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Room l-23 
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Rockville, MD 20857 

On May 30,200O and June 13,2000, Lawrence D. Bernhardt and Arnold Liebman 

(“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. 0 10.30. 

Because this petition constitutes a referral from the court under 21 C.F.R. 0 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. & 21 C.F.R. 3 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 



regulations. 21 C.F.R. 8 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. 6 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 patients 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 2 1 

C.F.R. 6 200.5 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. 
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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 C.F.R. 

5s 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 Leadiw 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 Studv 

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 (K&off 
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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 Findines 

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 

1 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 15,200O 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 Imr>ortant Information 

While Pfizer publicly stated that it supported the NHLBI’s decision to discontinue the 

Cardura part of the ALLHAT study (Ex. lo), 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. 1 l* 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.” I& Ex. 13. Nor did Pfizer issue any 

information to physicians prescribing Cardura, unless the physicians first contacted Pfizer. Td., 

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: 

0 “[Primary Care Physicians’] awareness and knowledge of ALLHAT is verv low.” 

Out of the Primary Care Physicians interviewed, aone were aware of ALLHAT on 

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

“aided” by the researchers, had “verv little knowledge about the trial.” 

0 “The great majority of the Cardiologists . . . know next to nothing about the trial.” 

0 “wrologists’] 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 week 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 
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“exceptionally safe drug” (id., Ex. 12), notwithstanding the heightened risk of congestive heart 

failure evidenced by the ALLHAT study.4 

E. Pfuer’s Lack Of Warninm Conflicts With T’he 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 

about a possible alternative.” Id., Ex. 6.5 Before issuing that statement, the NHLBI notified & 

and ever-v ALLHAT participant taking Cardura of the study’s findings ‘and immediately 

discontinued their use of the drug. Id.6 

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).7 

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 the hands of its “competitors,” “governments . . . requesting labeling or price 

changes” or the “press.” Id., 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 &l 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. 

9 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. 2 1. 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]-blockers, should no longer be considered as first-line antihypertensive therapy” and 

“[wlhether [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 svstem still failed even when individual parts of it performed 
d. 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 saving that it had 
made a mistake and was not in fact urging doctors to discontinue the drug. 

* * * 

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 . . .I’). 
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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 comnanv 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.” 

11 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. 
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G. The FDA Has The Authority To Issue Notice 
To The Medical Communitv And To Cardura Users 

The Food and Drug Administration (the “FDA”) has a Congressionally mandated mission 

to “protect the public health by ensuring” that “human drugs . . . are safe and effective.” 21 

U.S.C. 0 393. 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.” 2 1 U.S.C. 

0 321(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. 3 200.5. 

’ 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 

downplaying the ALLHAT findings. The medical community should 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 

deception 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 as 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 

-13- 



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 Inr>ut Of Its Cardio-Renal Advisorv Committee - ,, ,.I 

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. 

$6 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 safety and 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 Cardio-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) 

Salvatore J. Graziano 

(Name of petitioner) 

(Mailing address) 

Attorney for Petitioners Lawrence D. Bernhardt and Arnold Liebman 

Milberg Weiss Bershad Hvnes & Lerach LLP 
One Pennsylvania Plaza, New York, New York 10 119 

(Telephone number) (212) 594-5300 
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Re: Citizen Petition of Lawrence D. Bemharcjt and bold, Liebmnn 

Dear Ms. Butler: 

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 Pirtricl orNew York old tlxrcfore are fully releaaablc. 

In response to your question regarding the environmental impact study under 2 1 
C+F.R. 10.30, please be advised that such a study is categorically excluded under 21 C.F.R. 
25.3 1, 
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Salvatore J. Graziano 
One Pennsylvania Plaza 
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New York, NY 10019 
(212) 594-5300 
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Pfizer Pharmaceuticals --- 

September 30, 1999 

Depanment of Health and Human Services 
Food and Drug Administration (HFD-240) 
3600 Fishers Lane 
Rockvilte. LMD 20857 

REi: Cardura (doxazosin mesylate) Tablets 
YDA 19-668 
1 I CF’R 3 14.8 1 (b)3(i) 

Cardura (doxazosin mesylate) Tablets for Benign Prostatic HyperpIasia* 
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. 

Hypenension and Diabetes: A Common Combination xc332v99 

*Cover letter only 
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43 
have 

Over 10 million Americans 
have physician-diagnosed diabetes2 



In one study, the prevalence 
of hypertension was 54% higher 

in patients with diabetes 
than in nondiabetics 

5 
Another study showed that 

mortality rates were 4 times greater 
for diabetics with high blood pressure3 

As with all sulfonytureas, hypoglycemia may occur. 



Cardma provides effective 24-hour blood pressure control” 

f 
_._ 

Reduction in blood oressuro nvnr 7~ L-..-- 

The side effects reported stgnjficantly more often than placebo in hypertension studies were 
dizziness, somnolence, and fatigue. These were generally mild and transient. Only 296 of patients 
discontinued therapy due to adverse effects-:he same as with placebo. Syncope has been 
reported, but rarely (4%). 



Cardura offers comparable efficacy with other major 
antihypertensive classes' 
/ 
’ Change in diastolic blood pressure (mm Hq) after 48 months of theranv - - -. . -, I 

Cardurz is effective in combination to treat 
dificult-to-control hypertension6 

/ Cardura and enalaprilalone and in combinationtheraov 
\ 

j 

CAROIJRA 
: ml3 
;N.g‘) 

enalaprll 
ic 30 



Cardura”- (doxazosin mesylate) considers 
the patient with type 2 diabetes 
In patients with diabetes and hypertension 

Cardura controts blood pressure in hypertensive 
patients with type 2 diabetes' 

i Cardura in hypertensive patients with 
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Cardurs. has no adverse effects on the lipid profile8 . . 
Percent change in ratio oftotalto HDL cholesterol \ 

T /-j E ,; L j ,;\; ; ” /-, .r’L SlGNlFiCANCE OF THiS CMNGE IS UNCERTAIN. Cholesterol is lust one 
;a:zxz:e; io consider when selecing the xst individualized therapy for a grven cat;eirt 

Cardura has no adverse effects on blood insulin levels9 

:‘I Insulin resoonse to a alucose Load before and after Cardura _, i .,“‘L. ” 



Glucotrol Xl? (glipizide) extended-release tabLets 
control blood glucose levels with leer fasting insulin 
levels than glyburide 

Glucotrol XL delivered comparable fasting plasma glucose 
levels (FPG) vs gtyburidelO,ll 

Glucotrol XL delivered significantly lower fasting insulin 
levels vs glyburide'O,ll 

8 Placebo (N=52) 
A Glyburids 20 mg qd (?J=Uj 
@ Glucotrol XL 20 mg qd i’:=i5: 

As with all sulfonylureas, hypoglycemia may occur. 



h 
. 2 

Glucotrol XL had no adverse effect on body weight 
or Lipid Levels 

G2ucotrol XL did not adversely affect the lipid profile10*12 

Glucotrol XL 

N=i34 N=397 r,l=:82 Nz360 

As with all sulfonylureas, hypoglycemia may occur. 
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GLUCOTROLXL' 
(glipizide) 

Extended Release Tablets 
For Oral Use 
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Proven control, of hypertension -when used alone or in combination4-6 

Comparable efficacy with other major antihypertensive agentsS 

Does not compromise the lipid profile8 

Does not compromise blood sugar or insulin levels’ 

Controls blood pressure in hypertensive patients with diabetes' 

Least expensive alpha blocker-about Sl.00 per day”’ 

4 

Effective blood glucose control-with lower fasting 
insulin levels than glyburide*“~** 

No weight gain”‘,” 

No adverse effects on the lipid profile10**2 

Least expensive branded oral hypoglycemic agenP’ 

As with all sulfonylureas, hypoglycemia may occur. 
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Cardura= z 
(doxazosin mesylate) Zzz 

Tablets 
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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. 
- - - - - - - - -‘- ------------ ---e-m 
ARNOLD LIEBMAN, 

-1 

,' 
Plaintiff, 

j' 
vs. ) 00 cm 4379 (LMM) 

\ 
PFIZER, INC., 

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 
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28 

A. Right. 

Q. I want to look now at the page of the 

document now that ends 8752. 

A. All right. 

Q. Earlier I had asked you how significant 

Cardura was in terms of sales for PPG overall, and 

I was wondering if looking at this document would 

refresh your recollection as to what Cardura sales 

were in 1998 as compared to the other products of 

Pfizer. 

MS. LESKIN: Objection. I believe the 

prior question referred to 1999 and not 

1998. 

MR. GRAZIANO: Okay, let me redo it 

and make it easier. 

Q. This page of Exhibit 2, 8752 appears to 

list seven products and it shows Cardura with sales 

of 685 million right under Viagra with sales of 784 

million in 1998. 

As far as you know, is this page of the 

document accurate? 

MS. LESKIN: If you know. 

A. ,, As far as I know it is. ,. 

Q. As far as you know in 1998, was Cardura 

SPHERION DEPOSITION SERVICES (212) 490-3430 
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14 Q. So at this point Pfizer's 
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discussions about the label. 

46 

This is what's required of our sales 

representatives. If they get questions outside the 

label, if it's within the approved document that 

we've given them they can address 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. 

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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A. We are always examining our drugs. 

Q. Is that a yes? 

A. We continue -- 

82 

MS. LESKIN: Asked and answered. He 

doesn't 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 nf2gative effect in some patients, 

would you be able to 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 an,d we will 

continue to look for this data. 

Q. So at this point there is a possibility 

i 

SPHERION DEPOSITION SERVICES (212) 490-3430 
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2 has been issued by Pfizer? 

3 A. That's correct, there's no warning 

4 letter. 

h 

5 Q. At the same time is it fair to say that 

6 Pfizer has been proactive in communicating with 

7 physicians that the study doesn't show that Cardura 

8 is harmful? 

9 MS. LESKIN: Objection, vague. 

10 ,MR. GRAZIANO: You can answer. 

11 MS. LESKIN: If you know. 

12 A. I don't know the context of the actual 

13 meetings with the key experts. I do know that 

14 members of the ALLHAT committee are frequently and 

15 have been at -- ALLHAT steering committee have been 

16 at some of these meetings and the discussions have 

17 revolved around the actual ALLHAT article. 

18 What conclusions are discussed or what 

19 course the decision goes at these meetings, I have 

20 not attended any of them but these are sort of free 

f? 
21 exchange, scientific discussions amongst physicians 

22 and these are -- in past experience, physicians are 

23 very willing to express their own opinions what 

24 they think is going on. 

25 Q. Putting the physicians aside, are You 

4 
SPHERION DEPOSITION SERVICES (212) 490-3430 
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these standardized responses before? 

92 

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 like to read this for a second 

because 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 of these specific responses in this 

document 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. I don't 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 PREPARAnON PLAN 

Cardura is one of the Magnificient 7 products that counts for signifi:ant revenue 
profit for Pfizer Europe. Our analysis of the available information from New York 

and 

regarding the recent decision to suspend the doxasozin treatment arm of the ALLHAT 
study has highlighted both potential threats to our business, as well as a list of 
proactive steps needed to address these issues. 

POTENTIAL THREATS 

a 

D 

ALLHAT information, in the form of the Investigator letter, ACC abstract, NEJM article: 
e In the hands of our comoetitors are long awaited tools to focus on Cardura as sub 

optimal choice for treating hypertensive patients over 55. 
o 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 

l In the hands of the press can be used to disseminate “panic” among current 
patients 

b In the hands of our E--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 motivation and 
creating a defensive position 

PROACTIVE STEPS REOUESTEd 

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. 

