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Re:  Citizen Petition

Dear Sir or Madame:

Enclosed for filing please find an original and four copies of the Citizen Petition
and Compendium of Sources of Lawrence D. Bernhardt and Arnold Liebman. In addition,
please file stamp the office copy.

Sincerely,

Susan M. Greenwood
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Food and Drug Administration 2754 0F JAN -4 R
Department of Health and Human Services
Room 1-23

12420 Parklawn Drive

Rockville, MD 20857

("Petitioners") filed a civil class action lawsuit in the United States District Court for the
Southern District of New York seeking, inter alia, injunctive relief in the form of emergency
notice, described in more detail below, to be sent to patients in the United States who have
ingested or are ingesting Cardura brand doxazosin mesylate tablets ("Cardura") manufactured
and marketed by Pfizer, Inc. ("Pfizer"). Petitioners represent all persons who have used Cardura
in the United States for the treatment of hypertension.

In a Memorandum and Order dated November 16, 2000, United States District Court
Judge Lawrence M. McKenna has instructed Petitioners to first seek relief from the United States
Food and Drug Administration ("FDA"). Petitioners therefore submit this Citizen Petition to the
FDA pursuant to 21 C.F.R. § 10.30.

Because this petition constitutes a referral from the court under 21 C.F.R. § 10.60,
Petitioners, FIRST, request that the FDA promptly notify them whether the agency will agree or
decline to accept the referral from the court. See 21 C.F.R. § 10.60(b). More particularly,
because the action requested herein constitutes an emergency safety notification to persons who
are at immediate risk of death or grave personal injury, Petitioners request prompt notification of

whether the FDA can and will answer this petition within the 180 days provided for under FDA
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regulations. 21 C.F.R. § 10.30(e). If the Commissioner of Food and Drugs determines that the
FDA cannot or will not answer this petition within the time frame required by FDA regulations,
Petitioners request that, pursuant to 21 C.F.R. § 10.60(b), the FDA promptly decline the referral
of this matter from the court and permit the issue of emergency notification to be tried before the
court.
CITIZEN PETITION

Petitioners submit this petition to request the FDA to require notice to the medical
community and users of Cardura for the treatment of hypertension of the findings of the
Antihypertensive and Lipid Lowering Treatment to Prevent Heart Attack Trial ("ALLHAT")
conducted by the National Heart Lung and Blood Institute ("NHLBI") which demonstrates that
users of Cardura are twice as likely to be hospitalized for congestive heart failure and have a
higher chance of suffering from certain serious cardiac events, including strokes, as compared
with patiénts taking the more traditional and less costly diuretic drug, chlorthalidone, to treat
hypertension.

Specifically, Petitioners request that the FDA require Pfizer to issue a mailing under 21
C.F.R. § 200.5 and that the FDA similarly notify all patients in the United States who have
ingested or are ingesting Cardura for hypertension by press release or "Talk Papers." The FDA
should also require the insertion of a boxed warning on the labeling of Cardura (and of generic
doxazosin mesylate tablets), and require such additional labeling changes (including changes in
the approved indication, warnings, precautions, and contraindications) as the agency may deem

appropriate.




In connection with the agency's review of this petition, Petitioners further request that the
FDA bring the issues raised by the ALLHAT study and the relief requested in this petition before
the agency's Cardio-Renal Advisory Committee for their review and input, pursuant to 21 CFR.
§§ 10.60(c)(2) and 10.65. Petitioners, by their representatives, specifically request the
opportunity to address that committee. Petitioners ask to be notified promptly whether the

agency will schedule such a meeting.

STATEMENT OF GROUNDS

A, Cardura Is A Leading Drug For Pfizer

Pfizer is a Delaware Corporation with its principle place of business in New York, New
York. Pfizer produces, distributes, and markets the anithypertensive drug doxazosin mesylate
under the brand name Cardura. Cardura received FDA approval in 1990 and since then has been
consistently marketed as a highly effective, "first-line" drug to treat hypertension. Ex. 1 and Ex.
2 (Feczko Tr. at 116 -117). Cardura's current label states that Cardura may be used alone or in
combination with other drugs to treat hypertension. Cardura's annual sales approach
$800,000,000 worldwide, at least half of which is for the treatment of hypertension alone. Ex. 4.
B. The ALLHAT Study

In 1994, the NHLBI began ALLHAT, an eight-year high blood pressure study. ALLHAT
compared Cardura with the more traditional and less costly diuretic drug, chlorthalidone, used to
treat hypertension. ALLHAT represented the single largest clinical trial to compare
antihypertensive drugs over a long-term period and was specifically designed to address whether
the benefit of the drugs were the same. See Ex. 26 (Furberg Affidavit); Ex. 25 (Krakoff
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Affidavit.) "Whilst the alpha blockers have been available to a great many years they have never
been subjected to a long-term outcome trial in hypertension." Ex. 5. Dr. Claude Lenfant,
NHLBI Director stated: "No large-scale blood pressure treatment study had ever compared these
2 classes of drugs. Earlier studies were small and could not, for example, detect an increase in
patients' risks of congestive heart failure." Ex. 6. Pfizer contributed $30 million to the ALLHAT
study. Ex. 2 (Feczko Tr. at 134). Pfizer also assisted the NHLBI in its enrollment effort. Id. at
132. Pfizer played an integral role in ensuring that ALLHAT met its full enrollment, thus
ensuring that the ALLHAT study would proceed. Id.
C. The ALLHAT Adverse Findings

On February 2, 2000, Dr. Joseph Feczko, the senior vice president for medical and
regulatory operations of Pfizer, attended a meeting at the NHLBI. During that meeting, Dr.
Feczko learned that the Cardura arm of ALLHAT was being stopped early due to adverse
findings. Ex. 2 (Feczko Tr. at 16). On March 8, 2000, the NHLBI publicly announced that it
had stopped the part of the ALLHAT trial concerning Cardura early because it had found that
users of Cardura were twice as likely to be hospitalized for congestive heart failure and had a
higher chance of suffering from certain other serious cardiac events, including strokes, than users
of the diuretic drug chlorthalidone.! Due to these finding, the NHLBI immediately offered
patients on Cardura alternative medication. Ex. 7. At the American College of Cardiology
("ACC") meeting in March 2000, ALLHAT's Study Chairman, Dr. Curt Furberg, made a

presentation in which he stated that: "Doxazosin (Cardura) is not recommended as first-line

! The ALLHAT findings were published in the April edition of the Journal of American Medical
Association ("JAMA™). See Ex. 26 (Exhibit B).
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therapy" for the treatment of hypertension. Ex. 8. On March 15, 2000 in response to the NHLBI
findings, ACC issued a rare clinical alert recommending that "physicians discontinue use of a
widely prescribed drug [Cardura] for the treatment of hypertension.” Ex. 19. The ACC's alert
further stated: "The ACC encourages physicians who treat hypertensive patients to review the
new data with their colleagues to ensure the rapid dissemination of this important information."
Id. The ACC issued a second clinical alert on March 23, 2000, warning physicians to reassess
carefully the use of Cardura in treating patients for hypertension due to the findings of the
NHLBI-sponsored study. Ex. 9.

D. The Results Of The ALLHAT Study Are Not Well Known And
Pfizer Has Taken Steps To Minimize This Important Information

While Pfizer publicly stated that it supported the NHLBI's decision to discontiﬁue the
Cardura part of the ALLHAT study (Ex. 10), Pfizer has taken no affirmative steps to
communicate this critical information to medical practitioners or Cardura users or to revise its
Cardura drug labeling in that regard or to issue any warning. Neither the prescribing information
for Cardura nor Pfizer's website make any reference to the NHLBI findings or the ACC clinical
alert or the critical implications thereof. For example, Pfizer's Internet website continues to state
as follows: "Cardura may be used alone or in combination with diuretics . . ." (Emphasis
added.) Cardura's U.S. Product Prescribing Information, which appears in the Physicians' Desk
Reference, contains the same language found on Pfizer's Internet website, again without any
reference to the NHLBI findings or the ACC clinical alert.

Pfizer, in fact, has taken very aggressive steps to minimize any decline in Cardura sales

following the release of the adverse ALLHAT findings and to protect its annual $800 million of
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Cardura sales. Among other things, even though Pfizer still does not know the answer to
whether or not ALLHAT's adverse results demonstrate that "Cardura is doing something
negative" to cause a doubled risk of congestive heart failure (Ex. 117 and Ex. 2 (Feczko Tr. at
82),% it continues to aggressively assure all "high-prescribers of Cardura” that Cardura is an
"exceptionally safe drug" (id., Ex. 12 and Ex. 2 (Feczko Tr. at 92-93)).

Moreover, following the release of the adverse ALLHAT findings, Pfizer made a
conscious decision "not to issue a [public] statement" on the ALLHAT results, because doing so
"would likely draw more media attention to the situation." Id., Ex. 13. Nor did Pfizer issue any
information to physicians prescribing Cardura, unless the physicians first contacted Pfizer. Id.,
Ex. 14 and Ex. 2 (Feczko Tr. at 46). See also id., Ex. 2 (Feczko Tr. at 86) ("there's no warning
letter"). Dr. Feczko testified that "[t]he [sales] representatives to the best of my knowledge are
not proactively discussing ALLHAT." Ex. 2 (Feczko Tr. at 46). The adverse ALLHAT results
were considered by Pfizer to be a "potential threat" to its business, whether they be in the hands
of its "competitors," "governments . . . requesting labeling or price changes" or the "press."

Ex. 3.

2 This same internal Pfizer document acknowledges that the patients in ALLHAT are representative

of the Cardura patient population. See id. ("ALLHAT, however, randomized elderly hypertensive patients without
overt or apparent heart failure. (A patient population where Cardura is frequently used.")).

3 See also id., Ex. 17 (Krakoff Tr. at 66-68). A article appearing in the Cleveland Clinic Journal Of
Medicine, also notes that it was not possible to determine whether Cardura "cause[s] heart failure or just prevent|s]
it less" and recommends that Cardura "not be used as monotheraphy in managing stage 1 or 2 hypertension.” EX.
18.
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The results of all this lack of information were also carefully studied by an outside
- research agency retained by Pfizer. Id., Ex. 15 and Ex. 16. The research into ALLHAT
"awareness" among Cardura prescribing physicians revealed that:
] "[Primary Care Physicians'] awareness and knowledge of ALLHAT is very low."
Out of the Primary Care Physicians interviewed, none were aware of ALLHAT on

an "unaided basis" and even those whose knowledge of ALLHAT could be

"aided” by the researchers, had "very little knowledge about the trial."

° "The great majority of the Cardiologists . . . know next to nothing about the trial."
° "[Urologists'] knowledge of ALLHAT's preliminary results among those aware of
the trial is minimal."

Id., Ex. 15 (emphasis added). In conclusion, the research reported that "knowledge of the trial's

preliminary results is minimal for all specialties." Id. (emphasis added). Similar results were
seen in "Wave 2" of the research conducted one full we_ek later, or two weeks after the NHLBI
announcement of the adverse ALLHAT findings. Id. Ex. 16. International awareness of
ALLHAT was even worse. Id., Ex. 15 and Ex. 16 (showing 0% awareness levels for nearly all
medical specialties).

Despite these results, Pfizer continued its practice of only providing information about
ALLHAT "when asked" which was not that often. See. e.g., id., Ex. 2 (Feczko Tr. at 46) ("The
[sales] representatives to the best of my knowledge are not proactively discussing ALLHAT").

Of course, Pfizer continues to assure all "high-prescribers of Cardura" that Cardura is an




"exceptionally safe drug"’ (id., Ex. 12), notwithstanding the heightened risk of congestive heart
failure evidenced by the ALLHAT study.*
E. Pfizer's Lack Of Warnings Conflicts With The NHLBI And ACC

Pfizer's lack of informative notification is in contradiction with the unbiased and more
responsible position taken by the NHLBI which stated that all high blood pressure patients taking
Cardura (beyond those enrolled in ALLHAT) should be advised to "consult with their doctors
aﬁout a possible alternative." Id., Ex. 6.° Before issuing that statement, the NHLBI notified each
and every ALLHAT participant taking Cardura of the study's findings and immediately
discontinued their use of the drug. Id.®

Similarly, Pfizer has taken no steps to advance the "clinical alert" issued by the American
College of Cardiology (the "ACC"), advising physicians to "carefully reassess" Cardura use (id.,
Ex.9).

Petitioner's requested notice is fully consistent with the communique sent by the NHLBI
to all Cardura users in the ALLHAT study and with the ACC's clinical alert. Each of these

authoritative bodies have been flatly ignored by Pfizer in an effort to protect sales of Cardura,

4 A chart summarizing ALLHAT's adverse findings, appearing in the Cleveland Clinic Journal Of

Medicine article submitted by Pfizer is attached hereto as Exhibit 18.

5 Pfizer's own expert, Dr. Pool, agrees at least with regard to hypertensive patients he categorizes in

the highest risk group, "Group C," that notice to patients "actually could be very valuable because it could -- the
ALLHAT trial -- and even the questions about [Cardura] in the ALLHAT trial can be -- could be very valuable for
the Cs to refocus physicians and their patients on what we really know." Id., Ex. 20 (Pool Tr. at 119-20).

6 The ALLHAT study included 42,448 patients with hypertension, nearly 10,000 of which were
treated with Cardura. Ex. 26 (Furberg Affidavit, Exhibit B).

7 This refers to the second clinical alert issued by the ACC, on March 23, 2000, which was even

less demonstrative than the first release issued by the ACC, on March 15, 2000, recommending that doctors
"discontinue" their use of Cardura. See Exs. 9 and 19.
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one of its "Magnificent 7" products (id., Ex. 3 and Ex. 2 (Feczko Tr. at 28, 122-23)). After all,
the adverse ALLHAT results were considered by Pfizer to be a "potential threat” to its business,
whether they be in thé hands of its "competitors," "governments . . . requesting labeling or price
changes" or the "press." 1d., Ex. 3.%

F. The Implications Of ALLHAT Are Very Serious And
Concern All Cardura Users Afflicted By Hypertension

Pfizer's conduct is particularly troubling given the serious implications of the ALLHAT
findings, for all Cardura users afflicted by hypertension. See Ex. 25 (Krakoff Affidavit); Ex. 26
(Furberg Affidavit). Both of these experts, Dr. Krakoff, Petitioners' expert, and Dr. Furberg, the
Chairman of the ALLHAT Steering Committee, have opined that as a result of ALLHAT's
findings, Pfizer should be required to notify physicians and Cardura users that Cardura should no
longer be prescribed as a "first line" drug to treat hypertension in any patient population.” Dr.
Furberg has further opined that: "Pfizer's delay in providing such notification may every year
cause thousands of unnecessary cases of heart failure among the large number of hypertensive
patients who currently use Cardura." Ex. 26 (Furberg Affidavit).

Similarly, in the editorial published along with the adverse ALLHAT findings in the
Journal of American Medical Association ("JAMA™), Dr. Louis Lasagna reported that the

ALLHAT results "have major implications for the recommendations for treatment of

8 Pfizer has been in contact with the FDA concerning the ALLHAT findings. As the FDA informed
Pfizer that it need not take any immediate action, Pfizer has been free to minimize the ALLHAT findings and
concentrate on sales figures.

? Since submitting his affidavit, Dr. Krakoff has testified that all of his patients taking Cardura as a '
monotherapy to treat hypertension before the adverse ALLHAT results were released have been provided with
alternative medications (id., Ex. 17 (Krakoff Tr. at 45-46) and he has removed Cardura as an "add-on" drug therapy
wherever possible (id., Ex. 17 (Krakoff Tr. at 48-49). See also id., Ex. 17 (Krakoff Tr. at 76-77).
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hypertension, which currently include [Cardura] as a first-line agent." Ex.21. Dr. Franz
Messerli of the Oschler Institute similarly reported in The Lancet that the guidelines for treating
hypertension "have to be amended to the effect that [Cardura], or the whole class of peripheral
[alpha]-bldckers, should no longer be considered as first-line antihypertensive therapy" and
"[w]hether [Cardura] should continue to be used as add-on antihypertensive therapy remains to
be determined . . . although it probably should be avoided . . .." Ex.22. Pfizer, nonetheless,
continues to advertise Cardura as a first-line drug for treating hypertension "either alone or in
combination." Ex. 1 and Ex. 2 (Feczko Tr. at 116-17).

In an article entitled "What You Don't Know" (Ex. 24) an investigative reporter
summarized this situation as follows:

In the case of Cardura, the alpha-blocker removed from the NIH blood-pressure
trial on March 8, the system still failed even when individual parts of it performed
well. When the Cardura patients had to be taken off the drug, the National Heart,
Lung, and Blood Institute issued a press release that included the most
newsworthy particulars. One week later, Curt Furberg, the chair of the study,
made a detailed presentation at the annual meeting of the American College of
Cardiology in California. ... The American College of Cardiology took the
finding a step further, issuing a press statement urging doctors "to discontinue
use" of Cardura and other alpha blockers for treating blood pressure. This seemed
to be one of the clearest drug warnings ever issued by an expert medical group.
But only hours later, the American College of Cardiology was saying that it had

made a mistake and was not in fact urging doctors to discontinue the drug.

* %k %k

Pfizer asked the college to issue a new release, making it clear that it was not
urging doctors to discontinue use of the drug. The cardiology group agreed,
according to both Pfizer and Caudron.’

10 The author of this article further noted that Pfizer contributes over $500,000 to the ACC per
annum. See also Ex. 23 ("We have been successful in getting the ACC to agree to a clarification . . .").
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Pfizer then made the new press release available to its sales force to use when
talking to doctors who might now express concern about Cardura, says Michael
Widlitz, medical group director for Pfizer.

Widlitz says Pfizer agreed with and supported the findings of the NIH study.

Cardura should not be a first-choice or principal blood-pressure drug. he says. ...
But Widlitz concedes that the company had issued no warning letter to doctors

about the findings, had prepared no brochure. and had not put anything in the
product's package labeling.

In summary, the author concluded that there has been no change in medical practice or
decrease in Cardura sales following ALLHAT:

More than two months after the warning about Cardura, there is no evidence that
the new findings had any measurable effect on medical practice. Cardura's sales
were unchanged throughout the period, according to data from IMS Health. News
coverage was minimal. And the one clear warning from the American College of
Cardiology had become garbled.

Id., Ex. 24."

The above-quoted report is consistent with this statement of grounds and demonstrates
that material information regarding a very serious public health risk has not been provided to
Cardura users or practitioners and that the perceptions of that group continued to be directed by

Pfizer toward "business as usual."

i The author of this article points out that: "US law does not provide for the long-term testing of

drugs, before or after approval for marketing. Even when occasional long-term tests reveal unexpected problems,
no reliable way exists to ensure that patients are promptly taken off drugs that are shown to be dangerous, weak, or
ineffective. Even when lives are at stake, drug companies and other health authorities repeatedly have failed to
warn doctors and patients about newly discovered problems or ensure they halt treatment or switch to a better drug."
Id.

_1.,’1_ .




G. The FDA Has The Authority To Issue Notice
To The Medical Community And To Cardura Users

The Food and Drug Administration (the "FDA") has a Congressionally mandated mjséiog
to "protect the public health by ensuring" that "human drugs . . . are safe and effective.”" 21
U.S.C. § 393. To this end, the FDA has authority to regulate the labeling of human drugs. Id.
Labeling is defined as "all labels and other written, printed, or graphic matters (1) upon any
article or any of its containers or wrappers, or (2) accompanying such article.” 21 U.S.C.
§ 321(m). Labeling "includes not only package inserts, but also separate communications
concerning the drug, such as "Dear Doctor" letters sent by the drug manufacturers to physicians

to provide information about a drug." Walls v. Armour Pharm. Co., 832 F. Supp. 1467, 1482-83

(M.D. Fla. 1993). The FDA's control over drug labeling allows for the dissemination of notice of
the ALLHAT findings to the medical community in the form of a "Dear Health Care
Professional" letter. 21 C.F.R. § 200.5.

* ALLHAT has disproved the popular notion that alpha-blockers were a superior treatment
for hypertension. Ex. 20 (Pool Tr. at 60:23-25; 61:2-5 ("I have to face the harsh reality that - of
what ALLHAT says, that is that all of the clinical hypotheses that we put forth, we could not
prove in ALLHAT that Doxazosin was superior to Chlortalidone as an antihypertensive
monotherapy for treatment of hypertension in high risk patients.")). ALLHAT has showed that
Cardura is no more effective that a traditional, less costly diuretic in preventing death from all
causes and, at the same time, is associated with significantly higher risk of adverse coronary or
cardiac events including, a 25% higher risk of coronary heart disease and a 100% greater risk of

congestive heart failure. Although the place of Cardura in the treatment of hypertension has been

-12-




questioned and even cast in doubt, Pfizer continues to promote the drug while aggressively

| downplaymg the ALLHAT ﬁndmgs The médical con‘lmu<nit‘y’ Shéuld be aware of the ALLHAT
findings so they can evaluate the continued use of Cardura for their patients. Notice to the
medical community will allow physicians to familiarize themselves with ALLHAT's findings, to
be in a position to respond to patient inquiries and to make any appropriate changes in patient
treatment.

The FDA "may also cause to be disseminated information regarding . . . drugs . . . in
situations involving, in the opinion of the Secretary, imminent danger to health or gross
ldeception of the consumer." 21 U.S.C. § 375(b). Petitioners therefore request the FDA to issue
a press release or "Talk Paper" to give notice to all patients in the United States who have
ingested or are ingesting Cardura that ALLHAT has documented an increased risk of heart
failure. An enhanced risk of heart failure due to the misinformed use of Cardura és a "first-line"
treatment is not tolerable where there are cheaper, more effective treatments or combinations of
drugs that may be used and the adverse consequences are potentially critical. Indeed, if the
potential adverse consequences were not potentially critical, the NHLBI would not have required
that the thousands of Cardura patients participating in ALLHAT immediately discontinue use of
the drug. Absent the notice requested, hundreds or thousands of individuals may unwittingly
continue hypertension treatment with Cardura based on the erroneous belief that Cardura is as
effective or more so than other traditional and less costly drugs. Upon receiving notice, Cardura
users will likely consult with their doctors regarding Cardura and change their treatment regimen.
Cardura users (and their physicians) need this information to ensure that they are making critical
treatment decisions appropriately. Cardura users should be afforded the opportunity to make this
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informed choice. The fully-informed medical treatment of patients with hypertension requires

notice of the ALLHAT findings to the medical community and users of Cardura.”

H.  The FDA Should Seek The Input Of Its Card10-RenalAdv1s0rv Committee

In connection with the agency's review of this petition, Petitioners request that the FDA
bring the issues raised by the ALLHAT study and the relief requested before the agency's
Cardio-Renal Advisory Committee for their review and input, pursuant to 21 C.F.R.

§§ 10.60(c)(2) and 10.65. In other instances where serious public health issues have arisen with
respect to approved drug products, the FDA has consistently sought the advise of its expert
panels. For example, the FDA brought issues regarding the saféty ana labeling of Rezulin and
Accutane before the appropriate advisory committees on March 26, 1999 and September 19,
2000. Such input has been invaluable to the agency in evaluating the "real world" implications
of such safety issues. Petitioners request the opportunity to address the committee through their
representative medical experts and attorneys.

Should the FDA, however, deny Petitioners' request to bring the ALLHAT issues before
the Cardio-Renal Advisory Committee, Petitioners request the opportunity to meet with officials
of the agency's Center for Drug Evaluation and Research, including the Division of Ca.rdio-Renal
Drug Products, and with experts from the NHLBI and Pfizer in order to present the views of

medical experts regarding the imminent danger to patients using Cardura.

12 FDA should also require the insertion of a boxed warning on the labeling of Cardura (and to

generic doxazosin mesylate tablets) and such additional labeling changes (including changes in the approved
indication, warnings, precautions, and contraindications), consistent with the emergency notice, as the agency may
deem appropriate.
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CERTIFICATION
The undersigned certifies, that, to the best knowledge and belief of the undersigned, this
petition includes all information and views on which the petition relies, and that it includes
representative data and information known to the petitioner which are unfavorable to the petition.

(Signature) m (} MM/ L4

Salvatore J. Graziano

(Name of petitioner) Attorney for Petitioners Lawrence D. Bernhardt and Arnold iiebman

(Mailing address) Milberg Weiss Bershad Hynes & Lerach LLP
One Pennsylvania Plaza, New York. New York 10119

(Telephone number) (212) 594-5300
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T-852

MILBERG WEISS BERSHAD HYNES & LERACH LLP

Ms. Jenny Butler

5630 Fishers Lane, Room 1061

Mail Stop HFA-305
Rockville, MD 20852

Re: Citizen Petition of T.awrence D. Bernhardt and Armold Liebman

Dear Ms. Butler:

25.31.
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In response to your question whether the above-referenced Citizen Petition is fully
releasable to the public in light of the attachment of documents marked confidential, please be
advised that all of the attached documents were publicly filed in the United States District Court
for the Southern District of New Yotk and therefore are fully releasable.

In response to your question regarding the environmental impact study under 21
C.F.R. 10.30, please be advised that such a study is categorically excluded under 21 C.F R.

Sincerely,

7

S@to J. Graziano
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COMPENDIUM OF SOURCES FOR CITIZEN PETITION
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Salvatore J. Graziano
One Pennsylvania Plaza
49th Floor

‘New York, NY 10019
(212) 594-5300
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Phzer Pharmaceg o trrong
Phzer Ine

235 East 42nd Street

New York. NY 10017.3733

Tel 22573 7291 Fax 22373 1563

(@ Pfizer Pharmaceuticals T

&0@{3 Z = 2110
September 30, 1999 Rita A, Watich

Director—Reguiatory Affairs

Department of Health and Human Services
Food and Drug Administration (HFD-240)
5600 Fishers Lane

Rockville, MD 20857

RE: Cardura (doxazosin mesylate) Tablets
NDA 19-668
21 CFR 314.81 (b)3(i)
Cardura (doxazosin mesylate) Tablets for Benign Prostatic Hyperplasia*
“ NDA- 20-371
21 CFR 314.81 (b)3(i)

Dear Sir or Madam:

We are submitting the attached advertising and/or promotional labeling at its initial
dissemination.

Identification of this material is listed herein.

Hypertension and Diabetes: A Common Combination XC332v99

tich W

*Cover letter only

CONFIDENTIAL — swgospies oo




Nots: Form 2253 18 tequired Dy law. RepONS are required 1ar approved NDAs ang ANOAS :3* 272 313 813

TRANSMITTAL OF ADVERTISEMENTS
AND PROMOTIONAL LABELING FOR

TSATE SUEMITIED | Form Aopreved CMB NG 2510005

: Sxpiration Cate August 31, 2001
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Rita Wittich, Director, Regulatory Affairs

Ptizer Inc

Regulatory Affairs

235 East 42nd Street

New York, New York 10017

( 212 ) 573-7291
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( 212 ) 573-1563
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~* “MULTIPLE PRODUCTS

Product{Name) NDA#: D Code __PI Date & Number
Glucotrol XL 20-329 XC332v99 8/99 - 69-4952.00-5
(glipizide)
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43 million Americans
have high blood pressure:

10 millFon

OVer 10 million Americans
have physician-diagnosed diabetes?

EERMHGRDT - FFITER COCE
01 OV2ETE




5.2,5

In one study, the prevalence
of hypertension was 54°% higher
in patients with diabetes
than in nondiabetics’

ANEIREES
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Anather study showed that

mortality rates were 4 times greater
for diabetics with high blood pressure’

- |

- As with al! sulfonylureas, hypoglycemia may occur.
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Cardura® (doxazosin mesylate) provides
effective blood pressure control

Cardura provides effective 24.

. | Redu

lood pressure control

ction in blood pressure over 24 hoyrs
"' . 'Change in Blood gressare ' C

Blood pressure {mm Hg)

~—e- CARDURA

- 78
L ] 2 k74 2

P<0.05 at all time points vs baseline,

The side effscts reported significantly more often than placebo in hypertension studies were _
dizziness, somnolence, and fatigue. These were generally mild and transient. Only 2% of patients
discontinued therapy due to adverse effects—the same as with placebo. Syncope has been
reparted, but rarely (<1%).
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Cardure offers comparable efficacy with other major
antihypertensive classes®

“Change in diastolic blood pressure (mm Hg) after 48 months of therapy

Nutritional-hygienic intervention plus:
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Cardurza is effective in combination to treat
difficult-to-control hypertension®

Cardura and enalapril alone and in combination therapy ‘;
. CARDURA T enalnri o cobmation
img Lme ¢ w5 CARDURA « 5 mg enaiaznt
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Cardura® (doxazosin mesylate) considers
the patient with type 2 diabetes
In patients with diabetes and hypertension

Cardura controls blood pressure in hypertensive
patients with type 2 diabetes’

f

Cardura in hypertensive patients with type 2 diabetes

-
8

Systolic Oiastolic

& &

Sutting blood ressiife
(mm Hg)

Baseline Final
N=16 P<0.05.

canan sontican: ‘/ mor
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f':q tnan ”'aceb in BPH studies wers cizziness/ventigo
5.0 (1.7%,/0.0%), adema (2.7%/0.7°%), 2nd dysonea
nificantly more ofien than placebo in nypenension siccies were
'l’TE 2 were generally milc and transient. Onty 2% of patients discontinued
with slacebo. Syrccpe has Leen reponied. but rarely (<1%).

