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August 24, 1998

The Honorable Iames Jeﬁ'ords

Chairman »

Senate Labor and Human Resources Comrmttee
428 Dirksen Senate Office Building
Washington, DC 20510 ‘

Dear Mr. Chairman:

First, let me take this opportunity to thank you for the courtesy you and your staff-extended to me

at our initial meeting in mid-July. I found our discussion helpful, and I appreciate the oppormnity -
to respond to the questions you submnted to me on behalf of members of the Commlttee on . '
Labor and Human Resources. ‘

The, eadershlp provided 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 made by the public and private sectors in biomedica!
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. T'
am also committed to working with the Commlttee to enhance the Agency s scientific base and on
other critical public health issues.

Please be assured that if I am confirmed by the Senate T will bnng my full energy and expenence -
to the tasks at hand. 1have enjoyed over two decades of managing change in leadershlp positions
at large and complex health care organizations at the state and federal levels. Iam fully .

- committed to leading an agency that makes scientifically-based decisions, and uses.processes that
are open, timely and responsive. Those who have worked closest to me know that I am 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 i in the Act between the Agency and the regulated industry, consumers,
and health professmnals ' : . :

Wlt‘h respect to the responses I have enclosed, due to my four year absence from the FDA, I have
© relied to some degree on information provided by staff at the Department of Health and Human

~ Services and the Food and Drug Administration. This has been a helpful exercise, partlcularly in.
reacquainting me. with Agency procedures and the many new issues that have arisen since I last
served with the Agency in 1994. If confirmed, I will look forward to listening closely to the wews'
- of members of Congress, the regulated industry, the consumer and patient community, and.other .
- interested parties as well on the important issues raised in the Copumttee s questions.
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In conclusxon Mr, Chamnan T'want to thank you for gracxously agreemg to schedu ea tlmely '
~_confirmation hearing on.my nomination.. I look forward to the opportumty to d:scuss with you
and other Committee rnembers the range of xmportani 1ssues concermng FDA A

LW

Smcerely, R / e
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. RESPONSES FROM DR. JANE HENNEY
vv Drugs

- 1. The number of genenc drug approval appllcat:ons has mcreased from 300 in FY 1991 to
462 in FY 1997 while staffing in the Office of Genernc Drugs (OGD) has remained.

‘relatively constant during this period. Do you believe that if the FDA does not sxgmﬁcautly' '

‘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 market as soon
as possible. Therefore, the Agency needs to ensure that the generic drug review program is as
scientifically sound and efficient as it can pos51b1y be. If confirmed, I will work hard to ensure
that the generic drug program is domg the best 30b that it can, and will assess on‘an ongoing-
basis the resource needs of OGD w1th the Admlmstranon and Congress relative to the Agency s
other priority activities. : : :

2 Desplte the best efforts of FDA’s Office of Genenc Drugs (OGD), the medxan rewew

_time for abbreviated new drug apphcatlons is still more than three times longer than the
180 days mandated by statute. The FDA recently estimated that it would take about 75
more reviewers--which 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 meet-its statutory review and
approval requnrements" Would you support the creation of an Agency Strategic P]annmg
Work Group to develop a FY 1999 program p]an for OGD? :

I believe it is 1mportant to have generic drug products avallable as less expensive alternanves for
consumers. If confirmed, I am committed to ensuring that generic drugs are brought to the
market as expeditiously as possible. 1 have been made aware that the Agency has not been able
to review all generic drug applications within the statutory timeframe of 180 days. 1think it is
worth noting that the OGD has undertaken a number of streamlining initiatives that I am told

have already enabl ed it to maintain the median review 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 of cycles to approval. However, the Agency must constantly strive to find

new ways of i 1mprov1ng this very important review process. I look forward to -working thh you . .-

on how best to ensure the efﬁc1ency of the genenc dmg approval program, mcludmg a strateglc
plannmg initiative." : :



3. Will you commit to estabhshmg a process that ensures perlodlc review of requests for
additions to the list of bulk drug substances which may be used in compounding pursuant
to Sectlon 127 of the Food and Drug Admmlstratlon Modermzatlon Act (FDAMA)"

I beheve that developmg the l1st of bulk drug substances that may be used in compoundmg,
clearly, should be an ongoing process. I have been informed that FDA intends to publish a -
proposed rule for comment that addresses the 30 nominations for bulk.drug substances received
to date and, after the final rule is published, to promptly evaluate requests for addmons to or
-delenons from the list as they are recewed by the Agency '

4. Sectlon 127 of FDAMA reqmres that FDA' consult with healthcare professnonals,
representatwes of patients, and state regulatory. boards'in developing regulations to
implement this section. Do you intend that the advisory panel required in this section hold
public meetmgs and solicit the mput of the pubhc in developmg the regulatlons"

It is my understandmg that the Pharmacy Compoundmg Advxsory Committee meetings wxll be
public meetings, in accordance with the Agency’s regulations:regarding adv1sory committees.
These regulations provide that every committee meeting must include an open portion which
constitutes a public hearing durmg which interested persons may present relevant information -
orally or in writing. In addition, ] antmpate that the Agency will use the normal mechanisms,
including notice and comment rulemaking, to obtam publlc mput mto the deveiopment of the -
regulanons on pharmacy compoundmg : : :

5. .What plans do you have to communicate provisions of FDAMA 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 of Pharmacy and Medxcme to ensure that FDA's .
role is conﬁned to issues related to. manufacturmg"

I understand that a section-by- section anal ysis of the new law was prepared for FDA’s field staff
to ensure that al! 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 been 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 am told that field staff are participating on the working -
groups developing the documents that are specifically required by the new law, as well as those -
documents that are needed to ensure appropriate 1mplcmentanon of the statute.



6. The F DA’s mission statement specxﬁcall) states that the admmxstranon shall protect the
public health by ensuring that human drugs are safe and effective. Do you beheve that
this statement cnnfhcts with the potent1a1 apprm al of RU 486 by the FDA"

FDA is reqmred by statute to assure that human drugs are safe and effecnve for their intended
use. Although I am not familiar with the specific review of this product, this should have been
the test that FDA apphed t0 RU-486 or any other product mtended for human use. '

7 If you belleve that no- conﬂlct exists, could you explam why the safety of RU-486 should
not be exammed with reSpect to an unborn child carried by the mdtvndual taking RU-4867

- .The statute requlres 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 rev1ewed by the advisory committee prior to its recommendation for approval is the
termination of pregnancy within 49 days from the first day of the last menstrual period. While I .
was not involved in this review, I am informed that. the FDA advisory commtttee of scientific. -
~experts and consumers, as well as FDA staff, therefore evaluated the safety.and effectiveness of
- RU-486 for its intended user: by pregnant-women who wish to terminate their pregnancies within -
‘49 days from the first day of the last menstrual period. I have been advised that because this was
- the mtended use, the Agency did not evaluate the safety and effeettveness of RU-486 for the
‘ embryo ‘ : : »

e

- 8. The follo“ ing questlons refer to the planned transition from the use of. metered-dose |
inhalers that use chloroﬂourocarbons (CFCs) to non-CFC-based alternatives, and the ’
advanced notice of proposed rulemakmg publlshed on March 6, 1997

(a) Is there any sxtuatlon inw htch patlent access to- medlcatlons that are safe and effective.
should be sacrificed for environmental concerns? If so, what do you believe is the best way - |
to strike thls balance" - ' :

I believe that FDA’s core  mission is to ensure patient access to products that are safe-and
effective. Obviously, Congress may demde that enwronmental concerns should ovemde these or
any other values. In the case of CFCs,'my understanding is that Congress in the 1990
amendments to the Clean Air Act balanced environmental concerns (which for ozone 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 market only 1f they are found not-
to be essentlal to patlent care.