$3 
l Copies as soon as possible of Investigator letter, ACC abstract, and NEJM 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 

l An extensive data analysis-both of published and inhouse data-of the safety 

d .. databases to date For Cardura 
9 A complete review of ongoing large trial, eg AASK, that have yet to show any 

issues regarding Cardura 
l A position to explain any difference in the use of standard vs. GITS related to this 

issue 
l A “Hub-and-Spoke” system of priority alerts for any issues arising via the media, 

with the appropriate Q&A prepared 

s” 

Countries will continue to analyze their source of Cardura business (HTN of 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 kev oDinion 
leaders and Field Forces in time to be readv, if not oroactive. vs. our comoetition! We 
cannot allow the Norvasc ABCD/FACET situation to repeat itself again. 

CI CONFHIENTIAL - 

BernhardtlPfizer DOCS 
05 ooo407 
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U.S. Pharmaceuticals Group 
Pfizer Inc 
235 East 4 Street 
New York, I 3 I KKWS~SS 

U. S. Phiirmaceuticals 

February lo,2000 - ,, 

Peter L. Frommer, MD 
Deputy Director 
Department of Health & Human Services 
Public Health Service 
National Institute of Health 
9000 Rockville Pike 
Building #3 1 -L 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 7th place amongst branded antihypertensives, 1 lfh in the USA, The majority of 
our use is in hypertension - in the USA, about haIf 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 NlH 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 
informatron becomes pubiic. 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, ofcourse, be treated confidentially until it is officially 
made public by NE-I. 



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 providing us with the information requested. 

With warm regards, 

Y0 rs sincerely, c-3 
.d lf 

Patricia A. Walmsley, Ml , FRCPath 
Senior Director 

cc Dr Jeff Cutler 
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Do alpha bCoekers cause f-‘tearf~ failure and 
stroke? Observations from AUHAT 2 . 
DG Beevers 2nd GYH Lip 
University Department of Medicine, City Hospital, Birmingham, LK 

i 

The Antihypefiensive and Lipid Lower&g treatment 
to prevent He& Attack Trial (ALLHAT) is one of 
two current mega-trials [the other being the Anglo- 
Scandinavian Cardiac Outcomes Study, ASCOT), 
with over 42 000 ‘high-risk’ antihypertensive 
patients with two objectives: firstly, to assess 
whetb er the newer antihypertensive 
(amlodipine. lisinopril, and doxazosin) redu~~~~ 
incidence of coronary artery disease (CAD) when 
compared with a diuretic (chlorthalidone); and sec- 
ondly, whether statin therapy in hypertensive 
patiects with moderate hypercholesterolaemia will 
reduce cardiac events compared ~5th placebo. 
Patients were randomised to one of the above four 
antihypertensive agents, with a planned follow-up 
of 4-8 yeam 

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.2 

The interim results were presented in March 2000 
at the American College, of Cardiology meeting in 
Anaheim, California, by Dr Bairy Davis. The 
patients in both the doxazosin arm (n = 9067) and 
the chloxthalidone group (n = 35266) were verysimi- 
lar for baseline characteristics, and at 4 years, 86% 
of patients randomised to chlorthalidone were still 
taking the drug (vs 78% 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 
doxazosin and those receiving cl 

atients receiving 
lox-thalidone (RR 

1.03; 95% CI 0.9-1.171, but the relative risk of com- 
bined CVD in the doxazosin arm compared with the 
chlorthalidone arm was 1.25 (95Oh CI 1.17-1.33; P c 
0.00011, with the event curves diverging early. This 
effect wasp mainly related to an increased relative 
risk of heart failure in the patients taking doxazosin, 

Comsporrdence: Pro! DG Beevers 
k&ed and accepted 24 March 2000 

of 2.04 (95% CI 1.79-2.32). which was seen across 
gender, age. and ethnic subgroups. The relative risk 
for stroke was also increased in the doxazosin group 
(RR 1.19 (95% Cl 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 2 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 had to be given three 
times per day.’ The arrival of doxazosin and its com- 
petitor terazosin seemed to be 2 major break- 
through.s 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 
tberapies. 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.6 There are also favourable reports of the use of 
doxazosin together with the angiotensin-converting 
&qme (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 leads to 
relaxation of the urethra. This is a beneficial effect in 
men as it relieves the symptoms of benign prostatic 
hppertrophy.” Alpha blockers have already been 
used for this condition even in people who do not 
have high blood pressure. The effect however on the 
alpha-receptors in the bladder neck is disadvan- 
tageous in women and may lead IO stress or urge 
incontinence.Q Very occasionally patients do com- 
plain of what sounds like first dose hvpotension 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- 



h 
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ing prazosin but was hoped it would be less neces- 
sary for patients on doxazosin. The arrival Of a 
longer x-ting gastrointestinal transfer system (GITS) 
iormulation of doxazosqh 8 mg was awaited with 
interest. 

The adverse findings in the ALLKAT study must 
be looked at with caution at this stage. CIearIy more 
information will become available. Indeed, the anti- 
hypertensive effect of doxazosin 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.10 h time we will perha s learn whether the 
patients who were randomise cf to receive doxazosin 
in ALLKAT 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. 

&sum@ that the adverse effects of doxazosin in 
ALLHAT are not due to confounding variables or 
systematic sources of bias, the next question is 
whether this adverse effect sounds plausible. What 
might the mechanisms be? Ln the past zlpha blockers 
were considered as possible drugs for the treatment 
of heart failure and were not thought to be Iikely to 
cause it or to make it worse.11 Whilst the difference 
between prazosin and placebo was not statistically. 
significant. close examtiation of data on 642 men 
from the Vasodilator-Heart Failure Trial-1 (VeHFT- 
I) revealed 91 deaths (49.7%) in the prazosin group, 
compared to 120 deaths (44.0%) in those on placebo 
and 72 deaths (38.7%) in the hydratine-nitrate 

” Bv reducing peripheral vascular resistance 
g?$,ha-ieceptor blockers should reduce left venl 
tricular after-load and therefore have effects which 
are beneficial and somewhat similar to those seen 
with ACE inhibitors or hydralazine with nitrates.‘* 
Short-term studies suggested that alpha blockers 
night have beneficial haemodynamic effects in 
patients with heart faiIure.13-ls These findings how- 
ever were mainly confined to patients receix5ng pra- 
zosb. and 3ot doxazosin. 

It is generally considered that doxazosin has neu- 
tral effects on the renin-angiotensin system and does 
not cause any activation or su?pression.‘6 In that 
respect alpha blockers might seem more rather than 
less attractive than chlortialidone which can cause 
a small shrinkage in plasma volume associated with 
a rise in plasma renin 1eveIs. 

Cleirly the doxazosin ‘crisis’ wiI1 be a source of 
much discussion in the coming months. We must 
be carefu1 not to overreact. This is only one study 
shoi4ng 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 CO.OOOI seems 
convincing. We must not lose sight of the fact that 
in the ELm I study losart2n appeared to be better 
than captopril (although with a P value of only 
O-035). but this was simply not confirmed in the 
much lager ELITE II study, which was presented at 
the American Heart Association meeting in Nov- 

n, 

._c------ -. 
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ember 1999.” It ~511 be interesting to see whether 1 
the guidelines committees of the various NationaI 
and International Hypertension Societies will mod- 

I 
: 

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 where the first-line t&a 
have failed, because the hazards of unco& 

ies 
fi ed 

hypertension may well override the possible hazard 
of alpha-blocking drugs. 
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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 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 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 usa 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 dinics and centers 
across the United States, Canada, Puerto Rico, and the US Virgin lstands. 
About 7,000 U.S. veterans are participating through 69 Department of Veterans 



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 enrollment 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 highdensity lipoprotein 
(HOL 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 other high blood pressure 
drugs-a calcium antagonist, called amlodipine, and an angiotensin-converting 
enzyme (ACE) inhibitor, called lisinopril. 

About a quarter of ALLHATs 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 Mood 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 
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 hamrful. 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 

h 



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 plan is 
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) 4964236. 

NHLE3l press releases, fact sheets, and other materials are available online at 

w.nhbli.nih.aov 
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February 16,200O 

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 (U-IF), stroke, and peripheral arterial disease) was driven by a highly 
significant two-fold higher rate of CHP 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. 



* Page 2 of 2 
February 16,200O 

All of us who are conducting ALLHAT greatly appreciate your continued participation as a site 
p&cipal 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, 

Curt Furberg, MD Jackson Wright, MD, PhD 
Steering Committee Chair Steering Committee Vice-Chair 

6 iaL---J 
Jeffrey Cutler, MD, MPH 
ALLHAT Project Director 
National Heart, Lung, and Blood Institute 

R.L 
Barry Davis, MD, PhD 
ALLHAT Clinical Trials Center 
Principal Investigator and Director 



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

@ate) 

.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 ofthe 
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 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 bne 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 # 
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PARTICIPANTS ASSIGNED TO DOXAZOSIN AND IN LIPID COMPONENT - 
PRAVASTATIN 
Revised 212100 

(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 
TARING 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 # 



Important Questions 8z Answers about 
I ALLHAT! 

1) Q. Why is ALLHAT discontinuing 
the drug doxazosin? 

A. 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 bf some heart diseases as well as other 
blood pressure medicines can. This is 
exciting to ALLI-IAT 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. 

2) Q. Is doxazosin harn&l to my 
health if I have been taking 
it? 

A. 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. 

3) Q. Are the other medicines in 
ALLHAT safe? 

A. 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 

expert doctors, known to ALLHAT as the 
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. If you have been informed through a letter 
from your ALLHAT clinic that you are 
currently taking the medicine doxazosin it 
is important that you: 

1) 

2) 

3) 

4) 

5) 

6) 

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; 
Call your ALLHAT clinic and make an 
appointment to meet with your doctor 
within one month of receiving the letter; 
Bring your ALLHAT medicine to your 
ALLHAT appointment; 
Understand that this will be your last 
ALLHAT visit unless you are 
participating in the lipid-lowering part 
of the study; 
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 
Support your family and friends who 
will be continuing with ALLHAT to 
take their medicines and keep their 
ALLHAT visits! 



5) Q. If I 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! PIease 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! 

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

A. If you are an ALLHAT participant but have not 
been taking your ALLI-IAT 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. If I am no longer in ALLHAT, 
how will my blood pressure be 
treated now? 

A. If you 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: 

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

l 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: 

l Notify your family doctor of the changes 
happening with ALLHAT, and 

l Help you find a family doctor if you do 
not already have one. 
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More ALLHAT Questions 
Revised 3/l/00 

I. 

2. 

3. 

h”i 

ah! 
4. 

5. 

P! 

6. 

and Answers 

W/tat 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-Iike 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 tf used in normofensive 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. 

ALLNAT 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 ALLEY T continues the amlodipine treatment, can one conclude that calcium 
antagonists are iafe? * 

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. 

. 
; 
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8. 

9. 

IO. 

II. 

12. 

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. 
achieve blood pressure control was not examined. 

Whether it has value as “add on” therapy to 

Could the increased CHF noted in ALLIUT simply be the result of the overdiagnosis of CHF 
in patients who develop edema/jluid 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 Offke, 
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 chlorthalidone 
by the end of ALLHAT was extremely unlikely. 