As with all alpha blockers, Cardura can cause marked hypotension with syncope and
other postural symptoms, such as dizziness. Blood pressure should be measured atter
the first dose and with each increase in doss. If Cardura is discontinued for several
days, therapy should be restarted using the initial dosing regimen.
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Cardura has no adverse effects bn the lipid profile®

Percent change in ratio of total to HDL cholesterol

20, rmolilL
frra

2 CARDURA

LINICAL SIGNIFICANCE OF THIS CHANGE IS UNCERTAIN. Cholesterol is just one
carameter 1o consider when selecting the oest individualized therapy for a given patient.

Cardura has no adverse effects on blood msulm levets°
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Glucotrol XL® (glipizide) extended-release tablets

control blood glucose levels with lower fasting insulin
levels than glyburide

Glucotrol XL delivered comparable fasting plasma glucose
levels (FPG) vs glyburide

D Placeto in=32)
A Glyburide 20 mg qd (Ni=2T:
B Glucotrol XL 20 mg qd +*.=2

' Hours of fasting
¥ P05 sulfonyireas vs placeo. PN Glucolrol XL vs giyburide.

Glucotrol XL delivered significantly lower fasting insulin
tevels vs glyburide '

9 Placebo (N=52)
A Glyburids 20 mg qd (N=27}
- & Glucotro! XL 20 mg qd (N=25:
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Glucotrol XL had no adverse effect on body weight

or lipid levels

- Glucotrol XL did not increase body weight in long-term

extension studies®®

Baseline ' Endpoint
364

N=3564 =

Total cholesterot Triglycerides

25 Placebo
B Glucotral XL
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As with all sulfbnylureas,_ hypoglycemia may occur.
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~ Gardura®
(coxazosin mesylate)
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* Proven control of hypertension—when used alone or in combination«®
* Comparable efficacy with other major antihypertensive agents®
* Does not compromise the lipid profile®

* Does not compromise blood sugar or insulin levels® '

Controls blood pressure in hypertensive patients with diabetes’

[

Least expensive alpha blocker—about $1.00 per day'*"

AN SIET SLONE LS 1N TYPE D DIABETES.

’ / g / /p I.Z'/‘d e / extended release 1oblets

Effective blood glucose control—with lower fasting
insulin levels than glyburide

* No weight gain**

* No adverse effects on the lipid profile

Least expensive branded oral hypoglycemic agent®

As with all sulfanylureas, hypoglycemia may occur.
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UNITED STATES DISTRICT COURT

SOUTHERN DISTRICT OF NEW YORK

LAWRENCE D. BERNHARDT,
Plaintiff,
vs. 00 CIV 4042 (LMM)
PFIZER, INC.,
Defendant.

ARNOLD LIEBMAN,

Plaintiff,
vs. 00 CIV 4379 (LMM)
PFIZER, INC.,

Defendant.

Tt N e et Mt S et e e e

November 6, 2000

1:55 p.m.

| Deposition of JOSEPH M. FECZKO, held
at the offices of Kaye, Scholer, Fierman,
Hays & Handler, 425 Park Avenue, New York,
New York, pursuant to Notice, before Cathi
Irish, a Registered Professional Reporter

and Notary Public of the State of New York.

SPHERION DEPOSITION SERVICES (212) 490-3430




” Hl Feczko 28
2 A. Right.
3 Q. I want to look now at the page of the
- 4 document now that ends 8752.
5 A. All right.
6 Q. EarlierﬂIkhad,asked you how significant
- 7 | Cardﬁia was in terms of sales for PPG overall, and
8 I was wondering if looking at this document would
9 refresh your recollection as to what Cardura sales
- 10 weré in 1998 as compared to the other products of
11 Pfizer.
12 - MS. LESKIN: Objection. I believe the
e 13 ‘/ , prior question referred to 1999 and not
14 1998.
15 MR. GRAZIANO: Okay, let me redo it
ié o éﬁa make it easier.
17 0. This page of Exhibit 2, 8752 appears to
18 list seven products and it shows Cardura with sales
- 7 e
: 19 .of 685 million right under Viagra with sales of 784
20 million in 1998.
21 - As far as you know, is this page of the
~ 22 document accurate?
23 MS. LESKIN: If you know.
« 24 . A. As far as I know it is.
) 25 Q. As far as you know in 1998, was Cardura

SPHERION DEPOSITION SERVICES (212) 490-3430
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Feczko
discussions about the label.

This is whatfs requifed of our sales
representatives. If they get gquestions outside the
label, if it's within the approved document that
we’ve given them theyrcan’add:ess it. However, if

it’s outside that document, then they have to refer
to medical information.

This is in a sense standard because our
representatives are under strict actually guidances
and there are strict advertising principles set
down by the FDA about what they can and cannot say
about any drug outside the label.

Q. So at this point Pfizer’s
representatives are not volunteering any
information about ALLHAT to physicians unless they
first receive a request from the physicians; is
that right?

MS. LESKIN: Objection to the extent

it misstates testimony.

MR. GRAZIANO: You can answer.

A. The representatives to the best of my
knowledge are not proactively discussing ALLHAT.

Q. Have there been other situations in the

past where Pfizer's representatives were asked to

SPHERION DEPOSITION SERVICES (212) 490-3430
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Feczko
A. We are always examining cdur drugs.
Q. Is that a yes?
A. We continue --

MS. LESKIN: Asked and answered. He
doesn’: have tc give you the answer you

want . if he can answer it yes or no, he

will but he’s already --

Q. You realize you may be testifying before
a judge in this case shortly?

A. Yes.

Q. If I were to ask you in front of the
judge Yes or no is Pfizer still trying to determine
if Cardura has a negative effect in some patients,
would you bg ablgytq_answer the question yes or no?

MS. LESKIN: Objection argumentative.

A. We are always looking for safety
signals. We have done this right now and we will
continue to look and examine. In the sense we are

continuing to look because we are asking the NHLBI
for additional data. We want to understand this
better. We think there’s a good explanation for

this finding but we don’t have the data and we will

continue to look for this data.

Q. So at this point there is a possibility

/

SPHERION DEPOSITION SERVICES (212) 490—3@30
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Feczko

has been issued by Pfizer?

A. That'’'s correct, there’s no warning
letter.
Q. At the same time is it fair to say that

Pfizer has been proactive in communicating with
physicians that the study doesn’t show that Cardura
is harmful?

MS. LESKIN: Objection, vague.

MR. GRAZIANO: You can answer.

MS. LESKIN: If you know.

A. I don’t know the context of the actual
meetinés with the key experts. I do know that
members of the ALLHAT committee are frequently and
have been at -- ALLHAT steering committee have been
at éome of these meetings and the discussions have
revolved around the actual ALLHAT article.

What conclusions are discussed or what
course the decision goes at these meetings, I have
not attended any of them but these are sort of free
exchange,ksc;eqtificydiscussions amongst physicians
and these are -- in past experience, physicians are
very willing to express their own opinions what
they think is going on.

Q. " Putting the physicians aside, are you

SPHERION DEPOSITION SERVICES (212) 490-3430
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Feczko

these standardized responses before?

A. I have not, no.

Q. Are you aware that physicians may --
it’s possible that physicians are being told by the

Pfizer sales force that quote, "Cardura is an

| exceptionally safe drug"?

MS. LESKIN: Objection, assumes facts
not in evidence.
MR. GRAZIANO: I'm only asking if
you'’'re aware of that.
A. I would 1like to read this for a second
beeeuse‘I’haven’t seen this before.
Q. Sure.
Have you looked at the document?
A. Yes, I have.
Q. So my question to you was not if you
were aware ofu;hesevspecific responses in this
deeuheﬁt but are you aware that sales

representatives are informing physicians that’s

Cardura is an exceptionally safe drug?

MS. LESKIN: Objection, assumes facts
not in evidence.
A.M WM;MQQnﬂt know exactly what they are

telling physicians but these appear to be from

SPHERION DEPOSITION SERVICES (212) 490-3430
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CARDURA ALLHAT PREPARATION PLAN

Cardura is one of the Magnificient 7 products that counts for significant revenue and
profit for Pfizer Europe. Our analysis of the available information from New York
regarding the recent decision tc suspend the doxasozin treatment arm of the ALLHAT
study has highlighted both potential threats to our business, as wel! as a list of
proactive steps needed to address these issues.

POTENTIAL THREATS

ALLHAT information, in the form of the Investigator letter, ACC abstract, NEIM article:

» Inthe hands of our competitors are long awaited tools to focus on Cardura as sub
optimal choice for treating hypertensive patients over 55.

» In the hands of our governments are useful for requesting labeling or price
changes, not to mention the risk of creating a call for European label
harmonization

» Inthe hands of the press can be used to disseminate “panic” among current
patients _

+ Inthe hands of our EF--without proper preparation and the appropriate perspective
on the issue (one study, albeit well-designed and run, vs. 3.4 billion patient days
worldwide and more than 10 years on the market)—will risk losing maotivation and
creating a defensive position

PROACTIVE STEPS REQUESTED

Countries will need to have on hand documentation NO LATER THAN MARCH 1.
This will be used in coordination between all European countries and only in the case
of need, but will allow all to be able to answer a series of questions from any of the
above mentioned sources of threat. : ‘

+ Copies as soon as possible of Investigator letter, ACC abstract, and NEIM article

* An immediate and proactive plan to seek ACC support for a LIVE perspective to the
ALLHAT presentation, perhaps with a debate format. Note that many countries will
have customers attending ACC, which always draws a large non-US attendance

* An extensive data analysis—both of published and inhouse data—of the safety
databases to date for Cardura

'« A complete review of ongoing large trial, eg AASK, that have yet to show any

issues regarding Cardura

* A position to explain any difference in the use of standard vs. GITS related to this
issue

* A "Hub-and-Spoke” system of priority alerts for any issues arising via the media,
with the appropriate Q&A prepared

Countries will continue to analyze their source of Cardura business (HTN or BPH;
monotherapy vs. combination) and plan the appropriate contingency as the process
moves forward. It is essential that each market be able to inform their key opinion

leaders and Field Forces in time to be ready. if not proactive, vs. our competition! We

“carinot allow the Norvasc ABCD/FACET situation to repeat itself again.

Bernhardt/Pfizer Docs
05 000407

CONFIDENTIAL
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U.S. Pharmaceuticals Group
Pfizer Inc

235 East4  :Street

New York, i« x 10017-5755

@ U.S. Pharmaceuticals

Red 2}1‘7’{00
(e e Retldedpc )

February 10, 2000

Peter L. Frommer, MD

Deputy Director

Department of Health & Human Services
Public Health Service

National Institute of Health

9000 Rockville Pike

" Building #31 - Room 5A49

Bethesda, Maryland 20892
Dear Peter,

I am enclosing copies of the charts looking at Cardura/alpha-blocker use that you
requested last week. As you see, Cardura comprises almost 3% of the total worldwide
antihypertensive market. Although this seems like a small percentage, it is a vast market,
and Cardura sales approach $800,000,000 worldwide. For worldwide sales, Cardura
ranks in 7™ place amongst branded antihypertensives, 11" in the USA. The majority of
our use is in hypertension — in the USA, about half is hypertension alone, a quarter
hypertension with concomitant BPH, and the final quarter, BPH alone. Also, the majority
of Cardura use in hypertension is as add-on or combination therapy. As you see, Cardura
represents an important cardiovascular product for us.

I would like to thank you, and your colleagues at NIH and CTC for giving us an advance
look at the data, and for notifying us of the decision prior to the Steering Committee
meeting. I also appreciate your taking note of our concerns regarding our need for

-advance copies of your materials, in order that we may prepare our responses to questions

that will inevitably arise from the medical community and from patients as soon as the
information becomes public. It is urgent that we have access to these materials soon to
prepare coordinated responses. May I ask if you would kindly let us know when we
might anticipate receiving them? We are concerned that as soon as patients start receiving
notification — which I believe could be as early as the end of next week — and go to their
primary care givers, we might anticipate questions, and we need to be prepared. Any
information we are given will, of course, be treated confidentially until it is officially
made public by NIH.




I have sent Barry a list of questions regarding the data, so we might understand the results
as fully as possible. ‘

- We are also looking forward to receiving a copy of the paper as soon as possible. While
we appreciate the need for you to discuss the data in a scientific forum such as the ACC,
we have other responsibilities as well. As a company that strives to maintain the highest
ethical standards, we do not want to market a product that either causes harm or even
fails to provide benefit. From what we have heard, we do not believe this to be the case
with doxazosin (especially as most is used as add-on/combination). However, I cannot
stress too strongly our need to evaluate the situation as fully as possible as soon as
possible.

We greatly appreciate your help in broviding us with the information requested.

With warm regards,

Yours sincerely,

Patricia A. Walmsley, Mé*‘RCPath
Senior Associa"KMedical Director

cc Dr Jeff Cutler
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COMMENTARY

Journal ¢f Humen Hypertenzion {2000) 14, 237-289
€ 2000 keomdan Pubishers UZ ML Agits resenved 0950.9240,/00 §15.00

waww.n2tre.com/ph

Do alpha blockers cause heart failure and
stroke? Observations from ALLHAT

DG Beevers and GYH Lip

University Department of Medicine, City Hospital, Birmingham, UK

Keywords: alpha blockers; hear failure; strokes

The Antihypertensive and Lipid Lowering treatment
to prevent Heart Attack Trial (ALLHAT) is one of
two current mega-trials (the other being the Anglo-
Scandinavian Cardiac Outcomes Study, ASCOT),
with over 42000 ‘highrisk’ antihypertensive
patients with two objectives: firstly, to assess
whetber the newer antihypertensive agents
{amlodipine, lisinopril, and doxazosin) reduce the
incidence of coronary artery disease (CAD) when
compared with a diuretic (chlorthalidone); and sec-
ondly, whether stain therapy in hypertensive
patients with moderate hypercholesterolaemia will
reduce cardiac events compared with placebo.
Patients were randomised to one of the above four
antihypertensive agents, with a planned follow-up
of 4-8 years.?

On 24 January, 2000, the independent review
committee recommended termination of the doxazo-
sin arm on account of a 25% higher rate of the com-
bined cardiovascular disease (CVD), a major second-
ary end-point, when compared to the patients

taking chlorthalidone.?

"~ The interim results were presented in March 2000
at the American College of Cardiology meeting in
Anaheim, Celifornia, by Dr Barry Davis. The
patients in both the doxazosin arm {n = $067) and
the chlorthalidone group {(n = 15268) were very simi-
lar for baseline characteristics, and at 4 years, 86%
of patients randomised to chlorthalidone were still
taking the drug (vs 75% in the doxazosin arm). At
4 years, the mean systolic blood pressure was 135
mm Hg in the chlorthalidone group and 137 mm Hg
in the doxazosin arm, with similar mean diastolic
blood pressures. There was no difference in the rela-
tive risk (RR) of CAD between patients receiving
doxazosin and those receiving r_glorthalidone (RR
1.03; 95% CI 0.9-1.17), but the relative risk of com-
bined CVD in the doxazosin arm compared with the
chlorthalidone arm was 1.25 (95% C1 1.17-1.33; P <
0.0001), with the event curves diverging early. This
effect was mainly related to an increased relative
risk of heart failure in the patients taking doxazosin,
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of 2.04 {95% CI 1.79-2.32), which was seen across
gender, age, end ethnic subgroups. The relative risk
for stroke was also increased in the doxazosin group

" (RR 1.19 (95% CI 1.01-1.14; P = 0.04)). Chlorthali-

done, which is a much cheaper drug, therefore
appeared superior to doxazosin for hypertension
control, drug compliance, and reduction of cardio-
vascular complications. :

Whilst the alpha blockers have been available for
2 great many years they have never been subjected
to a long-term -outcome trial in hypertension. In the
short-term they seem attractive because not only do
they lower blood pressure but they also have mildly
beneficial effects on plasma lipid levels and also
appear to improve insulin sensitivity.® The early
alpha blocker, prazocin, was not popular because of
a rapid first dose effect sometimes causing postural
hypotension. Furthermore, it bad to be given three
times per day.* The arrival of doxazosin and its com-
petitor terazosin seemed to be a major break-
through.® Because of the lack of long-term outcome
data of the use of doxazosin at first-line therapy, it
is always tended to be a drug used in reserve for
patients whose blood pressures are resistant to other
therapies. For example in the ASCOT trial doxazo-
sin is the third-line drug to add-in to either atenolol
with bendrofluazide or perindopril with amlodip-
ine.® There are also favourable reports of the use of
doxazosin together with the angiotensin-converting
enzyme {ACE) inhibitors.”

The adverse effects of doxazosin appear until now
to be related to symptomatic side-effects. The pres-
ence of alpha receptors at the bladder neck Jeads to
relaxation of the urethra. This is a beneficial effect in
men as it relieves the symptoms of benign prostatic
hypertrophy.* Alpha blockers have already been
used for this condition even in people who do not
have high blood pressure. The effect however on the
alphe-receptors in the bladder neck is disadvan-
tageous in women and may lead to stress or urge
incontinence.® Very occasionally patients do com-
plain of what sounds like first dose hypotension and
for that reason doxazosin is still often started with
the first few doses to be taken at night. This pre-
caution was absolutely necessary for patients receiv-
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ing prazosin but was hoped it would be less neces-
sary for patients on doxazosin. The arrival of a
longer acting gastrointestinal transfer system (GITS)
formulation of doxazosin Bmg was awaited with
Interest.

The adverse findings in the ALLHAT study must
be Jooked at with caution at this stage. Clearly more
information will become available. Indeed, the anti-
hypertensive effect of doxezosin appears to be as
good as that with the comparator drugs. In the Treat-
ment of Mild Hypertension Study (TOMHS) doxazo-
sin was equally effective as chlorthalidone, and had

_ similar effects on echocardiographic left ventricular

size.?® In time we will perhaps leamn whether the
patients who were randomised to receive doxazosin
in ALLHAT differed in any way from those random-
ised to the other drugs in respect of important
baseline parameters such &s left ventricular size or

function.

Assuming that the adverse effects of doxazosin in

ALLHAT are not due to confounding variables or
systematic sources of bias, the next guestion is
whether this adverse effect sounds plausible. What
might the mechanisms be? In the past alpha blockers
were considered as possible drugs for the treatment
of heart failure and were not thought to be likely to

cause it or to make it worse.?* Whilst the difference

between prazosin and placebo was not statistically.

significant, close examination of data on 642 men
from the Vasodilator-Heart Failure Trial-1 {(VeHFT-
I} revealed 81 deaths (49.7%) in the prezosin group,
compared to 120 deaths (44.0%) in those on placebo
and 72 deaths (38.7%) in the hydralazine-nitrate
group.?! By reducing peripheral vascular resistance,
the alpha-receptor blockers should reduce left ven-
tricular after-load and therefore have effects which
are beneficial and somewhat similar to those seen
with ACE inhibitors or hydrelazine with nitrates.'?
Short-term studies suggested that alpha blockers
might have beneficial haemodynamic effects in
patients with heart failure.-*s These findings how-
ever were mainly confined to patients receiving pra-
zosin and not doxazosin.

1t is generally considered that doxazosin has neu-
tral effects on the renin-angiotensin system and does
not cause any activation or suppression.' In that
respect alpha blockers might seem more rather than
less attractive than chlorthalidone which can cause
a small shrinkage in plasma volume associated with
& rise in plasma renin levels.

Clearly the doxazosin ‘crisis’ will be a source of
much discussion in the coming months. We must
be careful not to overreact. This is only one study
showing this effect, albeit with tight confidence
intervals, and it is possible that it might not be con-
firmed in future work. Secondly, it is possible that
this might be a chance observation, although the
25% increase in relative risk of combined CVD in
the doxazosin arm with a P value of <0.0001 seems
convincing. We must not Jose sight of the fact that
in the ELITE I study losartan appeared to be better
than captopril (although with 2 P value of only
0.035), but this was simply not confirmed in the
much larger ELITE 1 study, which was presented at
the American Heart Association meeting in Nov-

Journal of Human Hypertension

ember 1899.7 It will be interesting to see whether
the guidelines committees of the various National
and International Hypertension Societies will mod-
ify their recommendations that alpha blockers can
be used for first-line therapy.*® It is certainly doubt-
ful whether the alpha blockers should cease to be
used as ‘add-in’ drugs whers the first-line thegapies
bave failed, because the hazards of uncontrolled
hypertension may well override the possible hazard
of alpha-blocking drugs.
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March 8, 2000 o (301) 4964236

NHLBI Stops Part Of Study-
High Blood Pressure Drug Performs No Better Than Standard Treatment

The National Heart, Lung, and Blood Institute (NHLBI) has stopped one part of a
large high blood pressure study early because one of the tested drugs, an alpha-
adrenergic blocker, was found less effective than the more traditional diuretic in
reducing some forms of cardiovascular disease.

Called ALLHAT-for Antihypertensive and Lipid Lowering Treatment to Prevent
Heart Attack Trial-the main portion of the study is comparing newer drug
treatments for high blood pressure with a more conventional and less costly
treatment. Another portion is comparing treatments for elevated cholesterol.

The NHLBI acted after an independent data review by an advisory committee.
Patients were informed as soon as possible thereafter. Those on the aipha-
adrenergic blocker were being offered an altemate medication, in consultation
with their ALLHAT or personal physician.

The alpha-adrenergic blocker is doxazosin; the diuretic is chlorthalidone. Users
of doxazosin had 25 percent more cardiovascular events and were twice as likely
to be hospitalized for congestive heart failure as users of chlorthalidone. The
drugs were similarly effective in preventing heart attacks and in reducing the risk
of death from all causes.

Of the approximately 24 million Americans who take medication to treat their
hypertension, about 1 million use an alpha blocker. Doxazosin, the alpha
blocker used in ALLHAT, is sold under the brand name CarduraR. (Other alpha
blockers used for hypertension are terazosin, sold under the brand name Hytrin,
and prazosin, sold under the brand name Minipres).

“This finding adds important information to our understanding of antihypertensive
drugs,” said NHLBI Director Dr. Claude Lenfant. “No large-scale blood pressure
treatment study had ever compared these two classes of drugs. Earlier studies
were small and could not, for example, detect an increase in patients’ risk of
congestive heart failure.” ’

The rest of the ALLHAT study, which began in 1994, will continue as scheduled
and is expected to end in 2002. '

ALLHAT involves 42,448 patients, enrolled through 623 clinics and centers
across the United States, Canada, Puerto Rico, and the US Virgin Islands.
About 7,000 U.S. veterans are participating through 69 Department of Veterans
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Affairs clinics.

ALLHAT participants are aged 55 or older. Forty-seven percent are women, 47
percent are white, 35 percent are African American, and 16 percent are
Hispanic, while 36 percent have diabetes.

On enroliment in the study, participants had been diagnosed with systolic and/or
diastolic hypertension (140 mm Hg or higher and 90 mm Hg or higher,
respectively), and had at least one added risk factor for coronary heart disease,
such as diabetes, cigarette smoking, and a low level of high-density lipoprotein
(HDL cholesteral), or had a history of (but no recent) heart attack or stroke.

ALLHAT participants receive periodic checkups and currently have between 2
and 6 years of followup.

ALLHAT also is comparing chlorthalidone with two other high blood pressure
drugs-a calcium antagonist, called amlodipine, and an angiotensin-converting
enzyme (ACE) inhibitor, called lisinopril.

About a quarter of ALLHAT's hypertensive patients also are participating in the
cholesterol-lowering portion of the study. This includes a fourth of the patients
on doxazosin, who will be able to continue their involvement in this aspect of the
study.

The cholesterol-lowering study involves older patients with slightly to moderately
elevated cholesterol. It is testing whether treatment with dietary changes and an
HMG CoA reductase inhibitor, called pravastatin, reduces deaths from all causes
better than dietary changes alone.

Other findings about doxazosin in comparison to chlorthalidone are:

Those in the doxazosin group had slightly higher systolic biood pressures than
the chlorthalidone group, although the diastolic pressures were the same.

The doxazosin group also had poorer compliance with treatment-only 75 percent
were still on the drug or another alpha blocker after 4 years, compared with 86
percent still taking chlorthalidone or another diuretic.

Due to the finding, NHLBI advises high blood pressure patients who now take an
alpha-adrenergic blocker drug to consult with their doctors about a possible
altemative. If a patient is just starting drug treatment, an alpha—adrenerglc
blocker may not be the best choice for initial therapy.

“Patients on an alpha blocker for high blood pressure should see their doctor and
not just stop taking it,” emphasized Dr. Jeffrey Cutler, director of the NHLBI
Clinical Applications and Prevention Program and ALLHAT project officer. “We
cannot conclude that the drug was harmful. Rather it didn't work as well as the
diuretic in reducing cardiovascular disease.”

About 50 million Americans have high blood pressure and about 52 million have
high blood cholesterol. Both conditions are major risk factors for coronary heart
disease and both strike particularly hard at older adults. High blood pressure
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also is the chief risk factor for both congestive heart failure and stroke.

Treatment for both high blood pressure and high blood cholesterol typically starts
with lifestyle changes, including increased physical activity and weight loss for
the overweight. A healthy, low-saturated fat, low-cholesterol eating planis
advised and, for high blood pressure, avoiding excess salt, sodium, and alcohol.

When those changes do not lower elevated blood pressure or cholesterol
enough, then drug therapy is needed.

For an interview about ALLHAT, contact the NHLBI Communications Office at
(301) 496-4236.

NHLBI press releases, fact sheets, and other materials are available online at
www.nhbli.nih.gov
317/00
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February 16, 2000
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Dear ALLHAT Investigator:

“We are writing to provide important information concerning the Antihypertensive and Lipid-
Lowering Therapy to Prevent Heart Attack Trial (ALLHAT), which has led to a modification of
the protocol. This information is not public at this time and we ask that you keep this
confidential until the patients in ALLHAT are informed and the NHLBI publicly releases the
results. You should, however, send a copy of this letter to your IRB right away.

Following a review in January, the Director of the National, Heart, Lung, and Blood Institute
accepted the recommendation of an independent data review committee. Accordingly, the
doxazosin arm is being terminated. The recommendation was based on a very low probability of
finding a favorable outcome for the group assigned to doxazosin compared to those assigned to
chlorthalidone in the primary end-point (non-fatal myocardial infarction or coronary heart
disease [CHD] death), coupled with a statistically significant 25 per cent higher rate of a
secondary endpoint, combined cardiovascular disease (CVD). The higher rate of combined CVD
(which includes the primary CHD end-point, angina pectoris, coronary revascularization,
congestive heart failure (CHF), stroke, and peripheral arterial disease) was driven by a highly
significant two-fold higher rate of CHF compared with the diuretic arm, but there were trends in
the same direction for stroke and some other components. The primary CHD outcome, and total
mortality were not different between the doxazosin and chlorthalidone arms.

It was determined that participants assigned to doxazosin should be informed of their BP
treatment assignment and that the major clinical findings regarding this treatment and its
comparison agent, chlorthalidone, be reported as soon as possible. Regarding other comparisons,
the DSMB emphasized the crucial importance of continuing the rest of the BP and lipid-lowering
components.

In order to communicate appropriate messages about the implications of these results for various
participant groups, the Steering Committee has prepared letters and closeout materials for you to
use to contact all your ALLHAT patients. The letters, the closeout forms, and the details on what
procedures to follow will be provided to you within the next two weeks. Only those patients
assigned to doxazosin and not in the lipid-lowering trial will be closed out. All other patients will
be asked to continue, as the other questions ALLHAT is addressing remain unanswered. Those
patients assigned to doxazosin and in the lipid-lowering trial portion of ALLHAT will be offered
the use of open-label chlorthalidone, which the study will provide at no cost. All of this will be
explained in the material you are to receive. If you have any questions, please contact your
Regional Coordinator.
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All of us who are conducting ALLHAT greatly appreciate your continued participation as a site
principal investigator. You and your patients have already helped to answer one of the questions
for which ALLHAT was designed. ALLHAT will continue, since the other questions to be
answered by ALLHAT remain of fundamental importance for hypertension treatment. As
detailed information is reported to the scientific and wider community, we will keep you fully
informed. ‘

Thank you for all your efforts to date and for your continuing diligent participation in ALLHAT.