(b) What flaws, if any, do you see in the March 6, 1997 ANPR" What pohcy modlﬁcatmns
do you suggest to fix these ﬂaws"



My understandmg is that the concerns that have been raised about the March 6, 1997 ANPR
focus primarily on whether the criteria for eliminating an essentlahty designation for a particular
product are sufficiently protective of the patients who rely-on the product, and whether the public

has been afforded a sufficient opportunity to comment 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 conmderatxon in preparing the
proposed rule. Should I be confirmed, I would want to review this matter in deta11 to assure that
critical patient needs are glven maximum con51derat10n ' : :

(e)The March 6,1997 ANPR outlined a “therapeutlc class” approach to this transition, in

- which two broad classes of MDIs -- short-acting bronchodilators 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

v “treatment alternatlves”, i.e., they are mterchangeable" :

1 understand that the,ANPR did outline a therapeut:c class apprdaeh 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 very issues raised by, this question, such as whether it would be
medically appropriate to consider all of the drugs in a particular ¢lass treatment alternatives for -
the other drugs in the class. There certainly are classes of drugs where such a finding would be
medically appropriate, but I would need to know more about the possible classes and the degree
“to which their efficacy or toxicity profiles might vary before I could respond spemf cally with
respect to these drugs.- If confirmed, I would assure that FDA carefully reviews all of the
‘ approaches set forth in the ANPR! e

| (d) When it does become necessar) to take a safe and effeett\e drug off the market what is
the most appropriate way to do this? Is it appropnate to deem the drug adulterated and
misbranded, or are less drastic measures ealled for? - ‘ -

" When it becomes necessary to remove a violative produet from the market, I think itis
appropriate, as a first step, to work with the company to withdraw the product voluntarily. I
understand that Congress, through the 1990 amendments to the Clean Air Act (CAA), banned.
CFC-containing medical products unless these.products are determined to be essential. If a
company did not remove a non-essential CFC-contaxmng medical product voluntarily, EPA
could institute action under the CAA, and FDA could bring action under the Federal Food Drug,
and Cosmenc Act because the product would be adulterated and m1sbranded :



9 The folldwihg huestions ‘concérn’ Fequirements for pediati‘ic studies: s

: (a) Do you expect that mandates of pedlatnc tests as a condition for FDA approval ofa’
drug will delay the approval of any drugs" Ifs so, is thxs appropnate" S

Today, most drugs used by pedlatrlmans have never been tested in chnldren 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 basic medical decisionto = '
prescribe the drug. For these reasons, | strongly suppon efforts de51gned to produce data on'use
of drugs in chlldren - : =

However, these efforts’muét 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 = -
of any drugs. My understanding is that FDA has stated in its proposed rule that the pediatric

- study requlrement should not delay the approval of new drugs and biologics. To ensure that drug .
~ approval is not delayed, FDA has built into the pediatric study requirement the ability to defer
submission of pediatric studies until after approval for their use in adults. 1am told that this

~ authority would be used in those cases where pediatric studies cannot be completed before the

- application is otherwise ready for approval or where medlcal or ethlcal consxderanons counsel a
~delay in the 1mtxanon of pediatric studies. : : :

‘ (b) What impediments remain to actual implementation of section 111 of FDAMA? That
- is, what still must be done before FDA begins to work with pharmaceutical companiés to
-develop protocols for pediatric tests that would qualify for the incentives? What should

, FDA do to make sure this program is in place'as quickly as possible? - |

‘T understand that FDA already has taken the steps necessary to begm 1mplementanon of sectlon ,
111 of FDAMA. As required by the statute, FDA published, on May 20, 1998, a list.of approved -
drugs for which pediatric studies may produce health benefits in the pediatric population.
Companies that study the drugs on this list may be eligible for pediatric exclusivity, if the
pediatric studies satisfy the other requirements of section 111, such as conducting the studies in
accordance with FDA’s written request and completing the studies within the time spécified by
FDA. I also understand that in June 1998 FDA issued a guidance document describing for the
pharmaceutical industry the steps necessary to obtam pediatric exclusivity under section 111.
FDA already has begun to issue written requests to conduct pediatri¢ studies under section 1 11
FDA is reviewing submissions from manufacturers according to the dates on wh:ch relevant
. patents and exclusivity periods expire, to ensure that those drugs whose patents or exclusmty
explre soon w111 get an opportumty under secnon 1 11 0 extend thexr exclusmty
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" (¢)What are your thoughts on how to address the lack of pedlatrlc testmg and labelmg for ..
- off-patent drugs" : » :

I understand that FDA s proposed rule authonzes the Agency 10 requlre pedlatrlc studxes of off-
patent drugs in compellmg circumstances, Even with this authonty, it may be difficult to obtain, -
pediatric studies on some drugs for which there is already generic competition. In such cases,
other options to explore might include pubhcly funded research programs and further .
strearnlmmg of the supplemental apphcatlon process. : : -

: (d) Sectlon 111 of F DAMA provides mcentlves for pharmaceutlcal compames to test drugs L
for pediatric populations, whereas the proposed rule of Aug. 15,1997, “Regulatmns
‘Requiring Manufacturers to Assess the Safety and Effectiveness of New drugs and
Biological Products in Pediatric Populanons,” envisions mandated ped;atnc tests for some
drugs. The proposed rule, which authorizes the Agency.to require sponsors to perform -
studies, is arguably inconsistent with Congress’ intent that such studies be requested rather
than required. If you are confirmed as Commissioner, will you thhdraw this proposed ‘
rule? If not, why not? .If you will not withdraw this rule, how will you apportmn Agency

_resources to these two approaches" Whlch deserves hlgher prlorlty" .

Iflam confirmed, I look forward to reviewing the relauonshlp between section 111 of FDAMA
“and FDA’s proposed rule. Iknow that the Administration’s goal is for section 111 of FDAMA
and FDA's proposed rule to be complementary and mutually remforcmg Section'111 provides’
an important incentive for some pediatric studies and, because of the substantial value of the .
incentive, may provide a needed infusion of resources for pediatric:testingin general. Because
the decision to conduct studies under FDAMA is voluntary, however; the Administration has

- been concerned that without a requirement, some number of drugs for which pediatric studies are "

needed will not be studied. In addition, section 111 does not provide incentives for studymg
certain products, including many blOlOglCS annbaotxcs 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 the FDA. In this context how
do you respond to the statement, “a double-blind placebo controlled trial is unethical if the
clinical benefit of the product is already known?”