Why did NHLBI ask an independent review group as well as the DSMB to review the 
ALLhQ T 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 Chlorthallidone: PreIiminary results from ALLHAT 

Dr. Barry Davis 

The fist outcome results from the Antihypertensive and Lipid-lowering Treatment to Prevent Heart Attack 

Trial (ALEHAT) 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 steering committee. ALLHAT has 625 _ 
clinical sites located in thk’ United States, Cariada, Puerto Rico, and the US Virgin Islands. The sites 

: 

consist of VA Hospitals, private medicine hospitals, and community health centers, i3MO 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 w& 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: 

l All cause mortality 

. Stroke 

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

angina 

. Combined CVD, which included combined CHD, stroke, lower extremity revascularization, tieated 

angina, fatal/hospitalized/treated CHF, or hospitalized or outpatient PAD. 

Inclusion criteria for the trial included &her r&n or women, aged 55 ye& or older, with a 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: 

i 
. MI or stroke (age-indeterminate or at least 6 moriths old) 

l History of a revascularization procedure 

l Other documented ASCVD L 

l Major ST segment depression or T-wave inversion 

l Type 2 diabetes 

l HDL-C < 35 mg/dL on two occasions 

. Left ventricular hypertrophy by ECG or echo in the last two ye& 

l Current cigarette smoker 

Results 

15,268 people were randomized to the chlorthalidone ?nn 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 tayig 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 ofJ 135 mm Hg. The diastolic blood pressure results 

[indicate] that at baseline and throughout they [remained] the sanie. 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’h 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: 

. One was the futility of finding a significant difference forgrimary outcome of CHD by the 

scheduled end of the trial. 

a 

l The second [reason] was that ihere was a statistically significant 25% higher &te of a major 

secondary outcome of combined cardiovascular disease [in the doxazosinarm]. 



Dr; Curt Furberp fpresented the remainiw material on clinical outcomesl 

The principal reason for stopping the doxazosin arm was the 25% difference in the secondary 

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 fhe 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 Jof 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. 

r”? 
[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 <O.OOOl. 

3 

0 

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 cumulative event rates for CHF had a] relative risk of 2.04, thi 

confidence intervals were very tight and the Z-score was almost 11 and the [corresponding] P-value had 26 

zeros. To illustrate the strength bfthe 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 consistently 

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 [we 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 smaI1; it is about 13%. 

[However, because of the. size of the study the [corresponding] P-value is < .OOl. 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 chloflhalidone group was 0.9% and it was about 20% higher in 

the doxazosin group. The relative risk (RR) is 0.19 and the nominal p-value was .04. 

‘The prim&y outcome defined by the protocol was the combined rate df CHD mortality and non-fatal MI 

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%. 

Tl& futility became another reason for discontinuing the doxazosin arm. The other arms of the trial [will] 

continue. 

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

for three reasons: 

Hypertension control - [there was] a lower mean systolic blood pressure in the chlorthalidone 

group and there were fewer patients requiring step up medications in the diuretic group 

[compared to the doxazosin group]. 

Chloi-thalidone was also superior [to doxazosin] in,drug compliance; more patients in the 

doxazosin group dropped out because of adverse events. 

There was a fairly significant reduction in cardiovascular complications [found early on in the 

trial] in the chlorthalidone group. 

In addition, chlorthalidone is ten times less expensive than doxazosin. 

[The results from ALLHAT] have taught us several lessons. 

. In some drugs blood pressure lowering is an inadequate marker or surrogate of health benefits in 

hypertension. 

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

pressure Ibwering. . 

. 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 diuretic) 

remains the recommended drug of ctioice for antihypertensive treatment. Doxazosin is not 

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

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

or third line hypertensive agent and the long term cardiovascular safety of alpha-blockers and BPH 

should be investigated. 
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ACC Clarifies Clinical Alert on Alpha Blockers for Hypertension Treatment 

h 

(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 (NJJLBI). 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. Roben .l. Cody. 

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

ACC Clinical Alert on Alpha Blockers for Hypertension (released March 15,200O) 
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 4qth Annual Scientific Session in Anaheim, Calif. 
Approximately 50 miIlion 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 
(Carduraa), is Iess 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 

Bernhardt/Pfizer Dots 
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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 1’JUNSMlTTAL 

TO: Dr. JeR Cutler 
Dr. Barry Davis 
Dr. Jackson Wright 

FRO&k Dr. Curt D. Furberg 

March &ZOO0 

FAX: (301) 4tW1773 
(7 13) 50WJS30 
(2 16) 3684752 

FAX: 036) 7 J 6-0395 

TOTAL PACES: 3 

If there are my problems recefving this message, please call (336) 716-2498. 

Attached please find LI copy of Pfmer’s statenrent on Cardura and ALLHAT. 
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Flapan, Valerie. . -‘, 
From: Barry, Ann’. 
Sent: Sunday, February I%2000 I:45 PM 
To: Flapan. Valerie; Holmes, Patrick; Sainpy, Marie-Caroline 
Subject: W: Cardura in ALLHAT 

-0nginal Message- 
From: Feczko. Joe 
Sent: Sunday, February 13.2000 I:33 PM 
To: Barry. Ann: Sweeney, Mike: Helgans. David: WidliQ. Michael: Brinkley. David: Natalicchio. Teri; 

Walmsley. Patntia A 
Subject: RE: Car&! in ALLHAT 

. 

Ann 
This is a very clear discussion of the meeting we had with the NIH and the interpretation of the 
study. I agree we need to understand this area better. 
We cannot and should not try to change the mind of the ALLHAT steering corn. 

Joe 

-0nglnal Message- 
From: Barry, Ann 
Sent: Friday, February 11.2000 1:38 PM 
To: Sweeney. Mike; Helgans. David: WidliQ. Michael; Feako. Joe; Brinkley, David: Natalicchlo. Tcri; 

Walmsley. Patrida A 
Subject: FW: Cardura in ALLHAT 
Imporlance: High 

I feel compelled 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 an0 deliberately made, was based on the data, and I believe is 
irreversible. The NIH convened a committee of heart failure experts that reviewed the dala 
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 thal they are about the welfare of 
patients. It is also doubtful that continuation of the arm would change the eventual outcome 
of the study. I do believe that Pfizer needs to strive to understand the mechanisms and the 
why of the results. This could potentially clarify how Cardura could 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: 

I. I think that the argument that this is not a fair comparison appears defensive and more 
tmportantly is probably irrelevant. The argument could have merit if the NIH chose lo study 
Cardura vs the other agents in a heart failure population i.e. used the agents for the 
“Xeatment” of heart failure. and then extrapolated the results to a non- heart failure 
323ulal~on. ALLHAT. however, randomized elderly hypertensive patients without overt Or 
apparent heart failure. (A patient population where Cardura is frequently used.) The goal Of 
!ne trial was to determlne which agent(s) were most efficacious in reducing cardiovascular 
ever,& - events that Include development of heart failure as well as MIS etc. The dala show 
:nat in this hypertensive population ( a population where Cardura and chlorthalidone are 
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frequently used) Cardura was less effective overall in reducing cardiovascular events than 
was chlorthalidone. That IS the bottom 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 definitive answers or ammunition. Framingham is a different population that will 
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, howeyer. 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. I 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 results. For 
the most part, they are not the best individuals to elucidate mechanisms. I believe Pfiier 
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 plausible suggested mechanism could be related to levels of DBP. In 
pushing the dose and adding agents in an attempt to lower SBP, it is possible that with 
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. 

I 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 chlofthalidone than with Cardura. 

3. The cancer event rate for Cardura in ALLHAT is numerically less than with chlorthaidone 
with a relative risk of 0.9. There is, however, no statistical difference (~~0.16) 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 I 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 positive attributes is valuable and has merit 
panicularly when no long-term event data is available. However, you are always postulating 
because no one can ever know all of the operative mechanisms or their relative importance. 
Using the Framingham risk equation definrtely has value in some settings. However, one has 
to question how far that will go in terms of dealing with hard numbeis. hard end-points and 
events that are staring us all in the face.. 

Bernha&dtPcgr Dots 



c I believe we do need to try to elucidate POtential mechanisms, we need to show that we 
honeslly care about the clinical effects Of Our agents In patients. However, we do not want to 
be viewed as trying to explain away re~uk and discounting actual clinical events. 

Ann 

-0nginal Message- 
From: Feuko, Joe 
Sent: Tuesday. February 08.2000 1:05 PM 
TO: Walmsley. Patrida A: Barry. Ann 
Subject: FW: Cardura in ALLHAT 
Importance: High 

-0nglnal Message- 
From: Sweeney. Mike 
Sent: Friday, February 04,200O 857 AM 
To: Helgans, David 
cc: 
Subject: 

Natalicdio. Teri; Widlitz. Michael; Feczko. Joe; Brinkley, David 
Cardura in ALLHAT 

Impoi-..nce: High 

David, 

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

1. I agree with you that it is not a fair comparsion to compare the incidence of CHF with 
Cardura to the incidence of CHF using treatments known to be beneficail in this condition (i.e. 
diuretics, Norvasc and ACEi). I 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. I 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 almost always follows 
schemia or cardiomyopathy. I 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. I understand that the overall mortalitylmorbibity for Cardura is neutral due to a large 
difference in the incidence of cancer with Cardura compared to diuretics. I would argue that 
lh6 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 apoptosis would be expected to lead to a reduction in the incidence of 
malignancy. To remove Cardura form the study now would potentially deny such a benefit to 
pabents currently on this treatment. I am not totally au fait with this work so it would be worth 
while looking into the Merature in this regard. Dr Georg Bartsch of Innsbruck, Austria, 
commenced some further work addressing this hypothesis following Dr Kypriano’s work and 
he may be the best person to advise. 

. 
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. . . . 
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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 lo-20 year change 
in CAD which would result, In addition the changes should be compared with those in the 4s 
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 scientific perspective that such an exclusion is 
not mandated based on the data to date. .*. ill. 

I hope this is helpful, 

Mike 
,.. . . . !“. 

P 
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w. 
Flapan, Valerie--‘.- ‘:::;, . .“..:.;.:: :’ ” 
From: Henderson, John 
Sent: Monday, April 03.2000 529 PM 
To: McLaughlin, Peggy 
cc: Mallen. Sharon; Picciano, John X; Wittich, Rita; Logalbo, Suzanne; Gribko, Greg; 

“eck, 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 

I 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. Is 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 I 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 differences? 
In the description of the Pfizer position, have you considered the patterns of use of doxazosin 
outside the USA? In some countries I understand that we are labeled to allow first line therapy. 
We need to make sure the message is appropriate for all countries. 
I would have thought that one conclusion that we might draw is the importance of effective control 
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 control is critical. 
Best wishes, 
john 

-0nglnal Messaae- 
From: Mallen. Sharon 
Sent: 
To: 

Subject: 
Importanca: 

Friday. March 31,ZOOO 6:26 PM 
Picuano. John X; Wittich, Rita: Logalbo, Suzanne: Gfibko. Greg: Die& Gretchen: McLaughlin, 

Peggy; Walmsley. Patricia A; Helgans. David; WidliQ. Michael; Oleksey. Karole M.; Henderson, 
John: Petchel. Kasia; Flapan. Valerie 

URGENT: ALLHAT Medical Summary 
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 later than &Se Of 
busmess on Monday, April 3,200O. 

Thanks, 
Sharon 

cc File: ALLHAT medical summary.doc >> 
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FROM : 
TO: 
cc: 

Otano, Andres 
Gavigan, Michael; Silber, Beth Ann 
Wickwire, 
Ann 

Michele M; Hayes, Philip J;'Reggio , Dick; Barry, 

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 Otafio 
Sales Ops-Specialty 
3-2768 

-----Original Message----- 
From: Hayes, Philip J 
Sent: Monday, March 20, 2000 8:06 PM 
To: T~DH~, US~FF; T~DH~, USPFF; TSDH~, 
TXOO, USPFF; TSDOO, USPFF 

USPFF; T5AO0, USPFF; T5B00, USPFF; 

cc: .. Wickwire, Michele M; Putnam, Duane C; Allen, Henry F; Ctano, hdres 
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, 
appropriate. 

the following responses are 

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. 
this, we can prevent any misunderstandings. 