Sincerely,
. _ ’ / .
Coct 4 ' P
Curt Furberg, MD Jackson Wright, MD, PhD
Steering Committee Chair Steering Committee Vice-Chair
Jeffrey Cutler, MD, MPH Barry Davis, MD, PhD
ALLHAT Project Director ALLHAT Clinical Trials Center

National Heart, Lung, and Bloqd) Instit‘ute’ | Prrinc’ipal‘ Investigator and Director




PARTICIPANTS ASSIGNED TO DOXAZOSIN AND NOT IN LIPID COMPONENT
Revised 2/2/00
(Date)

‘Dear (patient name):

You have been participating in the Antihypertensive and Lipid-Lowering Treatment to
Prevent Heart Attack Trial (ALLHAT). I am writing to let you know that ALLHAT is
about to release its first results.

The purpose of the ALLHAT trial is to compare the ability of four commonly-used blood
pressure medications to reduce the risk of heart disease, stroke, and early death. All four of the
ALLHAT medicines were selected because they are commonly used by doctors when treatmg
patients with high blood pressurc and because doctors do not agree on which of the four is better.

‘When you joined ALLHAT, you were assigned by chance to take one of the four blood pressure
medicines. Your safety has been monitored closely throughout the study by an independent panel
of experts. During the most recent review, it was determined that the medicine to which you
were assigned (doxazosin) appears to be the least effective of the four in preventing heart failure.
Although heart failure was not the main focus of the study, the study reviewers have decided that
the difference is important enough to notify me, and for me to notify you.

It is very important that we meet together to decide on a treatment for your high blood
pressure, discuss what the study results mean for you, and to answer questions that you
have. This will be your last ALLHAT visit. Please call my clinic by the end of March at
the number listed below to make an appointment. DO NOT STOP TAKING YOUR
ALLHAT MEDICINE UNTIL WE DECIDE ON THE BEST TREATMENT FOR YOU,
BECAUSE THE MEDICINE IS HELPING TO KEEP YOUR BLOOD PRESSURE
CONTROLLED. Be sure to bring your ALLHAT medicine to the clinic with you.

All of us who are conducting ALLHAT greatly appreciate your participation, which has helped
the study to find out that one of the blood pressure medicines is less effective than the others at
preventing heart failure. We still do not know which of the other ALLHAT medicines are best
for treating high blood pressure.

Sincerely,

Address
Phone

Center and site #




PARTICIPANTS ASSIGNED TO DOXAZOSIN AND IN LIPID COMPONENT -
PRAVASTATIN
Revised 2/2/00
(Date)

Dear (patient name):

You have been participating in the Antihypertensive and Lipid-Lowering Treatment to Prevent
Heart Attack Trial (ALLHAT). I am writing to let you know that ALLHAT is about to release its
first results.

The purpose of the ALLHAT trial is to compare the ability of four commonly-used blood
pressure medications to reduce the risk of heart disease, stroke, and early death. All four of the
ALLHAT medicines were selected because they are commonly used by doctors when treating
patients with high blood pressure and because doctors do not agree on which of the four is better.

When you joined ALLHAT, you were assigned by chance to take one of the four blood pressure
medicines. Your safety has been monitored closely throughout the study by an independent panel
of experts. During the most recent review, it was determined that the medicine to which you
were assigned (doxazosin) appears to be the least effective of the four in preventing heart failure.
Although heart failure was not the main focus of the study, the study reviewers have decided that
the difference is important enough to notify me, and for me to notify you.

It is very important that we meet together to decide on a treatment for your high blood pressure,
discuss what the study results mean for you, and answer questions that you have. Please call my
clinic by the end of March at the number listed below to make an appointment. DO NOT STOP
TAKING YOUR ALLHAT MEDICINE UNTIL WE DECIDE ON THE BEST TREATMENT
FOR YOU, BECAUSE THE MEDICINE IS HELPING TO KEEP YOUR BLOOD PRESSURE
CONTROLLED. Be sure to bring your ALLHAT medicine to the clinic with you. At that time,
a different medicine also being used in ALLHAT will be available to you free of charge. Blood
tests required by the study will still be free.

You are also a valuable participant in the cholesterol-lowering part of ALLHAT. You were
assigned to receive the cholesterol-lowering medicine Pravastatin, and it will still be provided to
you free of charge. Since that part of the study will continue, you should continue with your
ALLHAT visits every four months and try to follow the dietary recommendations given to you.

All of us who are conducting ALLHAT greatly appreciate your participation, which has
helped us to answer one question. We depend on your continued participation to help us
find the benefits of lowering serum cholesterol in people whose serum cholesterol is
slightly elevated. '

Sincerely,

Address
Phone

Center and site #
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Important Questions & Answers about

ALLHAT!

1) Q. Why is ALLHAT discontinuing expert doctors, known to ALLHAT as the

A.

the drug doxazosin?

As you may recall, one of ALLHAT’s goals
is to learn which of four types of high blood
pressure medicines are the best in helping to
control blood pressure and lowering risk of
heart disease, stroke and early death.
Because of your participation in ALLHAT,
we have learned that doxazosin, one of the
study medicines, is not working to lower the

‘risk of some heart diseases as well as other

* blood pressure medicines can. This is

2)

3)

A.

exciting to ALLHAT because we have
answered one of the study questions earlier
than expected. It also means that ALLHAT
no longer needs to study the medicine
doxazosin.

Q. Is doxazosin harmful to my
health if I have been taking
it?

Doxazosin is a Food and Drug
Administration (FDA) approved medicine
and is used for other types of health
problems such as prostate troubles.
ALLHAT has not found that Doxazosin is
harmful, but the study has found that other
high blood pressure medicines may lower
your risk of heart disease better than
doxazosin.

Q. Are the other medicines in
ALLHAT safe?

Yes, all of the ALLHAT drugs are FDA
approved and have been used to lower blood
pressure for many years. ALLHAT is
learning, through your participation, which
of four commonly used high blood pressure
medicines are best for lowering the risk of
heart disease, stroke and early death in
patients with high blood pressure. A panel of

Data and Safety Monitoring Board, watches
the information gathered from your
ALLHAT visits and advises the National
Heart, Lung and Blood Institute. Their job is
to make sure that you are safe while ‘
participating in ALLHAT. If they detect that
the medicines in the study are not helpful or
are harmful to you then steps will be taken
to make sure you stay safe.

4) Q. If I am assigned to the drug
doxazosin, what should I do?

A. Ifyou have been informed through a letter
- from your ALLHAT clinic that you are
currently taking the medicine doxazosin it
is important that you:

1) KEEP TAKING your ALLHAT
medicine doxazosin, as it is helping to
keep your blood pressure controlled,
until you can meet with your doctor to
decide if a different high blood pressure
medicine is right for you;

2) Call your ALLHAT clinic and make an
appointment to meet with your doctor

" within one month of receiving the letter;

3) Bring your ALLHAT medicine to your
ALLHAT appointment;

4) Understand that this will be your last
ALLHAT visit unless you are
participating in the lipid-lowering part
of the study;

5) Remember that your participation in the
ALLHAT has helped researchers to
answer a very important question about
high blood pressure medicine and you
have been a valuable participant; and

6) Support your family and friends who
will be continuing with ALLHAT to
take their medicines and keep their
ALLHAT visits!




5) Q. IfI have been assigned to
doxazosin and I am also in the
lipid -lowering part of the study,
will I still continue to be involved
with ALLHAT?

A. YES! You are a valuable participant in the in the
lipid-lowering part of ALLHAT. You will continue
to visit your ALLHAT doctor every four months.
You will also continue to be given medication to
control your blood pressure. Please be sure to:

1) KEEP TAKING the medicines given to you
by your ALLHAT doctor;

2) Keep following any dietary advice that your
doctor gives you; .

3) Make an appointment in the next month to
discuss your high blood pressure medicine

~ with your doctor if you are currently taking

doxazosin; and

4) KEEP coming to your ALLHAT visits!

6) Q. If I am NOT assigned to the
medicine doxazosin, why is it
important that I continue to
participate in ALLHAT?

A. If you were NOT assigned to take doxazosin then it
is very important for you to continue your
participation in ALLHAT because we are still
learning which medicines are the BEST at
lowering health risks connected with high blood
pressure. Your participation is the only way that
we can answer this question! Please remember to:

1) KEEP TAKING your high blood pressure
medicine, as it is helping to keep your
blood pressure controlled;

2) Attend your regularly scheduled ALLHAT
visits every four months; and

3) Continue to support other family and
friends who are also a part of ALLHAT!

ALL@@

7) Q. If I have not been keeping up
with my scheduled ALLHAT visits
or have lost touch with my
ALLHAT clinic, how can I get re-
involved?

A. If you are an ALLHAT participant but have not
been taking your ALLHAT medicine, have
missed appointments or have moved and do not
have a new ALLHAT clinic we would like to
hear how you are doing! You are still a part of
ALLHAT and a very important part of the study.
Please call your last ALLHAT clinic. We
would like the opportunity to speak with you and
answer any questions you may have.

8) Q. IfI am no longer in ALLHAT,
how will my blood pressure be
treated now?

A. Ifyou are one of the participants assigned to
doxazosin and will no longer be participating in
ALLHAT then your blood pressure health will
now be treated by your regular family doctor.
During your final ALLHAT visit your ALLHAT
doctor will:

s Give you enough blood pressure
medicine to last through your change
from ALLHAT to regular care;

¢ Answer any questions you may have
about high blood pressure and the future
of your care.
If your family doctor is not your ALLHAT
doctor then your ALLHAT doctor will also:

¢ Notify your family doctor of the changes
happening with ALLHAT; and

¢ Help you find a family doctor if you do
not already have one.
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- What is the reason for the higher rate of CHF in doxazosin users?

One explanation for the superiority of chlorthalidone is that this drug is very effective in
preventing CHF. Doxazosin may have no effect ("a placebo-like effect") in CHF prevention. If
doxazosin precipitates CHF, which cannot be concluded in ALLHAT, several possible
mechanisms may be hypothesized and deserve further investigation.

How much of the difference in cardiovascular event rates between chlorthalidone and
doxazosin can be explained by the observed 2-3 mm Hg difference in SBP?

At least some of the difference in the risk of CHF and much of the difference in the risk of stroke
may be explained. :

Is doxazosin harmful in patients with hypertension?

ALLHAT compared 3 active drug regimens against an active standard regimen. Since there was
no placebo or "no treatment” arm, it was not designed to evaluate the potential for any of the
drug treatment arms causing harm. A comparative trial like ALLHAT can only determine
whether a new treatment is superior, equal or inferior to a standard treatment. ALLHAT has
shown that doxazosin is inferior to the diuretic chlorthalidone as initial treatment. .

Is doxazosin harmful if used in normotensive patients with BPH?

ALLHAT did not study normotensive patients and, thus, cannot answer that question. Whether
doxazosin causes CHF in normotensive patients with BPH deserves investigation.

Do the findings for doxazosin extend to other alpha-blockers?
They might very well do so, but no firm conclusions can be drawn. The question needs an
answer. Until the answer is available, alpha-blockers should not be considered first-line (initial)

therapy to lower elevated blood pressure in older hypertensive patients.

ALLHAT is also investigating two other drugs, a calcium antagonist and an ACE inhibitor.
Are these drugs also inferior to chlorthalidone? '

After accumulating over half of the information expected, ALLHAT has not yet reached any
conclusions for these drugs. ALLHAT continues with ongoing oversight by a Data and Safety
Monitoring Board, and the answer will be available in 2 years or earlier.

Since ALLHAT continues the amlodipine treatment, can one conclude that calcium
antagonists are safe? :

After aééumuléting over half of the information expected, ALLHAT has not yet reached any

conclusions for these drugs. ALLHAT continues with ongoing oversight by a Data and Safety

Monitoring Board, and the answer will be available in 2 years or earlier.
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My father is on doxazosin. Should he stop taking this drug immediately?

No, he should continue taking his medication at least until he has seen his physician. We know
that doxazosin is beneficial in lowering elevated cholesterol levels and for BPH. After
reviewing your father’s individual circumstances, the doctor may or may not think that another

treatment will be of more benefit.

Do the ALLHAT results apply to the use of doxazosin in combination with other
antihypertensives?

Doxazosin was used as initial therapy in ALLHAT. Whether it has value as "add on" therapy to
achieve blood pressure control was not examined.

" Could the increased CHF noted in ALLHAT simply be the result of the overdiagnosis of CHF

in patients who develop edema/fluid retention from doxazosin?

That possibility was considered, but after detailed evaluation of clinical information on a sample
of the cases, we believe it was not an important factor, and in particular could not explain the
significantly higher combined rate of hospitalized and fatal CHF in the doxazosin arm.

Why was this part of the trial not stopped earlier?

Several considerations were deliberated by the Data Safety Monitoring Board, the Project Office,
and the Clinical Trials Center when the difference in a major secondary endpoint between the
doxazosin arm and the chlorthalidone arm appeared to be significant and in favor of the
chlorthalidone. First it was noted there was no difference in the primary endpoint or in total
mortality; second, it was noted that the major portion of the endpoint which was different was
CHF events and further evaluation was needed to be assured that the cases reported were real and
of similar severity in the two arms; and third, the average cholesterol level was lower (as
expected) in the doxazosin arm and there was consideration of the potential of delayed benefit
that might counterbalance the reduced prevention of CHF disadvantage. The next review was
done in six months rather than the usual 9-12 months. At that time the overall evidence was
more convincing that a protocol change should be made; the overall trends persisted and the
statistical evaluation showed that the likelihood of doxazosin proving superior to chiorthalidone
by the end of ALLHAT was extremely unlikely. -

Why did NHLBI ask an independent review group as well as the DSMB to review the
ALLHAT data?

The decision as to whether a change in the ALLHAT protocol of the magnitude of stopping one
arm must be finally made by the Director of NHLBI, with advice from the DSMB and others,
including independent experts, if necessary. Because the DSMB vote on the issue of whether to
continue the doxazosin arm was a split vote with several members on each side of the issue, the
Director, NHLBI, chose to obtain additional advice from independent experts as well. They
unanimously recommended stopping the arm. Though it has not occurred very often in the past,
NHLBI directors have sought advice from independent experts in similar difficult situations in
large clinical studies.
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Major Cardiovascular Events in Hypertensive Patients Randomized to

Doxazosin vs Chlorthalidone: Preliminary results from ALLHAT

Dr. Barry Davis

Tﬁe ﬁfst outcdihe’ results from the Antihypeftenéive and Lipid—loWeﬁng Treatment to Prevent Heart Attack
Trial (ALLHAT) are presented here. This [presentation] is on behalf of the ALLHAT research group, a
very large group. The title is Major Cardiovascular Events in Hypertensive Patients Randomized to
Doxazosin vs Chlorthalidone. There were 16 members in the steeriﬁg_committee. ALLHAT has 625
clinical sites located in the United States, Canada, Puerto Rico, and the US Vifgin Islands. The sites
consist of VA Hospitals, private medicine hospitals, and community health centers, IMO and specialty

practices.
Methodology

ALLHAT is a practice based, randomized, multi-center trial with two components; an antihypertensive
component and the other a lipid-lowering component. [What was presented at the ACC] was restricted to

the hypertensive component.

[In this trial] 42,448 high risk hypertensive patients, 2 55 years of age were randomly allocated to one of
four treatment groups. The primary objective was [to determine] whether new hypertensive agents
_reduced the incidence of primary heart disease compared to a diuretic. The trial was blinded and no
placebos were used. The treatments used were the diuretic chlorthalidone, the calcium channel-blocker
amlopidine, an alpha-blocker doxazosin, and an ACE-inhibitor lisinopril. The scheduled follow-up for the

study was 4 to 8 years, with an average of 6 years.

Secondary outcome [measurements] of the trial included:

e  All cause mortality

e Stroke )

e Combined CHD which included non-fatal MI, CHD death, coronary revascularization, hospitalized

| angina '

e Combined CVD, which included combined CHD, stroke, lower extremity revascularization, treated
angina, fatal/hospitalized/treated CHF, or hospitalized or outpatient PAD.

Inclusion criteria for the trial included either men or wbmeh, agedSS years 6?01651', witha history of

hypertension (having been previously documented or on treatment, or they could be newly diagnosed prior



or at the first two visits of ALLHAT according to JNC V criteria). Patients also had to have at least one of

the following:

. MI or stroke (age-indetem{;late or at least 6 months old)
e History ofa revaécularization procedure
¢  Other documented ASCVD
e  Major ST segment depression i_ir T-wave inversion
o Type 2 diabetes )
¢ HDL-C <35mg/dL on two occasions '
e Left ventricular hypertrophy by ECG or echo in the last two yea;s

e  Current cigarette smoker

Results

15,268 people were randomized to the chlorthalidone arm and 9,067 were randomized to doxazosin arm. At
baseline mean systolic/diastolic blood pressure was 146/84 mm Hg,, mean age in the trial was 67 years,
33% were African-American, 46% were women, 22% were current cigarette smokers, and 46 % had a

history of atherosclerotic cardiovascular disease, and 35% had Type 2 diabetes.

The results for medication adherence [show that] at 4 years, 86% of the patients that were assigned to
chlorthalidone were still on chlorthalidone or still taking a diuretic, while 75% of those assigned to

‘doxazosin were still on doxazosin or another alpha-blocker.

The [systolic] blood pressure results indicate that at baseline the common blood pressure was 146 mm Hg,
[however, by the fourth year] the doxazosin group had a mean blood pressure of 137 mm Hg and the
chlorthalidone had [a mean systolic blood pressure of) 135 mm Hg. The diastolic blood pressure results

' [indicate] that at baseline and throughout they [remained] the same. At baseline [the diastolic blood

pressure] was 84 mm Hg and by [the fourth year] it was 76 mm Hg in both groups.

On January 24" of this year, the director of the NHLBI accepted the recommendation of an
independent review committee to terminate the doxazosin arm of the study. This [decision} was

based on two reasons:

e  One was the futility of finding a significant difference for primary outcome of CHD by the
“scheduled end of the trial. ' '
e The second [reason] was that there was a statistically significant 25% higher rate of a major

secondary outcome of combined cardiovascular disease [in the doxazosin arm].




.

Dr. Curt Furberg [presented the remaining material on clinical outcomes]

The principal reason for stopping the doxazosin arm was {

outcome combined cardiovascular disease.

{In ALLHAT] there were more than 15,000 patients randomized to the chlorthalidone group, 9,000 to the
doxazosin group. At four years of follow-up, 2000 patients [were] in the chlorthalidone group and 1,000 in

" the doxazosin group [both were followed up through the 4 year point]. If you look at the cumulative event

curves [of the doxazosin group vs the chlorthalidone group] they diverge [after] the first year, The 4-year
event rate in the doxazosin group was 26%. The relative risk [of CHD] for the entire study 1.25.
[There was] a 25% difference [between the two treatment arms] with very narrow confidence

intervals. The z-score was 6.77 which corresponds to the P value of <0.0001.

The main contributor to this difference in combined cardiovascular events was congestive heart
failure. The [cumulative event rate] curves diverge from early in the first year with a much higher
rate in the doxazosin group. The event rate in the chlorthalidone group was about 1% per year and
twice that in the doxazosin group. [The cuﬁmlative event rates for CHF had a] relative risk of 2.04, the
confidence intervals were very tight and the Z-score was almost 11 and the [corresponding] P-value had 26
zeros. To illustrate the strength of the finding these data are based on a total of 900 patients developing
heart failure during the study. The approximately two fold [increase] in rate of CHF was seen consisfently
in all major sub-groups treated with doxazosin. The same [results were found] for men and women in
different groups based on ethnic backgrounds [ie, white non-Hispanic, Hispanic, and black]. A very similar

finding [was discovered] for the patients enrolled with or without diabetes.

If the heart failure events are subtracted from the cardiovascular events there still is a statistically

significant difference in the cumulative event rate. This difference is small; it is about 13%.
[HoWever, because of the size of the study the [corresponding] P-value is <.001. The major contributor
to this difference in non-CHF cardiovascular events [between the two treatment arms) was stroke.
The survival event curves [show a slightly different] pattern and the curves continue to diverge over 4 years
of observation. The event rate of the chlorthalidone group was 0.9% and it was about 20% higher in

the doxazosin group. The relative risk (RR) islo.l9 and the nominal p-value was .04.

" The primary outcome defined by the protocol was the combined rate of CHD mortality and non-fatal M1

and there was no difference [between the two outcomes]. The 4-year [event] rates were in excess of 6%

and the RR was 1.03. When the decision to terminate the doxazosin arm was made, about 61% of the




)

expected primary events in the chlorthalidone group [had occurred]. Conditional power calculations of
the likelihood of doxazosin showing a benefit for primary outcome at the end of the trial was <1%.

Thus futility became another reason for discontinuing the doxazosin arm. The other arms of the trial [wili]

continue.

Based on our findings, the overall conclusion is that chlorthalidone is clearly superior to doxazosin

for three reasons:

e Hypertension control — [there was] a lower mean systolic blood pressure in the chlorthalidone
group and there were fewer patients requiring step up medlcatlons in the diuretic group

[compared to the doxazosin group).

e Chlorthalidone was also superior [to doxazosin] in drug compliance; more patients in the

doxazosin group dropped out because of adverse events.
¢ Therewasa falrly significant reduction in cardiovascular complications [found early on in the -
trial] in the chlorthalidone group. k

e Inaddition, chlorthalidone is ten times less expensive than doxazosin.
[The results from ALLHAT] have taught us several lessons.

e Insome drugs blood pressure lowering is an inadequate marker or surrogate of health benefits in

hypertension.

o . Anti-hypertensive drugs can have important non-blood pressure actions that may alter the blood

pressure lowering. ' SR
e  Comparative outcome trials, like ALLHAT, are essential for documenting optimal drug benefits/risk
balance and for guiding clinical practice. ALLHAT has shown that major relevant events of interest

should be evaluated.

In summary, our recommendations are straight forward; chlorthalidone (or probably any dinretic)
remains the recommended drug of choice for antihypertensive treatment. Doxazo_sin is not

recommended as first line therapy. These findings [discussed here] likely apply to all alpha-blockers.

~ Until proven otherwnse it seems prudent to at least assume that doxazosin is also inferior as a second

or third line hypertensive agent and the long term cardlovascular safety of alpha~blockers and BPH
should be investigated.
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FOR IMMEDIATE RELEASE

March 23, 2000

Contact:Beth Cassady or Melanie Caudron
301-897-2628

media@acc.org

ACC Clarifies Clinical Alert on Alpha Blockers for Hypertension Treatment

(BETHESDA, MD)-The American College of Cardiology (ACC) is clarifying its
previously released information on alpha-adrenergic blockers for the treatment of
hypertension to emphasize the intent of its March 15, 2000, statement. The ACC Clinical
Alert on Alpha Blockers for Hypertension stated that physicians should carefully reassess
the use of alpha blocker doxazosin (Cardura®), rather than automatically discontinuing
its use, based on the findings of a study sponsored by the National Heart, Lung, and
Blood Institute (NHLBI). The ACC strongly encourages physicians to review the NHLBI
data and statement for clarity and guidance in treating hypertensive patients.

The ACC clinical alert followed announcement of the results of a large study on the
treatment of hypertension on March 15 at the ACC 49th Annual Scientific Session in
Anaheim, Calif.

In its official statement, which follows, the ACC Hypertensive Diseases Committee
urged patients taking an alpha blocker to see their physicians for reassessment. "This is
important because the treatment of hypertension and the choice of medication should be
individualized for each patient," stated Committee Chair Dr. Robert J. Cody.

The ACC clinical alert can also be found at www.acc.org.

ACC Clinical Alert on Alpha Blockers for Hypertension (released March 15, 2000)

The American College of Cardiology (ACC) recommends that physicians reassess use of
a widely prescribed drug, an alpha-adrenergic blocker, for the treatment of hypertension.
This recommendation follows announcement of the results of a large high blood pressure
study on March 15, 2000, at the ACC 49th Annual Scientific Session in Anaheim, Calif.

Approximately 50 million Americans have hypertension, or high blood pressure.

The study was halted last week by the study sponsor, the National Heart, Lung, and
Blood Institute (NHLBI), due to data showing that the alpha blocker, doxazosin
(Cardura®), is less effective than the more traditional diuretic in reducing some forms of
cardiovascular disease, such as congestive heart failure. The study, Antihypertensive and
Lipid Lowering Treatment to Prevent Heart Attack Trial (ALLHAT), showed that users
of doxazosin had 25 percent more cardiovascular events and were twice as likely to be
hospitalized for heart failure than users of the diuretic chlorthalidone.

According to the NHLBI, of the 24 million Americans who take medication to treat their
hypertension, about one million use an alpha blocker. "The ACC encourages physicians
who treat hypertensive patients to review the new data with their colleagues to ensure the
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rapid dissemination of this important information," said Dr. Robert J. Cody, chair of the
ACC Hypertensive Diseases Committee and associate chief of the Cardiovascular
Division at the University of Michigan Medical School in Ann Arbor. "At the same time,
hypertensive patients taking an alpha blocker should first see their physicians before
discontinuing its use. This is important because the treatment of hypertension and the
choice of medication should be individualized for each patient.”

The results were presented at the ACC meeting by Dr. Curt Furberg, of the Wake Forest
University School of Medicine in Winston-Salem, N.C., and Dr. Barry Davis, of the
University of Texas School of Public Health in Houston. For more information about the
ALLHAT study, go to www.nhlbi.nih.gov and go to "news" and "press releases."

The American College of Cardiology, a 25,000-member nonprofit professional medical
society and teaching institution, is dedicated to fostering optimal cardiovascular care and
disease prevention through professional education, promotion of research, leadership in
the development of standards and guidelines, and the formulation of health care policy.
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FAX TRANSMITTAL
1T0: Dr. Jeff Cutler FAX: (301) 480-1773
, Dr. Barry Davis (713) 500-9530
Dr. Jackson Wright (216) 368-4752
FROM: Dr. Curt D. Furberg FAX: (336) 716-039s

DATE: March 8, 2000

TOTAL PAGES: 3

If there are any prohlems recelving this message, please ca)l (336) 716-2498

Attached please find u copy of Pfizer's statement on Cardura and ALLHAT.
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PFIZER STATEMENT ON CARDURA AND AL HAT

nnthlﬁonllM Lung, and Blood lastitute's
(NILLBI) decision to disconpinne the { T tiod. Pfizer is o major
HAY and i workiug with the NHLBI whilc those Gndings captinue 1o

s e -
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~ In the ALLHAT trial, Cardurs was compared 10 3 divretie (chlorthalidone). Wich the
lotig-tevm rrisl 50t expected to concluds unxil 2002, the Cardura sft: was discontinued

i becanse Cardura ia not expectad 3o show superior efficacy basod on current data. Cardora

. d&ﬁwﬁc“@nm&hnﬂ%&:@&ﬂh& However, Caregs

f was yignificantly lces effective in preveating the deveélopmiest of congeative heart faifare
- ‘ lhmmoﬁumk,umtmmmmdskofmingCHFawcﬂum

b the clinical practics of wanaging hypertension, Cardura is wrodominantly prescribed
and used in combinution with other annhypertensive medicines. In cootrast, jn te
ALLHAY trinl Cardurs was used as ipitial therapy. For the treatment of BPE. Cardura is
genorally used as a Arvi-line sgent.

Mgm&Wmmguﬁdhsmmcm«-mbimﬁong@l
fiwr patients hot controiisd on one (or more) antih ives Treatment ‘

guidelines also recammend Cardura went of hypertousion accampeaicd by
copditiops such a3 BPH.

e | ~
“ Cardurs rexazing & safe and cffactive treaomant fur hypertension and BPH when wsed
epproptistely. - . ‘ N

Singe its introduction in 1988, the wide prescribing expetience with Cardurs (doxazosin) -
underscares its cfficacy und safety in the management of hypertension and/ac homign
~ - prostatiz hypemplasia (BPIf). Cardyrs is the mast cextenstvely studiod alpha-blocker ever,

Caydura {doxsziin) has bom ud'&wu countrics for kypertension snd/or benign
prostatic hyperplasia xinco 1988, There have boan move then 3.4 billion PRticor days of

Cardurs therapy worldwide.
- - Contacta: Manann Caprino
212.733.5686
Vancsss McGowun

212-733-3784




ik

11




Flapan, Valerie--. - -/ .