* There certainly are chmcal situations in whxch the use of a double-blind placebo controlled trial -
would be inappropriate; notably those in which failure to use an established treatment might
cause patient harm. In evaluating the safety and effectiveness of uses of drugs that have riot been
approved by FDA, the Agency should always be guided by the hlghest scientific and ethical .
standards. Although whether a particular unapproved use of a.drug s commonplace, or evén the

- standard of care, does not necessarily establish the clinical I benefit of the product, it certainly -

6
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: would be somethmg that should be taken into consxderatlon in developmg an- appropnate testmg -
protocol. : » '

kll Do you thlnk that mdustry should pay user fees to fund more post-marketmg
'surveillance activities- vnthm the Agency" :

Historically, user fees have succeeded only when they resulted from consensus among the
Congress, FDA, the mdustry, and consumers. The current Prescnpt:on Drug User Fee Act,
which has such support, does not expire until 2002. New user fees for postmarket surveillance
activities would need to enjoy similar. consensus for them to be practical at this tlme

12, 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, pharmacists, nurses, patients and their families, medlcal schools, managed care
- companies, and researchers. : :

Each of the entities referenced in the question has an important, distinct contribution to make to a

comprehensive system of post- approval adverse drug event reporting and monitoring. FDA’s

_ role'is to assure that approved drugs are safe and effective for their intended use, and to do so on

- an ongoing and continuous basis using all of the mformanon 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 E
are adequate and effectlve mechanisms for commumcanon and coordmanon

Drug safety is'a matter of continuously developmg mformanon To 1dent1fy unknown adverse

events more rapidly, there should be enhanced communication with health care providers

. (including hospxtals physicians, pharmacists, and nurses) that builds 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 new findings by -

" expanding dissemination of this vital safety-related information. In addition, the USP is an
active MedWatch Partner that works closely with FDA on drug safety, in pamcu]ar by shanng

mformanon derlved from the USP Practitioners'’ Reportmg Network

13. . Will you affirm that 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 guidance to clarify to manufacturers the -
Agency’s thinking on this provision? Given the strong statutory direction on the standard

; :
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- tobe used for health care economic, mformatmn, do you believe that F DA may not
~ reinterpret this standard or substttute a new standard" -

Itis my understanding that Congress detennined in i;ectibn 114 of FDAMA that ¢ competent and
' reliable scientific evidence” should be the standard for review of health care economi¢ ‘
information. Further I am told the Agency has assembled 4 workmg group to determine how that
- standard should be apphed to FDA-related products and is in the process of developmg guidance
‘on this provision.. I understand the working group is gathering information and reviewing
“documents from many sources, 1nclud1ng 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 inténtion to
~submit formal comments for the working group’s consideration. . If 1 am confirmed, I will ensure
- that this FDAMA provision is 1mplemented ina manner con31stent wnh the leglslatwe mandate
: that FDA has been given. : : : '

14. What are your.views on dlrect to-consumer advertlsmg" Do you believe that such -
advertising can educate-consumers and benef't the pubhc" Under “hat clrcumstances is
. this the case" '

As a general matter, I think that glvmg consumers: mformanon that is truthful a.nd balanced 1s-
el pful. I believe that direct-to-consumer promotion can help consumers play a more active role
in their health care by prov1d1ng them with information about products and the conditions such.
products treat. However, information directed toward patients is useful only when presented i ina .
truthful, balanced, non-misleading fashion that does not minimize the potential side effects of the -
product, 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 commltment theé Agency has made to
study the effect of dlrect-to consumer advemsmg on panent care.- '

15. Do you belleve that F DA is the appropnate entlty to regn]ate prescnptmn drug
advertising directed at patxents or should it be regulated by the FTC? Do you think that
the division of duties and authorities shared between the two agencnes on OTC drugs is the
appropnate model for such prescnptlon drug advertlsmg" ‘ '

I believe that Congress made the correct determlnatlon in the 1950 s when it gave FDA the
responsibility for regulating prescription drug advertising. ‘Because FDA reviews prescnptton
drugs before they can be marketed, the Agency has the medical and pharmacological expertise
~ necessary to judge the validity of the mformatxon presented in prescnptxon drug promotlon
regardless of the targeted audlence



16. Do you think pﬁttihg a clinical trial "on hold" is an appropriate mechanism to
encourage the inclusion of more women in clinical trials?

I think it is important that the clinical trials for products that are going to be used in diverse
populations reflect that diversity. At the same time, I 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 active participation of diverse populations in
every clinical trial. T understand that in'Septembcr 1997 FDA proposed an amendment to the
clinical hold regulations that would permit 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 approach 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 confirmed, I plan to con51der this important 1ssue

- ca:efully

17. Do you believe that there are other special populations that should be specfﬁcally
included in clinical trials for new drugs? If so, what are they and how would you prlormze
them?

~ Again, | think it is 1mportant that the clinical trials for products that are gomg 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’s efforts to assure such inclusion have focused on the
overall data base in support of a drug, not on inclusion in specific trials. Which populations

~ should be targeted for 1nc]u51on in a study would depend on both the drug and the disease to be

treated.

18. What balancing test i\»ill 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 populatlons" :

The baEance should be to ensure that there is appropriate information 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 um'easonably burdensome or so time intensive 1hat no population
receives benefit from a new therapy. :

If cdnﬁrmed, I would plan to continue using the present Agency approach of combiningv 4
regulation, guidance, and active participation in drug development planfiing by FDA’s new drug

T

9.
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_rev1ew1ng divisions to ensure that promlsmg products are approprlately tested in dlfferent
- populations, yet are brought to the market as quickly as possible. 1 believe FDA should continue
to monitor the enrollment of special populatlons 10 ensure that they are adequately represented in
the dlseases bemg studled : «

19, Does the IND process and dlscussmn between compames and FDA provnde any
oppeortunity to work together on deSIgmng tnals that will specxﬁcally mclude speclal
‘ populatmns” , T ST : : , o

' Yes ‘The current product review proeess prov1des many opportunmes for sponsors and the -

: Agency to work together on all aspects of drug development including those related to designing
trials that evaluate drugs in special populations. Spemf‘ ic occ¢asions that prowde opportunities for
FDA to work with sponsors include: pre-IND meetmgs, protocol spec1ﬁc dlscussmns, end of
Phase 2 meenngs and pre-NDA meetmgs :

20. Do you think the current IRB proces's~ works to pfotect patients" Do you support ~
expanding IRB oversight to research that is not currently IRB- regulated" If 50, what kmd .
of research do you thmk should be IRB regulated" a . ‘

The critical funetlon of mstltunonal 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 addressed. For example, new and more complex
research has expanded IRB workloads and stressed the system. I understand that the - B
~ Department of Health and Human Services (DHHS) Inspector General has just released a report
that recommends some changes for regulation of IRBs as well as increased IRB oversight of
ongoing research. I have not had an opportunity to review this report, but should I be conﬁrmed
I would work dlhgently to see how these concerns mlght be addressed - :

I also think when there are areas of experimentation not currently subject to IRB revie\x; we.

~ should be concerned as to whether the human subjects are being protected adequately. Along
with FDA there are many entities, including the President’s National Bioethics Advisory
‘Commission, that need to be involved in such determmattons since there are legal regulatory, ,
‘and resource issues that would need to be addressed . o

21. The “fast track” provision (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 emstmg accelerated approval
‘regulations so as to reflect the provisions of the new law, or will you promulgate separate -
_ “fast track” regulatlons whlle retammg the accelerated approval regulatlons as a separate -

10



' but parallel program" -

I would like to see the prov1snon authorlzed by sectlon 1 12 of FDAMA wxdely and effectnvely
~ used to bring more quickly to the marketplace safe and effective products for serious and life-
threatening diseases. 1 understand that FDAMA directed the Agency to issue guidance that

describes the fast track policies and procedurcs As the Agency gains experience in the

. 1mp1ementat10n it may determme that additional guldance or regulatary changes are appropnate

ht

22. Who in the Agency will be authorized to grant “fast track” designation-division-
directors, office directors, center directors, or a new “fast track” program director? How
will you ensure that designations are made on a timely basis using consistent criteria?