If we do 

Potential Responses 

UROLOGIST 

a BemhardtiPfuer Dots 
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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. 
harmful. As a matter of fact, 

The NHLBI did not conclude that the drug was 
Cardura was similarly effective in preventi-ng 

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 symptoms. 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 cardiovascular 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. 
with BPH a diuretic. 

It would be torture to give a middle-aged man 

gives relief, 
He certainly doesn't need the increased urgency. Cardura 

improves his quality of life, 
while doing no harm." 

and helps control his hypertension 

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 effectivg as diiretics in redticing heart aktacks and 
overall deaths. 
heart failure. 

The only difference in the ALLHAT trials was a higher rate of 
When you think about that, Doctor, diuretics are indicated for 
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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: 
patients 

"Doctor, I can understand your concern for your 

overall health." 

4, Show Proof: 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: 

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

t "ALLHAT has not'.?o&d that doxazosin in harmful but the study has found 
that other"high blood pressure medicines may lower ykr risk of heart disease " 
better than doxazosin.V! . '. 

5. Verify: "Do&or, does this answer your question concerning the safety and 
effectiveness bf Cardura in your patients with hypertension and/or BPH? 
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6. Close : "Doctor, ' 
Cardura provides, 

based on the safety and unparalleled power of relief that 

men? '1 
will you continue to use it for your middle-aged hypertensive 

P.J. Hayes 
Specialty Midwest, Side One ARM 
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FROM : Oleksey, Karole M. 
TO: Gavigan, Michael 
SUBJECT : 
DATE: 

FW: PPG ANNOUNCEMENT - EUROPE - ORGANIZATION C&GES 
20000322 

fyi 

-----Original Message----- 
From : Oleksey, Karole M. 
Sent: Sunday, March 19, 2000 9:44 PM 
To: Silbermann, Susan 
cc: Helgans, David 
Subject: RE: PPG ANNOUNCEMENT - EUROPE - ORGANIZATION CHANGES 

Susan, 

It was nice to speak with you on Friday. 
regarding your questions about ALLHAT. 

I promised I would get back to you 

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 th; 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 outside of the scope 5f'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 doxatosin. 
The only issue which has come up relates to prazosin and its CHF indication in 
France . 

Ve'will continue to keep you apprised of any new development$ dn these fronts. 
In the meantime 
or feedback. 

, please do not hesitate to contact us with questions, comments 

Many thanks. . - . . 
, l 
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Best- 
Karole 

-----Original Message----- 
From: Silbermann, Susan 
Sent: Sunday, March 19, 2000 7:48 AM 
To: Oleksey, Karole M. 
cc: Helgans, David 
Subject: R: PPG ANNOUNCEMENT - EUROPE - ORGANIZATION CHANGES 

Dear Parole, 
Thanks for your note, and in advance, 
visit, 

any help that you can give us. 
let's get the ALLHAT issues under control, 

As for the 

more. OK? 
and then think ahead a bit 

Thanks again, 
Susan 

-----Messaggio originale----- 
Da: Oleksey, &role M. 
Inviato: giovedi 16 marzo 2000 2.23 
A: Silbermann, Susan 
Oggetto: E'W: PPG ANNOUNCEMENT - EUROPE - ORGANIZATION CHANGES 

Dear Susan, 

Congratulations on your new assignment. 
introduce myself. 

I wanted to take the opportunity to 
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/J&ME) 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 irmnediate assistance in refining'your 
strategies with Cardura (especially in l'ight of ALLHAT). 

I look forward to meeting you soon. 

Best Regards, 





Sent: 
To: 

Wednesday, March 08, 2000 4:35 PM 
McCrorie, Hank 

cc: Gavigan, Michael; Natalicchio, Teri; Oleksey 
Subject: NHLBI ALLHAT Press Release 

I Karole M. 

March 8, 2000 

TO: LABS 
PRATT 
CHRs 
URO 
NH0 
CECs 

F’ROM : 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 
this issue with physicians when asked. 

, we are now allowed to discuss 

We hope this information provides more background on ALLHAT. 

On behalf of the Cardura Worldwide Team 

David Helgans'(Zl2) 573-7390 
Michael Gavigan (212) 733-6249 
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PFIZER STATEhIENT Oh’ CXRDURA AND ALLHAT 

3 

New York, March 8 -- Pfizer supports the National Heart, Lung, 2nd 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. 

m _., 

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 CHIP 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 treatnrent 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. 

Vanessa McGowartfU.S. 

Andy Burrows/U.K. 

(212) 573-1226 
Home: (203) 866-6411 
(212) 733-3784 
Home: (516) 489-1593 
+I (44130464) 5084 
Mobile: +44 (7774-273480) 
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EMBARGOED UNTIL 
Office 
March 8, 2000 

CONTACT: NHLBI Communications 

(301)496-4236 

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 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 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. Etirlier 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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ALLHAT participants are age d 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 enrollment 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 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 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, 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 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 adults. High blood pressure 

m Bernhy5dt/P&zg Dots 



also is the chief risk factor for both congestive heart failure and stroke. 

Treatment for both high blood pressure and high blood CholesterG: iypicaliy 
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. 

h 
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. 

a”, 
NHLBI press releases, fact sheets, and other materials are available online at 

www.nhbli.nih.qov 

3/7/00 
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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,ZOOO 

Methodoloqy 
_. . . 

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 fo inform physicians 
about any results of ALLHAT. Physicians .who were totally unaware of the trial 

b 
were asked generic questions to satisfy Ihe research commitment on the part of 
Ihe moderator and the physician. Y- . 

Summary of Findinqs 

_ 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: 

l None are aware of ALLHAT on an unaided basis; 

l Seven (7) are aware of ALLHAT on an aided basis; and 

l 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 
recall 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. 
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“I recall the name of the Vial, but I do not know any-fhing more about the trial. 
heard about if from a drug representative, but I cannot recall the name of the 
the name ofthe company.“(PW-@A) 

I think I 
drug or 

“I can remember the name ALLHAT from my journal reading, but I do not know anything 

abwf 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 66% specifically receive Cardura. 
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Cardiolooisfs , 

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

l Three (3) are aware of ALLHAT on an unaided basis; 

l Seven (7) are aware of ALLHAT on an aided basis; and 

l 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 results, 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, I would not have known much about 
alpha blockers or Cardura. 
(Cardiologist) 

I know now because of all the publicity in the newspapers.” 

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 if a few days ago on the radio and on the television news. I am not very 
interested because it is about alpha blockers and I never use them first line. I do not 
intend to find out more about the ttial.“(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 include: 

l Alpha blockers, including Cardura, are not considered first-line therapy anyway; and 

l 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 I do not prescribe Cardura first line.” (Cardiologist) 

“The trial will not affect my use of Cardura. ! will still use it with other drugs and it is 
effective for PH. fi (Cardiologist) 
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Urologists’ level of awareness of ALLHAT is 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: 

l TWO (2) are aware of ALLHAT on an unaided basis; 

l Four (4) are aware of ALLHAT on an aided basis; and 

l 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 fo convince to take Cardura. / will switch those who ask to 
be switched.” (Urologist) 

bJ 
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 IikelihiSob 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 tn’al found concerns 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 I a/ways do because ‘I use if for BPH. I believe it 
will affect family doctors who may use more diuretics and less alpha blockers. It will not 
affect me. ” (Urologist) 

3 
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. Conclusions 

k 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. 

l Unaided Awareness: 0 out of lo PCPs; 3 out of 11 Cards; 2 out of 12 Uros * 

l Aided Awareness: 7 out of 18 PCPs, 7 out of 11 Cards, 4 out of 12 Uros 

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

l Cardiologists who are somewhat knowledgeable of ALLHAT’s preliminary 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, particularly those with BPH. 

l 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: 

b l 

. Newspapers; 

. 

. 

Television news; L 

Journals; 

Conferences/conventions; and 

Sales representatives. 
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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 Marketing Research Findings Summary 

bn March 9-15, Migliara Kaplan conducted 41 qualitative in-depth phone i interviews with 16 
PCP’s, 1lCardiologists and ‘12 urologists. 
Here is the summary of the results: 

. 
At this point in time, awareness levels for ALLHAT are very low for PCPs, hiah for Cardiolooists, 
and moderate for Uroloaists. However, knowledge of the trial’s preliminary results is minlmal for 
all specialties. 

l Cardiologists who aie somewhat knowledgeable of ALLHAT’s preliminary 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, particularly those with BPH. 

u 

. 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: 

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

Please, find attached the detai!ed ALLHAT awareness topline findings marketing research for US. 
A second wave of interviews will be conducted in US and internationally to capture physicians’ 
reaction afier the ACC meeting on March 15th. 

Best Regards 

Mlgen 

I 

ALLHAT-Topline M. 
Research.doc... 
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From: Shehu, Migen 
Sent: Monday, March 27,200O 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 on 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 doctors have been interviewed (4 GPs, 2 Cards, 2 Nephs, and 
2 Uros) 
2 out of the 10 are aware of ALLFAT 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) 
5 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) 
5 out of the 51 are aware of ELLLH4T on an unaided basis (2 PCPs, 3 
Uros) 
18 out of the 51 are aware of ALLIiAT 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) 

, , 

7 out 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 socn. 

Italy 

26 cf 60 doctors have been interviewed (13 GPs, 6 Diabecologists. 7 
Cards) ,' and NONE are aware of ALLHAT 

&gnhardt/Pfizer DOCS 
05 009940 
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Best regards 

Migen 

a 

Bernhardt/Pfizer DOCS 
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FROM : Shehu, Miaen 
TO: 

SUBJECT: 
DATE: 

Helga&, 
a 

David; Gavigan, Michael; Silber, Beth Ann 
Karole M.; Jensen, Dennis M.; ; Oleksey, 
Sharon 

Walmsley, Patricia A; Mallen 
I 

Worldwide ALLHAT Awareness Assesment Summary 
20000419 

Please, find attached the Worldwide ALLHAT Awareness Assessment Summary. 
1'11 e- mail it to all the country organizations involved in the 

research. 

Regards 

0 .,_‘ 
Migen Shehu 
# 7474 
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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. ) 

MONDAY, OCTOBER 23, 2000 

2:15 p.m. 

Deposition of LAWRENCE R. KRAKOFF, M.D., 

HOSPITAL AND MEDICAL CENTER, held at ENGLEWOOD 

350 Engle Street, 

before SUZANNE J. 

Reporter (License 

Englewood, New Jersey 07631, 

DRUGA, a Certified Shorthand 

No. 1845) and Notary Public of 

the State of New Jersey. 

SPHERION DEPOSITION SERVICES 
(212) 490-3430 
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L. KPAKOFF - 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 

20 percent of patients on a single drug 

an alpha-blocker? 

of your 

were on 

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 

1 A. But to be honest with you, certainly 

2 in the last two or three years as evidence has 

3 accumulated, I have shifted more patients over to 

4 ACE inhibitors; or if they can't tolerate them, 

m 5 to ARB's, angiotensin receptive blockers, as 

6 monotherapy in most cases. 