From: Barry, Ann

Sent: Sunday, February 13, 2000 1:45 PM

To: Flapan, Valerie; Holmes, Patrick; Sainpy, Marie-Caroline

Subject: FW: Cardura in ALLHAT

~-Onginal Message—

From: Feczko, Joe )
Sent: Sunday, February 13, 2000 1:33 PM
To:

Barry, Ann; Sweeney, Mike; Helgans, David: Widlitz, Michael; Brinkley, David; Natalicchio, Teri;
Waimsiey, Patncia A .

Subject: RE: Cargura in ALLHAT

Ann : :
This is a very clear discussion of the meeling we had with the NIH and the interpretation of the

study. | agree we need to understand this area better.
We cannot and should not try to change the mind of the ALLHAT steering com.

Joe

—0Ongina! Message—

From: Barry, Ann

Sent: Friday, February 11, 2000 1:38 PM

To: Sweeney, Mike; Helgans, David; Widlitz, Michael; Feczko, Joe; Brinkley, David; Natalicchio, Teri;
Walmsley, Patricia A

Subject: FW: Cargdura in ALLHAT

importance: High

t feel compelied to be the devils advocate and comment on Mike's message/suggestions.

First of all, the NIH has made its decision to terminate the Cardura arm of ALLHAT. The
decision was carefully ana deliberately made, was based on the data, and | believe is
irreversible. The NIH convened a committee of heart failure experts that reviewed the data
and recommended the Cardura study arm be stopped to ensure the safety and efficacious
treatment of study participants. If Pfizer challenged the decision, it would appear that Pfizer
was more concerned about product image and profits that they are about the welfare of
patients. It is also doubtful that continuation of the arm would change the eventual outcome
of the study. | do believe that Pfizer needs to strive to understand the mechanisms and the
why of the results. This could potentially clarify how Cardura couid be safely and effectively
used in this population. In the mean time, however, we have no real choice but to accept the
stop decision and to do so graciously.

With regard to specific points:

1. 1 think that the argument that this is not a fair comparison appears defensive and more
impenantly is probably irrelevant. The argument could have merit if the NIH chose to study
Cardura vs the other agents in a heart failure population i.e. used the agents for the
"ireatment” of heart failure. and then extrapolated the results to a non- heart failure
ocpulation. ALLHAT, however, randomized elderly hypertensive patients without overt or
apparent heart failure. (A patient population where Cardura is frequently used.} The goal of
the tnal was to determine which agent(s) were most efficacious in reducing cardiovascular
events - events that include development of heart failure as well as Mis etc. The data show
natin this hypertensive population { a population where Cardura and chlorthaiidone are
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frequently used) Carcura was less effective overall in reducing cardiovasculer events than
was chlorthalidone. That IS the botiom line. We cannot argue that or change that.

While there is certainly no harm in looking at the heart failure risk in Framingham, it will

—provide no gefinitive answers or ammunition. Framingham is a different population that wiil

have a different level of risk.

2. The difference in stroke rates between Cardura and chiorthalidone can probably be
explained almost entirely by the difference in SBP. It does appear, however that BP cannot
explain all of the difference in the heart failure events. The question then becomes, is
chlorthalidone doing something else positive or is Cardura doing something negative. We do
not know the answer to this question. 1 believe that Pfizer must try to determine if there are
any potential operative mechanisms that could explain the difference. We must honestly try
to determine if Cardura does have a negative effect in some patients. The ALLHAT DSMB
and Steering Committee are evaluating and making decisions based on clinical resuits. For
the most part, they are not the best individuals to elucidate mechanisms. | believe Pfizer
needs to initiate discussion with some heart failure experts such as Milton Packer who could
help Us determine some potential mechamsms and help us determine how to address them.

For example, a plausibie suggested mechanism could be related to levels of DBP.

pushing the dose and adding agents in an attempt to lower SBP, it is possible that wsth
Cardura DPBs are at some points in time too low to provide adequate coronary perfusion.
This in turn would compromise LV function. Since DBPs could be fluctuating over time, this
might not be readily picked up by the infrequent cuff measurements. If people like Milton
believed that inadequate coronary perfusion were a real possibility, despite the limitations it
could still be worthwhile seeing if the NIH could look at DBPs of the patients with heart failure
events vs. those with no HF events. It may be that Cardura would be fine in patients where
DBPs are at a reasonable level and coronary perfusion is maintained.

| don't see a benefit to dwelling on the "just unmasking of preexisting LV dysfunction” as
though it could discount the results. First, the NiH feels it is probably not the case. They did
an analysis eliminating the first year data and starting with year 2 as a baseline. The same
diverging effect was apparent. Secondly, even if it were the case,it stills means that elderly
patients in the real world who often have some degree of undiagnosed LVD would be better
treated with chlorthalidone than with Cardura.

3. The cancer event rate for Cardura in ALLHAT is numerically less than with chiorthaidone
with a relative risk of 0.9. There is, however, no statistical difference (p=0.18) and the
Steering Committee believes the numerical difference has little meaning. The DSMB
believes that the lack of any pattern in the type of reported cancers further supports no
causality. To say that Cardura decreases cancer because it increases prostatic apoptosis
requires a huge leap of faith and | am not sure it is in our best interest to go down that road.
Even if the differences were real, it does not offset the significant difference in cardiovascular
events.

4. Postulating beneficial effects based on posilive attributes is valuable and has merit
particularly when no long-term event data is available. However, you are always postulating
because no one can ever know all of the cperative mechanisms or their relative importance.
Using the Framingham risk equation definitely has value in some settings. However, one has
to question how far that will go in terms of dealing with hard numbers, hard end-points and
events that are staring us all in the face..
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| believe we do need to try to elucidate potential mechanisms, we need to show that we
honestly care about the clinical effects of our agents in patients. However, we do not want to
be viewed as trying to explain away results and discounting actual ¢linical events.

Ann

~—~Original Message——

From: Feczko, Joe

Sent: Tuesday, February 08, 2000 1:05 PM
To: Waimsiey, Patricia A; Barry, Ann
Subject: FW: Cardura in ALLHAT

Importance: High

—--Original Message——

From: Sweeney, Mike
" Sent: Friday, February 04, 2000 8:57 AM
To: Heigans, David
Ce: Natalicchio, Teri; Widlitz, Michael; Feczko, Joe; Brinkley, David
Subject: Cardura in ALLHAT

Impoitance: High

David,

Following your briefing of me yesterday evening on the issues surrounding the inciusion of
Cardura in the ALLHAT study | have had a chance to think further on this overnight and
would like to summarise my suggestions (including those which we discussed yesterday).

1. 1 agree with you that it is not a fair comparsion to compare the incidence of CHF with
Cardura to the incidence of CHF using treaiments known to be beneficail in this condition (i.e.
diuretics, Norvasc and ACEI). | would suggest that a more reasonable comparison would be
to the expected incidence of CHF based on the Framingham risk factor profile of the patients
at entry. This should show that less cases than were predicted to occur did. | agree with you

that a comparison of combination therapy with monotherapy is warrented to further explore
this effect.

2. CHF secondary to hypertension is very unusual these days. It aimost always foliows
ischemia or cardiomyopathy. | would ask the steering committee for a hypothesis to explain
the apparent increase in CHF if the incidence of ischemia is identical. Without precipitation by
ischemia this effect is probably just the unmasking of preexisting LV dysfunction which the
effective therapy for CHF which the other agents deliver is preventing, The VeHFT 1 study
show that alpha blockade has no effect on the progression of CHF.

3.l understand that the overall mortality/morbibity for Cardura is neutral due to 2 large
difference in the incidence of cancer with Cardura compared to diuretics. | would argue that
this is due to a direct effect of Cardura. Kypriano et al published about 2-3 years ago that
Cardura increases the rate of apoptosis (programmed cell death) in prostate tissue. An
increased rate of apoplosis would be expected to lead to a reduction in the incidence of
mahgnancy. To remove Cardura form the study now would potentially deny such a benefit to
patients currently on this treatment. { am not totally au fait with this wark so it would be worth
whie looking into the literature in this regard. Dr Georg Bartsch of Innsbruck, Austria,

commenced some further work addressing this hypothesis foliowing Dr Kypriano's work and
he may be the best person to advise.
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4. You mentioned that the lipid levels had trended in the correct direction during the study.
These changes should be input into the Framingham equation to predict a 10-20 year change
in CAD which would result. In addition the changes should be compared with those in the 4S8
and WOSCOP's studies to see if such changes would have resulted in a reduction in
endpoints in only 4 years.

Whilst these arguements may not be enough to persuade the steering committee to retain
Cardura they at least allow us to argue from a smentlf ic perspectlve that such an exclusion is
not mandated based on the data to date. .

| hope this is helpful,

Mike

, Bernhardt/Pfizer Docs
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Flapan, Valerie '+ .1
From: Henderson, John

Sent: Monday, April 03, 2000 5:28 PM
To: McLaughtin, Peggy
Cc: Mallen, Sharon; Picciano, John X; Wittich, Rita; Logalbo, Suzanne; Gribko, Greg;

"ieck, Gretchen; Walmsley, Patricia A; Helgans, David; Widlitz, Michael; Oleksey,
karole M.; Petchel, Kasia; Flapan, Valerie, Phyfferoen, Monique; Raillard, Pierre;
Moutzouris, Nick

Subject: RE: URGENT: ALLHAT Medical Summary

Peggy,

| presume that the report contains only information that is already in the public domain; is this
correct? Do we know if the differences in combined CHD and in stroke are statistically significant?
The combined CVD is statistically significant but we do not offer this information. s this because
we do not have sufficient information to understand how the analysis was done? If we do know
how the analysis was done, should we not offer this information?

There is no reference to when CHF was diagnosed but | understand that this was early relative to

-randomisation. This is surprising and raises several questions; is this not a point to be made?

You say the groups were similar at baseline; were there any statistical differances?

In the description of the Pfizer position, have you considered the patterns of use of doxazosin
outside the USA? In some countries | understand that we are labeled to allow first line therapy.
We need to make sure the message is appropriate for all countries.

! would have thought that one conclusion that we might draw is the importance of effective contro!
of high blood pressure. If the difference between the two treatments is a reflection of a 3mm

--difference in systolic, then the message is loud and clear - effective controt is critical.

Best wishes,
john
—-QOriginal Message-——
From: Mallen, Sharon
Sent: Friday, March 31, 2000 6:28 PM
To: Picciano, John X; Wittich, Rita: Logalbo, Suzanne: Gribke, Greg; Dieck, Gretchen; McLaughlin,

Peggy: Walmsley, Patricia A; Helgans, David; Widlitz, Michaet; Oleksey, Karole M.; Henderson,
‘John; Petchet, Kasia; Flapan, Valerie

Subject: URGENT: ALLHAT Medical Summary

Importance: High

Dear all,

Attached is a DRAFT Medical Summary addressing Pfizer's position on ALLHAT. Please
review and provide comments to Peggy McLaughlin ASAP, but no iater than close of
business on Monday, April 3, 2000.

Thanks,
Sharon

<< File; ALLHAT medical summary.doc >>

Bernhardt/Pﬁzer
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FROM: Otano, Andres

TO: Gavigan, Michael: Silber, Beth Ann

cec: Wickwire, Michele M; Hayes, Philip J; Reggio, Dick; Barry,
Ann

SUBJECT: FW: ALLHAT RESPONSE

DATE: 20000321

Mike and Beth-
From the Midwest, I will forward more significant responses and successes as I
receive from the regions.

Focus on Significance

Andy Otaifo
Sales Ops-Specialty
3-2768

----- Original Message--~--
From: Hayes, Philip J
Sent: Monday, March 20, 2000 B:06 PM
To: T5DH1, USPFF; TS5DH3, USPFF; TSDR4, USPFF; T5A00, USPFF; T5B0O0, USPFF;
T5CO0, USPFF; T5D00, USPFF
Cc: Wickwire, Michele M; Putnam, Duane C; Allen, Henry F; Otano, Andres;
Reggio, Dick
Subject: ALLHAT RESPONSE

Dear ROUs and CHRs:

It is extremely important that everyone selling Cardura gives a consistent,
unambiguous and powerful response to a physician's questions about Cardura and
ALLHAT. Based on feedback from a number of sources, the following responses are
appropriate.

We should immediately ensure that high-prescribers of Cardura clearly understand
the messages outlined below. Targeting high-prescribers using Sherlock and

immediately addressing any concerns they might have is imperative. If we do
this, we can prevent any misunderstandings.

Potential Responses

UROLOGIST

Bernhardt/Pfizer Docs
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"Doctor, I understand how strongly you feel about your patient's well being and
quality of life. Cardura is an exceptionally safe drug, and the most
extensively studied alpha blocker. The NHLBI did not conclude that the drug was
harmful. As a matter of fact, Cardura was similarly effective in preventing
heart attacks and in reducing the risk of death from all causes. The diuretics

- seemed to work better at reducing cardiovascular disease: predominantly CHF, and

to a lesser degree, stroke. They of course, provide your patients with no
positive effects on their urinary symptems. If your goal is to provide your
patients with safe and effective relief from the irritating and troublesome
effects of BPH, you can find no better choice than Cardura."

Primary Care

"Doctor, I understand how strongly you feel about your patient's well being and
quality of life. Cardura is an exceptionally safe drug, and the most
extensively studied alpha-blocker. The NHLBI did not conclude that the drug was
harmful, As a matter of fact, Cardura was similarly effective in preventing
heart attacks and in reducing the risk of death from all causes. The diuretics
seemed to work better at reducing cardicvascular disease: predominantly CHF, and
to a lesser degree, stroke. Cardura provides an aging hypertensive male not
only with additional control of his blood pressure, but relief from his
debilitating urinary symptoms. It would be torture to give a middle-aged man
with BPH a diuretic. He certainly doesn't need the increased urgency. Cardura
gives relief, improves his quality of life, and helps contrel his hypertension
while deoing no harm.™

Cardiologist

"Doctor, I understand how strongly you feel about your patient's well being and
quality of life. Cardura is an exceptionally safe drug, and the most
extensively studied alpha-blocker. The NHLBI, as you know, did not conclude that
the drug was harmful. As a matter of fact, Cardura was similarly effective in
preventing heart attacks and in reducing the risk of death from all causes. The
diuretics seemed to work better at reducing cardiovascular disease:
predominantly CHF, and to a lesser degree, stroke. Cardura provides a tremendous
value to you and your patients through its unique ability to provide the aging
hypertensive male with a tremendous weapon in his almost inevitable battle with
BPH, while at the same time giving you a safe choice to add to other
cardiovascular drugs."

A Great Response, regardless of physician specialty:

"Doctor, Cardura is as effective as diuretics in reducing heart attacks and

~overall deaths. The only difference in the ALLHAT trials was a higher rate of

heart failure. When you think about that, Doctor, diuretics are indicated for

Bernhardt/Pfizer Docs
05 000232

CONFIDENTIAL




the treatment of heart failure. So it doesn't surprise me that there would be
less heart failure in the diuretic group."

Remember the basics
1. Listen: Be vigilant for this objection.

2. Clarify: Is the physician concerned about starting new patients?
Has she had patients call to be taken off Cardura?
Is she talking about hypertensive patients or patients with BPH?

"Doctor, what are your concerns?"

3. Empathize: "Doctor, I can understand your concern for your
patients

overall health."

4. Show Proecf: Excerpts from the NHLBI press release explain why the

physician can confidently continue prescribing Cardura to his hypertensive and
BPH patients:

* "The drugs were similarly effective in preventing heart attacks and in

reducing the risk of death from all causes."

"We cannot conclude that the drug was harmful. Rather it didn't work as

well as the diuretic in reducing cardiovascular disease {(predominantly CHF, and
to a lesser degree, stroke).™

*

* "Those in the doxazosin group had slightly higher systolic blood

pressures... High blood pressure is the chief risk factor for both congestive
heart failure and stroke.”

The ALLHAT investigator letter provides further proof of Cardura's safety:
*

“"The primary CHD outcome, and total mortality were not different between
the doxazosin and chlorthalidone arms.™

* YALLHAT has notffouhd that doxazosin in hafmful, but the study has found

that other high blood pressure medicines may lower your risk of heart disease
better than doxazosin." : .

.

5. Verify: '"Doctor, does this answer your question concernihg the safety and
effectiveness of Cardura in your patients with hypertension and/or BPH?

Bernhardt/Pfizer Docs
05 000233
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6. Close: “Doctor, based on the safet
Cardura provides, will ¥You continue to us
men?"

P.J. Hayes
Specialty Midwest, Side One ARM

Y and unparalleled power of relief that
e it for your middle-—aged hypertensive

Bernhardt/pfizer Doc:
05000234
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FROM: Oleksey, Karole M,

TO: Gavigan, Michael ‘
SUBJECT: FW: PPG ANNOUNCEMENT - EUROPE - ORGANIZATION CHANGES
DATE: ’ 20000322

fvi

----- Original Message-----

From: Oleksey, Karole M.

Sent: Sunday, March 19, 2000 9:44 PM

To: Silbermann, Susan
Cc: Helgans, David
Subject: RE: PPG ANNOUNCEMENT - EURCPE - ORGANIZATION CHANGES

Susan,

It was nice to speak with you on Friday. I promised I would get back to you
regarding your questions about ALLHAT.

1) Pfizer Statement?:

The Cardura WWT, working with upper management and Pfizer Corporate Affairs, has
decided not to issue a statement on the ALLHAT preliminary results or on the ACC
statement. The decision was based on the fact that a Pfizer issued statement in
defense of Cardura would likely draw more media attention to the situation. To
date, there has been limited media coverage of both the ALLHAT findings and the
subsequent ACC statement. ' .

Instead, Pfizer is currently working with both the ACC and the NHLBI on the
recent comments which were ocutside of the scope Bf the trial (comments on
combination use, use in BPH and the discontinuation of all alpha blockers). It
is our goal to work with the ACC and NHLBI so that appropriate perspective can
be added and statements clarified to physicians.

2) FDA Activities?:
To date, there has been no request by the FDA to review/revise Cardura's label.

3) EU Regulatory Activities?:

We have not heard of any regulatory activities in the EU regarding doxazosin.
The only issue which has come up relates to prazosin and its CHF indication in
France ,

We will continue to keep you apprised of any new developments on these fronts.
In the meantime, please do not hesitate to contact us with questions, comments
or feedback. ‘ ’

Many thanks. =~ ' -

~ Bernhardt/Pfizer Docs
05 000223
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Best-~-

Karole
————— Original Message~----
* From: Silbermann, Susan
Sent: Sunday, March 19, 2000 7:48 aM

To: Oleksey, Karecle M,
Cec: Helgans, David
Subject: R: PPG ANNOUNCEMENT - EUROPE - ORGANIZATION CHANGES

Dear Karole,
Thanks for your note, and in advance, any help that you can give us. As for the

visit, let's get the ALLHAT issues under control, and then think ahead a bit
more. OK?

Thanks again,
Susan

————— Messaggio originale-=--=--

Da: Oleksey, Karole M.

Inviato: giovedi 16 marzo 2000 2.23

Al Silbermann, Susan

Oggetto: FW: PPG ANNOUNCEMENT - EUROPE ~ ORGANIZATION CHANGES

Dear Susan,

Congratulations on your new assignment. I wanted to take the opportunity to
introduce myself. I joined the Cardura WWT in marketing almost a year ago after
spending several years in USPG marketing. I now have responsibility for Italy
and Spain (in addition to Asia/AfME) so I am looking forward to working with
you.

I saw Loris and Allesssandro here at the ACC this morning at the ALLHAT
presentation. I am sure they will fill You in on the presentation of results, -
The good news is that they were quite brilliant in sending their key physicians
to sightsee rather than hear Curt Furberg slam Pfizer once again!

"Once we can stabilize the ALLHAT situation over the next few weeks, I would like
to schedule some market visits and would be very interested in meeting with you
and your team. Please let me know if this would be possible. In the meantime,
please let me know if I can be of any immediate assistance in refining your
strategies with Cardura (especially in light of ALLHAT).

I look forward to meeting you socon.

Best Regards,

Bernhardt/Pfizer Docs
05 000224
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Sent: Wednesday, March 08, 2000 4:35 PM
To: McCrorie, Hank

.Ce:  Gavigan, Michael; Natalicchio, Teri: Oleksey, Karole M.

Subject: NHLBI ALLHAT Press Release

March 8, 2000

TO: LABS
PRATT
CHRs
URO
NHO
CECs

FROM: Hank McCrorie

As a further follow~-up to the ALLHAT documents sent earlier, attached is the
NHLBI press release issued today on ALLHAT, as well as Pfizer's response
statement (which will be issued to media outlets through Corporate Affairs if
contacted). We are finalizing a Press Release Q&A that will be issued shortly.
As the NIH has now made the ALLHAT results public, we are now allowed to discuss
this issue with physicians when asked.

We hope this information provideg more background on ALLHAT.
On behalf of the Cardura Worldwide Team

David Helgans (212) 573-7390
Michael Gavigan (212) 733-6249

' rdt/Pﬁzer Docs
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PFIZER STATEMENT ON CARDURA AND ALLHAT

New York, March g - Pfizer supports the National Heart, Lung, and Blood Institute’s
(NHLBI) decision to discontinue the Cardura arm of the ALLHAT trial. Pfizer is a major
supporter of ALLHAT and is working with the NHLBI while these findings continue to be
analyzed.

In the ALLHAT trial, Cardura was compared to a diuretic (chlorthalidone). With the long-
term trial not expected to conclude until 2002, the Cardura arm was discontinued because
Cardura is not expected to show superior efficacy based on current data. Cardura and the
diuretic had similar results in reducing heart attack and death. However, Cardura was
significantly less effective in preventing the development of congestive heart failure than
the diuretic, an agent proven to reduce the risk of developing CHF as well as an approved
treatment for CHF.

In the clinical practice of managing hypertension, Cardura is predominantly prescribed and
used in combination with other antihypertensive medicines. In contrast, in the ALLHAT
trial Cardura was used as initial therapy. For the treatment of BPH, Cardura is generally
used as a first-line agent.

In general, hypertension treatment guidelines recommend Cardura as a combination agent
for patients not adequately controlled on one (or more) antihypertensives. Treatment
guidelines also recommend Cardura for the management of hypertension accompanied by

.conditions such as BPH.

Cardura remains a safe and effective treatment for hypertension and BPH when used
appropriately.

Since its introduction in 1988, the wide prescribing experience with Cardura (doxazosin)
underscores its efficacy and safety in the management of hypertension and/or benign
prostatic hyperplasia (BPH). Cardura is the most extensively studied alpha-blocker ever.

Cardura (doxazosin) has been used in over 45 countries for hypertension and/or benign
prostatic hyperplasia since 1988. There have been more than 3 4 billion patient days of

Cardura therapy worldwide.

Contacts: Andy McCormick/U.S. (212) 573-1226
Home: (203) 866-6411
Vanessa McGowan/U.S. (212) 733-3784
Home: (516) 489-1593
Andy Burrows/UX. +1 (44130464) 5084
Mobile: +44 (7774-273480)

Bernhardt/Pfizer Docs
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EMBARGOED UNTIL CONTACT: NHLBI Communications
Office
March 8, 2000 (301) 496-4236

NHLBI Stops Part Of Study-
High Blocd Pressure Drug Performs No Better Than Standard Treatment

The National Heart, Lung, and Blood Institute (NHLBI) has stopped one part of a
large high blood pressure study early because one of the tested drugs, an
alpha-adrenergic blocker, was found less effective than the more traditional
diuretic i in reducing some forms of cardlovascular disease.

Called ALLHAT-for Antxhypertens:ve and Lipid Lowering Treatment to Prevent
Heart Attack Trial-the main portion of the study is comparing newer drug .
treatments for high blood pressure with a more conventional and less costly
treatment. Another portion is comparing treatments for elevated cholesterol.

The NHLBI acted after an independent data review by an advisory committee.
Patients were informed as soon as possible thereafter. Those on the alpha-
adrenergic blocker were being offered an alternate medication, in consultation
with their ALLHAT or personal physician.

The alpha-adrenergic blocker is doxazosin; the diuretic is chlorthalidone. Users
of doxazosin had 25 percent more cardiovascular events and were twice as
likely to be hospitalized for congestive heart failure as users of chiorthalidone.
The drugs were similarly effective in preventing heart attacks and in reducing the
risk of death from all causes.

Of the approximately 24 million Americans who take medication to treat their

hypertension, about 1 million use an alpha blocker. Doxazosin, the alpha

. blocker used in ALLHAT, is sold under the brand name CarduraR. (Other alpha
blockers used for hypertension are terazosin, sold under the brand name Hytrin,

and prazosin, sold under the brand name Minipres).

“This finding adds important information to our understanding of
antihypertensive drugs,” said NHLBI Director Dr. Claude Lenfant. “No large-
scale blood pressure treatment study had ever compared these two classes of
drugs. Earlier studies were small and could not, for example, detect an increase
in patients’ risk of congestive heart failure.”

The rest of the ALLHAT study, which began in 1994, will continue as scheduled
and is expected to end in 2002.

ALLHAT involves 42,448 patients, enrolled through 623 clinics and centers
across the United States, Canada, Puerto Rico, and the US Virgin Islands.
About 7,00C U.S. veterans are participating through 69 Department of Veterans

Bernhardt/Pfizer Docs
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Affairs clinics.

ALLHAT participants are aged 55 or older. Forty-seven percent are women, 47

- percent are white, 35 percent are African American, and 16 percent are

Hispanic, while 36 percent have diabetes.

On enrcliment in the study, participants had been diagnosed with systolic and/or
diastolic hypertension (140 mm Hg or higher and 90 mm Hg or higher,
respectively), and had at least one added risk factor for coronary heart disease,
such as diabetes, cigarette smoking, and a low level of high-density lipoprotein
(HDL cholesterol), or had a-history of (but no recent) heart attack or stroke.

ALLHAT participants receive periodic checkups and currently have between 2
and 6 years of followup.

ALLHAT also is comparing chlorthalidone with two cther high blood pressure
drugs-a calcium antagonist, called amlodipine, and an angiotensin-converting
enzyme (ACE) inhibitor, called lisinopril.

About a quarter of ALLHAT's hypertensive patients also are participating in the
cholesterol-lowering portion of the study. This includes a fourth of the patients
on doxazosin, whe will be able to continue their involvement in this aspect of the

study.

The cholesterol-lowering study involves older patients with slightly to moderately
elevated cholesterol. It is testing whether treatment with dietary changes and an
HMG CoA reductase inhibitor, called pravastatin, reduces deaths from all
causes better than dietary changes alone.

Other findings about doxazosin in comparison to chlorthalidone are:;

Those in the doxazosin group had slightly higher systolic blood pressures than
the chlorthalidone group, although the diastolic pressures were the same.

The doxazosin group also had poorer compliance with treatment-only 75 percent
were still on the drug or another alpha blocker after 4 years, compared with 86
percent still taking chlorthalidone or another diuretic.

Due to the finding, NHLB! advises high blood pressure patients who now take an
alpha-adrenergic blocker drug to consult with their doctors about a possible
alternative. If a patient is just starting drug treatment, an alpha-adrenergic
blocker may not be the best choice for initial therapy.

"Patients on an alpha blocker for high blood pressure should see their doctor
and not just stop taking it,” emphasized Dr. Jeffrey Cutler, director of the NHLBI
Clinical Applications and Prevention Program and ALLHAT project officer. “We
cannot conclude that the drug was harmful. Rather it didn't work as well as the
diuretic in reducing cardiovascular disease.”

About 50 million Americans have high blood pressure and about 52 million have
high blood cholesterol. Both conditions are major risk factors for coronary heart
disease and both strike particularly hard at older aduits. High blood pressure

Bernhardt/Pfizer Docs
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also is the chief risk factor for both congestive heart failure and stroke.

Treatment for both high blood pressure and high blood cholesterc! typically
starts with lifestyle changes, including increased physical activity and weight
loss for the overweight. A healthy, low-saturated fat, low-cholesterol eating plan
is advised and, for high blood pressure, avoiding excess salt, sodium, and
alcohol,

When those changes do not lower elevated biood pressure or cholesterol
enough, then drug therapy is needed.

For an interview about ALLHAT, contact the NHLBI Communications Office at
(301) 496-42386.