Decisions of this type currently are made at the division director level. This eliminates the need
to have each decision reviewed through the entire administrative chain. It is my understanding
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 designation by using management tools sxmllar ‘
to those whlch have contnbuted to FDA’s success in meetmg PDUFA goals

23. The “fast track” provision does not define “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 regulatlon published in the
- Federal Register in June 1992. Please mdlcate whether you intend to adopt a formal
defimtlon of this-term and, lf not, how you mtend to ensure its. consnstent application.

I know that section 1 12 mandated FDA to prov1de gmdance that descrlbes the pohcxes and -
procedures that pertain to the “fast track” program. It is my understanding that the guidance will
include the Agency’ s deﬁnmon of “a serious or hfe-threatemng condmon 71 support thls :
approach : : - -

24. The “fast track provision provides for an alternative basis for apprbv'al under which a
‘product may be approved “upon a determination that the product hasan effecton a
clinical endpoint or on a surrogate endpoint that is reasonably likely to predlct chmcal

_ benefit.” Please describe the criteria by which you will determine whether to issue a

B “regular” or a “fast track” (i.e., accelerated) approva] with respect to a product studied on
~ the basus of its effect on a chmcal endpoint. .

FDAMA directs ;he" Agen’cy to.issue a guidance docdnﬁ,erit to claﬁfy this provisidn. It‘is-my .
understanding that the Agency-currently is working on this document in-order to meet the
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statutory deadline of November 21, 1998. Under FDA s accelerated approval regulatrons whrch
have been in effect since 1992, a drug that may bea  meaningful improvement over existing
therapies for a serious or life-threatening illness may be eligible for accelerated approval where
the evidence of its effectiveness establishes an effect on a clinical endpoint other than survival or
irreversible morbidity. For example, a clinical endpoint measuring short term benefitina
‘chronic condition, which is not sufficient for traditional approval, may suffice for accelerated
:approval I thmk that thrs approach wrll effecnvely unplement the provrsxon

'25...The “fast track” provision requires FDA to “establish a program to encourage the
'development of surrogate endpoints that are reasonably likely to predict clinical benefit for
serious or llfe-threatenmg conditions for which there exist srgmf cant unmet medlcal ‘

- needs.” Please explain your plan for implementing this program. . i ,

Itis rn'yiunderstanding that', in accordance with the 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 of proposed surrogate endpoints. For many years
FDA has been working with sponsors to develop surrogate endpoints 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 counts as a surrogate endpomt 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 tumors. 1
support this approach and believe that it will effectively implement the program.

:26. Sponsors whose products receive “fast track” approval may be.required to submit
copies of all promotional materials relating to the product not only durmg the preapproi’a]
review period but also following 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 necessary 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 guldelmes wrth respect -

to post approva] review of “fast track” marketing materxals"

" As I understand it, one of the goals set forth in FDAMA is to ensure that only factual and c]ear
information that will facilitate the safe and effective use of "fast track" -products for serious and -

- life-threatening illnesses by the medical community be drssemmated However, if conﬁrmed I
- would strive to assure that such post-approval submissions continue only for the time necessary
to accompllsh this goal- and will plan to evaluate the effectrveness of this mrtranve
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- 27, Do you believe that drugs to treat the most serious medical cdnditions, and where there
is a tremendous unmet medical need, deserve speclal treatment by the FDA in its revxew
process?

Yes. Asa medical oncologist, 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. Aside from applying 6 month pricrit} review status to such drugs (as compared to the -
normal 12 month user fee tlme frame for approval decisions), what mechamsms might -
FDA apply to expedite patient access to these drugs"

FDA has long had a number of mechamsms to ensure that patients have access to expenmental
- theraples, pamcularly 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 markenng bcgms '
- During my earlier tenure at FDA, we developed additional mechanisms for speeding access --
accelerated approval and “parallel track” (access to experimental drugs for AIDS patients for
vwhom standard therapy is not avaxlable) FDAMA has codified many of the admmlstranve
] programs F DA put in place. to expedne patxent access to these types of drugs.

29. A stud) was pubhshed in Drug Informatmn Journal earlier this year that showed that’
the Agency, since the 1992 enactment of its Subpart H accelerated approval authority, has’
applied accelerated -approval 17 times for AIDS and cancer drugs, and only 3 times in all
other life threatening diseases combined. Why has the Agency not utilized accelerated
approx al authority more frequently, particularly i in serlous and life-threatening conditions
“other than AIDS and cancer? How would you ensure that this authorlt} is unhzed more
frequently in other serious and life- threatemng conditions? : :

Accelerated approval was demgned to expedlte markenng of certaim new drugs and blologlcal

* products by permitting marketing approval based on their effect on a surrogate endpoint

- reasonably likely to predict clinical benefit or on thé basis of a clinical endpoint other than
survival or irreversible morbrdrty Because the clinical progression of certain cancers and AIDS
is often predicted based upon laboratory tests or the progression of symptoms, these diseases are
particularly amenable to the application of accelerated approval. Other llfe-threatemng diseases -

- generally have well-defined and easily measurable clinical endpoints. The effectiveness of

therapy for these diseases need not depend on the evaluation of surrogate endpoints; rather, -
approval based on those well-defined and easily measurable clinical endpoints can be achieved
expeditiously. Nevertheless; if confirmed, I would be commited to using all of the regulatery
authorities avallabie mcludmg the accelerated approval process to’ expedlte review and approval
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of therapies for individuals with serious or life-threatening ilinesses.

30. Congress enacted Section 112 of FDAMA to codxf) and expand the Agency $ exlstmg
mechanisms to speed the development review, and avallablllty of drugs to treat serious 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 endpoint 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 you agree that FDA now has the authonty and . -
the mandate to approve drugs on the basis of clinical endpomts (for seriousand = -
life-threatening conditions with unmet needs), make them available to patients, and
confirm or validate substannal ewdence of efﬁcacy ona post appmval basns"

Yes. Section112 codlﬁed FDA’s authonty to permit ultimate benefit to be conﬁrmed or
validated on a post approved basns where effect ona chmcal endpomt 1s estabhshed by
substantial evidence. - S :

31. Do you believe the substantial evidence of efficacy standard cdn be achieved on a
post-approval basis? If not, how do you defend the Agency’s use of accelerated approvals
* in situations where the surrogate endpoint is not validated, but rather, is “reasonably
likely” to show clinical benefit? How does this ,demonsturate substantial evidence that the
drug will have the effect it is claimed to have? Is not this a flexible interpretation of the
efficacy standard where the seriousness of the disease coupled with the lack of current
treatment options compels the Agency to expedite av ailability of drugs on arguably less
convincing data than would result in traditional approval? «

Asl md:cated above, efﬁcacy ‘may be conﬁrmed or valxdated ona post approval ba51s where the -
approval is based on substantial evidence of effect on a surrogate or clinical endpomt Given the
complexity of the decision to approve a drug and the risk benefit analysis on which such

approval must be based, I think this approach is consistent with the current legal standard, which
was confirmed in FDAMA, that approval require substantial 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 éppropriate and acceptable '
endpoints to establish effectiveness. Here again, the Agency is in'the process of preparing
guidance that I'understand wxll address these issues and I would prefer not to prejudge the -

content of that guldanee ‘ : : ;
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Biologics
32. Ef_ﬁciency of Reviews