7 Q. And of the patients who were taking 

s*, 8 an alpha-blocker as their sole means of 

9 therapy -- 

10 A. I would have to say I can't remember 

11 that there Mere many patients who I started on 

12 alpha-blocker and monotherapy; others did. And 

13 there are studies written, and I have reviewed 

14 some which I thought were pretty good for our 

15 journal which I published few years ago. It was 

16 kind of iilteresting, but I just never change my 

17 habits one might say, I guess partly because 

B 

18 ALLHAT had already planned and I thought it would 

19 be interesting to see how it came in. 

20 Q. Of those patients who were taking 

21 alpha-blockers before these ALLHAT study results 

22 were released, and I understand we said this is a 

23 very small number, how many of those were taking 

24 Cardura as an alpha-blocker? 

25 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.) 

Q. We've marked as Defendant's Exhibit 

4 an article that appeared in the Journal 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 should 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 asked 

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 
/ 

release there is a quote from Dr. Jeffrey 
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Cutler. The paragraph begins "Patients on an 

alpha-blocker for high blood pressure should see 

their doctor and not just stop taking it-l1 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 

knowledgeable as anyone. I 

great deal. And we discuss 

other. And I think that is 

he is as 

respect his opinion a 

issues, we know each 

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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earlier experience with 

alpha-blocker, in heart 

discouraging because it 

68 

- MS. LESKIN 

prazosin, an 

failure studies was quite 

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 the other treatments it was 

compared with. 

Q. And again, that wasn't a 

placebo-controlled trial? 

A. This 

that Dr., I can"t 

is an old heart failure study 

Dr. Cohen and Dr. Packer I think were involved 

remember which one it was, but 

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. 



1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

2'1 

22 

23 

24 

25 

L. KRAKOFF 

discussions, and others 
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- MS. LESKIN 

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 urologists do and probably some 

family practitioners do, I don't know, I mean 

the,re'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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1 infrequently as possible and maybe just limit it 

h 2 to combinations would be best. So this is 

3 uncharted. 

4 Q. Have you had any communications with 

@? 5 anyone at Pfizer regarding the ALLHAT study? 

6 A. No, I haven't. 

7 Q. Have you had any discussions with (* 
8 anyone at Pfizer regarding Cardura? 

9 A. No. 

10 Q. Have you had any discussions with 

11 anyone at FDA regarding Cardura? 

12 A. No, I haven't. 

13 Q. Have you had any discussions with 

14 anyone at FDA regarding the ALLHAT study? 

15 A. The FDA regarding the ALLHAT study? 

16 Q. Yes. 
L4 17 A. No, I haven't. 

18 Q. Have you made any requests to the 

19 FDA or any other body to send notice out to 

20 physicians nationwide regarding ALLHAT? 

21 A. No, I haven't. 

22 Q. Are you aware of anyone else who's 

23 made such a request to the FDA or a regulatory 

24 body, other than the plaintiffs in this case? 

25 A. No. I have to say I don't recall 
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Alphacblockers and congestive heart ’ .,+ 
failure: Earlv termination of in arm 
of the ALLZGYT trial 
1 AI3STRACT 

The Antihypertensive and Lipid-lowering 
Treatment to Prevent Heart Attadc 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 c -001). 

GI * 
LPHA-ADRENERGIC BLOCKING AGENTS 
(alpha-blockers) will likely be removed 

from the list of. first-line antihypertensive 
drugs, in light of surprising findings from the 
Antihypertensive and Lipid-Lowering 
Treatment to Prevent Heart Attack Trial 
(ALLIWT): an incidence of congestive heart 
failure twice as high among patients receiving 
the alpha-blocker doxazosin (Q&a) than 
among those receiving the thiazide diuretic 
chlorthalidone (T’halitone, Hygroton, and 
generic preparation&l 

Confronted with these findings, the 
Director of the Naiional Heart, Lung, and 

. . . . ..-..a..... * . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . :.. 

‘Discksure: l’he authw has indited that he has received gran: or 
fesearchslJpPortfmtheseaIfe.Asu~zeneca.d~ti 
cam~andsewes.onthespakers’bureausoftheAmb 
Zemca. Merck, Nmrtk, and Solvay compxtie~, an of whi make 
antihypertensive agents. 

Blood Institute (NHLBI) stopped the doxa- 
zosin arm of. the study, aIthough the o&er 
arms comparing. chlorthalidone with the 
angiotensin-converting enzyme inhibitor 
lisinopril (Prinivil, Zestril) and the calcium 
antagonist amiodipine (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 Current 
elevated cholesterol or benign prostatic 
hyperplasia. guidelines will 

ALLHAT should serve as a reminder that need t0 be 
we should not measure the effectiveness of 
antihypertensive drugs only by their effects on changed 

surrogate markers such as blood pressure or 
serum choIestero1 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. 

n 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-block& lower this risk 
(although fewer trials were conducted with 
beta-blockers ti with diuretics). 

Since those triats, several new classe5 of 
agents---calcium antagonists, angiotensin- 
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converting enzyme (ACE) inhibitors, alpha- 
block=, and angiotensin II antagonist+- 
wereapprovedandbecamepopulzAtrial 
using ‘bud” cliniCa end points found a calci: 
urn antagonist to be superior to placebo,2 and 
other t&b suggested that the other classts 
were equivalent to -diuretics or beta-blockers 
in ei!licacy.~~ 

Are the newer agents truly as good as the 
older ones? Many expens believed they would 
be even better. After all, diuretics and beta- 
blockers without intrinsic sympathomimetic 
activity raise serum choliierol 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 vascxli- 
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 mechanii 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 uiaI was ALLHAT, which began enroll- 
ment in February 1994. Follow-up will contin- 
ue until March 2002. 

I ALLHAT STUDY DESIGN 

Sponsored by the NHLBI, the ALLHAT study 
is a randomized, double-blind, active-con- 
trolled comparison of four antihypertensive 
agent&: 
l Chlorthalidone (a diuretic; 12.5 to 25 

m&W 
l Doxazosin (an alpha-blocker; 2 to 8 

mgldayl 
l Amlodipine (a calcium antagonist; 2.5 to 

10 mzlW 

The baseline characteristics in the 
chlorthalidone and doxazosin groups (which 
were well matched) were as follows: 
l Mean age: 67 years 
l Women: 47% 
l Bla&35% 
l Mean blood pressure: 145183 mm Hg 
l Being treated for hypertension: 90% 
l Atherosclerotic vascular disease: 45% 
l Type 2 diabetes: 36% 
l Smokers: 22% 
l Mean serum creatinine level: 1.0 &$iL 
l Mean serum cholesterol level: 216 mg/dL. 

Outcomes measured 
Predefined outcomes measured were the inci- 
dences of: 
l Coronary heart d&z (the primary out- 

come, including both coronary death and 
nonfatal MI) 

l Liiinopril (an ACE inhibitor; 10 to 40 
mgjday). . 

l All-cause mortality 
l Suoke 
l “Combined.coronary heart disease” (core 

nary death, nonfatal MI, revascularization 
procedure, and hospitalization for angina) 
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In addition, approximately one fourth of 
rhe ALL&Q patients are also participating in 
a randomized, open-label trial to determine 

l “Combined cardiovascular disease” (coro- 
nary death, nor&ml MI, stroke, revasculariza- 
tion, angina, congestive heart failure, and 
peripheral arterial disease). 

whether lowering serum lowdensity b.m 
rein cholesterol levels with an HMbrcoA 
reducmse inhibitor (pravastatin) reduces all- 
causemortalitycomparedwithaconrrolgroup 
receiving usual care. 

Patients 
# 

Patients are men and women &ge 55 and 
older with hypertension (systolic blood pres- 
.sure 1140 mm Hg, or diastolic blood pressure 
2 90 mm Hg, or currentIy taking antihyper- 
tens& medication) plus at least one addi- 
tional risk factor for coronary heart disease, 
including previous ‘myocardial inhrction or 
(MI) stroke, left ventricular hypertrophy by 
electrocardiogram or e&cardiogram, type 2 
diabetes mellitus, current cigaretie 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. 



4-Year outcomes from ALLHAT: Chlorthalidone vs doxarosin 

Coronary heart disease’ 630 6.26 1.03 030-l-17 .71 

All-cause mortalii 9.08 9.62 1.03 0.90-1.15 .56 

Combined heart disease+ coronary 11.97 . 13.06 1.10 . 1.00-1.12 .05 

Stroke 3.61 4.23 1.19 1 .O? -1 A0 .04 

Conibined cardiovascular disease 21:76 25.45 125 1.17-133 c.001 

f . ? 

Congestive heart failure 4.45 8.13 2.04 1.79-232 coo1 

Coronary revascularitation 5.20 6.21 I.15 1.00-132 .05 

Angina 10.19 11.54 1.16 1.05-l 27 <.OOl 

Peripheral artery disease 2.87 2.89 1.07 0.88-l .30 :50 

‘Fatal coronary heart disease and nonf&l rkyxardiat inktion 
Fatal coronary heart diiase, nonfatal MI, revascuiarization procedure, and hospital&ion for an ina 
Tomary heart disease death, nonfatal Ml; stroke; coronary revamlarization procedure, angina treated in hospi- P 
tal or as outpatient) congestwe heart failure (treated in hospital or as outpatiena, and peripheral arterial disease 
(in-hospital or outpatient revasatiarization) 
MXPiTDFROh4THE ANlnwEmNswE4ND LFIDUWBNG TR@ThiENT TO PiWENT HEnRI AlTACK TRW W.LW). M&OR CAR#OWSCUIAR 

EVENTS N NwERTfElsNE mnwm WOhmED TO DoxAzosINvs CHLWTWUIDONE. Jbh4A 200; 2831967-1975. 

Blood pressure 
I ALLHAT STUDY RESULTS: 

DOXAZOSIN STUDY STOPPED 
On the other hand, there were essentially 

no differences in the rates of f&al coronary 
lo,,,,& ;S onlY 

As in all major cliical trials, an advisory 
committee periodically reviews the safety of 
the ALL&IKE Following independent data 
reviews on January 6 and January 21, 2000, 
the director of the NHLBI accepted a recom- 
mendation to srop the doxazosin treatment 
atm. 7he 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: 
l A 25% higher incidence of “combined 

cardiovascular disease” (P C .CXX) 
. 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 6.5 years, 
black and nonblack, men and women, 
Hispanic and non-&panic, and with or with- 
out diabetes melIitus. 

heart disease or nonfatal MI (the primary out- 
come) or all-cause mortality between the two 

a SUt’l’Ogafe 

treatment groups (TUUE 11,’ and there were endpoint 
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 die&e 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 trial, based on’ the protocol- 
specified alternative hypothesis of a 16% 
reduction in coronary heart disease events. 

I TRIAL RAISES QUESTIONS 

The ALLHAT fix&i raise a number of 
questions to which, at present, we have no 
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The study did 
not address the 
use of 
doxazosin to 
treat BPH 

DO alpha-blockers cause heart failure, 
or just prevent it fess? 
Unfortunately, it is nor possible to determine 
whether the incidence of congestive heart 
f&lure 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 lowered’ systolic blood pres- 
sure less. At 1 year? the mean blood pressure 
was 140/79 mm Hg in the doxarosin group and 
137/79 mm Hg in the chlorthalidone group. 
At 4 years, the numbers were 137/76 vs 135176 
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 
patient&T suggest that 3 mm Hg could 
explain a 10% to 20% increase in cong=rive 
heart failure, but not the doubling of risk 
observed in ALLHAY Similar calculations 
for stroke and angina from earlier trial@ 
(using diuretics and beta-blockers) suggest 
that 3 mm Hg could explain most of the dif- 
ferences in stroke or angina events observed 
in ALLHAT. 