NHLBI press releases, fact sheets, and other materials are available online at
waw.nhbli.nih.qov
3/7/00

Bernhardt/Pﬁzer Docs
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ALLHAT Awareness and Reactions: Wave 1 (US Only)
-Topline Summary-

Prepared for: Pfizer, Inc.

Prepared by: Migliara/Kaplan Associates
Date: March 15, 2000
Methodology

Migliara/Kaplan Associates conducted a total of 41 qualitative depth telephone
interviews (teledepths) among a random sample of US physicians, including 18 Primary
Care Physicians (PCPs), 11 Cardiologists (Cards), and 12 Urologists (Uros). The
interviews were conducted between March 9 and March 15. Each interview was
approximately 15 minutes in length. '

Due to the qualitative nature of this research, the results that are reported in this
document should be considered as “directional in nature” as opposed to statistically
conclusive.

Please note that the interviews were not at all intended to inform physicians
about any results of ALLHAT. Physicians who were totally unaware of the trial
were asked generic questions to satisfy the research commitment on the part of

the moderator and the physician. -

Summary of Findinq;

. Primary Care Physicians

At this point in time, PCPs' awareness and knowledge of ALLHAT is very low. Of the
18 PCPs interviewed in this research:

« None are aware of ALLHAT on an unaided b‘asis;
e« Seven (7) are aware of ALLHAT on an aided basis; and
o Eleven (11) are unaware of ALLHAT.

The PCPs who are aware of ALLHAT have very little knowledge about the trial. In fact,
most of the PCPs (5 out of 7) who have heard of ALLHAT only recall the name and
nothing else about the trial. Sources of awareness among PCPs aware of the trial
include sales representatives, journal articles, and colleagues. These PCPs could not
recalt which company the drug representatives were selling for or the specific journals.
One PCP heard about ALLHAT from a patient who read about the preliminary results in
the LA Times.

Bernhardt/Pfizer Docs
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"l recall the name of the trial, but | do not know anything more about the trial. | think I
heard about it from a drug representative, but | cannot recall the name of the drug or
the name of the company.” (PCP-IM)

‘I can remember the name ALLHAT from my journé/ reading, but | do not know anything
ebout it." (PCP-GP/FP)

Of the two PCPs who have some knowledge of ALLHAT, one PCP only knows that the
trial includes patients with hypertension and/or high lipids, and that it is calculating the
incidence of cardiovascular events (e.g., heart attacks). However, he does not know
what types of drugs are included in the trial. The other PCP is of the understanding that
an alpha blocker did not control hypertension as well as a diuretic and that there was a
greater risk of CHF among the patients on an alpha blocker.

The one PCP who knows about the negative implication for alpha blockers indicates
that he will increase his use of diuretics and calcium channel blockers at the expense of
alpha blockers which he uses on a very limited basis for hypertensive patients.
However, he will continue to prescribe alpha blockers for the same proportion of BPH
patients, with or without hypertension. Currently, of his BPH patients, 95% receive an
alpha blocker and 68% specifically receive Cardura.

Bernhardt/Pfizer Docs
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| Cardiologists .

Unlike PCPs, Cardiologists’ awareness of ALLHAT is relatively high. However, the
great majority of the Cardiclogists who are aware of ALLHAT know next to nothing
‘about the trial. Of the 11 Cardiologists interviewed in this research:

» Three (3, are aware of ALLHAT on an unaided basis:
» Seven (7) are aware of ALLHAT on an aided basis; and
* Only one (1) is unaware of ALLHAT.

Of the three Cardiologists aware of ALLHAT on an unaided basis, one was an
investigator in the trial. The other two Cardiologists read about the trial in a newspaper.
All three of these Cardiologists know that Cardura was used in the trial and that
because of the resulits, the agent is being withdrawn from the study. One of these
Cardiologists states that concerns about Cardura are mentioned at on-going American
College of Cardiology meetings. :

“The newspapers mention Cardura. A week ago, | would not have known much about
alpha blockers or Cardura. | know now because of all the publicity in the newspapers.”
(Cardiologist)

Of the seven Cardiologists aware of ALLHAT on an aided basis, five could only recall
the acronym from a Cardiology Convention or journal. The other two know that the trial
includes drugs used for hypertension, including alpha blockers and diuretics, and that
part of the trial is related to the prevention of heart attacks. Generally speaking, the
Cardiologists did not seem interested in learning more about ALLHAT and how or if the
“results would affect their practices.

‘I heard about it a few days ago on the radio and on the television news. | am not very
interested because it is about alpha blockers and | never use them first line. | do not
intend to find out more about the trial.” (Cardiologist)

" The handful of Cardiologists who are at least somewhat knowledgeable of ALLHAT's
preliminary results (three aware on an unaided basis and two aware on an aided basis)
do not expect their prescribing to change very much, if at all. Reasons why these
Cardiologists do not anticipate changing their habits inciude:

o Alpha blockers, including Cardura, are not considered first-line therapy anyway; and
+ Cardura is still a good add-on for hypertensive patients, particularly those with BPH.

"The data means that you should not use Cardura as first-line therapy. It will not affect
my practice because | do not prescribe Cardura first line.” (Cardiologist)
"The trial will not affect my use of Cardura. 1 will still use it with other drugs and it is
effective for BPH." (Cardiologist) :
Bernhardt/Pfizer Docs
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‘Urologists

Urclogists’ level of awareness of ALLHAT s higher than that for PCPs, but less than
that for Cardiologists. Similar to the other specialties included in this research,

knowledge of ALLHAT's preliminary results among those aware of the trial is minimal.
Of the 12 Urologists interviewed in this research:

+ Two (2) are aware of ALLHAT on an unaided basis:
+ Four (4) are aware of ALLHAT on an aided basis; and
e Six (6) are unaware of ALLHAT.

Of the two Urologists aware of ALLHAT on an unaided basis, one heard about it at a
convention and one received a phone call from a Cardura patient who asked to be
switched to another medication. The Urologist who received the call from the patient
indicates that he will switch those who ask to Flomax. Both of the Urologists aware of
ALLHAT on an unaided basis report that the preliminary results are not very alarming to
them because they still consider Cardura to be an effective agent for BPH. However, if
the Cardura patients ask to be switched, physicians will likely follow suit.

“Some patients may be hard to convince to take Cardura. | will switch those who ask to
be switched.” (Urologist)

Of the four Urologists aware of ALLHAT on an aided basis, two only knew the acronym

and could not recall anything about it. The other two knew that the trial included alpha

blockers, specifically Cardura, and that there were concerns about the likelihdod of

cardiovascular events among those on the alpha blocker. Sources of awareness cited
- by these Urologists include lectures, journals, and television news.

‘I believe the trial found concemns about congestive heart failure with using alpha
blockers.” (Urologist)

The Urologists with some knowledge about ALLHAT (about five) do not think the trial or
its results have anything to do with BPH. These Urologists will continue to prescribe
alpha blockers, including Cardura, for BPH. However, a couple of Urologists report that
they will adhere to patients’ requests to be placed on a different drug.

“I will prescribe Cardura the same as | always do because | use it for BPH. | believe it
will affect family doctors who may use more diuretics and less alpha blockers. It will not
affect me.” (Urologist)

nhardt/Pfizer Docs
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Conclusions

At this point in time, awareness levels for ALLHAT are very low for PCPs, high for
Cardiologists, and moderate for Urologists. However, knowledge of the trial's
preliminary results is minimal for all specialties.

Unaided Awareness: 0 out of 1° PCPs; 3 out of 11 Cards; 2 out of 12 Uros
Aided Awareness: 7 out of 18 PCPs, 7 out of 11 Cards, 4 out of 12 Uros

PCPs’ awareness and knowledge of ALLHAT are currently so low that it is too early
to gauge how the results may affect their practices.

Cardiologists who are somewhat knowledgeable of ALLHAT’s preliminary resuits do
nat expect their prescribing patterns to change significantly because they currently
do not use alpha blockers as first-line therapy and they still perceive Cardura to be a
worthwhile add-on drug for hypertensive patients, particularly those with BPH.

Urologists who are somewhat knowledgeable of ALLHAT's preliminary results do not
anticipate changing their prescribing patterns because they do not believe the
findings have anything to do BPH. However, they indicate that they will adhere to
patients’ requests to be prescribed a drug other than Cardura.

Physicians aware of ALLHAT primarily cite the following sources:

22-00-1201 (Topline}

Television news; -
Newspapers;

Journals;
Conferences/conventions; and

Sales representatives.

Bernhardt/Pfizer Docs
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Flapan, Valerie

From: Shehu, Migen
Sent: Thursday, March 16, 2000 3:03 PM
To: Helgans, David; Walmsley, Patricia A; Jensen, Dennis M. Oleksey, Karole M.;

Mallen, Sharon; Silber, Beth Ann; Gavigan, Michael; Flapan, Valerie; Cooper, Mark J
{Ny-Legal); Natalicchio, Teri
Subject:  ALLHAT awareness - US Markeling Research Findings Summary

On March 8-15, Migliara Kaplan conducted 41 qualitativé in-depth phone i interviews with 18
PCP's, 11Cardiclogists and 12 urologists.
Here is the summary of the results:

Althis point in time, awareness levels for ALLHAT are very low for PCPs, high for Cardiologists,
and moderate for Urologists. However, knowledge of the trial's preliminary results is minimal for
all specialties.

+ Cardiologists who are somewhat knowledgeable of ALLHAT's prefiminary results do not
expect their prescribing patterns to change significantly because they currently do not use
alpha blockers as first-line therapy and they still perceive Cardura to be a worthwhile add-on
drug for hypertensive patients, particularty those with 8PH.

» Urologists who are somewhat knowledgeable-of ALLHAT's preliminary results do not
anticipate changing their prescribing patlerns because they do not believe the findings have
anything to do BPH. However, they indicate that they will adhere to patients' requests to be
prescribed a drug other than Cardura.

Physicians aware of ALLHAT primarily cite the following sources:

Television news;Newspapers;Journals;Conferences/conventions; and Sales representatives.

Please, find attached the detailed ALLHAT awareness topline findings marketing research for US.

A second wave of interviews will be conducted in US and internationally to capture physicians’

reaction after the ACC meeting on March 15th.

Best Regards

=

ALLHAT-Topline M.
Research.doc...

Migen

Bernhardt/Pfizer Docs
05 009939
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Flapan; Valerie v s iimin e 50 . i

From: Shehu, Migen

Sent: Monday, March 27, 2000 12:55 PM ‘

To:. Helgans, David; Jensen, Dennis M.; Gavigan, Michael; Silber, Beth Ann; Oleksey,
Karole M.; Walmsley, Patricia A; Mallen, Sharon; Flapan, Valerie; Cooper, Mark J
{Ny-Legal)

Subject:  International ALLHAT Marketing Research Update - Awareness remains Low

The ALLHAT awareness study second wave of interviews is being conducted
now in US, Italy, UK, Spain and Japan.

While in Spain I had the opportunity to meet and discuss the research
with the marketing researchers from all those countries. I informed
them con the findings in the USA and got their feedback on the
discussion guides. So far they believed the ALLHAT awareness is very
low in their respective countries, but it might increase because of
competitors'sales reps.

As of Friday, March 24. 2000 ALLHAT international awareness remains low :

Spain
10 of 60 docters have been interviewed (4 GPs, 2 Cards, 2 Nephs, and

2 Uros)

2 out of the 10 are aware of ALLHAT on an unaided basis (1 Card, 1

Uro)

3 out of the 10 are aware of ALLHAT an aided basis (1 Card, 1 Neph,
1 Uro)

S out of the 10 are not aware of ALLHAT (4 GPs, 1 Neph)

United States

51 of 60 doctors have been interviewed (19 PCPs, 15 Cards, 17 Uros)
§ out of the 51 are aware of ALLHAT on an unaided basis (2 PCPs, 3
Uros)

18 out of the 51 are aware of ALLHAT an aided basis (6 PCPs, 10
Cards, 2 Uros)

28 out of the 51 are not aware of ALLHAT (11 PCPs, 5 Cards, 12 Uros)

UK

7 ocut of 60 physicians have been interviewed.
2 out of 7 are aware on an unaided basis.

Japan

The recruiting process is still going on. The one on one interviewing
will start soen. N

Italy

26 cf 60 docters have been interviewed (13 GPs, 6 Diabetologists,
Cards). and NONE are aware of ALLHAT

dt/Pfizer Docs
Bermh 09940
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Best regards

Migen

Bernhardt/Pfizer Docs
05 009941

CONF IDENTIAL



TRERT G-I

S b

ORI " TNRER Tt

i L B



I

-FROM: Shehu, Migen

TO: Helgans, David; Gavigan, Michael; Silber, Beth Ann; Oleksey,
Karole M.; Jensen, Dennis M. ; Walmsley, Patricia A; Mallen,
Sharon

SUBJECT: Worldwide ALLHAT Awareness Assesment Summary

DATE: 20000418

Pleage,”find attached the Worldwide ALLHAT Awareness As
mail it to all the country organi

essment Summary. I*ll e-
ganiza i
research.

ions involved in the

Regards

Migen Shehu
# 7474

. Bernhardt/Pfizer Docs
05 000712
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ALLHAT A wareness
Assessment

== Marketing Research --

March 2000
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Marketing Research Objective and Methodology |
M Objective:

~ — Understand physicians’ awareness and initial reaction to the dissemination
of ALLHAT preliminary resuits.

M Methodology:

—~ In-depth telephone interviews (15 minutes each) with PCPs, Cardiologists,

and Urologists and other specialties in different countries conducted by
Migliara Kaplan

W Two Waves of Research:

~ Wave One (US only) after the NHLB] (National Heart, Lung and Blood
Institute) press release, March 8,

— Wave Two (US, Japan, Spain, Italy, UK) after the American College of
Cardiology meeting, March 15,

1

Bernhardt/Pfizer Docs
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| ALLHAT Awareness Level - US Wave One I

Very Low 0% 39% 61% 100%
Oout of 18 7outof 18 | 11outof 18 18(_>utof18
Cardiologists | High 27% 64% 9% | 100%:
Joutof 11 Toutof 11 | Toutof 11 | 11 outof 11
Urologists | Moderate | 17% 33% 50% | 100%,
2outof12 | 4outof12 | 6Goutof 12 | 12outof 12
TOTAL A% | a4% | 4% | 100%:
S Soutof41 .| 18outof 41 | 18out of 41 | 41 out of 41
2
,.\ :

Bernhardt/Pfizer Docs
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ALLHAT Awareness Level - US Wave Two

LHAT Awareness Lovel U wavewo |

' '"’ynaware
' - —— : r-:.;:':;;'
10% 30% 60% 100%'
PCPs Low 2ulof20 | Goulof20 | 12outol20 | 200utof20
_ . 0% 70% 30% | 100%::%
Cardiologists High : 0 out of 20 14 out of 20 6outof 20 | 20 out of20.'
- 10% 15% 75% .fﬁ 100% )
Umlongts Low 2out of 20 Jout of 20 15 out of 20 . 20 ou{ of 20 .
: % | 38% | s5% [ EoguE
‘T“C_)I AL doutof60 | 23outof60° | 33 outof 60 -’60 out of 60.
¢ ¢ ¢ « ¢ ¢ ‘

Bernhardt/Pfizer Docs
05 000717
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ALLHAT Awareness Level - Italy Wave Two l

0% 0% 100%
ffps veryLow |\ ot oostor2o | 20 out of 20
o 0% 10% 90% ;
Cardiologists LOW ) pouforz0 | 2ouof20 | 18outof 20
. . 0% 0% 100%
| Diabetologists | Very Low | | outof20 | _Qoutof20 | 20autof20
| C0% 3% 97/
| TOTAL B Ooutof 60 |. “:20utof 60 | 58outof 60, “60 ouf of.60
4
¢ ¢ C ¢ A (

‘Bernhardt/Pfizer Docs
05 000718
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ALLHAT Awareness Level - Spain Wave Two I

PCPs Low 1, o%)f 20| 4 ozu(();/; 20 |16 ggtoffzo | 2010(1)I?Of 20
Cardologists | Moderate | , o1ut5;/; 130 1 oZt:)ﬁ)f 13|10 ZZtZof 13 1310?1?;/;13
Urologists Low 1 ogto{:f 12| 2 o1u-t,:)/; 2 |10 gg{"gof 12
Nephrologists Low 1 oZfo 15 1 oZtO/oof 15 |13 S;Zof 15 15outof 15
;
¢ < C C ¢ ¢

Bernhardt/Pfizer Docs
05 000719
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Moderate

0%
0 out of 22

32%
7 out of 22

68%
15 out of 22

;[ALLHA T Awareness Level - UK Wave Two l |

'100% .,
22 out of 22

Cardiologists

High

10%
1out of 10

60%
6 out of 10

30%
3 out of 10

:'.1 00%

Urologists

-

Moderate

0%
Ooutof 11

36%
4 out of 11

64%
7 out of 11

11 out of 11

©.100%

Diabetologists

High

40%
4 out of 10

30%
3 out of 10

30%
3outof 10

400%: ..
[10'outof 10

Geriatricians

High

17%

67%

17%

2outof 12| Boutof12 | 2outof12 | 1200 of12"
- M% | 43% 5 | 1 46% HilHid 00%E:
TOTAL | 7 outof 65 |- 28 0utof 65 | 30 out of 65| 65 olit of 65

¢

Bernhardt/Pfizer Docs
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— The findings have nothing to do with BPH.

— However, they will switch to Flomax upon patient request.

7
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CARDURA

| Second Wave US Findings: A Few Physicians Switch to Flomax I

® PCPs - Those PCPs with awareness are cautious about
prescribing Cardura:

— Many PCPs request more information on trial results.

— Afew now prefer Flomax, or wil switch to Flomax upon patient request. '_

' Cardiologists - Expect they will use less ABs and more ACE
~Inhibitors because:

— ABs, including Cardura, still reserved for patients with BPH.
~ ABs are not used as first line 'therapy for HTN.

ffl Urologists - Expect to change somewhat their prescribing
- behavior in the future: !

~ Although they will continue to prescribe ABs for patients with BPH, they will
switch from Cardura to Flomax upon patient request,

8

Bernhardt/Pfizer Docs
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| Second Wave US Findings: A Few Physicians Switch to Flomax I

W/l increase the use of diuretics and CCB at the expense of AB, however I'll
continue to prescribe AB the same way as before for BPH.” (PCP, US, 1st wave)

B "/ probably will use an alpha blocker on somebody with isolated hypertension
without co-morbid conditions or probably for patients with h ypertension and
prostate problems.” (CARD, US, 2nd wave)

- W “If | get information that there is actually a risk involved, | will obviously go fo an
alternative. Probably Flomax...it does not have as many side effects as Hytrin...”
(URO, US, 2nd wave)

Bernhardt/Pfizer Docs
05 000723
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Second Wave Spain Findings: No Changes in Prescribing, Yet
| Overall A wareness js Low

.Bernhardt/Pﬁzer Docs
05 000724

,E ™ PCPs - Too early to predict changes in prescribing behavior,

- Cardiologists - Do not expect to change prescribing behavior
| significantly since:

— Will continue to prescribe Cardura for BPH patients.
— Cautious approach to prelimihary results of ALLHAT.

W Urologists - Too early to predict changes in prescribing behavior.

- Nephrologists - Too early to predict changes in prescribing
~ behavior. ) |

CONEINENTIAL




Second Wave J, taly Findings: Ph ysicians Have Little or No
Awareness of ALLHAT Results; No Changes Predictable

B PCPs - Too early to predict changes in prescribing behavior,

B Cardiologists - Too early to predict changes in prescribing
behavior, However, significant impact on prescribing behavior is
not expected as:

— CARDs generally do not attribute importance to use of ABs for HTN and
BPH.

— “Alpha blockers in general are suitable either for hypertension or for BPH, .

but I think this js mostly applicable only for patients over 60." (CARD)

| Diabetologists - Too early to predict changes in prescribing
behavior. However, ABs are typically third line therapy after ACE
Inhibitors and CCBs. | |

-
Nie

Bemhardt/Pﬁzer Docs
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Second Wave yx Findings: Some Changes in Prescribing

Bernhardt/Pfizer Docs
“ 05 000726

® PCPs - No changes in prescribing behavior, yet too early to predict
future changes in prescribing.

M Cardiologists - Currently reducing use of ABs and Cardura in
particular:

— For some CARDS, ABs are becoming "agents of last resort” to treat HTN
based on safety concerns,

- Yeta minority of CARDs wil continue to prescribe Cardura for paﬁents with
HTN and BPH, based on Cardura’s ability to interact with other agents.

CONFINENTIAS
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l Second Wave UK Findings: Some Changes in Prescribing I

® Urologists - No changes in prescribing behavior, yet too early to
predict future changes in prescribing.

W Diabetologists - Reducing use of ABs due to safety concerns.

— Cardura becomes “second line or third line status” for treatment of HTN.

B Geriatricians - Cautiously reducing use of ABs based on i
safety concerns.

— Reduction for newly diagnosed HTN patients.

— Cardura will continue to be used for patients with}HTN and BPH.

Bernhardt/Pfizer Docs

05 000727
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l Second Wave UK Findings: Some Changes jn Prescribing , |

B It will reduce my doxazosin prescribing practice. Essentially, | am
now cautious.../ now use it logs often.” (CARD, UK 2nd wave)

& "It probably will have an effect on prescribing...feeling is that ACE
inhibitors will come out on fop.” ( CARD, UK 2nd Wa\(e)

™/ won't run awa Y from alpha blockers, but | I need to take a closer
look...” (GERI, UK 2nd wave) |

dt/Pfizer Docs
B 00728
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| CARDURA
l Second Wave Japan: Market Research Still in Field I

B Results expected by April 24-25

15

nhardt/Pfizer Docs
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CARDURA

[ Sources of Information on ALL HA T, in Order of Importance ,

%____:__5 US Wave One: Television News, Newspapers, Journals,
T Conferences, Patients, Sales Reps

Bérnhardt/Pﬁzer Docs
05 000730

] US Wave Two: Sales Reps, Journals, Conferences, Newspapers,
Patients, Colleagues, Internet

: Spain Wave Two: Conferences, Journals, Colleagues, Internet
* u ltaly Wave Two: Journals, Colleagues

% UK Wave Two: Sales Reps, Journals, Conferences, Colleagues,
Internet

CONFIRENTIAT
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l Summary - Overall Awareness is Low I |

™ There is a vagueness pertaining to the ALLHAT preliminary results
knowledge. Aided awareness is much higher that unaided one.

M English-speaking countries (US, UK) have highest awareness of
ALLHAT results since:

— Easier access to information sources

— Sales reps more active than in non-English speaking countries

B Some US physicians (especially CARDS and UROs) are
~ somewhat cautious:

.')
— Reduced use of Alpha Blockers: Increased use of ACE Inhibitors
— Upon patient request, some switching from Cardura to Flomax

~ Cardura still reserved for patients with HTN and BPH.

’Bemhardt/Pﬁ‘zer Docs
05 000731
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Some UK physicians (especially CARDS and DIABs) are

- beginning to change prescribing behavior baged on safety
concerns:

~ Alpha Blockers becoming class of last resort” to trea HTN.
— Geriatricians cautious but alsg expect to reduce yse of ABs.

— PCPs and URQOs have not changed behavior (o date.

Bernhardt/Pfizer Docs
05 000732
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UNITED STATES DISTRICT COURT

SQUTHERN DISTRICT OF NEW YORK

LAWRENCE D. BERNHARDT, )
Plaintiff, )

vs. | ) 00 CIV 4042 (LMM)
PFIZER, INC., )

Defendant. )

ARNOLD LIEBMAN, )
Plaintiff, )

vs. ) 00 CIV 4379 (LMM)
PFIZER, INC., )

Defendant. )

MONDAY, OCTOBER 23, 2000

2:15 p.m.

Deposition of LAWRENCE R. KRAKOFF, M.D.,
held at ENGLEWOOD HOSPITAL AND MEDICAL CENTER,
350 Engle Street, Englewood, New Jersey 07631,
pefore SUZANNE J. DRUGA, a Certified Shorthand
Reporter (License No. 1845) and Notary Public of
the State of New Jersey.
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L. KRAKOFF - MS. LESKIN
A. It’s quite small. It’s fairly
small. I really couldn’t be sure. Five percent
maybe.
Q. What percentage of the roughly 20
percent of the patients who are maintained on a

single drug are taking an alpha-blocker?

A. Probably none at the present time.

Q. And has that changed over the last
year?

A. Yes.

Q. Is that change following the ALLHAT

study, the release of the data from the ALLHAT?

A. I would have to say there weren’t
very many to begin with, but it certainly did.

Q. When you say "there weren’'t very
many to begin with", prior to the change that was
in place after the information from ALLHAT was
released, approximately what percentage of your
20 percent of patients on a single drug were on
an alpha-blocker?

A. It probably was about the same as
the ones on a calcium blocker only in the past
two or three years. And I really can’t give you
exact figures.

Q. I understand.
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L. KRAKOFF - MS. LESKIN

A. But to be honest with you, certainly

in the last two or three years as evidence has

accumulated, I have shifted more patients over to
ACE inhibitors; or if they can’t tolerate them,
to ARB's, angiotensin receptive blockers, as
monotherapy in most cases.

Q. and of the patients who were taking

~an alpha-blocker as their sole means of

therapy --

A. I would have to say I can’t remember

‘that there were many patients who I started on

alpha-blocker and monotherapy; others did. And
there are studies written, and I have reviewed
some which I thought were pretty good for our
journal which I published few years ago. It was
kind of ianteresting, but I just never change my
habits one might say, I guess partly because
ALLHAT had alreadyvplanned and I thought it would
be interesting to see how it came in.

Q. Of those patients who were taking
alpha-blockers before these ALLHAT study results
were released, and I understand we said this is a
very small number, how many of those were taking
Cardura as an alpha-blocker?

A. Almost all I would guess. Since it
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L. KRAKOFF - MS. LESKIN

patients who are considered refractory

‘hypertensive as one of the most frequent reasons

to refer to me, and so that may be as much as 40
percent.

Q. And of these 80 percent or so total
patients, how many of them --

A. When you say 80 percent, I'm not
sure what you mean.

Q. If you take everyone who is not on a
single drug.

A. Well, there are two other more.

Q. 80 percent of the patients who are
on two or more antihypertensives, currently how
many of your patients are taking Cardura?

A. Well, it’s probably only men, with
the rare exception there may be a woman who has
responded especially well and is still on it, so
and of those I'd say probably 20, 30 percent.

Q. Has that number changed at all over
the last year?

A. It's been reduced a little bit since
ALLHAT, but it’s only since April that ALLHAT had
been out, although the report came out earlier,
but that is the presentation. So I guess it’'s

gone down by a few patients wherever I would say
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L. KRAKOFF - MS.‘LESKIN
it’s on an individual basis, but felt that we
could probably discontinue with it and see how
they did with regard to their prostate symptoms,
was there an alternative, did they really need
it, and their blood pressure.

I have to say if there were multiple
drugs and we decided to discontinue the Cardura
and in fact it turned out that their blood
pressure was best controlled on Cardura, in that

setting I would resume that. And there have been

~such cases that I can remember.

(Whereupon a short break was taken.)
(Whereupon Exhibit No. D-4,
Article from the Journal of the American Medical
Association on April 19, 2000, entitled, Major
Cardiovascular Events in Hypertensive Patients
Randomized to Doxazosin versus Chlorthalidone,
The Antihypertensive and Lipid-Lowering Treatment
to Prevent Heart Attack Trial (ALLHAT), was
marked for identification.)
0. We’'ve marked as Defendant’s Exhibit

4 an article that appeared in the Journai of the
American Medical Association on April 19, 2000
entitled Major Cardiovascular Events in

Hypertensive Patients Randomized to Doxazosin
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L. KRAKOFF - MS. LESKIN

I do think that given the
information available from ALLHAT, that
physicians shouid consider their patients and are
their patients predisposed to heart failure and
might they make a better choice, and that’s on an
individual basis, if I were asked. If you askea

me as a referring doctor, I have a patient in

this situation, do you think I should switch from

Cardura to something else, I would try to put it
that way.

Q. Is it your opinion, Doctor, that
Cardura is doing something affirmative which
leads to heart failure?

A. Well, I think this is such an
interesting finding in a large, a big trial with
a lot of patients in it, that that really
deserves some good research to figure out why
this might be so, and I'd like to see it.

Q. Referring you to Exhibit 5, which is
your NIH press release.

MR. GRAZIANO: I have it somewhere.
(Discussion held off the record.)

