,In addition; FDA has issued a rule.that regulates the 
devices used for 'in-vitro fertilization, such as media culture dishes as well as instruments used 
for implantation .. 

(f) .With regard to a hu~an embryo pr~duced by .somatic ~eil.nuclear transfer, FDA has .' 
assertedauthori~ to regulate this entity. Would you'propose to regulate this entity as a 
medical device, drug, biologic~combination product, cell, or tis'sue? Under what authority 
in the Act would FDA. make this decision? Please also aiis~'er the immediately precedhig 
two questions with regard ~o a transgenic embryo. . . . . 

'1 understand .that FDA has conclud.ed that it ha~ jurisdiction over somati~ cell clones and 
cloning activities based on the biolog~cal products and communicable disease provisions ofthe 
PHS Act and the drug and device provisions of the .FD&C Act.1'11especific product .. . , 
classification wOllld depend on '3 number ofJactors, including the product application. I would . 
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assume that these statutory authorities also would apply inthetransgeniC area.' 
.," 

124., Do you belaevethat. the Agency ~an meet the performance goals specified in .the, 
, reauthorized Prescl."iptio'n Drug User Fee Act? Ifnot, why not, and what would you do to 

ensure that the PDUFAII ,performaric.~ go~1s are met. ' 

, Yes. The Agency is confidellt it can meetthe PDUFAII performance goais and I am colllffiitted 
. to a~hieving these g<;>als. ' 

, ....) 

125. What initiath'es would you take to further reduce total drug developmen't time? 
" . . )" 

, I recognize that total drug development time is influenced by a nU!Dberof factors. FDAMA 
embodies specific performance goals and proce<iures as part of the reauthorization of PDUF All, 
that'are expected to'reduce drug development time. These ,efforts will expedite getting drugs to 
patients without compromising the safety and effectiveness standards that patients and ' 
practitioners clearly' expect. ' ' 

Under PDUF A I, the ·time from submission of marketing application to completion of review has 
been reduced substantially., I believe that the k~yto' further reduction of drug dev~lopment times 
lies in shortening the period between the filing of an IND and an application, arid ·in improving 

,·the quality and reviewability ofdata in the application. We need to continue to: to improve 
commuriicationswith sponsors regarqing FDA requireme,nts'and FDA assessment of plans and' 
data during the developmental phase; better target research to identify 'and address problem areas 

, "in drug development and review; and promoteintemationa1 harmopization of requirements .for' 
data and documentation.' " ' 

126. Do youthink.Age~cy personnelshould carry out research unrelated to its 'mission; i.e." 
basic research? What about ;mission-directed ,research, i.e., research that improves the' 
Agency's ability to carry O'ut its regulatory fUllcti~n? 

, As I stated in response to an earlier question~ re,search condu~ted at, FDA must be relevant to the 
miSSIon ofthe Agency and contribute to the scientific basis fo~ the Agency's decision~. Often' 
FDA research provides data to support regulatory decisions and policies that are not available . 
from any other source. At"present, only FDA can conduct research using the large database of 
information submitted to it ~y industry one application at a time: ' 

T~ stay abreast of newly dev~loping technologies and regulatory issues iaisedby a rapidly" 

changing array of new products~ it is important forFDA scientist~to be well grounded in a 


, ',.'. ­
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continuum of research from basic and applied to clinical investigations. A full appreciation of 
basic research often is necessary to support the critical decisions to approve a·new product, retain 
a prevIously approved product, or remove a productlrom the market,' Providing opportunities to 
stay involved in research is also a means :to recruit and retain some of the most able regulatory 
reviewers. Without such scientific talent, the Agency would risk having its decision making 

, compromised,' ' 

127. What will you do to 'ensure th~t new initiatives, like food safety and tobacco, do not 

'draw resources away from otJter FDA priorities? 