Also of interest: more people stopped tak- 
ing doxazosin than chlorrhalidone. At 4 
years, 86% of patients assigned to chlorthali- 
done were srill takii a diuretic, while 75% of 
those assigned to doxazosin were still taking 
an alpha-blocker. With both drugs, sympto- 
matic side effects were the number-one reason 
E&;zopping, followed by “unspecified 

n . 
Alpha-blockers may affect left ventricu- 

lar hypertrophy less. Left venuicular hyper- 
trophy (Lw) is a common precursor of heart 
failure. As yet we have no data on the effect 
of the d#erent agents on LVH in ALLHAT, 
but previous studieslO- suggested that alpha- 
blockers may affect Lw less than do diuret- 
ics. 

Alpha-blockers may have adverse bio- 
chemical effects, increasing plasma volumet3 
and possibly increasing plasma norepineph- 
rine levels.14 The significance of these effects 
is unknown. 

n RECOMMENDA~Ok 1%. .Li. 
On the basis of.the ALL&T o&&s, it 
would seem appropriate to recommend that 
do-in not be used as monotherapy in 
managing stage 1 or 2 hypertension (iF, 
MO-179~109 mm Hg). 

This means changiq theguidelines. For 
example, the sixth report of the Joint National , 
Committee on Prevention, Detection, 
Evaluation, and Treatment of Hii Blood 
-1~ recommends diuretics and beta- 
blockers for initial monotherapy of uncompli- 
cated hypertension, but also recommends 
orher classes of agents, including alpha-block- 
ers, if there are specific indications for rhem- 
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 doxarosin as part of come 
bination therapy for hypertension. It may be 
appropriate to continue using doxarosin for 
patients who are also receiving a diuretic and 
possibly other classes of antihypertensive 
agents concurrently. Patients who are taking 
an alpha-blocker as part of combination ther- 
apy may wish to discuss the issue of Continuing 
this therapy with their physicians. 

Similarly, this study did not address the 
use of doxazosin (or other alpha-blockers) as 
an adjunct to treat elevated cholesterot or 
benign prostatic hyperplasia in nonnotensive 
patients. Continued use of these agents in 
these conditions appears appropriate, except 
perhaps in the early stages of heart Uue, ie, 
in patients with mildly or moderately 
decreased systolic fimction. Given that other 
classes of drugs are available to treat hyperten- 
sion, elevated cholesterol, and benign prosmt- 
ic hyperplasia, it may be reasonable to avoid 
alpha-blockers in thii situation, although we 
have no dam 

= CONTINUED NEED FOR LARGE TRIALS 

Antihypertensive agents are traditionally 
approved on the basis of how well they lower 
blood pressure. It is assumed ‘that Iowering 
blood pressure will reduce morbidity and mor- 
tality regardless of the agent used, and clinical 
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trials have supported this notion. L% a conse- 
quence, blood pressure has long been used as a 
sumgate end point to predict the rare of car- 
diovascular outcomes such as MI, stroke, and 
all-cause mortality. 

ALLHAT iuggests some modification in 
this notion Different antihypenensi~e 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. r I 
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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, CALF.)-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 effeciive 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 (AL&HAT), 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 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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project. 

Q. The money that's being paid to Baylor 

college -of Medicine," do you have any interest in 

that money? 

MS. LESKIN: Objection. Vague. 

Q. Let me ask a different qtrestion. 

Will you be entitled to receive the 

money that is paid to Baylor College of Medicine? 

A. No. 

Q. Have you ever worked with Pfizer in 

the past? 

MS. LESKIN: In any capacity? 

MR. GRAZIANO: Any capacity. 

A. Worked for them -- explain what that 

means. 

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. 

SPHERION DEPOSITION SERVICES (212) 490-3430 
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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. And 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 ongoing 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 Medicine or 

this specific group with 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 this type of 

research to continue 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 
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Pfizer to be important? 

MS. LESKIN: Objection. Vague. 

Q. You can answer. 

I guess you have to define important. 

Q. Okay. 

A. What's important mean? 

That's fair enough. I'll 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 

agencies 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 you 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 you were not 

accepted as an expert witness? 

A. + No. 

MR. GRAZIANO: I want to mark this as 

Pool No. 1. 

(Plaintiff's Exhibit 1, Curriculum 

Vitae of James Lewis Pool, M.D., marked for 

identification, as of this date.) 

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

marked as 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. 

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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2 bottom, San Juan, Puerto Rico. 

3 

4 

5 

6 

A. Urn-hum. 

Q. International symposium entitled, "The 

Role of Doxazosin in Lipid Metabolism.tl Do you 

I do. 

8 

see that? 

A. 

Q. 

A. 

Was this' a lecture you gave? 

Yes. 

Q. What did that lecture concern? 

A. It was a description of my research on 

Doxazosin and other alphal-adreoceptor 

13 antagonists and their impact and the mechanism of 

14 that impact on the metabolism of lipoproteins. 

15 

16 

17 

Q. Did that research receive any support 

from Pfizer, if you know? 

A. The two supporting agencies for that 

18 

19 

20 

21 

22 

23 

research was the -- was Pfizer, Abbott 

Laboratories and one government agency which was 

the National Institutes of Health. 

Q. You described Pfizer as a supporting 

agency. Does that mean they contributed money in 

terms of a grant for the research? 

24 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. Correct. 

Q. What did that presentation concern? 

A. Same body of data. As you'll notice, 

one was an international 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 same research project? 

A. That's correct. 

And let's move on to the next one. 

Exhibit 1. Let's see, three down 

entry regarding Japan. It's called 

Q. 

Page 15 of 

there's an 

"The Second International Symposium On Multiple 

Risk Factors In Cardiovascular Disease." 

And then skipping a few words there's 

a part in quotes called llEffects of Doxazosin in 

Hypertensive Patients on Lipids, Platelets 

SPHERION DEPOSITION SERVICES (212) 490-3430 



1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

i4 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 

23 

Pool 

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 describea the dissolution, the 

breakup of intravascular blood clots. 

Q. The additional research you performed, 

was that supported by Pfizer 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 

Ejthibit 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. Urn-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, United States 
I et cetera. 

so it would, 'actually, be the print form of that 

scientific data. 

Q. Okay. What about No. 33, what did 

that abstract concern? 

A. That -- this abstract is my analysis 

of Pool data from an international series of 

studies, United States, including largely our 

data, Europe and Australia and the Asian 

countries, looking at the clinical effects of 

Doxazosin on lipids and lipoproteins. 
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Q. Okay. The work involved 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 answer that. I don't know. 

Q. Was more than one of them from Pfizer? 

A. Certainly, they must have been. 

Q. Did you receive any from Pfizer 

concerning this abstract? 

A. Nothing additional beyond the original 

grants that generated 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? 

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 was published in this journal as the date 

indicated 1987. 

Q. What about the one listed under 

No. 19, what did that concern? 
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4 7 
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9 

d*, 10 

11 Q. Do you recall how much money was 

12 

13 

14 

15 

16 

I.7 entry listed under No. 38, can you briefly 

18 

20 

21 
h -' 22 

23 

24 

25 

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. 

received from Pfizer for that additional 

analysis? 

A. I do not. 

Q. The next page. Actually, skipping 

that page. The following page, page 29, the 

describe what this concerned? 

A. The title 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 oJ1 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 .!.n 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 nervous system promotes 

male symptoms with benign prostatic hyperplasia 

and the potential role of alpha-adrenoceptor 

blockade in reversing those symptoms and 
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And, at the same time, they did not see that in 

the Amlodipine or Lisinopril arm. 

And that the -- for unknown reasons, 

they were seeing an increase in cardiovascular 

morbid events in the'Doxazosin arm greater than 

in the Chlorthalidone arm. 

Q. In your opinion, do those findings 

have any implications for the treatment of 

hypertension? 

MS. LESKIN: Just to clarify, any 

implication? 

MR. GRAZIANO: Yes. 

A. Well, the answer to that is yes. 

Q. And what would the implications be? 

A. Well, the ALLHAT trial is focused on a 

group of high risk patients. Those high risk 

patients, if you use the terminology of the joint 

national committee on prevention detection, 

evaluation and treatment of high blood pressure, 

would stratify the ALLHAT patient population as a' 

Group C risk factor group. 

I think the ALLHAT trial demonstrates 

that that particular patient population is a 

population that the Doxazosin group -- Doxazosin 
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2 treatment recommendations for Group C patients 

3 does not change, correct? 
I@% 

4 A. The treatment recommendations for 

5 Group C patients are to lower their blood 

6 pressures to less than 130 over 85 millimeters of 

7 mercury, which is not something that you can 

8 accomplish with monotherapy. Even the 

9 monotherapy in the majority of those patients is 
__, _ ^ '- " 

10 - the'recommended first and second drugs of choice 

11 in many cases. 

12 Q. Would the interim ALLHAT findings have 

13 any implications for investigating the group of 

14 drugs to be given to Group C either as 

15 monotherapy or add-on therapy? 

16‘ A. We don't know about the add-on 

17 monotherapy because the ALLHAT doesn't actually 

bl 
18 address that issue. 

19 Q. so, at this point, would you make any 

20 changes to add-on therapy as a result of the 

h 
21 interim ALLHAT findings? 

22 A. No, because we don't have -- the data 

23 doesn't speak to that. 

24 Q. Okay. So it's fair to say, in your 

25 opinion, the treatment of Group C patients does 
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1 

2 not change following the ALLHAT findings? 

A. I think that's -- I think that is 

correct, yeah. 

3 
9 

4 

5 Q. And the treatment of Group A and B 

patients does not change either? 

A. That's correct. 

6 
.P 

7 

8 Q. Okay. I want to show you what I'm 

9 
.* 

10 

going to mark as Pool No. 2. 

MR. GRAZIANO: Why don't you mark this 

as Pool No. 2. 11 

12 
8% 

13 

(Plaintiff's Exhibit 2, Letter to the 

editor in Lancet, marked for identification, 

14 as of this date.) 

15 

16 

Q. I'm now showing you what's been marked 

as Pool No. 2. It's a two-page document, but my 

17 concern only focuses on the first page. 

18 

19 

A. Okay. 

Q. And the first question is, the first 

20 page of Exhibit No. 2, do you recognize this 

document? 

A. Yes, I do. 

21 
dr* 

22 

23 Q. What is this document? 

A. This is a letter to the editor or 

what's called commentary in Lancet, March the 

24 
e 

25 
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11th of 2000 by Franz Messerli. 

Q. Do you know who Franz Messerli is? 

A. Yes. 

Q. who is he? 

A. Franz Messerli is an internist that 

practices at the Ochner Clinic, New Orleans. 

Q. Have you worked with him 

professiofially 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 you 

see that paragraph? 

A. Yes. 

, 
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Q. Okay. The third sentence of that 

paragraph says, 'IA11 five of these guidelines 

will have to be amended to the effect that 

Doxazosin, or the whole class of peripheral 

alpha-blockers, should no longer be considered as 

first-line antihypertensive therapy." Do you see 

where I'm reading? 

A. I certainly do. 

Q. Do you agree 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 opinion 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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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 -- 

exactly that, we have 

effective in reducing 

but the focus there is 

data to show that it's 

blood pressure when it's 

added on to other antihypertensive therapy. It 

does not address any'other questions. 

Q. Is there 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 

A. Yes. 

MS. LESKIN: Objection. Vague. 

Q. Do you know if you, yourself, are in 

the minority or the majority in terms of the 

split? 