Q. Now, I don't know where it shows up

on yours, but towards the end of the press

I3

release there is a quote from Dr. Jeffrey
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L. KRAKOFF - MS. LESKIN
Cutler. The paragraph begins "Patients on an
alpha-blocker for high blood pressure should see
their doctor and not just stop taking it." Do

you see that quote?

A. Uh-huh.

Q. Yes?

A, Right, I see that.

Q. And after identifying Dr. Cutler it

says, quote, "We cannot conclude that the drug
was harmful", end quote. Are you familiar with-
that statement by Dr. Cutler?

A. Well, I am reading it.

Q. Do you have any evidence from which
you can conclude that the drug was harmful?

A. I don’t disagree with Dr. Cutler. I
think that there isn’'t sufficient information,
research studies or anything I'm familiar with to
disagree with him. I think he is as
knowledgeable as anyone. I respect his opinion a
great deal. And we discuss issues, we know each
other. And I think that is a fair assessment on
the basis of the information available up to
now.

And I think though that there is

something that isn’t mentioned, and that is,
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L. KRAKOFF - MS. LESKIN
earlier experience with prazosin, an
alpha-blocker, in heart failure studies was quite
discouraging because it was thought that prazosin
would be effective in heart failure. And
compared to other treatments, and these are older
studies, it turns out that the alpha-blocker
prazosin was short acting to be sure, but was
actually associated with a worse outcome in heart
failure patients than fhe other treatments it was
compared with.

Q. And again, that wasn’‘t a
placebo-controlled trial?

A. This is an old heart failure stﬁdy
that Dr., I can’t remember which one it was, but
Dr. Cohen and Dr. Packer I think were involved
with or wrote about, and I haven’'t really looked
at it again. I didn’t think it helped much in
this situation of treating hypertensives. But
it’s some evidence that alpha-blockers have yet
to be shown to have any special benefit in
cardiovascular disease based on the clinical
trial data, so no special benefit, and in this
study a worse outcome compared to the diuretic.
And that'’s where we are. And it seems to me

someone should be looking into this further.
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L. KRAKOFF - MS. LESKIN
discussions, and others have questioned what’s
the best thing to do. And it’s sort of a
consensus among doctors about it, that we pretty
much all agree about the same thing, the ones
I've talked to.

Q. What is that consensus?

A. What was stated in the article, that
its use is to be confined to multidrug patients
who seem to be refractory to everything else and
they respond especially well. And then the issue
of prostatic hypertrophy, I think we are little
uncomfortable with it. And‘for men who are
hypertensive and have prostatic hypertrophy as
monotherapy. And I don't see many of those, but
I think some uroclogists do and probably some
family practitioners do, I don’'t know, I mean
there’'s a lot that one doesn’'t know as to whether
there are alternatives and whether to use
alpha-blocker therapy for those patients, whether
Flomax is really better than -- for‘some reason
it's less -- it causes less trouble. And no one
knows these things, so it’s just a little bit of
a worry, because if one takes from this study,
the implication that maybe it would be better if

you use this little alpha-blocker and use them as
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L. KRAKOFF - MS. LESKIN
infrequently as possible and maybe just limit it
to éombinations would be best. So this is
uncharted.

Q. Have you had any communications with
anyone at Pfizer regarding the ALLHAT study?

A. No, I haven't.

Q. Haye you had any discussions with
anyone at Pfizer regarding Cardura?

A. No.

Q. Have you had any discussions with
anyone at FDA regarding Cardura?

A. No, I haven't.

Q. Have you had any discussions with
anyone at FDA regarding the ALLHAT study?
The FDA regarding the ALLHAT study?
Yes.

No, I haven’'t.

o ¥ o ¥

Have you made any requests to the
FDA or any other body to send notice out to
physicians nationwide regarding ALLHAT?

A. No, I haven't.

Q. Are you aware of anyone else who's
made such a request to the FDA or a regulatory
body, other than the plaintiffs in this case?

A. No. I have to say I don’'t recall
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Alpha-blockers and congestive heart' -
failure: Early termination of an arm

of the ALLHAT trial

B ABSTRACT

The Antihypertensive and Lipid-Lowering
Treatment to Prevent Heart Attack Trial
(ALLHAT) is a large, randomized double-
blind study comparing four
antihypertensive agents {chiorthalidone,

- doxazosin, amlodipine, and lisinopril) in .
hypertensive patients older than 55 years.
The doxazosin arm was terminated early,
when the trial's safety and monitoring
board noted a twofold higher incidence
of congestive heart failure in patients
receiving doxazosin than in those
receiving chlorthalidone (8.13% vs 4.45%
at 4 years, P < .001).

LPHA-ADRENERGIC BLOCKING AGENTS
(alpha-blockers) will likely be removed
from the list of first-line anrihypertensive
drugs, in light of surprising findings from the
Antihypertensive and  Lipid-Lowering
Treatment to Prevent Heart Artack Trial
(ALLHAT): an incidence of congestive heart
failure twice as high among patients receiving
the alpha-blocker doxazosin (Cardura) than
among those receiving the thiazide diuretic
chlorthalidone (Thalitone, Hygroton, and
generic preparations).1
Confronted with these findings, the
Director of the National Heart, Lung, and

“Disclosure: The author has indicated that he has received grant or
research support from the Searle, Astra-Zeneca, and Novartis

. companies and serves on the speakers’ bureaus of the Astra-

Zeneca, Merck, Novartis, and Solvay companies, all of which make
antihypertensive agents.
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Blood Institute (NHLBI) stopped the doxa-
zosin arm of. the study, although the other
arms comparing . chlorthalidone with the
angiotensin-converting enzyme inhibitor
lisinopril (Prinivil, Zestril) and the calcium
antagonist amlodipine (Norvasc) will con-
tinue for 2 more years.

Although these findings seem to argue
against the use of doxazosin as a first-line
antihypertensive, they do not address the
drug’s appropriateness in combination thera-
py. Further, the study did not examine the
use of doxazosin as an adjunct in treating
elevated cholesterol or benign prostatic
hyperplasia.

ALLHAT should serve as a reminder that
we should not measure the effectiveness of
antihypertensive drugs only by their effects on
surrogate markers such as blood pressure or
serum cholesterol levels. Moreover, to assess
the effect of therapy on the “hard” end points
that really matter—morbidity and mortality—
we will need to continue to conduct large-
scale, long-term trials.

B WHAT IS THE BEST FIRST-LINE
ANTIHYPERTENSIVE AGENT?

Hypertension significantly increases the risk
of cardiovascular morbidity and mortality. A
series of classic randomized clinical trials, cul-
minating approximately 10 years ago, proved
that diuretics and beta-blockets lower this risk
(although fewer trials were conducted with
beta-blockers than with diurerics).

Since those trials, several new classes of
agents—calcium antagonists, angiotensin-

VOLUME 67 » NUMBER €

Current
guidelines will
need to be
changed
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converting enzyme (ACE) inhibitors, alpha-
blockers, and angiotensin II antagonists—
were approved and became popular. A trial
using “hard” clinical end points found a calci-
um antagonist to be superior to placebo,? and

other trials suggested that the other classes -

were equivalent to diuretics or beta-blockers
in efficacy.3-5 -

Are the newer agents truly as good as the
older ones? Many experts believed they would
be even better. After all, diuretics and beta-
blockers without intrinsic sympathomimetic
activity raise serum cholesterol levels, whereas
the new drugs do not—and alpha-blockers
actually lower cholesterol. Diuretics lower
serum potassium and magnesium levels and
increase blood glucose levels; the new drugs do
not—and the alpha-blockers actually improve
- insulin sensitivity. Diuretics lower blood pres-
sure by volume depletion (at least in the short
term), whereas the new drugs work by vasodi-
lation, which is more physiologically correct.
Some of the new drugs (such as ACE
inhibitors) also have more of an effect on left
ventricular hypertrophy. Thus, many of the
new classes of antihypertensive drugs appear
to have mechanisms of action and beneficial
effects apart from blood pressure-lowering that
would make them better than the older
agents.

But trials were needed to find out, and one
such trial was ALLHAT, which began enroll-
ment in February 1994. Follow-up will contin-
ue until March 2002. '

B ALLHAT STUDY DESIGN

Sponsored by the NHLBI, the ALLHAT study

is a randomized, double-blind, active-con-

trolled comparison of four antihypertensive

agentsS:

¢ Chlorthalidone (a diuretic; 12.5 to 25
mg/day)

¢ Doxazosin (an alpha-blocker; 2 to 8
mg/day)

® Amlodipine (a calcium antagonist; 2.5 to
10 mg/day) '

* Lisinopril (an ACE inhibitor; 10 to 40 -

mg/day).

In addition, approximately one fourth of
the ALLHAT patients are also participating in
a randomized, open-label trial to determine

VOLUME 67 « NUMBER &

whether lowering serum low-density lipopro-
tein cholesterol levels with an HMGaCoA
reductase inhibitor {pravastarin) reduces all-
cause mortality compared with a control group
receiving usual care. :

. ¢
Patients
Patients are men and women age 55 and
older with hypertension (systolic blood pres-
sure 2 140 mm Hg, or diastolic blood pressure

'2 90 mm Hg, or currently taking antihyper-

tensive medication) plus at least one addi-
tional risk factor for coronary heart disease,
including previous myocardial infarction or
(MI) stroke, left ventricular hypertrophy by
electrocardiogram or echocardiogram, type 2
diabetes mellitus, current cigarette smoking,
or a low level of high-density lipoprotein
cholesterol.

_A total of 42,448 patients were recruited
and randomized, 15,268 to receive chlorthali-
done, 9,067 to receive doxazosin, and the rest
to receive the other drugs.

The baseline characteristics in the
chlorthalidone and doxazosin groups (which
were well matched) were as follows:

* Mean age: 67 years

e Women: 47%

* Black: 35%

* Mean blood pressure: 145/83 mm Hg

* Being treated for hypertension: 90%

*  Atherosclerotic vascular disease: 45%
* Type 2 diabetes: 36%

*  Smokers: 22% ]

® Mean serum creatinine level: 1.0 mg/dL
® Mean serum cholesterol level: 216 mg/dL.
Outcomes measured

Predefined outcomes measured were the inci-

dences of: .

® Coronary heart disease (the primary out-
come, including both coronary death and
nonfatal MI)

* All-cause mortality

Stroke

*  “Combined coronary heart disease” (coro-
nary death, nonfatal MI, revascularization
procedure, and hospitalization for angina)

* “Combined cardiovascular disease” (coro-

nary death, nonfatal M, stroke, revasculariza-

tion, angina, congestive heart failure, and

peripheral arterial disease).

JUNE 2000




TABLE 1

4-Year outcomes from ALLHAT: Chlorthalidone vs doxazosin

QUTCOME 4-YEAR RATE (%} RELATIVE RISK  95% CONRDENCE P VALUE
. CHLORTHALIDONE DOXAZOSIN IN DOXAZOSIN. INTERVAL
GROUP GROUP GROUP
(¥=15.268) (=5,
Coronary heart disease* 630 6.26 1.03 0.90-1.17 71
Ali-cause mortality - 9.08 9.62 1.03 090-1.15 56
Combined coronary heart diseaset  11.97 13.06 1.10 1.00-1.12 05
Stroke 3.61 423 1.19 1.01-1.40 .04
Combined cardiovascular diseaset  21.76 25.45 125 1.17-133  <.001
Congestive heart faifure 4.45 813 2,04 1.79-232 <001
Coronary revascularization 5.20 621 115 1.00-1.32 05
Angina 10.19 11.54 1.16 1.05-127  <.001
Peripheral artery disease 2.87 2.89 1.07 0.88-130 .50

“Fatal coronary heart disease and nonfatal myocardial infarction

tFatal coronary heart disease, nonfatal MI, revascularization procedure, and hospitalization for angina
*Coronary heart disease death, nonfatal M), stroke, coronary revascularization procedure, angina ?

treated in hospi-

tal or as outpatient) congestive heart failure {treated in hospital or as outpatient), and peripheral arterial disease

{in-hospital or outpatient revascularization)

ADAPTED FROM THE ANTIHYPERTENSIVE AND LIPID-LOWERING TREATMENT TO PREVENT HEART ATTACK TRIAL (ALLHAT). MAJOR CARDIOVASCULAR
EVENTS IN HYPERTENSIVE PATIENTS RANDOMRED TO DOXAZOSIN VS CHLORTHAUDONE. JAMA 2000; 283:1967~1975.

b e ———

W ALLHAT STUDY RESULTS:
DOXAZOSIN STUDY STOPPED

As in all major clinical trials, an advisory
committee periodically reviews the safety of
the ALLHAT. Following independent data
Teviews on January 6 and January 21, 2000,
the director of the NHLBI accepted a recom-
mendation to stop the doxazosin treatment
arm. The median follow-up was 3.3 years at
that point. ,

‘The finding that prompted this decision?
Compared with patients in the chlorthalidone
group, patients in the doxazosin group had:

* A 25% higher incidence of “combined

cardiovascular disease” (P < .001)
® Twice the incidence of congestive heart

failure (P < .001).

These higher incidences were approxi-
mately the same in all subgroups studied:
patients both older and younger than 65 years,
black and nonblack, men and women,
Hispanic and non-Hispanic, and with or with-
out diabetes mellitus.

CLEVELAND CLINIC JOURNAL OF MEDICINE

On the other hand, there were essentially
no differences in the rates of fatal coronary
heart disease or nonfatal MI (the primary out-
come) or all-cause mortality between the two
treatment groups (Taste 1),! and there were
only small trends toward more events in the
doxazosin group for the other outcomes.

Another reason for stopping the doxa-
zosin arm of the study: At that point, about
61% of the coronary heart disease events that

had been expected to occur in the chlorthali-

done group had already occurred. The investi-
gators calculated that there was only a 1%
chance that doxazosin would eventually prove
to be more beneficial than chlorthalidone by
the end of the twial, based on'the protocol-
specified alternative hypothesis of a 16%
reduction in coronary heart disease events.

B TRIAL RAISES QUESTIONS
The ALLHAT findings raise a number of

questions to which, at present, we have no
answers.
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Do alpha-blockers cause heart failure,
or just prevent it less?
Unfortunately, it is not possible to determine

whether the incidence of congestive heart -

failure with doxazosin observed in ALLHAT
is the same as, less than, or more than would
be expected without antihypertensive treat-
ment. .

What caused the differences?
There are several theories but no definitive
answer. )

" Doxazosin Jowered systolic blood pres-
sure less. At 1 year, the mean blood pressure
was 140/79 mm Hg in the doxazosin group and
137/79 mm Hg in the chlorthalidone group.
At 4 years, the numbers were 137/76 vs 135/76
mm Hg.

But could a difference of 2 to 3 mm Hg in
systolic blood pressure explain the differences
in end points? Several recent trials in older
patients?5.7 suggest that 3 mm Hg could
explain a 10% to 20% increase in congestive
heart failure, but not the doubling of risk
observed in ALLHAT. Similar calculations
for stroke and angina from earlier trials89
(using diuretics and beta-blockers) suggest

DOXAZOSIN VS CHLORTHALIDONE

vIDT

B RECOMMENDATIONS

-

On the basis of the ALLHAT observations, it
would seem appropriate to recommend that
doxazosin not be used as monotherapy in
managing stage 1 or Z hypertension (ig,
140-179/90-109 mm Hg).

This means changing the guidelines. For
example, the sixth report of the Joint National -
Commirttee on Prevention, Detection,
Evaluation, and Treatment of High Blood
Pressure!> recommends diuretics and beta-
blockers for initial monotherapy of uncompli-
cated hypertension, but also recommends
other classes of agents, including alpha-block-
ers, if there are specific indications for them—
benign prostatic hyperplasia or dyslipidemia in
the case of alpha-blockers. Treatment guide-
lines from several other countries include sim-
ilar recommendations.

ALLHAT did not address the many
patients who receive doxazosin as part of com-
bination therapy for hypertension. It may be
appropriate to continue using doxazosin for
patients who are also receiving a diuretic and
possibly other classes of antihypertensive
agents concurrently. Patients who are taking

The study did that 3 mm Hg could explain most of the dif-  an alpha-blocker as part of combination ther-
not address the ferences in stroke or angina events observed  apy may wish to discuss the issue of continuing
- in ALLHAT. this therapy with their physicians.
useof Also of interest: more people stopped tak- Similarly, this study did not address the
doxazosin to ing doxazosin than chlorthalidone. At 4  use of doxazosin (or other alpha-blockers) as
years, 86% of patients assigned to chlorthali-  an adjunct to treat elevated cholesterol or
treat BPH done were still taking a diuretic, while 75% of  benign prostatic hyperplasia in normotensive
those assigned ro doxazosin were still taking  patients. Continued use of these agents in
an alpha-blocker. With both drugs, sympto-  these conditions appears appropriate, except
matic side effects were the number-one reason  pethaps in the early stages of heart failure, ie,
for stopping, followed by “unspecified in patients with mildly or moderately
refusal.” : decreased systolic function. Given that other

Alpha-blockers may affect left ventricu-  classes of drugs are available to treat hyperten-
lar hypertrophy less. Left ventricular hyper-  sion, elevated cholesterol, and benign prostat-
trophy (LVH) is a common precursor of heart  ic hyperplasia, it may be reasonable to avoid
failure. As yet we have no data on the effect  alpha-blockers in this situation, although we
of the different agents on LVH in ALLHAT, have no data. )
but previous studies!9-12 suggested that alpha-
blockers may affect LVH less than do diurer- 8 CONTINUED NEED FOR LARGE TRIALS
ics.

Alpha-blockers may have adverse bio-  Antihypertensive agents are traditionally
chemical effects, increasing plasma volumel?  approved on the basis of how well they lower
and possibly increasing plasma norepineph-  blood pressure. It is assumed ‘that lowering
rine levels.14 The significance of these effects  blood pressure will reduce morbidity and mor-
is unknown. tality regardless of the agent used, and clinical
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trials have supported this notion. As a conse-
quence, blood pressure has long been used as a
surrogate end point to predict the rate of car-
diovascular outcomes such as M], stroke, and

- all-cause mortality.

ALLHAT suggests some modlﬁcauon in
this notion. Different antihypertensive agents
can have different physiologic effects—which
we may not even be aware of—that can add
up to differences in morbidity and mortality.
And the only way to find out about these
effects is to conduct large studies to assess
morbidity and mortality. S ]
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FOR IMMEDIATE RELEASE
March 15, 2000

AMERICAN COLLEGE OF CARDIOLOGY ISSUES CLINICAL ALERT ON THE
USE OF ALPHA BLOCKERS FOR HYPERTENSION
ACC Recommends that Physicians Reassess Use Based on New Findings

(ANAHEIM, CALIF.)-The American College of Cardiology (ACC) recommends that
physicians discontinue use of a widely prescribed drug, an alpha-adrenergic blocker, for

'~ the treatment of hypertension. This recommendation follows announcement of the results

of a large high blood pressure study today at the ACC 49th Annual Scientific Session in

Anaheim, Calif. Approximately 50 million Americans have hypertension, or high blood

pressure.

The study was halted last week by the study sponsor, the National Heart, Lung, and
Blood Institute (NHLBI), due to data showing that the alpha blocker, doxazosin
(Cardura®), is less effective than the more traditional diuretic in reducing some forms of
cardiovascular disease, such as congestive heart failure. The study, Antihypertensive and
Lipid Lowering Treatment to Prevent Heart Attack Trial (ALLHAT), showed that users
of doxazosin had 25 percent more cardiovascular events and were twice as likely to be
hospitalized for heart failure than users of the diuretic chlorthalidone.

According to the NHLBI, of the 24 million Americans who take medication to treat their
hypertension, about one million use an alpha blocker. "The ACC encourages physicians
who treat hypertensive patients to review the new data with their colleagues to ensure the
rapid dissemination of this important information,” said Dr. Robert J. Cody, chair of the
ACC Hypertensive Diseases Committee and associate chief of the Cardiovascular
Division at the University of Michigan Medical School in Ann Arbor. "At the same time,
hypertensive patients taking an alpha blocker should first see their physicians before
discontinuing its use. This is important because the treatment of hypertension and the
choice of med1cat1on should be individualized for each patxent

The results were presented at the ACC meeting by Dr. Curt Furberg, of the Wake Forest
University School of Medicine in Winston-Salem, N.C., and Dr. Barry Davis, of the
University of Texas School of Public Health in Houston.

For more information about the ALLHAT study, go to www.nhlbi.nih.gov and go to.
"news" and "press releases.”

The American College of Cardiology, a 25,000-member nonprofit professional medical
society and teaching institution, is dedicated to fostering optimal cardiovascular care and
disease prevention through professional education, promotion of research, leadership in
the development of standards and guidelines, and the formulation of health care policy.
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project.

Q. The money that’s being paid to Baylor

”Cbilégé”df'Médidihé;deVYOu have any interest in

that money?
MS. LESKIN: Objection. Vague.
Q. Let me ask a diffefent question.
Will you be entitled to receive the
money that is paid to Baylor College Qf Medicine?

A, / No.

Q. Have you ever worked with Pfizer in

the past?
MS. LESKIN: 1In any capacity?
MR. GRAZIANO: Any capacity.
A. Worked for them -- explain what that
Q. Work with them either in cases such as

this or even research projects.

A. Absolutely.
Q. Can you tell me about that experience.
A. My first interaction with Pfizer

'Pharmaceuticals in the United States began in the

third quarter of 1982 when they came to the
Baylor College of Medicine and solicited our

input into the development of a new compound.
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And that new compound was Doxazosin,
subsequently, marketed in the United States as
Cardura, C-A-R-D-U-R-A, subscript registration
sign.

And, at that time, Joan Leader,
L-E-A-D-E-R was a Ph.D. who had the
responsibility at the Groton, Connecticut
facility, the research laboratories of Pfizer, to
identify the direction for development-and
identify the appropriate human research protocols
for this new compound.

And so in December of 1982, we went
forward jointly with applying for an all new drug
application to Ray Lipicky at the NIH. Aand we
were granted that and began the human research

studies in the United States on Doxazosin.

Q. How long did those studies last?

A. It’'s been dngoing to the present. 17
years.

Q. How much of your time has been spent

working on those studies over the .course of the
17 years, in percentage term?
A. Total percent of time spanning 17

years, less than 1 percent.
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Q. Do you know whether or not Pfizer
awarded a grant to Baylor College of Med1c1ne or
this spec1f1c group w1th regard to the in vitro

research project?

A, They did.

Q. Do you know how much that was?

A, No, I do not.

Q. Okay. Do you expect thlS type of

research to contlnue in the future that is,
research concerning Doxazosin?

A. I do. I can’t tell you exactly what
direction it’s going to go.

Q. Do you expect future grants from
Pfizer to support this research?

MS. LESKIN: Objection. Calls for

speculation.
Q. If you know.
A. I think future research initiatives

have really meaningful scientific imperative that

we will anticipate will be funded.
Q. From Pfizer?
MS. LESKIN: If you know.
A. From Pfizer.

Q. Do you consider your relationship with

SPHERION DEPOSITION SERVICES (212) 490-3430
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Pfizer to be important?

MS. LESKIN: Objection. Vague.

Q. You can answer.

A. I guess you have to define important.
Q. Okay.

A. What’s important mean?

Q. That's fair enough. 1I’1l1l ask you a

different question.
Would you personally like to maintain

the relationship with Pfizer?

A. Yes.
Q. Why?
A. Because it has been very open and

supportive of a number of very important research
initiatives in cardiovascular medicine,
cardiovascular pharmacology, which is like many
of the other industries as well as governmental
agenciés that we deal with.

Q. In this case, you’ve been retained by
Pfizer to be an expert witness, correct?

\A. Correct. |

Q. Have they ever retained you in that
capacity before?

A. No.
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talking about, do you know if Yyou were ever
qualified as an expert witness?

A. In‘all those cases, yeah.

Q. Was there ever a case where you worked
in -- either concerning these four or even others
that we haven't mentioned -- where ?oﬁ wereinot

accepted as an expert witness?

¢

A. No.
MR. GRAZIANO: I want té mark this as
Pool No. 1.

(Plaintiff’'s Exhibit 1, Curriculum
Vitaé bf Jaméssiéwié Podi, M.D., marked for
identification, as of this date.)

Q. I have in front of you what'’s been

‘marked és'Pool No. 1. I believe it’s a copy of

your CV. Why don’t you look at that and tell me
whether or not that'’s correct?

A; That is correct. o

Q. On page 9 of the Exhibit No. 1, four
entries up from the bottom,‘there’s a lecture in
Phoenix, Arizona which it was entitled,
"first-line Therapy" -- actually, I'm sorry.
I'm on the wrong page. Just give me a second.

Look at page 9 and four from the
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bottom, San Juan, Puerto Rico.
A. Um-hum.
Q. International symposium entitled, "The
Role of Doxazosin in Lipid Metabolism." Do you

see that?

A I do.

Q. Was this a lecture you gave?

AL Yes.

Q. What did that lecture concern?

A. It was a description of my research on

Doxazosin and other alphal-adreoceptor
antagonists and their impact and the mechanism of
that impact on the metabolism of lipoproteins.

Q. Did that research receive any support’.

from Pfizer, if you know°

A. The two supporting agencies for that
research was the -- was Pfizer, Abbott
Laboratorles and’one government agency which was
the National Institutes of Health.

Q. You descrlbed Pflzer as a supportlng
agency. Does that mean they contributed money in
terms of a grant for the research?

A. Correct

Q. Do you know how much money was
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contributed?
A. That research was done prior to 1988,
and I don’'t remember. .
Q. Okay. Let’s take a look at the next

page. On page 10 of Exhibit 1, the second entry
from the top, Naples, Florida, National

Symposium, "Effects of Doxazosin on Serum

Lipids." Do you see that?
A, ‘“Cbrrecﬁ. |
Q. What did that presentation concern?
A.‘ Same body of data. As you‘'ll notice,

one was an interﬁational presentation in April

and one was a national presentation in September.
Q. Okay. So the same body of data, does

that mean it came from the samé research project?
A. That's correct.

Q. And let’s move on to the next one.

' Page 15 of Exhibit 1. Let’s see, three down

there’s an entry regarding Japan. It’s calied
"The Second International Symposium On Multiple
Risk Factors In Cardiovaséular Disease."

And then skipping a few words there's

a part in quotes called "Effects of quazpsin in

‘HYpéftensive Patients on Lipids, Platelets
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and" --
A. Thrombolysis.
Q. -- "Thrombolysis." Thank you. What

did that presentation concern?
A. That presentation included all of
lipid research from our laboratory up through

that time, plus additional research that we

performed on the effect of Doxazosin on platelet

aggregation and thrombolysis. Thrombolysis is
the term that describes the dissolution, the
breakup of intravasculzr blood clots.

Q. The additional research you performed,

was that supported by ?fizer in any way?

A. It was.

Q. ‘Was that in the form of a grant?

A. Yes.

Q. Do you recall how much that grant was?

a. No. |

Q. Let’s take a look at page 22 of
Exhibit 1. Now, on this page, we’'re no longer

talking about presentations, correct?
A. Correct.
Q. Are these published articles, is that

what this is a list of?
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MS. LESKIN: This particular page?
MR. GRAZIANO: Yes, page 22.

A. Page 22 is a part of a list of
abstracts, scientific abstracts, published
somewhere in the world.

Q. Okay. Let’s‘look at the one that’s

marked No. 32.

A. Um-hum.
Q. What does that abstract concern?
A. That, actually, would be, in abstract

form, a brief summary of the scientific data that
YOU saw as part of the public or scientific
presentations in the earlier discussion of

San Juan Puerto Rico, Unlted States et cetera

So it would, | actually, be the print form of that
scientific data.

Q. Okay. What about No. 33, what did
that‘abstract coﬁcern?

A. That -- this abstract is my analysis
of Pool data from an 1nternatlona1 series of
studles United States including largely our
data, Europe and Australia and the Asian
countries, looklng at the cllnlcal effects of

Doxa2051n on llplds and lipoproteins.
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Q. Okay. The work involyed in preparing
this abstract, was it sponsored by Pfizer in any
way? |
A, It was.

Q. Do you recall how much -- I'm sorry.

‘Was that in the form of a grant?

A. It -- there were multiple, multiple
grants to all the countries involved, all the

investigators involved, correct.

Q. When you say "multiple, multiple
grants," were they all from Pfizer, the grants?
A. ‘ I cannot answér ﬁhat. I don’t know.
0. Was more than one of them from Pfizer?
A. Certainly, they must have”been.
"Q. | ’bidUYéﬁ feceivé any from Pfizer

concerning this abstract?