, . 
My understanding is that the Administration has included specific funds in its budget request to 
implement the new initiatives -in food safety and tobacco with.out drawing resources away from ' 
other FDA programs. Ifthese funds are not available, the Agency's pri9,ritieswould have to be 

, reassessed within the context of the funding amounts provided. If I am confirmed, I willwork . 
with the Administration and' the Congress to ensure that sufficientresources 'areavailable for full 
and timely implementation. of FDAMA and other key pri.orities.'. ' ' 

'128. Do you suppor( the "waterline" concept for FDAappropriatioris'and user fee , 
, collection which is intended to ensure that PDUFA fees are additive to and not a substitute 

for appropriations to FDA? 
. " 

As I indicated in response to a previous question, historically, user fees have succeeded only 
.whep they resulted from consensus among Congress, the Agency, iridustry; and consumers. The' 

, , 

original enactment and recent reauthorization ofPDUF A, for example, were the product ofthe 
collaborative effort among all of thesegroups.PDUF A includes provisions to ensure that the 
fees paid by industry fund improvements in the program; .I believe such protections were critical 
to the consensus necessary for PDUFA's enactment. ' ' 

(a) Will you actiyely advocate presenaiion of the waterline and protect t.he Agency's 

budget? 


I would stro~gly advocate preservation of the Agency's overall budget level, andilienotion that' 
PDUFA fees are additive to appropriations, ' 

" ! • • 

129. What will the role be of th'e new "Chief Scientific Officer" at FDA? How will 'this 
, position be funded? 

66 



To. meet thech~dlenge Qf the' neW biQIQgy' and technQIQgicalinnQyatiQns Qf the 21st century; the 
Agency needs to. be at full strength in its scientific base. It is my understan~i~g that this PQsitiQn 
was created to. acidress thisimpQrtant issile~ If I am cQn.firmed, I am fully committed to. 
reviewing the science needs Qfthe Agency'aIid implementing steps to. assw:e that the strQng 
science remains the,basis Qf the Agency's product reyi~w and PQlicy d,eeisiQnmaking. ,. 

130. Ifconfirmed as FDA Commissioner, what would you do to ensure that the progress 

made during the International Conference on Harmonization continues? " , 


I was pleased to. nQte that ,FDAMA cQntains prQvisiQns in supPQrtQf harmQnizatiQn. The' 
InternatiQnal CQnference Qn HarmQnizatiQn has been very successful in r~aching CQnsensus Qn 
mQre than 40 scientific guidelines fQr technicid requirements' fQr drugs. At the saine time, the' 
reSQurce cQmmitment is cQnsiderable, involving as it dQes seniQr level staff frQm CDER; CBER, 
and the Office Qfthe CQmmissiQner. ,I can assure yQU that, if confirmed, these effQrts y.rQuld 

, have my SUPPQrt. Assuming that required reSQurces remain available, I WQuld expect FDA to. 
cQntinue to. cQntribute to. these harmQnizatiQnefforts. " 

131: Do you foresee an eventual harmonization of global regulator1' systems to (h'e point 
,that mutual recognition of approvals is pc:>ssible? ' 

, " 

Historically, nations have apprQached regulatiQn of fQQd', drugs, cQsmetics, and medical devices 
frQm a ,va~iety Qf philQsQphical' and statutQry bases. HarmQpizatiQn,or even equivalence, 
requires a CQmmQn view Qf the Qbjectiv.es Qf regulation. That cQmmol1 visiQn amqngnatiQns is 
closer for SQme FDA-regulated prQducts than fQr Qthers. The InternatiQnal CQnference Qn 
HarmQnizatiQn (a gQvernment and industry cQnsQrtium amQng the V.S., Japan, and the EC) is an 
example Qf a harmQnizatiQn exercise that was enabled by a CQmmQn visiQn Qf what safety, 
quality, and effectiveness means fQr pharmaceuticals fQr human use. For medical devices, such a 
CQnsensus has Qnly begun to. eVQlve. It dQes nQt seem likely that U.S. recognitiQn Qf apprQvals 
by Qther cQuntries will QCcur in the near future. ' 