MS. LESKIN: Objection. Vague. You 

can answer. 

Q. You 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 denominator. 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? 

A. I see this one. 

Q. Do you recognize the document? 

A. Yes. 

Q. What is the document? 

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 physician who has been 

involved in academic medicine for many, many 

years. 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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2 very first sentence there says, 
"The decision to 

3 discontinue the Doxazosin arm of this trial has 

4 important implications. 
.‘ 

First, the assumption 
5 that the most important parameter in treating 

6 hypertension is lowering blood pressure, rather 

7 than‘the drug which blood pressure is lowered, is 

8 challenged" -- 

9 MS. LESKIN: "With which, II. 
10 Q. I'm sorry. -- "with which blood 
11 pressure is lowered, is challenged substantially 
12 by these results." 

13 Do you see the two sentences that I 

14 just read? 

15 

16 

17 

A. Yes, I do. 

Q. I believe the answer was yes, Doctor? 

A. I see those, urn-hum. 

18 Q. 

19' 

Would you agree with those first two 

sentences? 

20 A. I agree with the first sentence. I 

h 

L"a 

21 have a concern about what the author might be 

22 implying with the second sentence. 

23 Q. What do you think he might be implying 

24 with the second sentence? 
_,. 1 

25 Well, my concern about the second 
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sentence is that he can interpret from, again, 

the preliminary data what the secondary end 

points of this trial imply. 

Q. Well, do you believe that's what he's 

doing, or he's raising a concern about the use of 
,, 

the drug Doxazosin to lower blood pressure? 

MS. LESKIN: Objection. Calls for 

specu"lation. 

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 diastolic blood pressure. And there . 
was a 2 to 3 millimeter difference in mean blood 

pressure, in the systolic blood pressure. 

Obviously, that does raise a concern. 

It means that, although it seems like 

2 to 3 millimeters of mercury is incredibly 

trivial, when you apply that across thousands of 

patients, 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 

failure, do you think that could have 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 to 3 millimeters of systolic blood pressure 

difference and higher values in the Doxazosin 

group compared to the diuretic group would 

explain the difference in heart failure. 

Q. Is it possible that there was 

something else 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." 

A. Yes. 

‘Q. Would you agree with that sentence? 

A. I would not agree with that sentence. 

Q. Why not? 

A. Again; the implication of that 

sentence is that the author is mixing fruits. 

He's mixing apples and oranges in the sense that 

what the study has demonstrated is that Doxazosin 

risk patient group, so-called risk Group C, that 

Doxazosin should not be chosen as a superior 

antihypertensive. 

Those are the people that were being 

studied, 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 is that all of the 
: 

clinical 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 

starting drug,treatment, an alpha-adrenergic 

blocker may not be the best choice for initial 

therapy." 

Do you see that paragraph? 

A. I do. 

Q- Would you agree with that paragraph? 

A. Well, I think the problem with that is 

the sweeping nature of it, because that's 

certainly not what the thought leaders in the 

field are telling the practicing 

do. 

physicians to 

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 urged 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 or not, 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 look at a different 

portion of this same document. I just got to see 

if I can decide from my notes here for a moment. 

Okay, yes. 
. - .'. " '..I ,‘S./ 

Going 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 

presentation that begins at the very first page 

of this document that's page 169 and goes through 

173. so why don't you just briefly scan those 

few pages. 

You want me to begin with -- 

Q. The very first page. 

A. 170? 

Q. Yes, 170 or 169 which appears to be 

the title page. What you're looking for, by the 

wayI is an answer to the question, have you ever 

seen this summary before. 

Q. The oral presentation you just 

referred to that referred to the 

findings, correct? 

A. Correct. 

Q. You were aware before 

was an oral presentation? 

ALLHAT interim 

today that there 
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A. That is correct. 

Q. And that that presentation was made 

sometime in March of this year? 

A. In Anaheim, California atthe 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 proven otherwise it 

seems prudent to at least assume that Doxazosin 

is also inferior as a second or third line 

hypertensive 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 Furberg, 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 cha.irman 

of the steering committee for ALLHAT, correct? 

A. Yes. 

Q. Actually, he still has that role 

today? 
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2 A. Yes, he does. 

m 
3 Q. Nonetheless, you believe he was 

4 confused regarding the interim findings of 

5 ALLHAT? 

A 
6 A. No. I think he's confused with his 

7 use of the term. 

8 Q. Which term would that be? 

9 A. The inferior. The sentence that you 

10 pointed out to me, "Until proven otherwise it 

11 seems prudent to at least assume that Doxazosin 

12 
??? 

is also inferior," also implying that it's 

13 inferior. But his own study proves that, in 

14 fact, it's not superior. 

15 Q- Other than him being confused, do you 

16 think it's possible that you and him just have a 

17 disagreement as to the implications of the study? 

18 A. That's possible. 

19 Q. But your belief today is more that he 

20 is misunderstanding the implications of the study 

21 in which he's a chair, correct? 

22 MS. LESKIN: Objection. 

23 Q. You can answer. 

h 
.I 

24 A. No. I think he's misusing the word. 

25 And I'm not sure that, you know, given an 

A 
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opportunity to rephrase that sentence, that, in 

fact, he would keep it in that format. 

Q. I . see Have you ever 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 you ever 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 

SPHERION DEPOSITION SERVICES (212) 490-3430 



1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

'16 

17 

18 

19 

20 

21 

22 

23 

24 

25 

Pool 

80 

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." 

Do you see that sentence? 

A. I do. 

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 talking about cause and effect as 

*opposed to a correlative relationship? 

MS. LESKIN: Objection. Calls for 

speculation. 

Q. If you know. 

A. Could you explain to me what the 

difference is between a cause and effect and a 
.- 

correlative relationship? 

Q. I'll try my best. In other words, 

could Dr. Furberg be saying 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: Objection, as no 

clarification as to the source of that 

notification. 

Q. 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 for 

five years. 

And I think a poll of American 

physicians would -- you would have a reasonable 

number of physicians that would recognize 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 risk factor patients, 
.I .._ L I - ., .i .II _, 

Doxazosin 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: It's his words. 

MS. LESKIN: It's your question. And 

I think it's vague. 

Q. rs Go ahead. You can answer. 

A. I 'would hope that the majority of 

primary care physicians, and let's say those are 

general practice physicians, internists and 

gynecologists, including obstetrics and 

gynecology because their primary care 

responsibility is for women on many occasions, 

and to a certain extent pediatrics, they're 

usually the four groups in the primary care, that 

those groups, the majority of those physicians 

have heard about ALLHAT. And, in fact, probably 

have some sense of even the controversy about 

ALLHAT. 

Q. Okay. 

MS. LESKIN: Is your answer concluded, 

Doctor? Did you finish your answer? 

THE WITNESS: Yes. 
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Q. You just used the words hope, and I 

wanted to distinguish that from any current 

belief you may have. Is 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 believ!?, 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 pre'ss, because 

some physicians are only interested in results 

rather than announcements of trials being 
I 

underway. 
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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 

conducted any 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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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 years 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 
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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 will need to make 

additional recommendations to them. 

And I've been doing that for five 

years. And since the first of the year, people 

are asking me for my interpretations, my 

conclusions of the preliminary results of ALLHAT 

during this interim analysis. 

Q. Okay. And based on that experience, 

you believe that the majority of primary care 

physicians have knowledge of the ALLHAT findings? 

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's Exhibit 7, Poll conducted 

by Migliara/Kaplan Associates, marked for 

identification, as of this date.) 

Q. In front of you has been a document 

that's been marked Pool No. 7. It has the Bates 

,range 05009934 through 9941. It actually appears 

to be a compilation 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 

files and have been marked confidential. 

And under the parties' confidentiality 

order, the court reporter is required to be 
_). 

informed and Dr. Pool is required to be 

informed that these documents have been 

marked as confidential and not to be used 

outside the scope of this litigation. 

MR. GRAZIANO: Thank you. I 

appreciate that. 

Q. 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) .)I 

Do you see that? 

A. Yes. 

Q. Then it says, "Prepared for: Pfizer, 

Inc., Prepared by: Migliara/Kaplan Aksociates.n 

Do you see that? 

A. I do. , 
Q -. Do you know who they are, 

Migliara/Kaplan Associates? 

A. No, I don't. 

Q. Have you ever heard of them? 

A. No, I haven't. 

Q. Okay. Then halfway down the first 

page there's something called "Summary Of 

Findings, Primary Care Physicians." 

"At this point in time, PCP's 

awareness and knowledge of ALLHAT is very low. 

Of the 18 PCPs interviewed in this research: 

"None are aware of ALLHAT on an 
" 

unaided basis. 
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"Seven are aware of ALLHAT on an 

aided basis; and. 

"11 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 you:: 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 I the last paragraph on the page says, "The 

PCPs who are aware of ALLHAT have very little 

i 
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PCPS, (5 out of 7) who have 

recall the name and nothing 

In fact, most of the 

heard of ALLHAT only 

else about the 

trial.ll 

Once again, that 

with your experience, correct, Doctor? 

would be inconsistent 

97 

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 was done on or about that time. 

A. Let me see. When -- when did -- when * 

was the public disclosure, as it were, to the 

American College of Cardiology? Do you have the 

date? 

Q. Yes. I'm going to show you a document 

that may help. 
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A. Let me look at my Palm Pilot and I'll 

have the date I spoke at American College of 

Cardiology. 

Q. Why don't you do that and we'll use 

that date for the moment. 

A. I opened American College of 

Cardiology on -- 1 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 

presentation at the American College of 

Cardiology on the 16th and this is a document 

dated the 15th, then this would -- one would 

assume that someday 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 portion 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 ISth, that's not an assumption. It's based 

on what the document now says in the first full 

paragraph, correct? 

A. Yes. 

MS.' LESKIN: Just to clarify, the 

document, which is Exhibit 7, the last line 

of the first paragraph says, "interviews , . ., 
were conducted between March 9 and March 

15." 

Q. Let's go back to the NHLBI press 

release marked earlier today as Exhibit No. 4. 

That press release, if you go back to 

Exhibit No. 4, was dated March 8th of 2000. 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 results 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. You are aware of the use of statistics 

in sampling, correct? 

A. Correct. , ___., _, '~ _ 
Q. You didn't attempt to do any 

scientific studies yourself regarding the 

atiareness of primary care patients of the ALLHAT? 

A. I did not. 

Q- You have no basis today to testify 

scientifically as to how many physicians are 
^ _ I., ,'. 

aware of ALLHAT versus how many are not? 
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A. I do not. 2 

3 

4 

Q. Okay. I want you to look at the page 

of this same document, Exhibit No. 7, marked 

5 938. Tell me if you find that page. 

6 A. I have page 938. 

7 Q. Okay. At the top of that page, 

8 there's a section called "Conclusions" and I'll 

9 

h 
10 

read to you the paragraph I want you to focus on, 

which is, "At this point in time, awareness 

11 levels for ALLHAT are very low for PCPs, high for 

12 
t??? 

13 

Cardiologists, and moderate for Urologists. 

However, knowledge of the trial's preliminary 

results is minimal for all the specialties." 

Do you see that? 

A. Yes. 

14 

15 
h 

16 

17 Q. Assuming that conclusion to be true 

18 
9 

19 

for the moment, would that have been different 

from your belief? 

20 A. Yes. 

21 
3 

22 

Q. And how would it have been different? _ , 

A. My -- my interaction with the primary 

23 

24 
@Y 

25 

care physicians, again, defined as family 

practice, internal medicine, obstetrics, 

gynecology and pediatrics, which would be 
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these numbers. 