A. Nothing additional,beyond the original
grants that generatéd the data that went into the
abstract.

Q. I see. The abstract marked No. 34,
what did that concern?

A. That'’'s a presentation of the same data
that you see in abstract 33 with, at the time of

the presentation, a little bit more information
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because we, in fact, had a little more time
between the two.

Q. Were there any additional grants you
received in preparing the abstract listed in
No. 34°7?

A. No.

Q. Let’s take a look now at page 27 of

Exhibit 1. This page, I believe, by looking at
page 25, consists of a list of published papers;

is that correct?

A, That is correct. These are complete
manuscripts.

Q. The manuscript listed under No. 16 --

A. Yes.

Q. - can you briefly summarize what that
concerned?

a. This is the full manuscript, full

deScription of the work that we had talked about
earlier, the beginning of the work on the effect

of Doxazosin on lipid metabolism in humans. And

it waé'published in this journal as the date

indicated 1987.
0. What about the one{listed under

No. 19, what did that concern?
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A. That, again, is additional data. In
this particular publication, we had gone on and
done, on another level, a little bit more
sophisticated level of laboratory analysis with
regard to the mechanisms of how Doxazosin
impacted on lipid metabolism.

Q. That additional laboratory analysis,
was that sponsored by Pfizer in any way?

A It was.

Q. Do you recall how much money was
received from Pfizer for that additional
analysis? |

A, I do not.

Q. The next page. Actually,’skipping
thatkpage; The foilo&ing page, prage 29, the
entry listed under No. 38, can you briefly
describe what this concerned?

A. The titie of this manuscript
is, "Effects of Doxazosin on coronary heart

disease risk factors in the hypertensive

“patient{“ And this is a summary of the known

antiatherogenic effects of Doxazosin on various
parameters, including systolic blood pressure,

diastolic blood pressure, lipoproteins,
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platelets, left ventricular hypertrophy and other
factors that contributes to coronary heart
disease. |

Q. This study, was it sponsored by Pfizer
in any way?

A. Some of the data in here are a direct
result of Pfizer grants and contracts to the
Baylor College of Medicine, and some not.

Q. The grants and contracts, do you
recall how much they were?

A, No.

Q. Okay. What about the manuscript
listed in No. 39, what did that concern, briefly?

A. 39 is a manuscript that deals with the
role of the sympathetic nervous system in the
clinical entity called LUTS, which is lower
urinary tract syndrome and what we used to call
prostatism or the symptoms associated with benign
prostatic hyperplasia.

And it describes the mechanism by
which the Sympathetic narvous system promotes
male symptoms with benign prostatic hyperplasia
and the potentlal role of alpha adrenoceptor

blockade in rever81ng those symptoms and
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2 And, at the same time, they did not see that in
3 the Amlodipine or Lisinopril arm.
- 4 And that the -- for unknown reasons,
5 they were seeing an increase in cardiovascular
6 morbid events in the'Doxazosin arm greater than
L~ 7 in the Chldrthalidone arm.
8 Q. In your opinion, do those findings
9 have any implications for the treatment of
- 10 hypertension?
11 MS. LESKIN: Just to clarify, any
12 implication?
e 13 o . MR. GRAZIANO: ves.
14 A. Well, the answer to that is yes.
15 0. And what would the implications be?
= 16 A. Well, the ALLHAT trial is focused on a
17 group of high risk patients. Those high risk
18 patients, if you use the terminology of the joint
g 19 national committee on prevention detection,
20 evaluation and treatment of high blood pressure,
21 would stratify the ALLHAT patient population as a
~ 22 Gfbnpycyfisk féntbf gnoup.
23 I think the ALLHAT trial demonstrates
24 that that particular patient population is a
- 25 popnlatinn‘that the Doxazosin group -- Doxazosin
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treatment recommendations for Group C patients
does not change, correct?

A. The treatment recommendations for
Group C patients are to lower their blood
pressures to less than 130 over 85 millimeters of
mercury, which\is not something that you can
accomplish with monotherapy. Even the
monotherapy in the majorlty of those patlents is
the recommended flrst and second drugs of choice
in many cases.

Q. Would the 1nter1m ALLHAT findings have
any 1mp11catlons for investigating the group of
drugs to be given to Group C either as
monotherapy ox add on therapy°

‘Aliyh We don t know about the add-on
monotherapy because the ALLHAT doesn’t actually
address that issue.

0. So, at this point, would you make any
changes to add-on therapy as a result of the
interim ALLHAT findings?

A. ’No, because we don’t have -- the data
doesn’t speak to that.

Q. Ckay. So it’s fair to say, in your

opinion, the treatment of Group C patients does
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not change following the ALLHAT findings?

A. I think that'sv—f I think that is
cbrrect; Yeah.

Q. And the treatment of Group A and B
patients does not change either?

"A. | That?s correct.

0. Okay. I want to show you what I'm

going to mark as Pool No. 2.

MR. GRAZIANO: Why don‘t you mark this
as Pool No. 2.

(Plaintiff's Exhibit 2, Letter to the
editor in4Lancet, marked for identification,
as of this date.)

Q. I'm now showing you what’s been marked
as Péol No. 2. It’'s a two-page document, but my
concern only focuses on the first page.

A. Okay.

Q.’ And the first question is, the first
page of Exhibit No. 2, do you recognize this

document?

A. Yes, I do.
Q. What is this document?

A.  This is a letter to the editor or

what’'s called commentary in Lancet, March the
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lith of 2000 by Franz Messerli.

0. Do you know who Franz Messerli is?
A ves. o

Q. Who is he?

A.

Franz Messerli is an internist that
practices at the Ochner Clinic, New Orleans.
Q. Have you worked with him

professionally in the past?

A, Yes.

Q. In what capacity?

A. As a colleague in the field of
hypertension, cardiovascular diseases. He is, in

fact, the editor of one of the textbooks that I
have a chapter in.

Q. The Lancet, what is that?

A. The Lancet is a medical journal.
Q. I want to focus specifically on

something that Franz Messerli said in this
commentary, and that’s in the last full paragraph
on page 1, the paragraph that starts out, "What
are the consequences of the decision to
discontinue the Doxazosin arm of ALLHAT?" Do ycu
see that paragraph?

A. Yes.
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Q. Okay. The third sentence of that
paragraph says, "All five of these guidelines

will have to be amended to the effect that
Doxazosin, or the whole class of peripherél

alpha-blockers, should no longer be considered as

first-1line antihypertensive therapy." Do you see

where I'm reading?

A. I certainly do.

Q. ; Do you agrée with Franz Messerli in
that regard?

A. No, I do not.

Q; What is your belief?

MS. LESKIN: Can you be a little more
specific?
| MR. GRAZIANO: Okay. Yes, I'll change
the question.

Q. Why did you disagree with him?

A. I think if you reflect upon the date
that this was published, you will be aware that
this opiniQn was rendered and published before
the author, in fact, saw even the preliminary
results of the ALLHAT trial.

So it‘s hard for me to understand how

one could formulate an opinion about the ALLHAT
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trial, and Aertainly such sweeping
recommendations as you see in the sentence that
you highlighted, without actually looking at the
data.
Q.  Have you ever communicated with

Franz Messerli regarding this commentary?

A. No.

Q. So it’'s fair to say you never told him

you disagree with the sentence I just

highlighted?
A, ~That is correct.
Q. The next sentence right after the one

that I highlighted says, "Whether Doxazosin
should continue to be used as add-on

antihypertensive therapy remains to be

determined." Do You see that sentence?
A. Yes, I do.
Q. Do you agree with that sentence?
A. ,.Remains to be determined, no. I.——
Q. What is your belief?
A. My belief is that it remains an

effective add-on therapy for the reduction of

~__.blood pressure, because that has been clearly

demonstrated in add-on therapy trials.
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And the -- but the focus there is
exactly that, we have data to show that it’s
effective in reducing blood pPressure when it’s
added on to other antihypertensive therapy. It
does not address any other questions.

0. Is ﬁhefé a split in the medical
community regarding the two sentences that I just
read to you? In other words, do some persons in
your position believe what you believe and do
others believe what Franz Messerli believes?

A. Yes. . i el

t Mé.wﬁéékiﬁ;.‘dbﬁection. Vague.

Q. Do you know if you, yourself, are in
the minority or the majority in terms of the
split? o .

MS. LESKIN: Objection. Vague. You
can answer.

Q; Yoﬁ can answer, if you can.

A, To know whether you‘re in the not
minority or the majority, you have to have both
the numerator and dehbminator. And I'm -- I
can’t make that calculation. I don’t know.

Q. 'And another way of asking the same

question -- your answer may be the same -- is, do
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Lessons from ALLHAT.™
Do you see the article?

I see this one.

A.

Q. Do you recognize the document?

A. Yes.

MQ-. MwﬂéfMiéuﬁhé\dééument?

A. It’s an editorial that accompanied the

report from the ALLHAT steering committee on the
withdrawal of Doxazosin arm from the ALLHAT
trial.

Q. The author of the editorial appears to
be-Louis Lasagna, M.D. do you know who that
person is?

A. I know him by name.

Q. | What do you know about him, just
generally speaking?

A. He‘is a senior’physiciankwhoVhas,been
invoiﬁed‘in aeadéﬁic medicine for many, many
yYears. A major area of his impact, at least in

the public press, has been in the area of

antibiotics and therapeutics related to

antibiotics.
Q. On the second page of the document,

the second column, the first full paragraph, the
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very first sentence there says, "The decision to

discontinue the Doxa2051n arm of thls trlal has

important 1mpllcatlons Flr t, the assumption

that the most important parameter in treating

hypertension is lowerlng blood pressure rather

than the drug whlch blood Fressure is lowered, is

challenged" --
MS. LESKIN: "With which, "

0. I'm sorry. -- wyith which blood
bressure is lowered, is challenged substantially
by these results.n

‘bovyoﬁmsee/the th sentences that I

just read?

A, Yes, I do

Q.‘ ‘I believe the answer was yes, Doctor?
A, I see those, um-hum.

Q. Would you agree,with those first two

sentences?

A. I agree with the first sentence. I

have a concern about what the author might be

1mply1ng with the second sentence.

Q. What do you think he might be implying

with the second sentence?

A, Well, my concern about the second
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sentence is that he can interpret from, again,

the prellmlnary data what the secondary end

| p01nts of thls trial imply.

0. Well, do you believe that’s what he’s

doing, or he’s ralslng a concern about the use of

‘the drug Doxa2051n to lower blood pressure?

MS. LESKIN: Objection. Calls for
speculation.
Q. If you have a belief either way.
MS. LESKIN: To the extent you
understand. -
A; Based on the data from the trial,
there was no difference at the end of the four

years in the dldStOllC blood Pressure. _And there

Wwas a 2 to 3 mllllmeter difference in mean blood

pressure, in the systolic blood pressure.
Obviously, that does raise a concern.

| . SIt meane that, although it seems like
2 to 3 millimeters of mercury is incredibly

trivial, when you apply that across thousands of

patlents it can, in fact, have a very

significant impact on some outcomes. And the one

that you would mention immediately would be

stroke.
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Q. What about the fact that there was a
doubling of the likelihood of congestive heart
failuré{ doﬂyduwthihkwthatﬁééﬁid ﬁéve been caused
by the 2 or 3 points, I believe you said?

MS. LESKIN: Objection, vague. And
objection, misstates the evidence.

Q. You can answer.

A. Based on everything that we know to
date about congestive heart failure in
hypertensives with the high risk for ischemic
heart disease, it’s not reasonable to assume that
the 2‘td 3 milliméters of systolic blood pressure
difference and higher values in the Doxazosin
group cémpared to the diuretic group would
expléih the difference in heart failure.

Q. Is it possible that there was
something elée about the drug Doxazosin that’s
yet unknown that could have caused the
difference?

MS. LESKIN: Objection. Vague.

A. That’'s one of several possibilities.

Q. The last sentence in this paragraph
that we’'re looking at says, "Finally, these

results have major implications for the
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recommendations for treatment of hypertension,
which currently include Doxazosin as a first-line
agent . " | R
Do you see that?
Yes.
Woﬁid’younagree with that sentence?
I would not agree with that sentence.

Why not?

Yoo oy o o

Again;vthe implication of that
sentence is that the author is mixing fruits.
He’s m1x1ng apples and oranges in the sense that
what the study has demonstrated is that Doxazosin
is not superior to diuretic. Aand that, in a high
risk patlent group, SO~ called rlsk Group C, that
Doxa2051n should hot be chosen as a superior
antihypertensive.

Those are the people that were being

Ystudied. It’s a -- I mean, it’s a great

disappointment to us in clinical medicine,

because there were many of us, and as you can see

from my CV I would be listed among them -- I

mean, I have to face the harsh reality that -- of
what ALLHAT says that 1s that all of the

cllnlcal hypotheses that we put forth, we could
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A. Yes.
Q. Okay. I want to look at the second
page of this document. Three paragraphs up from

the bottom of the page, it says, "Due to the
finding, NHLBI advises high blood pressure
patients who now take an alpha-adrenergic blocker
drug to consult with their doctors about a
possible alternative. If a patient is just
startiﬁg drug‘treatment; ankalpha—adrenergic

blocker may not be the best choice for initial

therapy.?"
Do you see that paragraph?
A. I do.
Q. Would you agree wi;h that paragraph?
A, ﬁeii, I think‘ﬁhe problem with that is

the sweeping nature of it, because that‘s
certainly not what the thought leaders in the
field are telling the practiéing physicians to
do.

Q. When you say "thought leaders in the
field," are you referring to the same dozen or so
people you were referring to earlier?

A. Yes.

Q. Can you name those people?
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Q. The third paragraph of this press °
release on page 175 says, "In its official

statement, which follows, the ACC Hypertensive
Diseases Committee urged patients taking an alpha
blocker to see their physicians for
reassessment . "
Do you see that?

A. Yes.

Q. Would you agree that patients taking
an alpha-blocker should be trged to see their

physicians for reassessment following the ALLHAT

interim findings?

A. I would, because for the very reason
that we have talked about, that those patients
should ascertain whether 6t nbt; first and
foremost, that their blood pressure is properly

controlled. And the second is that their regimen

is, basically, in compliance with what we know

from the ALLHAT trial.

Q. Okay. I want to loQk at a different
portidn of this same document. I just got to see
if.I can decide from my notes here for a moment.
Okay, vyes.

/vGoing back two pages to the page
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marked 173 -- and, actually, just so you have the

full picture, 173 appears to be part of a

”presentatlon that beglns at the very flrst page

of this document that’s page 169 and goes through
173. So why don’t you just brlefly scan those

few pages.

A. You want me to begin with --

Q. The very first page.

a. 1702 |

Q. Yes, 170 or 169 which appears to be

the title page. What you’re looking for, by the
way,'is an answer toﬁthe question; have you ever
seen this summary before.

A. I have not seen thls --

'MS. LESKIN: Take a look.

A. -- summary before. It appears to be a
summary from the oral presentation at the
American College of Cardielogy.

Q. The oral presentation you just
referred to that referred to the ALLHAT interim
findings, correct?

A, Correct.

Q. You were aware before today that there

was an oral presentatlon°
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A. That is correct.
Q. And that that presentation was made
sometime in March of this yeaf? |
A. In Anaheim, California at ‘the annual

convention. They were actually scheduled to

present this after I presented, that’s correct.

Q. You were there?

A. "I was a presenter, yes. I was on
program. | | |

Q. Did you stay for that presentation?

A. I was not. In fact, it was on a

different day and I had returned to Houston.

Q. You are aware, nonetheless, this
presentation was made?

A. Correct.

Q. Okay. Have you ever seen this summary
of the presentation before?

A. I have not,‘I have not.

Q. Okay. On the page marked 173, that’s
about three pages into it, the very last sentence
in that page says, "Until provén otherwiée it
seems prudent to at least assume that Doxazosin
is also inferior as a second or third line

hypertenéive agent and the long-term
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cardiovascular safety of alpha-blockers and BPH
should be investigated.®
And those remarks appear to be

attributed, if you look at the very previous page
at the top of 1723, to Dr. Curt Furberg.

A, Correct. |

Q. Okay. Going back to 173, assuming for
the moment those remarks were actually made by

Dr. Curt Furbérg, would you agree with them?

A. No.
Q. Why not?
A, First, I think he certainly has become

confused, because have we pointed out what the

ALLHAT trial was designed to do?

Q. Yes.
A, It was designed to show that it was
superior to Chlorthalidone. When you fail to

show superiority, it does not mean that you are
equal and it does not mean you’'re inferior.
Q. You are aware that he was the chairman

of the steering committee for ALLHAT, correct?

A. Yes.
Q. Actually, he still has that role
today?
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A. Yes, he does.
Q. Nonetheless, you believe he was

confused regarding the interim findings of
ALLHAT?
A. No. I think he’s confused with his:

use of the term.

Q. Which term would that be?
A. The inferior. The sentence that you
pointed out to me, "Until proven otherwise it

seems prudent to at least assume that Doxazosin
is also inferior," also implying that it’s
inferior. But his own study proves that, in
fact, it’s not superior.

Q. Other than him being confused, do you
think it’s possible that you and him just have a
disagreement as to the implications of the study?

A. That'’'s possible.

Q. But your belief today is more that he
is misunderstanding the implications of the.study
in which he’s a chair, correct?

MS. LESKIN: Objection.

Q. You can answer.

A.  No. I think he’s misusing the word.

And I'm not sure that, you know, given an
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opportunity to rephrase that sentence, that, in
fact, he would keep it in that format.

Q. I see. Have you evet discussed his
use of that word with him?

A. No, I haven’t.

Q. Okay. Just give me a moment. I want
to show you an affidavit that Dr. Curt Furberg
prepared and signed in this case.

. MR. GRAZIANO: We’'ll have this

affidavit marked as No. 6.

(Plaintiff’s Exhibit 6, Affidavit of

Dr. Curt D. Furberg in Support of

Plaintiffs’ Application for an Order to Show

Cause, marked for identification, as of this

date.) |

Q. In front of you is Pool No. 6, which

is an affidavit that Dr. Curt Furberg prepared in

this case. Have ?oukever seen this affidavit
before?

A. I have seen this just today.

Q. Let’s look at the paragraph No. 7

which starts on the bottom of page 3 of

Dr. Furberg’s affidavit. The last sentence of

/paragraph 7 on page 3 says, "Pfizer’s delay in
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providing such notification may every year cause

thousands of unnecessary cases of heart fallure

‘among the large number of hypertens1ve patients

who currently use Cardura."
Do you see that sentence?

T do.

A.

Q. Would you agree with that sentence?
A. No.

Q. Why not?

A.

Dr. Furberg’s own data from ALLHAT
does not show a cause and an effect relationship
between the drug and the heart failure.

Q. And do you believe that, in paragraph

No. 7, he’ s talklng about cause and effect as

'opposed to a correlatlve relatlonsh1p°

MS. LESKIN: Objection. Calls for
speculation.
Q.' If you kncw.
A. Could you explain to me what the

difference is between a cause and effect and a

correlatlve relat:Lonsh:Lp’>

Q. I"ll try my best. 1In other words,
could Dr Furberg be saylng in paragraph No. 7,

the sentence we’'ve just been focusing on, that
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was an ALLHAT study and it did release some
interim findings in March of 2000°?
MS. LESKIN: Objéction, as no

clarification as to the source of that

notification.
0. Regardless of the source.
A. The doctors, through all of the

communications of major events, they are, in
fact, well aware of acronYm identified, major
clinical trials. They know it’s a part of the
science of evidence-based medicine. They look
for these trials, they know that these trials are
coming. They’re not a big surprise to them,
because we -- ALLHAT has been talked about fo;
five years. | | o

And I think a poll of American
physicians would -- you would have a reasonablek
number of phys1c1ans that would recognlze the
ALLHAT trial. And they‘re certainly not going to
recognize the implications of the ALLHAT trial
because the implications to the ALLHAT trial are
not a consensus position. The one thing we know

is that, in Group C rlsk factor patlents,

Doxa2051n is not superior to diuretic for the
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treatment of high risk hypertensives.
Q. What would be a reasonable number of

doctors who would recognize it, in your opinion?
MS. LESKIN: Objection. Vague.
MR. GRAZIANO: 1It's his words.
MS. LESKIN: It's your question. And

I think it’s vague.

Q. " Go ahead. You can answer.

a. I would hope that the majority of
pPrimary care physicians, and let’s say those are
general practice physicians, internists and
gynecologlsts ‘1nclud1ng obstetrics and
gynecology because their primary care

respons1b111ty is for women on many occas1ons,

"and to a certaln extent pedlatrlcs they'’'re

usually the four groups in the primary care, that

those groups the ma]orlty of those phys1c1ans

“have heard about ALLHAT And, in fact, probably

have some sense of even the controversy about
ALLHAT.
Q. Okay.

MS. LESKIN: 1Is your answer concluded,
Doctor°’ Dld you flnlsh your answer?

THE WITNESS Yes.
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Q. You just used the wofds hope, and I
wanted to‘distinguish tﬁat from any current
belief you may have. 1Is that your present
belief, that the majority of primary care
physicians have knowledge of ALLHAT, or is that

just your hope?-

A. It’s, actually, an unscientific
sample.
Q. And the unscientific sample, does that

lead you to have a belief or a hope?
A. A belief.
Q. A belief, okay.

And do you believe, based on the same
unscientific sample, that the majority of primary
care physicians had knowledge of ALLHAT even
prior to the March 2000 release of the interim
findings?

A. No. The number of physicians who are
now aware is substantially greater than before
the ALLHAT findings were announced in the public

press, as well as the scientific press, because

some physicians are only interested in results

rather than announcements of trials being

underway.
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The other thing that makes the ALLHAT

trial significant is its tremendous distribution
throughout the nation. You, in fact, have a
group of ALLHAT investigators in a vast array of
communities in this country that are actually
recognized. They’re known to be ALLHAT
investigators. They have been talking about
what'’s been going on. You know, the ALLHAT trial
is doing this, the ALLHAT trial is doing that.
We have three more vyears of ALLHAT, four more
years of ALLHAT, et cetera. So it’'s not -- by
virtue of its vastness, it has permeated the
practice community because that’s where the
ALLHAT investigators are. It's a community-based
study.

Q. Before, you mentioned the word poll.

I just want to confirm, you yourself haven’t

“‘coﬁductéavaﬁy polls?

A. I have not done scientific polls.

What I was referring to is standing in front of

primary care physicians prior to the release of

the ALLHAT interim findings, how long, 1995 to
the present.

I have been personally presenting the
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ALLHAT trial to'physicians as one of the major
trials that is under way in the field of
hypertension, a part of a body of clinical trials
that number 250,000 patients in total. That will
be coming up, you know, bit by bit, item by‘item
that will need to digest and Wili need to make
additional recommendations to them.
And I've been doing that for five

years. And sinee the firstkof the year, people
are asking me for my interpretations, my

conclusions of the prellmlnary results of ALLHAT

' durlng thls 1nter1m analys1s

Q. Okay. And based on that experience,

you believe that the majorlty of prlmary care

‘phy51c1ans have knowledge of the ALLHAT flndlngs'>

A, Being defined as 51 percent or more.
Q. 51 percent or more, okay
Do you know whether or not Pfizer

conducted any polls of the type that you
described?

A. I'm not aware of any polls by anybody
on the knowledge of primary care physicians about
ALLHAT.

Q. I want to show you what I believe is a
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poll conducted by Pfizer. Let me get that.

MR. GRAZIANO: No. 7. ’

(Plaintiff’é Exhibit 7, Poll conductegd
by Migliara/Kaplan Associates, marked for
identification, as of this datef)
Q;"‘ Iﬁ froht bf ydu h%s.been a document

that’s been marked Pool No. 7. It has the Bates

- range 05009934 through 9941. It actually appears

to be a‘cémpilatioh of at least three different
documents. Why don’t we start with the very
first page of the document.

MS. LESKIN: Sal, if I could, just for
the record, this document, Exhibit 7, as
well as Pool Exhibit 5, come from Pfizer's

wfilés ahd hé&émbeéﬁHmarked confidential.
And under the parties’ confidentiality
order, the court reporte;viswrgqpirgd to be
bihfbfméahéha ﬁf;méool is required to be
informed that these documents have been
marked as confidential and not to be used
outside thé scope of this litigation.

MR. GRAZIANO: Thank you. I

appreciate thatf

0. No. 7, I assume this is a document you
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have not seen before?

A. That’s correct.

Q.  The title of the document says,
"ALLHAT Awareness and Reactions Wave 1 (U.s.
Only) ."

Dd youkseé that?

A. Yes.

Q. Then it says, "Prepared for: Pfizer,
Inc., Prepared'byik Migliafé/ﬁéplan Associates."

Do you see that?
A. I do.

Q. Do you know who they are,

Migliara/Kaplan Associates?

A. No, I don't.

Q. Have ydu ever heard of them?

A, No, I haven’'t.

Q. Okay. Then halfway down the first

page there’s something calléd "Summary Of
Findings,bPrimary Care Physicians."”

"At this point in time,’PCP’s
awaréness and’knowiédge”of‘ALLHAT is very low.
Of the 18 PCPs interviewed in this research:

"None are aware vaALygAi’on an

unaided basis.

SPHERION DEPOSITION SERVICES (212) 490-3430



D

9

10

11

12

13

14

15

16

17
18
19
20

21

gy

23

24

- 25

96

Pobl
"Seven are aware of ALLHAT on an
aided basis; and.
ﬁll are unaware of ALLHAT.®
Do you see that?
A. Yes. ;
Q. 'Would that portion of the document,
assuming it's correct, change in any way your
unscientific opinion that 51 percent or more of

primary care physicians are aware of ALLHAT?

A. I'm glad to inform you that my sample

size is about 10 orders of magnitude bigger than

this one.

Q. So the answer is that this one doesn’t

change your unscientific opinion?

A, Doesn’t change my opinion.

Q. Okay.

A. I stand in front of audiences that

number in‘the hundreds to, more recently, in the

thousands, including the American Academy of

Ophthalmology in Dallas. I have 18 people on a

‘row, not 18 people in a survey.

Q. The next paragraph on the same first
page, the last paragraph on the page says, "The
PCPs who are aware of ALLHAT have very little

1
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knowledge about the trial. 1In fact, most of the
PCPs, (5 out of 7) who have heard of ALLHAT only
recall the name and nothing else about the
trial."
Once’again, that would be inconsistent

with your experience, correct, Doctor?

A. May I ask for clarification?

Q. Yes.

A. Do you know or can you ascertain from
the document when the document -- when the survey

was done relative to the ALLHAT disclosure --

Q. on --

A. -- the full disclosure?

Q. On the top of the document, there’s a

‘date which is March 15, 2000. Do you see that?

A. I see that.

Q. So let’s assume for the moment that
the Study waskdénekon or about that time.

A. Let me see. When -- when did -- when
was the public disclosureo as it were, to the
American’Colieéé‘of Cardiology? Do you have the
date?

Q. Yes. I'm going to show you a document

that méy help.
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A. Let me look at my Palm Pilot and I'11
have the date I spoke at American‘College of
Cardiology. o | |
Q. Why don’t you do that and we’ll use

that date for the moment.

A. I opened American College of
Cardiology on -- I was in the first day and
that -- I believe the first day of that was March

the 11th of 2000.
Q. Okay. Why don’t we go back.

MS. LESKIN: Can he finish his answer,

please.
Q. Do you have anything else to add?
A. Well, do you understand what I’'m

commenting on?

Q. Absolutely.

A. Is that the time -- if they did the
pPresentation at the American College of
Cardiology on the 16th and this is a documeht
dated the 15th, then this would’——yqneywould
assume that sbméday before the 15th they did the
survey. And so this survey, in fact, was between
March the 9th and March the 15th.

Q. Okay. Well, let's stop for a minute.
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A. Okay.
Q. For the record your counsel pointed
to a portlon of the document You were in the

middle of stating an assumption, but then you

gave a specific date.

A, Yeah.
Q. That time range, March 9th through
March 15th, that’s not an assumption. It’'s based

on what the document now says in the first full
paragraph, correct?
A, Yes. ‘ ; -
| "MéerﬁékIﬁ; ddecwto clarify, the
document, which is Exhibit 7, the last line
of the first paragraph says "interviews’m
were conducted between March 9 and March
1s."
Q. Let’s go back to the NHLBTI press
release marked earlier today as Exhibit No. 4.
That press release, if you go back to

Exhlblt No 4, was datedrMercpdarhdoﬁWZQQO. Do

you See that°

A, That is correct.

