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Chairman Dingell, Chairman Stupak, Ranking Members Barton and Whitfield and
distinguished colleague s, thank you for holding this important hearing on drug safety and
the Food and Drug Administration. Thank you also for inviting me to speak today on this
important subject.

During the last three years, | conducted extensive oversight of the Food and Drug
Administration while | was Chairman of the Senate Finance Com mittee, which is
responsible for Medicare and Medicaid. | view my role as working to ensure the safety
and well-being of the more than 80 million Americans who are beneficiaries of these
programs. The Medicare and M edicaid programs spend a lot of money on prescription
drugs and medical devices, and that money should be spent on drugs and devices that
are safe and effective. :

In the course of my oversight of the federal bureaucracy, | have developed many good
relationships with whi stleblowers. And it was FDA whistleblowers and concerned FDA
scientists who first drew my attention to problems at the Food and Drug Administration.

It started in early 2004 with an FDA psychiatrist named Dr. Andrew Mosholder, who
realized through his work that there was a serious suicide risk for teenagers taking certain
antidepressants. He wanted to make a presenta tion about his findings to an FDA
advisory committee. But for some reason, FDA supervisors didn't want this information to
get out. They canceled Dr. Mosholder's presenta tion and instructed him to write a script
approved by his supervisors that he would use if anybody as ked him why he was no

longer presenting.

That Fall, | held a hearing on drug safety in the aftermath of Vioxx — the blockbuster pain
medication — being pulled from the m arket by its manufacturer, rather than the Food and
Drug Administration. The testimony at my hearing turned a bright spotlight on problems
with the FDA’s postmarket surveillance effort. The FDA works tirelessly, as it shouid, to
approve new life-saving and life-enhancing drugs. But it could do a lot better job of
keeping track of de velopments with these drugs after they’re on the market. Reviewing
what happened inside the FDA with Vioxx, and in working with a number of whistl eblowers
who bravely stuck their necks out and came to me after that landmark hearing, I've
identified problems at the FDA that consistently fit into a few themes.

First, scientific dissent is discouraged, quashed, and sometimes muzzled inside the Food
and Drug Administration. Second, the FDA'’s relationship with drug makers is too cozy.
The FDA worries about smoothing things over with industry much m ore than it should with
its regulatory responsibilities. Third, inside the FDA there’s widespread fear of retaliation
for speaking up about problems. And fourth, the public safety would be better served if
the agency was more transparent and forthcoming about drug safety and drug risks.



These problems involve the culture of the Food and Drug Administration. They're not
isolated but systemic. And they can be partly attributed to the organizational structure of

the FDA.

My concerns are not isolated either. During the last year, they've been validated by the
highly regarded Institute of Medicine, as well as the independent Government
Accountability Office and respected medical journals. What's at stake is public safety and
public confidence in our nation’s world-renowned Food and Drug Administration.

My investigations of FDA issues have also revealed a deep ly troubling disregard for
Congress’ responsibility to conduct oversight of the executive branch of government. The
FDA and the Departme nt of Health and Human Services have put up so much resistance
to my effort to find out what happened inside the FDA with a relatively new antibiotic
called Ketek that | can only wonder what there is to cover up.

Every excuse under the sun has been used to create roadblocks, even in the face of
Congressional subpoenas requesting information and access to F DA employees.

In denying access to documents responsive to the subpoenas, the Department and FDA
have claimed “prosecutorial deliberative process,” “confidential com munications,” and
“agency prerogative to determine who will be interviewed or testify before a jurisdictional
committee.” Yet, during my years in the Senate, my investigators have obtained access
to every single one of these categories of so-called confidential information from HHS as
well as other executive branch agencies.

Furthermore, | asked the Congressional Research Service to look into the Depar tment's
policies regarding this matter and CRS told me that there is “no legal basis” for the
Department’s executive branch assertions.

Nevertheless, the Department and FDA not only withheld documents that do not appear to
be privileged, but they also won’t say what has been withheld and why. The subpoena s
compel a privilege log, but the Department and FDA will not provide one.

The Department and FDA say that they have been responsive to the Finance Committee’s
Ketek investigation because they made available millions of pages of documents to the
Committee. But what they provided is quantity, not quality.

They delivered hundreds of pages simply marked, for example, “57 pages removed,” or
“43 pages removed.” (see attachments 1-5) Other documents have whole pages,
paragraphs or sentences redacted with no explanation for what has been withheld or
redacted and why. (see attachment 6) In fact, the FDA redacted some of the same
documents differently’ and even redacted one of my own letters to them on a different

matter (see attachment 7)

When | point out the absurdities in the Department’s responses to my requests for
documents and interviews related to Ketek, the Department argues it could not provide
access to information and individuals related to o pen criminal investigations. But | didn’t

I For example, FDA redacted a paragraph from one copy of an email without redacting the same paragraph in
the second copy. The documents are not attached to this statement because the unredacted portions contain

information related to ongoing investigations.




ask for access to open criminal investigations; | don’t want to jeopardize a criminal
matter. The Depariment and the FDA know that, yet they keep using that excuse anyway.