During PDUFA-2 negotiations, the pharmaceutical industry submitted information
requests to the Agency. One of these requested an accounting of FDA’s actual unit cost to
review an IND, a premarket approval application (NDA or PLA/ELA 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 are an order of magnitude
higher than those reported by FDA’s self-audit. Please explam the disparities between
these two data sets. ‘

Asl 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 expenditures for
drug review for a year by the number of drug submissions that year. Because a given -
application’s review may run across more 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-1 (FY93 -97), as well as for the five
year period as a whole, what was the average unit cost for CDER and CBER 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) Revnew of an IND
(ii) Review of an application for approval to market a new chemlcal entity/ new
- - biological product
(iii) Review of an effi icacy supplement for an approved drug/bmloglcal 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 of a IND, and NDA’s review. PDUFA did not instruct FDA to calculate
costs in such a way. Indeed the financial design of PDUFA conforms with tradltlonal
government management of expendltures within a given fiscal year. .
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’ (d) For each category in'w hlch the umt cost of rev:ew dn”fers between the two Centers by at
. least 10%, please indicate what spec:ﬁc actlons you intend to’ take to 1mprove the effi cnency

R of the less efficnent Center. LTl ‘j_ )

V gAs has' been explamed m the precedmg answers to questlons 32a-c these rewew costs are not ‘
‘-'-_calculated L e e e R L

£

' ‘33 Tlmelmess of Revxews

¢
B

- Durmg each of the f fve years covered by PDUFA-—i (FY93-97), as well as for the five year

period as a-wholg, please provnde a comparison between CDER and CBER with respectto

‘the average time to perform each of the follomng activities, and indicate what specific
: actlons you mtend to take to lmprove the tnmelmess of the less-tlmely Center ‘

‘ (a) F or. pnorlty re\ iew products, the average tlme between submlssmn of an appllcatlon for
: 'marketmg approval and the issuance of a complete review, approvable, or non approvable -

o letter for NDAs versus BLAs (or PLA/ELA combmatlons)

‘Havmg been away from FDA for most of the penod covered by these quesuons, I do not have
this’ mformatlon However FDA staff have prowded me w1th the followmg data o

]
:'6

The data presented below show the average t1me in months between submxssmn of an apphcauon
- and. the issuance of a complete review. dec1ston (Approved Approvable or Not Approvable)

C NDAs o PLA/ELAS o
FY93 G108 .. 95 o e TS
O FY94 . 1050 0 6.0 wor T
COFY9S o 89T 940 i
S FY96. 7.0 0 92 o e T e »
B A A R S
B ';'-FY93 9? L84 86 L R



http:BLAs(dr'PLAlELA�co.mbinatio.ns
http:perfo.rm

(b) For standard review products, the average tlme from subm:ssnon of an apphcatlon for
marketmg approval and the issuance of.a complete review, approvable, or non'approvable
letter for NDAs versus BLAs (or PLAfELA combmatlons) ‘

FY93
 FY9%4
 FY95
~ FY9% *

 FY97

FY93-97

: NDAso )
145
130

123

12.0

1167
126

'~91

PLA/ELAs l

7.9

103 -
11.8 .
12.1-

”107

'(c)For prlorlty review products that have been approved the average time from submission
of an application for marketing approval and the issuance of a fi nal approval for NDAs
versus BLAs (or PLA/ELA combmatlons)

*The data presented below show the average time in months from submission of an apphcatlon to

final approval. Please note that the average times shown below and in (d) may increase-in the
future as addmonal apphcatlons are approved ’

FY93

‘FY96
CFY97

FY93- 97

- 'NDAs

ST 132
FY94
FYyos = -

127

- 126
71
C6d.

- 102

k PLAIELAS
154

24L5 S

128

7.9
16.6

(d) For standard review products that have been approved the average txme from

submission of an applxcatlon for marketing approval and the i issuance of a ﬁnal approval
for NDAs versus BLAs (or PLA/ELA combmatlons) ‘
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* The data presented below show the average time in months from submlssxon of an appllcatlon to -
final approval. Please note that these average tnmes may increase in the future as additional -
apphcauons are approved : : : : C

. NDAs ) PLAfELAs '
- FY93 . 235 386 '
T FY9%4™ 206 - 200
"~ FY95 174122 - . o S
- FY% ,_“1,4.:7; Co178 e
FY97 B 11.7 ‘ R

FY93-97 . 179., o 206_

: By FY 97, due to both Centers success in meetmg the mcreasmgly strmgent demands of the .
PDUFA perfon'nance goals, any differences that may have exnsted in elther review nmes or
approval times had been v1rtually ehmmated

34, ExténSions’fer Major Arnendnients

~ Under PDUFA rules, FDA may grant 1tself a 3-month extensnon in the PDUFA review -
deadline if the sponsor submlts a “ma]or amendment” w1thm 3 months of the deadlme .

(a) During each of the ﬁve years. covered by PDUFA 1 as well as for the ﬁve )ear perlod as
. a “hole, w hat percentage of NDAs were subjected to one or more such extensmns"

FDA staff have prov1ded me with the followmg mformanon ‘
Note: Only one 3-month extensxon is allowed for an ongmal NDA or PLA!ELA

Recelpts : o
~FY93 29.8% (25 of 84)
FY94 = 25%(230f92) -
FY95 0 22.5% (25 of 111)
FY% - 10.1% (11 of‘109)'
FY97 - 18%(220f122) " -

FY93-97  20.5% (106 of 518)
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(b) During each of the ﬁve years covered by PDUFA I, as well as for the ﬁve year period as
a whole, what percentage of BLAs (or PLAs+ELAs) were subjected to one or more such.
extensnons" . g : :

Py 28:6% 2 of 7)

FY94 0%  (0of4)

FY95 83% (10of12).

FY96 222% (2of9) - .
FY97 12.5% (20f 16) o

FY93 97 14.6% (7 of 48)

(c)If there are s1gmficant differences i in the frequency with whlch such extensnons are 4
granted by CDER versus CBER, please explain the reason for such differences and indicate
- what specific actions you intend. to take to improve consistency between the Centers.