132. Do you support mutual recognition of product approval~? If not, why not? 
'. 

First, I fully SUPPQrt FDA's participatiQnin wQrldwide effQrtst~ ha.rmQnize r~guhitQry' 
requirements. 'There is a great deal w~ can accQmplish to. the benefit Qfpublic health thrQugh 
harmQnizatiQn 

, 
Qfrequirements fQr prQduct

, 
testing and data submissiQns.'As I discussed earlier 

" . ,,. . . , . 

hQwever, there are many cQmplex issues and differences amQng regulatQrY systems that must be 
resQlved befQre the mutuaLrecQgnitiqn Qf prQd~ct apprQvals coulcLbe PQssible. 
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13~. Many federal agencies engage in formal and informal discussi~ns with regulated , 
, industries and consumer gro'ups, including regulatory negotiations ("reg*neg"), prior to 

publishing proposed regulations in the Federal Register. By contrast, FDA generally 

conducts only internal discussions before publishing proposed regu.Iations in the Federal 


, Register ~ Do you intend to adopt the "reg-neg" model, so tha~ proposed regulations are 
more,lik~ly to reflect the consensus of affected constituenci~s?, 

In my view,JDA should be open to having negotiated'rulemaking as an appropriate alternative 
to traditional rulemaking. At the same time, I think that it is im.portant to remember that 
negotiated ri.tlemaking is but one form ofconsensual rulemaking. FDA traditionally has 
solicited public comment from all 'interested persons, including consumers, academia, health 

, professionals,:the,regulated industry; and state and local governments. Before and during its 
, rulemaking process, FDA often solicits public, comment and provides various forums for such 
commentary. ,Public.cominents are received at public meetings, public workshops, consumer 
exchange meetings, interagency round tables, industry outreach meetings, and a: number of 
service-oriented forums designed to assistsmall businesses, including the White House Sma}] 
Business Forum. These procedures also can r~sultin an open and publicregulatory process. 

134.. The FDA's 'ambiguity in funding requests and patte~nof reprogramming funds 

without notice to Congress ha,'e raised sedous concerns among members of the 

authorization andappropri~tions committees~ Over the iast three fiscal year cycles,' the' 


. Senate Appropriations Committee instructed the FDA to pro\'irle concise budget :reporting' 
of the FDA's expenditures, however, gaps in the information repor(ed byth'e FDA remain. 
Further, the FDA's practice of reprogramming funds, often times without sufficient 
reporting to O;mgress on the intended use of those funds, resulted in the House and Senate 
directh'f that FDA pro"ide ad,'ance written notification to Congress of such 
reprogramming actions; One area where both reprogramming of f~nds and ambiguities in 
fund uses have occurred is the FDA's t~bacco initiative. The Committee notes with interest 
that in its FY 1998 testimony before the SenateAgricu,ltureAppropriations Subcommittee, 
the FDA gave no indication that it would ask for an additional S100 million for its tobacco 
initiative in FY 1999. Rathir, one of the selling points of the FDA's request was the, 
relatively low cost of this activity,. In light of the FDA's statement that its close 
coordination efforts with other federal agencies are "working effectively," what does the' 
tripling of your Agency's funding for this activity pay for in FTEs, administration, stat~ , 
and local contracting, advertising, material purchases, .etc.? How. do those expe~ditures 

. compare to budget manageme'nt under SAMHSA's Synar Regulations, cnc's IMPACT " 
program, and NCI's ASSIST program? 

I have, b~en informed that the proposed increase for tobacco would enable the Agency to (1) enter· 
into enforcement contracts with all 50 states to. conduct inspec~ions for retailer compliance, (2) . 

, . ; , . , . 
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fund an expanded outreach effort to include state by state advertising directed to retailers that. 

provides information concerning provisions of theFDA rule that affect retailers, and (3) review 

applications for new tobacco products and further evaluate and begin to il'nplement regulatory 

controls for cigarettes and smokele.ss tobacco. 