Even so, what I've learned about what happened with Ketek troubles me. I've learned
that:

e FDA gave its advisory committee questionable data on Ketek and did not tell them
about problems with that data. | sent a letter to the FDA in December regarding
my findings on this matter and am awaiting a response from the agency.

¢ FDA approved Ketek without much safety data from the U.S.; the agency relied
almost exclusively on foreign, post-marketing safety data ; and

» Ketek’s sponsor in all likelihood was aware of the fact that it submitted some
questionable data to the FDA regarding its large safety study; the sponsor was
informed of problems with one of the study sites prior to data submission to the
FDA. However, according to FDA reviewers, the sponsor never raised these
problems to the FDA. FDA learned about them after its own investigators
inspected the site.

I plan to continue my investigation of Ketek and issue more reports. But | am heartened
to hear that FDA came to a decision yesterday that mirrors the recommendations of its
internal scientists as well as its advisory committees.

During the last three years, I've also tried to work in a productive way with the
Commissioners and Acting Commissioners of the FDA. It will take bold leadership to get
on top of the FDA'’s troubles and turn the agency around. So far, the lip service has been
fine. The reality a lot less so.

Last month, Senator Chris Dodd and | reintroduced two reform bills that we first proposed
in 2005 to get at the safety shortcomings of the FDA. Our first bill would elevate and
empower the office with the FDA that is responsible for monitoring FDA-approved drugs
after they’re on the market. It would make the “postmarket drug safety” function
independent within the FDA, instead of under the thumb of the office and center that puts
the drugs on the market in the first place, the way it is today.

Chairman Dingell, the Wall Street Journal has reported that you're intrigued by the idea of
a drug safety center within the FDA. | appreciate that view. It doesn't make any sense
that the FDA officials who are supposed to monitor the safety of a drug on the market
serve only as consultants to the FDA officials who approved the drug in the first place.

—The- officials-who-approved-the-drug-would-obviously-be cenflicted-in-making-a-judgment
that approval is no longer appropriate or was a mistake in the first place. A separate

=centerfordrug-safety-withinthe-FDA-is=avital lynchpin-when it comes to meaningful
reform and improvement of the agency’s postmarket surveiliance work.

The second bill that Senator Dodd and | introduced would expand an existing public
database by mandating the registry of all clinical trials and the results of those trials.
This reform is key to establishing greater transparency regarding clinical trials, the good
ones and the bad ones, and to holding drug makers and drug regulators accountable.

Both of these legislative initiatives would make drug information used by doctors and
patients more complete and more accessible. American consum ers should not have to
second guess the safety of the pills in their medicine cabinets.



| appreciate the attention all of you are giving to this important national issue with this
hearing. You will hear from some of the heroic whistieblowers who have helped my work,
without whom my work wouldn’t have been possible. T wo of the whistleblowers have left
the FDA. It's a tremendous loss for our country when an agency like the Food and Dru g
Administration gets so dysfunctional that specialists like these whistleblowers are forced
to leave the agency to avoid retaliation. | want to wor k closely with you to make sure FDA
whistleblowers can communicate to Congress without fear.

In addition, the existing agreement between the Inspe ctor General for the Depariment of
Health and Human Services and the Food and Drug Adm inistration gives too much power
to the FDA when it comes to how allegations of criminal misconduct by FDA employees
are investigated. That agreement should be revisited by refor m minded leaders in

Congress.

| look forward to reform opportunities in the year ahead. There's no dou bt that the FDA
needs additional tools and re sources to do its work. The FDA also needs an overhaul to
make the agency more transparent, more forthcoming, and more independe nt-minded.

I look forward to working with this Committee and in particular with you, Chairmen Dingell
and Stupak and Ranking Members Barton and Whitfield, as well as my colleagues in the
Senate to enact reforms at the FDA.

Thank you. | would be happy to stay and take a few questions. Unfortunately, | have
several other hearings that | must attend so | can’t stay long.
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August 24, 2005

Via Electronic Transmission
Original via USPS Mail

The Honorable Lester M. Crawford, D.V.M,, Ph.D.
Commissioner

U.S. Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Dear Commissioner Crawford:

Thank you for the Food and Drug Administration’s (FDA) timely response to my
letter dated June 24, 2005. 1 requested that the FDA address questions and provide
documenits related to non-arteritic anterior ischemic optic neuropathy (NAION) and the
use of drugs prescribed by physicians to treat erectile dysfunction (ED), including Viagra,
Cialis and Levitra,.