1 am informed that over the five year period of PDUFA, CDER used the 3-month major
" amendmentextension on 20.5 percent of its NDAs while CBER used the extension on 14.6
percent of its PLA/ELAs. For any smgle year, CDER ranged from 10.1 percent to 29.8 percent
while CBER ranged from 0 percent to 28.6 percent. Because of the wide yeat-to-year variations
within each center and the re]atxvely small number of extensions granted, espemally in CBER,
. any dxfferences between the Centers would appear to be 1n51gmﬁcant

In accordance with PDUFA 1 pohcles 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 PLA/ELA, the original due ddtes were met without utilizing the extensions that were granted. ‘
These 42 granted but unused extensxons are not 1nc]uded in the staustlcs shown abeve '

35 (@) Durmg each of the ﬁve years covered by PDUFA-I (FY92 97) as well as for the five
_year period as a whole, what percentage of INDs 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
- of INDs were placed on clinical hold by CBER? If there are sighificant differences in the
frequency of clinical holds between the two Centers, how do you account for these '
differences and what actions will you take to ensure greater cons:stency"
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‘Tam mformed that the followmg apphes to complete holds on commerc:al user fee product
INDS: : :

YEAR .. CBER. . . CDER

FY93 . L .27%(38/141) 16.5% (63/381)
FYo4 - '33% (62/186) S 13.6%.(49/360)
Fygos 23%(36/154)_, ol ‘92%(33;358)
FY% . 7%Q3177) - - o 69% (26/376).
FY9? - 1%(21/183)'. 8%(26/446)

Itis clear that there were dszerences between CBER and CDER espec1ally dunng the earlier -
_..years of the PDUFA-1. There are a variety of _possible explanations for these differences,
_ although I am not aware that a specific comparative assessment was ever made. As I understand, =
both CDER and CBER have taken steps to address the frequency and cons1stency of clzmcal hold .
decisions. . ' . - : :

~(b) For each of the five years covered by PDUFA-1, as well as for the five year period as a
whole, what percentage of clinical holds by. CDER were lifted within 30 days of the
‘sponsor’s submission of a clinical hold response‘? Durmg each of those years, as well as for
the five year period as a whole, what percentage of clinical holds by CBER were lifted i ‘

-within 30 days 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-
aecount for these dlfferences and “hat actxons will you take to ensure greater consnstency" -

I am told that this information was not collected by either CBER or CDER for the five years , '
_covered by this question. It is being collected now and will be rev1ewed closely when '
" comparative data are available.

. 36. Advisory Commlttees

' 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 document is finalized and sent to the committee. This practice,
which both minimizes factual errors in the Agency’s document and facilitates sponsor -
preparation for advisory commlttee 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 advnsory commlttee
documents prior to thenr transmission to a committee? K , ‘
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Congress addressed the problem of the differing CBER and CDER processes in section 123(f) of
" FDAMA and instructed FDA to minimize the differences in review and approval for drugs and
biologics. 1 applaud this provision and would apply rt to ac_lvrsory committees. |

While I am not familiar with each Center’s current practice regarding preparation 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 decxslon making by the advrsory 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, ] am very open to explormg whether there are other opportunities to expand on
this type of consistency. S

38. Criteria for Regulating Certain Blotechnology Products as Drugs, Bnologrcal 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 mdlcatnons
are regulated as medlcal devices. - :



I)o }ou ‘intend to estabhsh crrtena to ensure that similar products are sub]ected to similar -
regulatory requirements, so as to av oid potentra]ly favoring (or disfavoring) commercral
: competrtors by subjectrng them to different regulator) regtmes" If 50, what criteria? -

My understandmg is that in 1991 an mtercenter agreement between CBER and CDER assrgned .
- the jurisdiction for regulation of products to the appropriate center in order to best utilize the ~
available resourcesand expertise of each center efficiently. This agreement assigned the review
of hormones to CDER and other biologic products to CBER, regardless of whether these
‘products are manufactured by traditional rnethods or by recombinant» technology. ‘

If conﬁrmed 1 will work to minimize dlfferences in the revrew and approval of drugs and

biologics as mandated by FDAMA. Itis impofttant that such desxgnatrons for review be- _ -

consistently applied in a manner predictable for the sponsors of such products. Given the rapid

development of new technologies and the need for the Agency to be prepared to respond

- effectively to them, I will make every effort to ensure that the Agency uses criteria that conform
to the law and are based on good scrence and pohcy, and whrch lead to consrstent and predictable -

decisions. o : : : ‘

) 39. Generic'Biological‘ Products

. (a) Do you agree that while the Drug Prrce Competltlon and Patent Term Restoratlon Act
of 1984 (Hatch- Waxman) established a generic approval system for drugs, FDA possesses
no legal authorrt) to approve abbrev 1ated applxcatrons for brologrcal products" o '

‘As ] understand it, the Drug Price Compentron and Patent Term Restoranon Act of 1984 codified "
and expanded in section 505(j) FDA’s generic approval system for drugs. By its terms, section
505(;) does not apply to biological drugs that are licensed under § 351 of the Pubhc Health
Servrce Act (PHS Act) 8 :

 Iam mformed that neither- section 351 of the PHS Act.nor FDAMA specrﬁcally addresses .
whether or not abbreviated apphcatlons can be; ﬁled for approval of brologlc products. 1am also
told that FDA has no plans to allow submrssron of abbrevrated apphcatrons for brologrcal :
products ,

(b) Regardless of whether you believe FDA posse's'ses such 'arrthority, wrli‘you now commit

. to Congress that you will not establish a generrc approval system for blologlcal products S
during your tenure as Commrssroner" : :

I have no plans to establrsh a genenc approva] system for brologrcal products 1f I am conﬁrmed
by the Senate ' :
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‘(c)lt had been reported in the trade press that CDER has formed a Complex Drug
Substances Working Group to establish. bioequivalence criteria for macromolecular drugs,
including recombinant proteins, so asto facilitate approval of generic versions of such
products. Do you agree that it is inconsistent with the spirit of section 123(f) of FDAMA to
permit generic approvals for recombinant. protems that are regulated as drugs, when -
generic approvals are not permitted for srmllar products that are regulated as blologlcal
products" ‘ A

The scientlﬁc issues 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 should be based on scientific information. Regardless of whether or not 123(f)

‘ relates to generic. approvals, as a matter of pohcy, I beheve the Agency should treat hke products :
con51stently - : : : ’

T
[

40 (a) Please explam the criteria by w hlch research funds are allocated between and within
CDER and CBER and whether you believe these criteria are appropnate "

Research conducted at FDA must be relevant to the mission of the Agency and conmbute to the
- scientific basis for the Agency’s decisions. Often FDA research provides data to support
regulatory decisions and pOllCleS that are not available from any other source. At present, only
FDA can conduct research using the large database of 1nformat10n submmed to it by industry one 'V
application at a time: : : :

" To stay ; abreast of newly developlng technologles and regulatory issues ralsed by a rap1d1
changing array of new products, it is important for FDA scientists to ‘be well grounded ina
continuum of research from basic and applied to clinical investigations. A full apprec1at1on 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 means to recruit and retain some of the most able regulatory
reviewers. Without such scientific talent the Agency would rlsk havmg its decision making
cornpromxsed

"Asl understand it, research is not a specific item in the budget of each Center. However, it is the
responsibility of each Center to dec1de thc amount of money that w1ll be allocated to the Center’s.
" research program : - ‘

: Thus the Center has a process for pnonnzmg its research program-according to certain cntena
including: relevance to FDA’s mission, magnitude of the potential health impact, contribution to
rcgulatory decision-making, and the probability of success of the program. Other factors also are -
) consxdered such as whether the research is unhkely to be done elsewhere These seem to be
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Y . ..
- B

approprlate cntena for allocattng funds for research

(b) What steps do you mtend to take to ensure that research funds allocated to CDER and ‘

CBER are utilized for research that facrhtates the Agency’s mlssmn of product approval
and not for extraneous activities? ' S : : :

If conﬁrmed as Commlssroner 1 would plan to review w1th each Center its resource needs in all s
areas, including research. Further, I would receive the advice of the Agency S Sc1ence Advtsory '
Board, which would provide an outside v1ew of the need and quahty of the ongoing mission
related research of the Agency ' C o :

41. New Bmtechnologtes K

The U S.is the world leader in the development of blotechnology products. Currently, ,
40% of all biotechnology INDs are for cellular theraples, and xenotransplantation o
products.” What steps do you intend to take to ensure that FDA possesses resources,. -
expertise, and ﬂexlbtllty to regulate these new products approprlately" How do you intend
to create the necessary organtzatmnal focus to address this segment of a potentlally large
mdustry" :

If I am conﬁrmed as Commlssroner T'will be commltted to conunumg efforts undertaken
through the Administration’s remvcntxon 1mt1at1ve ‘an 1nmat1ve on whtch FDA has estabhshed
an exemplary record

l understand that through changes made under the Admtmstranon s Remventmg Govemment .