While I do not have similar fig~res'for the other agencies, I have been provided with the 
following information concerning FTEs for FDA. Twenty-five FTEs are allocated to tobacco 
activity for FY 1998. Most ofthepeople work on an aspects of the program, however, two are 
dedicated exclusively to outreach and ,eight are dedicated to enforcement. Twenty-five additional 
FTEs are sought for FY 1999. ' 

135. What impact has the use of executive orders for implementing FDA's tobacco nile 
had on the FDA's rising costs in this,area? Without additional resources, what functions 
within the Agriculture Appropriations bill have the OMB identified as an offset to this $66 
million increase? ' 

As I mentioned earlier,' while the Administration has issued executive memoranda in the tobacco, 
area, I am not aware that they have been used to implement any aspect of FDA'~ tobacco rule . 

. Therefore, it would appear that executive orders ~ave had no effect on FDA's budget. 

136. Please supply all external and internal documents referencing the decision of the 
Agency to refrain from meeting or discussing FDAMA implementation issues prior to' 
public dissemination of guidance documents, regulations, and other issuances designed to 
implement FDAMA. Does this policy extend to othe'r non.-FDAMA issues? What [is] your 
position with respect to this policy? 

I am unaware of any decision by FDA to refrain'from meeting or discussing FDAMA ' 
implementation issues prior to public dissemination of guidance documents, regulations, and 
other issuances designed to implement FDAMA. I have been given to understand the Agency 
made a decision to rely, to the extent possible, on the processes that it has in place, namely notice, 

. and comment rulemaking and Good Guidance Practices. At'the same time, it did recognize that 
there would be times when it would be important to meet with outside groups to hear.their views 
on implementation issues and to discuss drafts ofFDAMA documents that were made available 
to the public at large. Further, the Agency also has established public dockets for written . 
comments related to specific FDAMA provisions and· has specifically invited such comment. In 
addition, I am informed that the Agency .already .has held a number of public meetings to discuss 
FDAMA implementation. 
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137. Tbe Agency has received comments from industry and others on tbe guidances and 
Federal Register: notices published to date. What ar,e the Agency's plan's for responding to 
those comments? Please include'anticipated time frames for responding. What is your 
position on this matter?, ' ' 

My understanding is t'hat pursuant to the Agency's 'Good Guidance Practices, the Agency will 
, review all comments submitted on draft guidance documents, but in issuing the final guidance, 
will not specifically address each and every comment. ' The Agency will, however, make changes 
to the guidance document in response ~o comments, as appropriate. With respect to comments 
received on regulations, I understand that FDA will, pursuant to its procedures for notice and 
comment rulemaking, respond, in writing, to comments received on proposed regulations when it 
issues the final regul~tion consistent with 'the statutory deadlines. On balance, I think that FDA's 
approach is appropriate., ' 

138. On what grounds, if ever, sho~ld FDA overrule or, ignore the recommendations of 
advisory conimitteesori product approvals? IfFDA is, to overrule advisory committees, 
should there be a consistent set of policies guiding all Centers on the circumstances under 
which this is acceptable? Should FDA overrule unanimous ornear-unanimous 
recommendations? IfFDA on occasion is to on'rrule an advisory committee, should this be 
a rare event? How rare? 

FDA looks to advisory committees to provide expert and unbia~ed advice to the FDA on pending 
regulatory ,matters. Advisory committees are an exceptionally valuable part of the regulatory 
process. FDA usually follows the advice and reco~mendations of advisory committees, and I 
believe that this is appropriate. There are rare circumstances, however, when FDA may not 

, follow the advice of a committee, for example, where additional information has become, 
available, where the committee vote was extremely close,or where the advice of the committee' 
would be, inconsistent with laws, regulations, or science. 