In particular, 1 asked the FDA to describe, in detail, any actions that will be taken
to ensure that patients are informed of NAION and its association with ED drugs. The
FDA stated in a letter dated July 20, 2005, that Patient Information Sheets for each ED
drug have been posted on the FDA’s website that include information about possible
vision loss and patients who may be at risk for NAION. That letter also stated that
information was provided to over 50,000 individual subscribers by e-mail through
MedWalch, the FDA’s safety information and adverse event reporting program.

According to IMS Health, a company that monitors prescription drug sales across
the nation, prescriptions for ED drugs in 2004 totaled more than 'RV including
PRV scriptions for Viagra, AW prescriptions for Cialis, and muvimm
for Levitra. Although there is a possibility that the 50,000 subscribers to the MedWaltch
e-mail list and individuals who have accessed the Patient Information Sheets may now be
aware of the NAION risks associated with ED drug use, there are millions more who
remain in the dark. It seems likely that many millions of men with ED drugs sitting in
their medicine cabinets have not visited the FDA’s website and/or seen the media reports
about the risk of permanent vision loss. In addition, it is unlikely that these millions of
men have followed up with the physicians who prescribed them the medication because
ED drugs are typically used on an as-needed basis. Dr. Crawford, who will inform these
patients and consumers of the concerns that have come to light with regard to the use of
ED drugs? Hasthe FDA considered initiating other action(s) to inform adequately these
millions of patients about NAION and its association with ED drug use? More
importantly, in the future, how wiil the FDA attempt to inform patients who do not

hd




require regularly scheduled physician follow-up about important safety information
regarding their medications?

Finally, the FDA has still not addressed two issues that concern me. Why did it
take so long for the FDA to negotiate the label changes for ED drugs and to notify the
public of the NAJON risk associated with ED drugs? The FDA has a duty to notify the
public promptly about a serious risk associated with a drug and identified in the post-
market. Permanent blindness surely is such a serious risk.

In closing, I look forward to hearing from you regarding this important matter by
no later than September 14, 2005. Should you have any questions regarding this letter,
please do not hesitate to contact Emilia DiSanto or Tom Novelli at (202) 224-4515. All
formal correspondence should be sent electronically in PDF searchable format to
thomas_novelli@finance-rep.senate.gov or via facsimile to (202) 228-2131. All
originally material should be sent via USPS mail.

Sincerely,

Chuih Aot

Charles E. Grassley
Chairman




Memorandun of Understanding
Between the Tood 2nd Drug Administration
and
Office of Inspestor Genesal
Depariment of Health and Furman Servicss

PURPCSE:

Recognizing ths sizttory mendates of both compenentt, and thelr important mies, 2nd the
mecessity for main‘aining a capable and trained intarzal investigational wit to conduct internel
investizatoss, 10 provide 8 centralized {nvestigative lizisan between the Pood and Drug
Agministration ( FDA) 2ad the Ofice of Taspector Generzl (O1G), and fo support ths OIG's
criminzl nvestigntions that involve FDA employees, the two componuats enter into this
Memoreadur 6f Undemstanding copseraing the pracedurss they will observe in intzmal

investigstions involving FDA emplovess.
THE OFFICES

A, The Otfice ol Brsporaon General

ke duspecior Gearrel Act of 1978, Public Luw 95-952, oy amonded by Publie Law 100-504, 5
US.C. App., esteblisked the Offics of inspector Geaeral as an icpendeat office within tha
Department of Health end Human Services (HHS). A major prspose of the OIG is to “conduot
and supervise sudits and investigations reisting to the progrerms and operations of [HHS]"”

Section (1) of the Inspocter Genere! Ast. The Act funther provides that, “in camrying out the .
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dutics and responsibilities ostablished under this Act, each Lnspector General shall report
expeditously to the A(:‘ofn:y Goneral whecever the Inspector General hag rezscnzble grounds w0
beliave therz has heen 1 violation of Federal criminal law.” Section 4{d).

Tie FDA, inctading its Offios of Ceimina! Investigations (OCT), is 2 componcat of HHS and is
respensivle for implemesting the Food, Drug, and Cosmetic Act, 21 US.C. §321 g1 and
other snmes. The Ofica of Internyl Afzirs OTAY which is vtaffed by special agents detailed
from OCT, was authorized and esiablished by the Secrenary of HEHS, within the FDA, Office of
Comsnissionsr, tc ‘zonduct intemal invesigations of amployzs miscorduct. 60 Frd, Reg, 4417
{Tuguazy 23, 1995). The OIA Statement of Organization states that OTA “provides a cenwalized
investigative Haison betsreen FDA £n8 [OIQ]° and shell sarve "as #n FDA iovestzaive rosowtes

te conduct Raernal FDA iovesiigaticas and to support OIG investigations.” 1d-

BROCEDURES

1. FDA wili contnus 19 ensure tha: s Gffes of Interns! Affunirs (OIA) is properly equipped aad
supperted and stzfied with trained end experienced criminal investigators (1811-gexies), and will
coctious (o refrest the OIA slaff by ssipning agents fram FDA's Office of Criminal