Initiative and FDAMA, FDA has designed a regulatory framework to address new technologres

- in aflexible manner. This is the most significant overhaul of the regulation of biotechnology

products ever attempted. This new approach takes into account scientific advances that have

. been made in the area of biotechnology. Thrs approach also attempts to minimize premarket
requirements, so as to allow innovation to proceed while ensuring that proper and appropnate

levels of controls for safety and effectweness are followed ,

Ensurmg the efﬁcxency of the Agency s screnttﬁc base is crmcal to its abtltty to protect thc

public health in an era of constantly emerging new technologies. Addressing the adequacy of the

- research and scientific 1nfrastructure will be one of my lughest prlormes :

.
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42 Merger of CDER and CBER

' Please dlscuss the advantages and dlsadvantages of mergmg CDER and CBER into a smgle
Center and mdlcate whether you intend to proceed wnth such a merger : .

Asa general matter, I believe the Agency s pnmary focus. for the immediate future must be full
and successful 1mplementatton of FDAMA As I have indicated, that will be my highest prtonty '

Given this challenge; my current view is that it would not be wise to contemplate major
organizational restructuring.. However, I intend to be-very open to 1dent1fy1ng and adopting the
best practices to improve FDA’s performance. If this requires a new organizational framework
for parts of the Agency I will not hesitate to cons:der and 1mplement such a restructunng

'( Food

‘ 43. GAO reported that -the FDA does not effectlvely target its resources on 1mported foods
- that pose the greatest. health nsk Spectt‘ cally GAO reported that: :

FDA s annual work plan is not useful in makmg selectxon dectsrons in dlstrlct ofﬁces,
. FDA‘ inspectors cannot readily access rele\fant, health risk information; and
" FDA does not ensure the accuracy of 'iniporter-provided shipping inforrnatlon.

As a result.of these problems, FDA inspectors at ports of entry make subjective decisions
that may not target the riskiest shipments. For example, one FDA inspector routinely
selected samples of food from a country for filth tests - the inspector believed the country
- did not have samtary facilities and therefore assumed that all food products imported from
that countr} were contammated with filth. : '

As the FDA COmmlssmner, what acnons would you take to improve the annual work plan, “
make health risk information readily accessible to FDA mspectors, and ensure lmporters
prov:de accurate shtppmg lnformatlon" : :

 First, 1 would like to restate my personal commitment to 1mprov1ng the safety of the nation’s
food supply. This is one of. FDA’$ most critical responsibilities, and I look forward to working
closely with the Congress and other 1nterested parties on important issues such as the safety of
1mponed foods research and education, and coordmatlon of resources and responSIbllmes

T
~ As for the GAO report I thmk that several good observatlons and reconunendattons were made.
I do.not dlspute that-FDA needs to, take action to improve its control over imported foods.-I
agree that the work plan and other guldance documents must accurately reﬂect Agency priorities, '

‘,‘.: 5
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If they do not, they need to be revrsed If conﬁrmed I plan to ensure that the Agency addresses
this issue. In addition, FDA currently is- enhancing its OASIS system to'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 accuracy of shipping information is
crucial to ensuring a safe food supply FDA already is taking actions to improve compllance
such as education and.prohibiting error-prone filers from using the paperless entry system. If
confirmed, I plan on looking mto thls matter to determme how best to work with mdustry to
address this concern. o : - :

44. GAO also reported that weaknesses in controls over food 1mports enable entry of

o unsafe products into the U. S commerce. Specnﬁcally, GAO reported that: ‘
FDA’s system for automatxcally detammg susplclous food shtpments pendtng testmg 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 potentlally unsafe
lmported food products » :

As the FDA Commxssmner, what actnons would you take to 1mprove the FDA’s control over
the testing process for automat:cally detained food sh:pments and to improve the: controls
over known and potentlally unsafe 1mported food products?

- I think the GAO report presents extremely 1mportam issues that need to be addressed Questlons g
related to certification of testing laboratories and control of import shipments pending review - R
may involve the scope of the Agency’s statutory. authonty If confirmed; I would want to-work
with the Congress on addressing these issues so that a safe food supply for the Amencan people
can be assured. : .

. 45. There seems to’ be some confusion about S. 1707, a bill that would amend the Federal

. Food, Drug, and Cosmetic Act to allow the Secretary to declare foods or specific
commodities from a country to be adulterated if FDA determines that a particular facility
or country’s food system does not provide 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 1mported foods where FDA has been refused access.
to conduct mspectrons of the food preparahon, packing or holdmg facllltles

FDA officials have publlcly made statements that seem to conflict thh those made by the
President on this legislation. For example, in October 1997, the President stated:

: “I’m asking Congress to nge the Food and Drug Administration the power and the .
obligation to ban the lmportatlon of fruits, vegetahles and other foods from countries

W hose safety precautxons do not meet Amencan standards. This law would be s1mnlar toa
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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 authorlty similar to the Agriculture Department

“ This is a bit of an exaggeratwn what the statute would look like if it is ever turned into
law, we do not know...one of the thmgs that we would consider doing is perhaps visiting
and evaluating agricultural sectors of some of our trading partners,...”

Please clarify:

] 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 in 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)' : If S. 1707 were enacted into law, what role or roles will FDA mspectors play? |

It is my understandmg 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 plans to work with countries that are major suppliers of food to the
U.S. to develop a better understanding of thelr agrlcultural producnon processing, and handling
practices. : :

1 understand that the Administration requested in the FY99 budget an increase to support FDA’s
foreign activities (i.e. providing 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 1mported produce. Addmonal resources also would also be ‘
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A focused on samphng products from areas, both in the U S. and abroad ‘where there is ev1dence o
that a potentlal hazard exrsts and preventxve measures are lackmg : ‘

(b) ~ How would the FDA enforce thls law" Specnﬁcally, how would FDA determine 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. 1707 or otherwise achieve the level of
protectron requlred by the legrslatwn for foods produced domestlcally‘? '

I am aware that the statute requires-an 1mplementatlon plan whreh the Agency would put
forward after public participation into the deve]opment of the p]an lf conﬁrmed I would work
dlhgently on thls 1mportant matter : .

(c)Would addmonal FDA mspectors be placed at U S. ports of entry"

| understand that this legxslatlon is not focused on adding or removing 1nspectors from U.S. ports
of entry. The system envisioned under the bill would emphasize the underlying systems of
control at their source rather thari FDA’s current system of finding contaminated lots of food at

- the U.S. border. This leglslatlon also would allow FDA to evaluate the foreign food safety
system and to apply the knowledge gained from the evaluation to determine which food

" generally should be ‘exclided from our country. The intention for this new authority, combined’

- with the existing authority to have FDA inspectors at the ports of entry, is to.strengthen the food
.. safety system in the U.S. 1 should add that I understand that as part of the Administration’s
FY99 budget request the Agency has asked for addmonal fundmg for more mspectors at the
- borders. : L ‘

(d) Would FDA mspectors be reqmred to travel abroad to mspect a country s agncultural
and manufacturmg praetrces" , :

I assume that in order to examine é‘country’s agriculturaland production practices, FDA would.