139. Today most class II medical devices 'reach the market through substantial equivalen~e 
determinations, Do you believe there are other FDA determinat,ions (other than 
performance standards) undertbe law, by'which class II devices that are not exempt from 
premarket notification 'can reach the marketplace?, Ifyes, wbat are they? Ifno, would you 
as Commissiorier seek legislatin change to enable FDA to clear class II devices for ' 

, marketing by a means o,tber tban a s~bstantjal equ!valence determination? Please describe 
any sucb proposal?' ' 

, IfI understand the question correctly,l do ,not believe current law permits fDA to authorize 
" marketing of non:exempt elas,s 11 devices br any means other than'adetermination of substaatial 



equivalence.. The European'communlty has adopted an approach that generally measures each 
prod:uctagainst. essential criteria 01 safety and performance, particularly for devices of medium 
risk. .' .':. . . . ,', 'j" " .. :.,.,.. ..' '. ...... • 

In FDAMA, Congress recognized the value of using,conformance to standards as a basis for 

evaluatingnew products. Itseems to m~ howev,er, that Congress chose not to alter the basic 


, statutory schemetpat brings most devicesto market through a determination ofsubstantial 
equivalence. 'While I have no specific proposal to change this approach, I would be willing to 
review and consid~r these issues carefuiIy, if confittned. 

140. FDA1\1Ainciuded reauthorization of the Prescription Drug User Fee Act. The . 
reauthorization allows a higher pe!centageofFDA's drug review activities to be funded by 
industry user fees than did the 1992 law. In your view, should there bea ceiling on the 
percentage of theAgency~s drug review function that is funded by industry? Please 
explain. ,", 

,', " . '. ". 

I believe that the Prescription Drug User Fee Act has been highly beneficial to the drug industry, 
the public, and to the Agency and, most importantly, has accelerated patient access to new 
therapies. I believe it is appropriate to continue the current dialogue concerning the extent to 
which regulatory functions should be paid for by private interests. I do not, however, have in 
mihd a specific percentage of the ~gency's drug review function that appropriately could be . 
. funded by industry." , . 

" 

71 


I 



+1< (\C\', )fD4- ~Ml'J..!h<.rAi( . 
<C!!! 

--------> 
COURTESY VISIT SCHEDULE FOR DR. JANE E. HENNEY 
Updated on July 15, 1998 (5 :02pm) 

Time Date Phone Contact Location 

WEDNESDAY, JULY 15 

1 :30 Meet in Rich's office P 690-6786 Irene 416G 

2:00 Senator Christopher Dodd 
(D-CT) 

P 224-0342 
(Adria) 

SCH Adria Deasy 
STF Stephanie Foster, 
Jeanne Ireland 

444 Russell 
(Note: wlo 
Senator 
Bingaman) 

4:00 ­
4:30 

,Senator Tim Hutchinson (R­
AR) 

P 224-2353 
F 228-3973 

SCH Heather Larrison 
STF Kate Hull 

245 Dirksen 

THURSDAY, JULY 16 

9:30 ani Meet in Rich's office 690-7627 Irene 416G 

10:00 Representative Sherrod 
Brown (D-OH) 

P 225-3401 
F 225-2266 

SCH Ann-Marie Tirpak 
STF Kevin Brennan 

328 Cannon 

11 :30 Senator Thad Cochran (R­
MS) 

P 224-5054 
F 224-9450 

SCH Doris Wagler 
. STF Becky Davies, 
James Lofton 

326 Russell 

1 :00 Representative Marcy 
Kaptur (D-OH) 

P 224-4146 
F225-7711 

SCH Norma Olsen 
STF Bobbi Jeancourt 

2311 
Rayburn 

1 :45 Representative Joe Skeen 
(R-NM) 

P 225-2365 
F 225-9599 

SCH Linda Huitt 
STF Tim Sanders (sbct) 

2302 
Rayburn 

2:30 Senator Ted Stevens (R­
AK) 

P 224-3004 
F 224-2354 

SCH Di Iyn Henry 
STF Ryan Richards, 
Carol White 

Capitol 
Office 
S-128 

3:30 

5:55 

Senator Conrad Burns (R­
MT) 