Investipations to the OIA for duty tours oo a rotating basis.
2. Tre OIG will continue to slaff its FDA Investigations with treined and experienced criminal

investigators {151 1-series) and will endesvor to provide edequate nesources for investigations so

asto cusble OIA to investigate pramplly after alizyations are mada,
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3. OO0 und FDA’s QIA shal! have prumpt access 1o all £iles and decnents within the FDA
releyant 1o thelf investigstioas, and tho resulting oped investigative files and doctiments of thesa
investipative cutitdes shall be disclosed outsido the Deparimest only to prosecitors acd other law
enforsament eatities, consistent with applicable law end regulation aud us necessary 1o

2ccomplish the respective missions of the OIG and OIA.

4. When OlA receives an ellegation of criminal miscondus of violation of tho FOIIS standards

of conduct by an HHS emplovee, (IA ehall immediately notify the OIG in writing or by
elesoonic mail, Si:ré‘;s:igc. when O1G rescives su alfggation of criminal misconduct or vicistion
qf ths $THS standards of conduct by an FDA employee it shail 45 sppronriate with fts rolr under
tha lnspectnr General A:.;t. mmediately notify OIA in writing or by slectroiciail. This
potification by the OIG shovld cccur uniess e OIG dezenpines that the notification is

{neonsistend with it mle under the Insnecior General Act

5. If, &t eny point during an invesdgation, OJA determines that 3 criminal vielation hes fiely
Begn comniitied by 2n FDA employee, QLA shall immediately potify the OIG in writing or by
tlectronic mei). If 2t any pist during an OIG investijation, OIG determines that 2 criminal
viclztion by en FDA employes has likely cocurred, but the OIG detzrmines it will not investigate

that violstion, 1t will, #s appropriaie with OIG's rolo undex the Inspector General A,

irnmedistely potify the OlA in writing or by ciectronic madl

6. Inrecognition of the availahility snd performance of the FDA OTA, zs o existing, Uzined,
equipped sod supported investigative wail engaped in investigations of ullepations of vielative or
illegn] conduat by FDA aoplovees, 204 to evoid the duplication of resouives and eifort that
wold reselt from dual focus on any perticule invedtigation, both componenits anticipate that

cuch investigotione will be conducted expeditiousty by FDA's OIA, sudjestio GIG's reservation
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of the right in 2}l ceses 10 pursue a cese jointly with OIA, or, afler consultation with OLA, to
replacs OIA 23 the primary apgency sssigned 1o 20 investigation of i FDA cwployee. OIA will
maintain an open fie unti) R receives 2 Snal sugunary end dispasition from the O1G oz such
cases. Any reforrd of an investigztion by tae OIG to the OIA will be made expeditiously,
enabling OIA Lo begin any pecessary ivestigation on current informaticn. 1f OIA belioves that
its devclopment of an investigation reguires issuance of 2 subpomz duces tecu, it may request

that tho OIG pursuc the case jointly with the OlA

7. A hesfguaniers QWAL r.-pc:vimr'a.' J1 meet with the OLA Special Agunt in Chixzrge an
mecmly brsis Tor the purpese of cximining U1 som investipehnna o razo, i;m!irn‘-vy
investgations, axd any othe informal ‘ovestipuive gatters which in the judgment of OLA would
be of intezest to NIG. OLA wili previde OIG with 2 repart of all open investigations oz cases,
prefiminery investipations, acd auy other infornal myestigative muticrs whick in the judgmest of
Ot 4 wenld be of intermst 1o OIG. The outzome of all cases and invesajations conciud=d during

15s course of the provious month will also be discussed at this mecting,

8. The OIA wiil provide rezsorabls notcs o the OIG prior to any presentation s the
Dzpartiment of Justics of &1 igvestigetion in orderto ailow OlG o participate in 22 prescutation

iF OI(F chivosos.

This Memorardum of Unéerstending is cxizred into veluntarily by both OIG and FDA. It may
be wodificd a1 any Lme by dgreement ¢f the putics and ey Yo termineted wpen thirty days prior

writien Botics by either agency.

This Mestorundum of Undesgtending shall hecome cffective upan the dats of signing by both

parties and rhail continue woll it U modifed or wrminatzd.
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B e G L

Mickeel A. Fnodman, MDD,
Lead Deputy Conunissiones
Food and Drug Adminigiration

Signed this 307 dayofJ_;L/y , 1998
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