* need to conduct some on-site examination of those practices, which could include inspection of
representative forelgn facilities. FDA inspectors also would likely. travel abroad when a problern

detected in the U S:is suspected to be of forelgn or:gm o

- (e) If FDA mspectors are reqmred to. e‘valuate a foreign country’s agricultural and

manufacturing practices, what speclﬁc quahﬁcatlons do current FDA mspectors possess to

adequately accompllsh this task" ' ~

To be an FDA inspector ‘an applic’ant must possess certain scientific training'at the college level -
or above. Most, in fact, have degrees in a scientific discipline. Furtherrnore all FDA inspectors
receive special training that qualifies them to perform an inspection of a domestic facility to ‘
evaluate that facility’s comphance with Us requrrernents For the FDA mspectors who will g0
- abroad, additional training on'specific.items may be needed to conduct an evaluation of the
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(f) Would FDA mspectors inspect and evaluate the adequacy of domestlc agrlcultural and
manufacturmg practlces" . ;

A I am told that 1f this legxslatton were enacted into law, FDA mspectors would not change thelr
inspections and evaluations of domestic agricultural production and manufacturing practices.
The legislation would give FDA the expanded authority to apply mfoxmatxon learned from.
examinations of the foreign agricultural and manufacturing systems and to make deterrmnattons
’ about which forelgn products should be excluded from the U. S

(g) What specnﬁc domestnc standards “ould FDA mspectors use to determme if forelgn
country s [standards] meet U.S. standards for frult and vegetables"

I believe that if this legtslatlon were enacted FDA mspectors would use existing domestic
standards to determine whether a foreign country’s standards meet US standards for fruit and
vegetables or otherw15e achieve the US level of protecnon for such commodities. Specifically, .
several provisions in the Federal Food, Drug, and Cosmetic Act (FFDCA) establish food safety

* standards, including standards regarding the presenceof - unapproved pesticide residues and '
pathogens, and unsanitary practices in manufacturing facﬂltnes Slmllarly, there are regulations, -
" such as those for low acid canned food and seafood HACCP, establlshed under the authorxty of
, the FF DCA whxch set forth food safety standards ) : - : :

-(h) FDA is current]y developmg gmdance on good agrncultural -and manufacturmg
. practlces intended to assist domestic growers in meeting the U.S. level of protectlon Would
you make this guldance mandatory to domestlc and forelgn growers"

I belleve that, eon51stent with U. S trade rlghts and obhgauons FDA w111 contmue to apply the
same standards to domestic-and foreign growers in order to protect public health and safety:
Under FDA’s Good Gu1dance Practtces guldance documents do not establish mandatory .

’ requlrements

47. Irradiation Labe]ing

Consumers and food safety experts are focusmg greater attentlon on the pubhc beneﬁts of
food wradtatnon For examp]e, the FDA itself recently. approved a petmon permlttmg

-irradiation for red meat. As part of the national effort to improve public awareness of food. :

* safety, FDAMA includes a provision calling for the redesign of the disclosure label for

: lrradxated foods. Further, the conference report to FDAMA stated that the FDA shou]d
‘lssue its final regulat:ons regardtng the redesngn of the lrradlatlon labehng w1thm tweive
- months of enactment : : : :



(a) What are 'yonrviews on the use of irradiatio"n"to advance food sofety?

| know that 1rrad1at10n has been recogmzed asa step toward curbmg foodborne illness.- |
Nevertheless, it is a complement to, not a replacement for, proper food handling practrces by
producers processors and consumers: o :

*Irradiation has been approved by FDA for use on specrﬁc foods to reduce or ellmmate ‘
pathogenic bacteria, insects, and parasites. Although irradiation is not appropriate for use for
microbial control for all foods, in certain cases it can add signifi icantly to ensuring safety from
risk of food- borne illness. For example, in the case of meat and poultry, irradiation can play an
important role in: reducmg risk from the mrcroorgamsms most common]y assocrated wrth human
illness. . : : : :

(b) As the FDA has approved lrradratlon asa safe and effectlve technolog) in ‘the protectlon'
of public health w hat role should F DA have in educatmg consumers about this food safety
" tool? - ;e : :

FDA’srole’i is to provrde the publlc wrth mformatron on the basrs for its decrsrons and to ensure
. consumers that approved uses of food irradiation have been carefully and objectrvely evaluated -

~ for safety. ‘This can be accomphshed not only through a detailed discussion of an approval inthe ~

Federal Register but also, for example, in consumer: hterature such as the Agency s FDA
Consumer magazine.

(c)ln order to present useful consumer mformatlon on lrradlatlon, what labelmg
requirements do-you propose for lrradlated foods" ~

~ T understand that Congress has asked FDA to sohcrt public comment on whether revisions to the -
current irradiation labeling requirements are needed and, if so, what form such revisions might

. take. As a general matter, I believe that such labeling should be truthful and not mrsleadmg In

- terms of specrﬁcs I will await wrth mterest the public’s advrce ' ‘

(d) As the November deadlme provnded in the conference report fast approaches, when wrll
FDA publish a proposed rule on lrradratron labelmg for pubhc revrew" ’

As mentioned above, I understand the Ageney plans to solicit public cOmment ‘on whether
-revisions to the current irradiation labeling requirements are needed and, if. so, what form such

revisions might take. I have been informed that because there does not appear to be a consensus -

regarding changes in labeling of irradiated food, FDA is consrdermg whether an advance notice - -
“of proposed rulemakmg may be an appropriate vehicle to sohcrt addrtronal views.
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48. Food Safety Enforcement

(a) Following the Hudson Foods recall, the FDA and the USDA stgnaled their intention to

seek expanded enforcement-authority. Whilé USDA has submitted its regulatory. plan,

Congress still awaits the FDA’s proposal. In your view, in what way, if any, are the current
"FDA enforcement tools madequate to the regulatlon of food safety ?

Although this event occurred when 1 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 mandatory
. notlﬁcatlon and-recall authority under the meat and poultry laws administered by- the Department

of Agrxculture The Department of Health and Human Serv1ces announced a smnlar 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 our

~ respective food safety laws (except for pesticide residue violations). Moreover, FDA doesnot

have other authorities that USDA has, including records inspection, product embargo and
~ subpoena power. - 5

 FDA’s current enforcement options against unsafe or mislabeled foods are limited to seeking the
seizure of such food, or injunctions against offending firms through the U.S. court system and
issuing publicity about the suspect products. Notification and recalls continue to be voluntary

" on the part of dtstnbutmg ﬁrms and hlghly dependent upon their cooperatlon ' '

(b) What is the FDA’s tlme-table for submlttmg an. expanded enforcement authonty
proposal?” ' .

CItis my understanding that the Administration’s first priority in terms of FDA’s authority

regarding food safety is obtaining additional authority for imported foods.” I am informed that. .
FDA has no current timetable for submitting a request for expanded enforcement. authormes but '
should Congress be receptive to thls, I would be w1llmg to work on 'such an mmatwe

49. Delaney Clause
(a) The rigidity of the Delaney Clause’s 1950 “zero tolerance” standard for chemical
- a