Flight 
'; 

P 224-8598 SCH Jackie Shin 
STF Paul Van Remortel 

187 Dirksen 



COURTESY VISIT SCHEDULE FOR DR. JANE E. HENNEY 
Updated on July 15, 1998 (4:16pm) 

WEDNESDAY, JULY 22 

11 :30 Senator Susan Collins (R-ME) P 224-2523 
F 224-2693 

SCH Cynthia Bailey. 
STF Priscilla Hanley 

172 Russell 

12:30 Senator Mike DeWine (R-OH P 224-2315 
F 228-0412 

SCH Julie Vincent 
STF Barry Dehlin 
(224-2962) 

140 Russell 

3:00 Senator Don Nickles (R-OK) P 224-5754 
F 224-3913 

SCH Leslie Strubee 
STF Scott Whitaker 

CapitolOfc 
S-208 

Time: 
TBA 

Rep. Dingell (D-MI) P 225"4071 
F 226-0371 

SCH Debbie Arcaute 
STF John Ford 

2328 
Rayburn 



Draft Henney op-edlWSJ 

Mark Twain once quipped that a lie can travel around the world while the truth is still putting 
on its shoes. Right now, President Clinton's remarkable nominee for Commissi~:mer of the Food 
and Drug Administration -- Dr. Jane Henney -- is pending before the Senate. The FDA needs her 
right away. It is crucial to correct any distortions before they get ahead of the facts and delay Dr. 
Henney's confirmation. 

So I must take serious personal and professional exception to Henry Miller's portrait of Dr. 
Henney in his recent Wall Street Journal op-ed, "The Wrong Choice for the FDA." I should know. 
r served at the FDA with both Dr. Henney and Mr. Miller. 

First, the facts: Dr. Henney is a nationally recognized leader in public health, a skilled manager, 
a dedicated reformer, a natural consensus builder and a respected scientist. As a former FDA 
Deputy Commissioner, she helped modernize the FDA,cut red tape and built a reputation for 
working closely with consumers, physicians and industry to protect public health. 

It is no wonder Dr. Henney's supporters include so many leading providers and defenders of 
public health, such as the American Medical Association, the American Cancer Society, and the 
American Dental Association. Count also several leading industries among her endorsers -- the 
National Association of Chain Drug Stores, the Nonprescription Drug Manufacturers Association, 
and Pfizer, Inc. Her supporters also include Margaret Heckler, Otis Bowen and Louis Sullivan, 
U.S. Secretaries of Health and Human Services under Presidents Bush and Reagan. They should 
know. Dr. Henney worked for them. 

From her record and reputation, Dr. Henney is the perfect choice to lead the FDA. Perhaps that 
explains why forces that favor a weak FDA have little choice but to ignore or stretch the facts. 

Take Miller's criticism of FDA's drug approval process, which he calls "intrusive, damn-the 
expenses government." Industry calls it a success. Thanks to better. management and an 
innovative user-fee program that Dr. Henney helped to develop, FDA has cut drug review times in 
half. FDA now reviews all important new drugs within six months, and all others within 12 
months. FDA now approves drugs at a pace comparable to that in other developed countries -- and 
for some important medicines, more quickly -- but under the highest scientific and safety standards 
in the world. 

Due in part of Dr. Henney's past leadership, these drug review reform efforts are a stellar 
example of good government. That's why these reforms earned FDA the prestigious "Innovations 
in American Government Program" award, presented by the Ford Foundation, Harvard 
University's Kennedy School of Government, and the private Council for Excellence ,in 

. Government. FDA was one of only 10 government programs honored, and one of only two in the 
federal government. 
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Miller's other claims about Dr. Henney simply fall apart under scrutiny. He claims while 
previously at the FDA she showed "no signs of perceiving the need for reform." But it was Dr. 
Henney who reorganized FDA's six centers on top of leading the drug review reforms. He charges 
her with a "politically correct" delay in approving BST, the bovine milk-production hormone. But 
the timetable was dictated by stringent review by scientists and a panel of outside experts. He also 
criticizes her for the FDA:'s 1992 moratorium on silicone breast implants. But she did not join the 
agency until after the decision to impose the moratorium was made. 