Q. So let S now assume that the survey

referred to in Exhibit No. 7 was conducted within
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the first week after the issuance of the NHLBI
press release. With that assumption in mind,
does -- do the rééults of this survey presented
on the first page of Exhibit No. 7 change your
opinion regarding how many primary care
physicians were aware of ALLHAT?

A. No, because my opinion is based upon
my own personal direct interaction with
physicians that, as I said, is at least 10 orders
of magnitude greater than this. So I can't
comment upon this methodology or who -- how they
contacted those people or how they paid them or
anything else. There's just a difference of
opinion here. |

Q. ‘Ydﬁ are awarerf the use of statistics
in sampling, correct?

A, Correct.

Q Wfou didn’'t attempt to do any

g ,ww-mh-&xff_,h.m

scientific studies yourself regarding the
awareness of prlmary care patlents of the ALLHAT?
A, I did not.
Q. You have no basis today to testify

sc1ent1f1cally as to how many physicians are

4aware of ALLHAT versus how many are not?
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A. I do not.

Q. Okay. I want you to look at the page

of this same document, Exhibit No. 7, marked

938. Tell me if you find that page.

A. I have page 938. ‘ o

Q;W Okay. «At”the tbp of that page,
there’s a section called "Conclusions" and I’1l1
read to you the paragraph I want you to focus on,
which’is, "At this point in time, awareness
levels for ALLHAT are very low for PCPs, high for
Cardiologists, and moderate er Urologists.
HdwéVer,jknowleage of the trial’s preliminary
results is minimal for all the specialties."

Do you see that?
A, ves.
Q. Assuming that conclusion to be true

for the moment, would that have been different

Mffom your belief?

A. Yes.
Q. And how would it have been different?
A. My -- my interaction with the primary

care physicians, again, defined as family
practice,,interna14mgdicine, obstetrics,

gynecology and pediatrics, which would be
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significantly higher than these numbers.

Q. Now, we were talklng before about the
fact that these numbers were apparently conducted
in telephone interviews between March 9th and
March 15th.

A.  Right.

Q. Do you believe that, based on your
unscientific experience that awareness levels
would have 1ncreased after March l16th, the date

of the conference we were talking about?

A. Because of public information?’w i
Mé?r;.w§ésimb e ot s e
A. Right.
Q. Do you believe it would have
increased? .
A, It should have.
Q. Okay. Let’s take a look now at a page

of”this same document, Exhibit 7, marked 940,
ending in 940.

A. Okay

é;“ U We’'re looking now at what appears to

be an E-mail, which I believe you have not seen

in the past; is that correct?

A. That 1s correct.
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Q. There is, on the top third of . the way
down, a bold sentence that appears on this
document It s also underlined. And it says,
"As of Friday, March 24th, 2000, ALLHAT
international awareness remalns low.

Do you see that‘>
A. Yes.
Q. Assumlng that that statement 1s true,

would that be 1ncon51stent with what your belief
would be? Based on your unscientific
experiences, you believe that is considerably

different?

A. Yes.
Q. Okay There is an entry for ‘the
‘mUnlted States rlght under Spaln Do you see
that?
A, Yes.
Q.’ The last sentence of that entry says

that, "28 out of the 51 are not aware of ALLHAT, "

and in parentheses 1t says ‘ﬁllvPCRs, 5 Cards, 12

Uros
Do you see that?
A Yes.
Q. Okay. Would that be inconsistent with
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your belief?
A. That is correct.
0. Okay. Do you have any beliefs about

other foreign countries’ awareness levels such as
Spain dr U.K. or Japan or Italy, or is that
béyond your unscientific experiehce?
MS. LESKIN: Objection. Because it’'s
beyond the scope of this lawsuit.
Q. You can answer.
A. Actually, I presented the ALLHAT trial
results in Tokyo.
| Q; Okay.
A. So I've had a chance to talk to the
Japanese about it. o
Q. n ’Witﬁ any‘of these other foreign

countries listed here? The reason T say that,

there’s no answer for Japan. If you see what it
Séyé'under Japan, it says, "The recruiting
process is still going on", so I was wondering if

you had any personal experience, unscientific or

not, regarding Spain or Italy or the U.K.?

A. No.
Q. Okay. Going back to Exhibit No. 7 for

the moment, do you know of any reason why Pfizer
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would have requested Migliara/Kaplan Associates
to prepare the survey that’s evidenced‘in the
document? . | |

MS. LESKIN: Objection. Calls for

speculation.

Q. If you know.
A. I do not know.
Q. Okay.

MR. GRAZIANO: Mark this No. 8,
please.
(Plaintiff’s Exhibit 8, E-mail dated
2000/4/19, from Shehu to distribution list,
marked for identification, as of this date.)
Q. Now I’'m showing you what's‘beenvmarked
as No. 8. It’é'anbthef‘document marked
confidential for the record. This has the Bates
range 05 000712 through 732. I do not believe
this is a dbéument you have previously seen, but

why don’t you take a look at it.

A. I have not seen this document before.
Q. Actually, let’s start with the third
page of the document for a moment. It’s the one

that has the bottom number 715.

MS. LESKIN: The fourth page?
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MR. GRAZIANO: The fourth page, I'm

sorry. 715 on the bottom.

A. ‘Okay. I have that page.
Q. Okay. The last entry on this page
says, "Two Waves of Research," "Wave One (U.s.

only) after the NHLBI press release, March 8th.

Wave Two, "U.S., Japan, Spain, Italy, U.K., after
the American College of Cardlology meetlng,
March 15th -

The American College of Cardiology,
March 15th, that’s the same meetlng you were
referrlng to earller where you had an unrelated

presentation, correct?

A. That S correct
Q. Let S now look at two more pages into
the document, the one that ends in 717. Assuming

the 1nformatlon on thlS page 1s accurate, I

’understand you have not seen it before, under

U.S. Wave 2, which I'11l ask you to assume took
place after the Ame;ican College of Cardiology
meeting,‘epecifically for PCPs, which I’'1ll ask
Yyou to assume stands for primary care physicians,
the document indicatesythat 60 percent or 12 out

©f 20 primary care physicians were unaware of the
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ALLHAT study. Do you see where I'm referring to?
A, Yes, um-hum.
Q. Those findings would be inconsistent
with your unscientific experiences regarding
awareness of ALLHAT; is that correct?

MS. LESKIN: Objection. Asked and

answered.

Q. Okay.

A. N That'é‘correct.

Q. The entry for Urologists, just on the
same page, shows a 75 percent unawareness. And

again; that’level of unawareness, assuming it‘s
been accurately computed for the purposes of this
document, would be inconsistent with your
unSCientifié experiehces of awareness levels of
ALLHAT, correct?

A, Correct.

AQ} MMNOheyﬁhing I haven’'t asked you so far,
I will now, I assume you've been retained iﬁ this

case by Pfizer -- I'm SOorry -- your college has

been retained in this case by Pfizer for you to

provide certain expert opinions; is that correct?
A. Correct.

Q. What are those opinions?

SPHERION DEPOSITION SERVICES (212) 490-3430
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leading the pack in terms of their knowledge
about ALLHAT.

Q. Okay. What percentage of those types
of physicians, cardiologists, do you: think should
know about the interim ALLHAT findings --

MS. LESKIN: Objection.

Q. -- in the ideal world?

“ MS. LESKIN: Objection. Calls for
speculation, hypothetical.

Q. You can answer the question.

AL Hypothetically, we want every
physician ﬁo know‘the body of data that is
critical for the care of any patient that’s in
front of them. Now, that’s the ideal world.
Beyond that ideal number, you can -- it’s

everybody’s opinion as to what we can accomplish.

Q. The ideal number would b§,199 pe;qent,
e e o e e i

A. Certainly.

Q. Now, what about p:imary care

physicians, what would the ideal number of
primary care physicians who should know about the
ALLHAT interim findings be, in your opinion?

MS. LESKIN: Objection. The question

SPHERION DEPOSITION SERVICES (212) 490-3430
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is vague.
Q. You can answer.
A. | In a very theoretical sense, it

relates specifically to the patients who, in
fact, would be‘Group C risk factor hypertensives
who a primary care physician might treat with
monotherapy.

Q. SO0 can you put a percentage number on

it or not?

A. I mean, I can't -- it’s hard for me to
speculate on what percentage of --

Q. Would you agree with me that an ideal
number of primary care physicians who had
knowledge of AL;HAT’S interim findings would also
be 100 percent?

A. It would be ideal.

Q. Let’s go now to Exhibit C which is the
previous page in the Furberg affidavit.

MS. LESKIN: Let’s clarify. Exhibit

of C of Exhibit 62

MR. GRAZIANO: Pool Exhibit 7.
THE WiTNESS: No. 6.
MR. GRAZIANO: It’'s 67

MS. LESKIN: 6.

SPHERION‘DEPOSITION SERVICES (212) 490-3430




£
&)

>

10

11

12

13

14

15

16

17

18

19

20

21

5y

23

24

25

119

Pool
the core issues that we’ve just talked about
before this document, just as the document,to the
physiéian is‘trying tb reemphasize the JNCVI
recommendations for treatment of a particular
subgroup of patients.

Let'é éay‘that, for example, you send
this to every hypertensive in the United States
who is taking Cardura, knowing full well that
even the presumed implications, let alone the
known data about the ALLHAT trial, focuses on
that population, shall we broadly ‘say
20 percent. So we’re going to send out to 80
percent of the people a document that applies to
Group C, but there's actually Group A and B that
ALLHAT doesn't addreés.

I'm not sure that it’s in the best

interest of the patlent to ralse questlons which

" really don t have any import to them.

Q. Would it be in the best interest of
the patient to consult withwtheir physicians to
kfeaéseséyﬁhéir use of Cardura, given ALLHAT's
findings?

A. If they,kin fact, are Group Cs, it

actually could be very valuable because it

SPHERION DEPOSITION SERVICES (212) 490-3430
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could -- the ALLHAT trial -- and even the
questions about Doxazosin in the_ALLHAT trial
actually ean&be’-- could be very valuable for the
Cs to refocus physicians and their patients on
what we really know ' ,
Q. Se, at least for the Group C

population, this notice could cause something

that would be in the patient's best interest, and

“that‘is @ consultation with their doctors,

correct?
MS. LESKIN ijec;ionf,,Misstates,the
testlmony
Q. You can answer.
A. Well, I guess the 1ssue is, we’re in
hopes that every hyperten51ve is getting u:ual
and customary care for their blood pressure and

somebody is documentlng, flrst ~that they’re

'taklng thelr medications and, second, that their

blood pressure is under control. And you can’t
do that without making a phy31cal -- being
phy51cally present in a physician‘s office, some
doctor or healthcare provider of that physician.
So that one would assume that, under

usual and customary medical care, that the

- SPHERION DEPOSITION SERVICES (212) 490-3430







FROM: Oleksey, Karole M.

TO: Heiman, Cees J.; Lee, Albert; Lim, Eng-Khong Nick; Orlina,”
Carmencita T; Tohma, Yoshinori:; Katen, Karen L; O’'Connor,
Hugh; Read, Ian C; Schleier, Dudley; Sidi Said, Mohand;
Feczko, Joe; Flapan, Valerie; Gavigan, Michael; Ghilezan,
Irene; Helgans, David; Jensen, Dennis M.; Mallen, Sharon;
McCormick, ‘Andrew B.; Miller, Tina; Natarajan, Joseph;
Cleksey, Karole M.; Putnam, Elizabeth; Richler, Marsha;
Shehu, Migen; Silber, Beth Ann; Walmsley, Patricia A;
Widlitz, Michael; Natalicchio, Teri

SUBJECT: ACC Press Statement on ALLHAT

DATE: 20000328

The American Ceollege of Cardiology (ACC) issued a press statement following the
ALLHAT presentation by Drs. Davis and Furberg on March 15, 2000. In this
statement, they recommended that physicians "discontinue use of a widely
prescribed drug, an alpha-adrenergic blocker, for the treatment of
hypertension”. This obviously caused much concern because that was not the
message communicated in the presentation at ACC.

We have been successful in getting the ACC to agree to a clarification of this
press release. The attached updated press statement released on Thursday,
March 23rd states in the first paragraph, "... that physicians should carefully
reassess the use of alpha blocker doxazosin (Cardura) rather than automatically
discontinuing its use (for hypertension)."

This "reassessment" of Cardura's role in contrast to "discontinuing™ its use in
hypertension represents the current official stance of the ACC and should be
emphasized to physicians who felt the switching of Cardura patients was
warranted based on the previous ACC recommendation.

Bernhardt/Pfizer Docs
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UNITED STATES DISTRICT COURT
SOUTHERN DISTRICT OF NEW YORK

LAWRENCE D. BERNHARDT, X 00 CIV 4042 (LMM)
Plaintiff,
VS,
PFIZER, INC.,
Defendant. X
"ARNOLD LIEBMAN, X 00 CIV 4379 (LMM)
Plaintiff,
vs.
PFIZER, INC.,
Defendant. X

AFFIDAVIT OF DR. LAWRENCE R. KRAKOFF IN SUPPORT OF
PLAINTIFFS' APPLICATION FOR AN ORDER TO SHOW CAUSE

STATE OF NEW JERSEY )
COUNTY OF BERGEN ) >

Dr. Lawrence R. Krakoff, being duly sworn, deposes and says:

1. I am the Chief of Medicine at Englewood Hospital and Medical Center in
Englewood, New Jersey and a Professor of Medicine at Mount Sinai School of Medicine, in New
York, New York. I submit this affidavit in support of plainﬁffs‘ request for injunctive relief.

2. My area of medical expertise is in the field of hypertension. From 1975 through

1992, I served as the Chief of the Hypertension Clinic at Mount Sinai Hospital. I have beena
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member of many cardiova;cular study sections of the National Heart, Lung and Blood Institute
(thc "NHLBI"); have served as a contributor to the Sixth Report of the Joint National Committee
on Prevention, Detection, Evaluation, and Treatment of High Blood Pressure; and have worked

" on more than 120 original articles, editorials and book chapters devoted to bypertension and
related cardiovascular disorders. My curriculum vitae is attached hereto as Exhibit A. Iam not
involved with the ALLHAT study (described below) as an investigator, member of any
committee or any other capacity, |

3. I am familiar with the drug Cardura and the results of the NHLBI's
Antihypertensive Lipid Lowering to Prevent Heart Attack Trial ("TALLHAT") study. In brief,
Pfizer has developed Cardura (generic name doxazosin), an alpha, receptor antagonist with a
prolonged (24 hour) duration of action, received FDA approval for marketing this drug and has
advertised the drug as initial and "first line"” treatment for hypertension. Past studies during the
development of Cardura demonstrated efficacy (antihyptertensive effect) and low frequency of
symptomatic adverse effects.

4, The ALLHAT study is the largest single clinical trial being conducted in the past
or present to compare several important and widely used classes of antihypertensive drugs for
their effect of cardiovascular mortality and morbidity. Cardura was one of the antihypertensive
drugs chosen to be included in the ALLHAT study for contrast with other drugs. The interim
results of the ALLHAT study (concerning Cardura) were published in April 2000 by the
ALLHAT Officers and Coordinators for the ALLHAT Collaborative Research Group and I have
reviewed the publication of those results in detail. The results demonstrate that there is a twofold
higher risk of requiring hospitalization for heart failure in the group of the ALLHAT study given

2-
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Cardura as compared with the group which was given chlorthalidine, a less expensive and widely
used antihypertensive diuretic drug. There were also trends suggesting greater frequency of
overall cardiovascular events in the group given Cardura as compared with the group given
chlorthalidine.

5. Drug treatment of hypertension is effective for prevention of cardiovascular
mortality (due to stroke or myocardial infraction, sudden death) and morbidity (non-fatal stroke,
myocardial infraction, develbpment of congestive heart failure). ALLHAT was specifically
designed to address whether the benefit confesred by antihypertensive drug therapy is shared
equally by several widely used drug classes and compared these drugs classes with large enough
groups of patients to detect differences among treatments, should they be present. In my opinion,
ALLHAT is a crucial study, that was well designed and highly likely to provide definitive
answers to very important and previously unresolved questions that bear directly on how
physicians should treat hypertension.

6. The first report of health-related outcomes provided by ALLHAT concerned
Cardura and described an unexpected but highly significant difference between those groups
treated with Cardura (doxazosin) and chlorfhalidinc, a less expensive and widely used
antihypertensive diuretic drug. During the course of 3-4 years of observation, overall
hospitalization for heart failure was twice as high in the Cardura group, compared to the
chlorthalidine group. No such pattern appeared for the other two drugs used in the trial, lisinopril
(marketed as Prinivil and Zestril), an Ace inhibitor, or amlodipine (marketed as Norvasc), a
calcium channel blocker. Over the course of the study, heart failure occurred in 8.13% with
Cardura and 4.45% with chlorthalidine; the difference in these rates implies that about [ of every

3.
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_ 27 patients treated with Cardura instead of chlorthalidine would be expected to be hospitalized

for congestive heart failure. This is a highly significant adverse outcome (the higher rate for

hospitalization for patients for heart failure treated with Cardura compared to chlorthalidine) and,
in my opinion, requires a comprehensive and widely disseminated warning to physicians and
patients to prevent unnecessary cardiovascular morbidity in the immediate future.

7. . Given this adverse outcome, Cardura should no longer be prescribed as a "first
line" drug to treat hypertension. For hypertensive patients when used in corﬁbination with other

antihypertensive drugs (as a second or third finc drug) or for other indications (prostatic

“hypertrophy), Cardura may be appropriate therapy. It is inappropriate to use Cardura other than

as previously described and patients and physicians should be madc aware of this.

8.  To this date, I am unaware of any action by Pfizer to change its product label, to
notify physicians (by advertising or direct contact} or to make the public aware (by direct-to-
consumer notification or advertising) that use of Cardura as an antihypertensive agent is related
to increased risk of congestive heart failure. Pfizer's delay or refusal to provide such notification
to date may have already caused hospitalizations due to use of Cardura that might have been
avoided.

9. 1 have reviewed the proposed notices sought by plaintiffs herein and believe that
they are appropriate and necessary under the circumstances. First, direct patient notification is
essential as medical practitioners cannot be expected to individually review their patient files,
determine who has been prescribed Cardura for the treatment of hypertension and provide
individual notice to all such persons. Second, written notice to physicians is required as all

doctors treating hypertension should be aware of the crucial ALLHAT study and its implications

S6 629 212 SSI3M B 9y39T13W 6S:PT  PPOZ-20-d3S




% d’ %
98°d W01 b 1256 629 212 ££:5T  @ROC-LB-d35

regarding the treatment of hypertension and a written uniform notification is the most effective

means to communicate such information.

10.  Itis universally agreed that optimal treatment of hypertension with

antihypertensive drugs should maximally prevent the complications of hypertension which are

stroke and heart disease, including heart failure. Given the ALLHAT results, in my opinion, the

relief sought by plaintiffs herein should be granted.

Sworn to before me this
7th day of September 2000

}M/%mf; R

Notary Public

" MARGARET R. MAHER
NOTARY PUBLIC OF NEW JERSEY
‘MY COMMISSION EXPIRES OCTOBER 13.'20()_5

S‘(YW% 7, ADOY
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Sent by: DA. CURT FURBERG

UNITED STATES DISTRICT COUR'T
SOUTIHURN DISTRICT OF NEW YORK

336 716 0395;

LAWRENCE D). BERNIIARDT,

Plainuff,
vS.
PFIZER, INC,,
Defendam.
ARNOLD LIEBMAN, .
Plainuiff,
Vs.
PUIZER, INC.,
Defendant.
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AFFIDAVIT OF DR. CURT D. FURBERG IN SUPPORT OF

PLAINTIFFS' APPLICATION FOR AN ORDER 10O SHOW CAUSE

STATE OF NORTH CAROLINA )

COUNTY OF FORSYTHH )

Dr. Curt D. Furberg, being duly sworn, deposes and says:

1. 1am Professor of Public Health Sciences and also the Antihypertensive Lipid

Lowering to Prevent Heart Attack Trial ("ALLHATY) Steering Commirtee Chairman and, at

request, I submit this affidavit in support of plaintiffs’ request for injunctive relief. My

curriculum vitae is attached hereto as Lixhibit A.
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2. Attached hereto as Lxhibit B 1s a copy 61‘ the pﬁblishcd sciéntiﬁc article prepared |
by the ALLHAT Officers and Coordinators (including myself as Chairman) which sets forth the
objective, design and interim results uf the ALLUAT study.

kN | The ALLITAT swdy is the largest single clinical trial being conducted in the past
or present to compare several important and widely used classes of antihypertensive \lrug;ﬁ for
their preventive effect of cardiovascular :ﬁoﬂality and morbidity. Cardura (generic name
doxazosin) was one of the four antihypenensive drugs chosen 10 be included in the ALLI (AT
study for contrast with other drugs. The interim resulté bf the ALLI lA;I' study (cont:cming
Cardura) are set forth in Exhibit B. The results demonstrate that there is a twofold higher risk of
new, hospitalized or fatal heart failure in the group of the ALLHAT study given Cardura as
compared with the group which was given chlorthalidine, a less expensive and widely uscq
antihypertensive diuretic drug. There were also trends suggesting greater frequency of overall
cardiovascular events and stroke in the group given Cardura as compared with the group given
chlorthalidine.

4. Drug treatment of hypertension is effective for prevention of cardiovascular
mortality (due 1o ‘slmkc, myocardial infarction or sudden death) and morbidity (non-fatal stroke,
myocardial infarction or development of congestive heart failure). ALLHAT was specitically
dcsigned to address whether the benefit conferred by older antihypertensive drug therupy is
shared cqually by several widely used, newer drug classes and compared these drug classes with
large enough groups of patients 1o detect moderate but important differences among treatments,

should they be present. In my opinion, ALLHAT is a crucial study, that was well designed and
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highly likely to provide definitive answers 10 very important and previously unresolved yuestions
that bear directly uﬁ how physicians should treat hypertension.

5. The first report of health-related outcomes provided by ALLHAT concerned
Cardura and described an unexpected but important and highly significant difference between
thosc groups teeated with Cardura (doxazosin) and chlorthalidine, a less expensive and Qidely
uscd antihypertensive diuretic drug. During the course of 3-4 years of observation, overall new,
huspitalized and fatal heart faiiure wés twice as high in the Cardura group, compared 10 the
chlorthalidine group. Over the course of the study, heart failure oceurred in 8.13% with Cardura
and 4.45% with chlorthalidine; the difference in these rates implies that about | of every 27
patients treated with Cardura instead of chlorthalidine would be expected to develop, he
hospitalized or dic tfrom congestive heart failure. This is a highly unfavorable outcome (;lu_: wo-
fold higher risk of heart failure for patients treated with Cardura compared to chlorthaliding) and,
in my opinion, merits a comprehensive and widely disseminated wamning to physicians and
patients Lo prevent unnecessary cardiovascular mortality and morbidity in the future.

o. Given this adverse outcome, Cardura should no longer be prescribed as a "first
linc" drug to treat hypertension. For hypertensive patients, Cardura, when usedvin combination
with other antihypertensive drugs (as a second or. third line drug) or for other indications
(prostatic hypertrophy), may or may not be appropriate therapy. |

7. To this date, | am unaware of any action by Pfizer to change its product label, to
notify physicians (by advertising or direct contact) or to make the public aware (by diréct-to-
consumer notification or advertising) that use of Cardura as a first-line antihyperiensive agent is
related to increased risk of congestive heart failure. Pfizer's delay in providing such nutiﬁcau:on
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.

may every year cause thousands of unnecessary cases of heart failure among the larpe number of
hypertensive patients who currently use Cardura. | am also unaware of any action by the United
States Food & Drug Administration in rcséonse to the ALLHAT findings.

8. I have reviewed the propnscd notices sought by plaintiffs attached hereto as
Exhib:‘ts Cc And D and believe that they arc appropriate under the circumstances. First, written
notice 10 physicians is required as all doctors treating hypertension should be aware of the crucial
ALLHAT study and its imiplications rcgarding the treatment of hypertension and a written
uniform notification may be the most effective means to communicate such information.

Sceond, direct patient notification may be essential as medical practitioners cannot be expected
to individually review their patient files, determine who has been prescribed Cardura for the
treatment of hypertension and provide individua) notice to all such persons. Similar notices were
sent to Cardura users and administrators in the ALLUIAT study. All ALLHAT patients wi'm
received Cardura in the study were taken off this medication in order to avoid excess risk of heart
failure and other cardiovascular events. Pfizer agreed with this decision to terminate the Cardura
arm of the ALLI IAT study, given the ALLHAT findings.

9. The optimal treatment of hypertension with antihypertensive drugs should
maximally prevent the major complications of hyperteﬁsion which are stroke and heunt disease,
including heart failure. Given the ALLHAT results, in my personal o;ﬁnion, the rcliel sought by

plaintiffs herein should be granted.
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EXHIBIT C - NOTICE TO PATIENTS
Dear (patient name):

You have been prescribed Cardura (doxazosin) for the treatment of hypertension. A
recent study by the National Heart, Lung and Blood Institute (the "NHLBI") has demonstrated
that Cardura is less effective in preventing heart failure compared to a widely used diuretic drug
known as chlorthalidone. As a result, you are requested to consult with your doctor regarding
your use of Cardura to treat hypertension and other possible tréatment options.

DO NOT STOP TAKING YOUR CARDURA MEDICATION UNTIL YOU CONSULT
WITH YOUR DOCTOR, BECAUSE THE MEDICATION MAY HELP TO KEEP YOUR
BLOOD PRESSURE CONTROLLED DURING THAT TIME AND THERE MAY BE OTHER
REASONS WHY YOUR DOCTOR CHOSE THIS DRUG FOR YOUR TREATMENT. After
reviewing your individual circumstances, your doctor may or may not recommend that another
treatment will be of more benefit to you.






EXHIBIT D - NOTICE TO PHYSICIANS

Dear (physician name):

A recent study by the National Heart, Lung and Blood Institute (the "NHLBI") has
demonstrated that Cardura (doxazosin) is less effective in preventing heart failure compared to a
widely used diuretic drug, chlorthalidone. This information is being provided to you as you may
have prescribed Cardura for the treatment of hypertension to your patients.

The results of the study known as the Antihypertensive and Lipid Lowering Treatment to
Prevent Heart Attack Trial ("ALLHAT") have been published in Volume 283, Number 15 of
JAMA, on April 19, 2000. You are requested to familiarize yourself and your staff with these
results, as Cardura patients are being simultaneously notified of the ALLHAT findings and
instructed to contact their physicians regarding the effect of the ALLHAT study on their
hypertension treatment options based on their individual circumstances.




UNITED STATES DISTRICT COURT ) ’
: §S.: AFFIDAVIT OF SERVICE
SQUTHERN DISTRICT OF NEW YORK )

SUSAN M. GREENWOOD, being duly sworn, deposes and says:

1. I am not a party to this actioh, am over 18 years of age, and am associated with
the firm of Milberg, Weiss, Bershad, Hynes & Lerach LLP.

2. On the 11th day of October, 2000; I caused to be served by hand the annexed
PLAINTIFF'S MEMORANDUM OF LAW IN OPPOSITION TO DEFT PFIZER INC.'S
MOTION FOR JUDGMENT ON THE PLEADINGS WITH RESPECT TO PLAINTIFFS'
CLAIM FOR MANDATORY INJUNCTIVE RELIEF IN THE F ORM OF EMERGENCY
NOTICE; PLAINTIFFS MEMORANDUM OF LAW IN SUPPORT OF THEIR MOTION
FOR CLASS CERTIFICATION; PLAINTIFFS' MOTION FOR CLASS CERTIFICATION
PURSUANT TO FED. R. CIV. P. 23; NOTICE OF MOTION FOR CLASS CERTIFICATION;
MOTION FOR INTERVENTION; NOTICE OF MOTION FOR INTERVENTION;
AFFIDAVIT OF DOROTHY HOLZER; AFFIDAVIT OF ARNOLD LIEBMAN; AFFIDAVIT
OF LAWRENCE D. BERNHARDT and AFFIDAVIT OF SALVATORE J. GRAZIANO

in this action, upon the following named attorney at the address indicated:

C:\MyFiles\ssw00023.wpd - October 11, 2000 (3:12PM)




LORI B. LESKIN

Kaye, Schler, Fierman, Hays & Handler LLP
425 Park Avenue ‘

New York, NY 10022-3598

Sworn to before me

ublic

_ STEVEN WATTENB
NOTARY F;"I.:,Bls.l"c_:a ggte otENewRG York
Qualified in New Yok ¢ County
Commission Expires Jan. 27, 2001
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