Finally, I'm simply puzzled by Miller's claim that Dr. Henney was considered "unapproachable 
and intransigent" by colleagues and industry. Certainly that's not the collegial, cooperative leader 
I enjoyed working with at the FDA. Apparently, many others have had the same experience as 
me. The American Academy of Pediatrics calls her a "team player." The American Association of 
Colleges of Pharmacy says, "our educators have had the fortunate opportunity to work withher." 
The American Dental Association says its officials and staff "know her to be a thoughtful and fair 
public official who is willing to hear all sides of an issue before reaching a conclusion." These 
plaudits go on and on, painting a far more accurate portrait of Dr. Henney and her record than 
Miller's opinion piece. 

There's an old saying in the legal profession: Ifthe facts are agail)st you, argue the law. If the 
law's against you, argue the facts. If both are against you, pound the table. Henry Miller op-ed 
doesn't have the facts or the record to back his claims. The Senate should not be distracted by 
table-pounding. 
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Draft Henney op-ed 

When we reach into our medicine cabinets or shop the produce section at the 

supermarket, Americans don't have to think twice about whether our food and drugs are 

safe. That's because we can count on the federal Food and Drug Administration. 

Of all the services we demand and deserve from government, few are more 

critical every day than safeguarding food, drugs and medical devices. The ultimate 

responsibility lies with the FDA Commissioner. And right now, the US Senate has the 

opportunity to put a terrific new Commissioner on the job, Dr. Jane Henney. 

This is a challenging time for the nation's premier health and safety agency. 

Congress recently passed far-reaching FDA reform legislation that will require great skill 

and tenacity to implement. Changing medical technologies and more sophisticated and 

complex drugs and devices require that FDA consistently be at the top of its scientific 

game. It is more important than ever, for both industry and consumers alike, that we 

have a permanent FDA Commissioner in place to meet these challenges. 

Leading the FDA requires a powerful resume. It takes a nationally recognized 

leader in public health; a skilled manager; a dedicated reformer; a natural consensus 

builder; and a respected, experienced scientist. The ideal candidate also needs FDA 

leadership experience, a record o~ speeding review of crucial products, and a reputation 

for working closely with industry to protect the public. 



. In other words, FDA needs an experienced leader for the 21 st Century. Dr. 

Henney is the perfect choice. 

On paper and in life, Dr. Henney has been more than a physician, academic leader 

and public health administrator. Hailing from an Indiana town of 512, she understands 

rural American life. After losing a hometown friend to breast cancer, she dedicated years 

to cancer research and care. Having steered the consolidation of the University of New 

Mexico health facilities, she knows how to streamline an organization for peak 
1 

performance. Having served under Presidents Carter, Reagan, Bush and Clinton, Dr. 

Henney is a dedicated public servant known for making decisions based on good science 

and good policy. Having served as FDA Deputy Commissioner and helping reform the 

agency, Dr. Henney is a natural choice to lead the FDA. 

Given Dr. Henney's superb qualifications, her confirmation would seem a sure 

thing. Indeed, many responsible leaders in the drug and medical device industries know 

that a strong leader like Dr. Henney can help shorten the time it takes to bring products to 

market without compromising public health and safety. But expect other forces that 

favor a weak FDA to use her nomination as leverage to undermine crucial FDA 

responsibilities, including protecting children from tobacco. 

. I 

Certainly, the Senate confirmation process is an appropriate opportunity for 

Senators to learn more about a nominee's background and philosophy. But the FDA 

needs·a strong Commissioner right away. The President has appointed a strong nominee 



.' 

in Dr. Henney. The Senate should move quickly on her confirmation. The health and 

safety of our children and families are at stake. 