Q. Now, we were talking 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 increased after March 16th, the date 

of the conference we were talking about? 

A. Because of public information? 
. 

Q- Yes .- 

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. 

Q. 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 is 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 remains low." 

Do you see that? 

A. Yes. 

Q. Assuming that that statement is true, 

would that be inconsistent 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 
(‘..,i 

United States right under Spain. 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,fl 

and in parentheses it says, "11 PCPs, 5 Cards, 12 

Uros." 

Do you see that? 

A. Yes. 

Q. Okay. Would that be inconsistent with 
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16 

17 

18 there's no answer for Japan. If you see what it 

19 says under Japan, it says, "The recruiting 

20 

21 
", 

22 

23 A. No. 

24 

25 

Pool 
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your belief? 

A. That is correct. 

Q. Okay. Do you have any beliefs about 

other foreign countries' awareness levels such as 

Spain or U.K. or Japan or Italy, or is that 

beyond your unscientific experience? 

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. 

Q. With any of these other foreign 

countries listed here? The reason I say that, 

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.? 

Q. Okay. Going back to Exhibit No. 7 for 

the moment, do you know of any reason why Pfizer 
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5 1 

2 would have requested Migliara/Kaplan Associates 

3 to prepare the survey that's evidenced in the 

.bF", 4 document? 

5 MS. LESKIN: Objection. Calls for 

6 

m 7 

8 

9 

10 

11 

12 

e 13 

14 

15 

16 

17 

18 
a 

19 

20 

21 
1IA! 22 

23 

24 
*3 
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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 been marked 

as No. 8. It's another document marked 

confidential for the record. This has the Bates 

range 05 000712 through 732. I do not believe 

this is a document 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. 
_,, 1. "' 2‘ . 

MS. LESKIN: The fourth page? 
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2 MR. GRAZIANO: The fourth page, I'm 

3 

4 

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. 

8 

9 

10 

Wave Two, "U.S., Japan, Spain, Italy, U K . * I after 

the American College of Cardiology meeting, 

March 15th.11 

11 

12 

13 

The American College of Cardiology, 

March 15th, that's the same meeting you were 

referring to earlier where you had an unrelated 

14 

15 

16 

17 

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 

18 

19 

20 

21 

the information on this page is accurate, I 
"I '. j 

understand you have not seen it before, under 

U.S. Wave 2, which I'll ask you to assume took . 

22 

23 

24 

place after the American College of Cardiology 

meeting, specifically for PCPs, which I'll ask 

you to assume stands for primary care physicians, 

the document indicates that 60 percent or 12 out 

25 of 20 primary care physicians were unaware of the 
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ALLHAT study. Do you see where I'm referring to? 

A. Yes, urn-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. That's 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 

unscientific experiences of awareness levels of 

ALLHAT, correct? 

A. Correct. 

Q. One thing I haven't asked you so far, 

I will now, I assume you've been retained in this 

case by Pfizer -- I'm sorry -- 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? 
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2 leading the pack in terms of their knowledge 

about ALLHAT. 

Q. Okay. What percentage of those 

of physicians, cardiologists, do you.think 

know about the interim ALLHAT findings -- 

MS. LESKIN: Objection. 

3 

types 
should 

4 

5 

6 

7 

8 Q. -- in the ideal world? 

9 

10 

' MS. LESKIN: Objection. Calls for 

speculation, hypothetical. 

11 Q. You can answer the question. 

12 A. Hypothetically, we want every 

13 physician to know the body of data that is 

14 critical for the care of any patient that's in 

15 

16 

front of them. Now, that's the ideal world. 

Beyond that ideal number, you can -- it's 

17 everybody's opinion as to what we can accomplish. 

18 Q. The ideal number would be 100 percent, 

then? 

20 A. Certainly. 

21 

22 

Q. Now, what about primary care 

physicians, what would the ideal number of 

23 primary care physicians who should know about the 

ALLHAT interim findings be, in your opinion? 

MS. LESKIN: Objection. The question 

24 

25 
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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. SO 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 ALLHAT'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 6? 

MR. GRAZIANO: Pool Exhibit 7. 

THE WITNESS: No. 6. , 

MR. GRAZIANO: It's 6? 

MS. LESKIN: 6. 
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the core issues that we've just talked about 

before this document, just as the document to the 

physician is trying to reemphasize the JNCVI 

recommendations for treatment of a particular 

subgroup of patients. 

Let's say 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 address. 

I'm not sure that it's in the best 

interest of the patient to raise questions which 

really don't have any import to them. 

Q. Would it be in the best interest of 

the patient to consult with their physicians to 

reassess their use of Cardura, given ALLHAT's 

findings? 

A. If they, in fact, are Group Cs, it 

actually could be very valuable because it 
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could -- the ALLHAT trial -- and even the 

questions about Doxazosin in the ALLHAT trial 

actually can be -- could be very valuable for the 

Cs to refocus physicians and their patients on 

what we really know. 

Q. so, at least, for the Group C 

population, this notice could cause something 

that would be in the patient's best interest, and 

that is a consultation with their doctors, 

correct? 

MS. LESKIN: Objection. Misstates the 

testimony. 

Q. You can answer. . 

A. Well, I guess the issue is, we're in 

hopes that every hypertensive is getting u.sual 

and customary care for their blood pressure and 

somebody is documenting, first, that they're 

taking their medications and, second, that their 

blood pressure is under control. And you can't 

do that without making a physical -- being 

physically 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 
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The American College of Cardiology (ACC) issued a press statement following the 
ALLHAT presentation by Drs. Davis and F'urberg on March 15, 2000. In this 
statement, they recommended that physicians 
prescribed drug, 

"discontinue use of a widely 
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. 
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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. 
. 

k 

ARNOLD LIEBMAN, 

PFIZER, INC., 

Defendant. 

AFFIDAVIT OF DR. LAWRENCE R IQZAI$OFF !NSlJPPORT OF 
PLAINTIFFS’ APPLICATION FOR AN ORDER TO SHOW CAUSE 

STATE OF NEW JERSEY ) 
. ss.: 

COUNTY OF BERGEN i 

Dr. Lawrence R. IQ&off, 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 plaintiffs’ 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 been a 



member of many cardiovascular study sections of the National Heart, Lung and Blood Institute 

(the *NBi,,BI~); have served as a contributor to the Sixth Report of the Joint National Committee 

on Prevention, Detection, Evaluation, and Treatment of High Blood Ressure; and have worked 

on more than 120 original articles, editorials and book chapters devoted to hypertension and 

related cardiovascular disorders. My ctnrlcuhnn vitae is attached hereto as Exhibit A. I am not 

involved wi+ 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 tbe NHLWs 

Antihypertensive Lipid Lowering to Prevent Heart Attack Trial (“ALLHAT”) 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 Cardum demonstrated efficacy (antihypWtensive effect) and low frequency of 

symptomatic adverse effects. 

4. The ALLHA‘I’ 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 in&ted 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 Offtcers 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- 



+rd~ra as compared with the group which was given chlorthalidine, a less expensive and widely 

used antihypertensive diuretic drug. There were also trends suggesting greater fiequcncy of 

ovezall cardiovascular events in the group given Cardura as compared with the group given 

chlotiha&dine. 

5. Drug treatment of hypertension is eff&tive for prevention of cardiovascular 

mortality (due to stroke or myocardial i&action, sudden death) and morbidity (non-fata stroke, 

myocardial i&action, development of congestive heart failure). ALLHAT \ivas specifically 

designed to address whether the benefit conferred by antihypertmsve 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 likeiy to provide definitive 

answczrs 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 conccmed 

Cardura and described an unexpected but highly significant difference between those groups 

treated with Cardura (doxazosin) and chlorthalidinc, a less expensive and widely used 

antihypefiensive diuretic drug. During the course of 3-4 years of observation, overall 

hospitalization for heart failure was twice as high in the Cardtxra group, compared to the 

chlorthalidine group. No such pattern appeared for the other two drugs used in the trial, lisinopril 

(marketed as Prinivil and Z&tril), an Ace inhibitor, or amlodipine (marketed as NOMSC), a 

calcium channel blocker. Over the course of the study, heart tifure occizred in 8.13% with 

Cardura and 4.45% with chlorthalidine; the difference in these rates implies that about 1 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 

hos$a!ization for patients for heart failure treated with Cardura compared to chlorthalidine) and, 

in my opinion, requires a cornPrehensive and widely disseminated warning to physicians and 

patients to prevent unnecessary cardiovascular morbidity in the immediate Mum. 

7, Given this adverse outcome, Cardura shouId no Ionger be prescribed as a “first 

line” drug to treat hypertension. For hypertensive patients when used in cotibiiion with other 

antihypertensive drugs (as a second or third line drug) or for other indications (prostatic 

hypetirophy), Cardura may be appropriate therapy. It is inappropriate to use C!ardura other than 

as previously described and patients and physicians should be made 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 Carduxa 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 heen 

avoided. 

9. I have reviewed the proposed notices sought by plaintiffs herein and believe that 

they are appropriate and necessaty under the circumstances. First, direct patient notification is 

essential as medical practitioners cannot be expected to individually review their patient fifes, 

determhe 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 
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regarding the treatment of hypertension and a written uniform notification is the most effective 

means to communicate such tiormation. 

10. It is universally a@ that optimal treatment of hypertension with 

antihypertensive drugs should maximally prevent the complications of hypertension which are 

stroke and heart &ease, including heart ftihue. Given the AL+LE?AT results, in my opinion, the 

relief sought by plaintiffs herein should be granted. 

Sworn to before me this 
7th day of September 2000 

‘MARGARET R. MAHER ,’ 
NOTARY PUBLIC OF NEW JERSEY 

MY COMMlSSlON EXPJRES OCTOBER 13,ZQjj 
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Dr. Curt L). Furbcrg, being duly sworn, deposes and says: 

I 1 aln Prcjfessor of Public Health Sciences and also the Antihypertensivc Lipid 

Lowering 10 Preverii Heart Attack 'frisl ("ALLHAT") Sreering Committee Chairman i1113, at 

rcqtlesr, I submit this affidavit in support of plaintiffs’ request tbr injunclive relit5 My 

w-riculum vilae is attached hereto DS I:xhibit A. 



Sent by: DR. CURT FURBERG 
$$* : 
_ * . * 
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2. Attached hereto as Exhibit B is a copy of’ the published scientific article prepared 

d by the ALLliAT (M’icers and CoordinatcVs (including myself as Chairman) which sets Ibrth rho 

objective, design and imerim results trfthe ALLMAT study. 

7 . . Thr: Al.1 .I [AT study is the largest single clinical trial being conducted in the past 

or present to compsre several irnponant and widely used classes-‘Pf’antihypc~cl~sivc JrrJ# for 

their preventive effect of’curdiovaszular mortality and morbidity. Carduta (generic ~~unc 

* doxazosin) VW one ofrho four antihypenenrivc dogs chosen CO he included in the ALL.1 IAT 

study for contrast with other drugs. The interim results of the ALL1 IAT study (concerrriug 

Cardura) are set forth in Exhibit l3. The results demonstrate that there is a twolbld higher risk of 

new, hospitaliM or fati heart failure in the group of the ALLfIAT study given Curdura uli 

compared with the group which was given chlorthalidine, a less expensive and widely used 

A 
tintihypenensivc diuretic drug. There were also trends suggesting greater fiiequency ol’r~zwll 

cardiovascular events and stroke in the group given Cardura as compared with the group given 

chlonhaljdine. 

4. Drug treatment of hypertension is effective for prcvcntion of cardlovascuhlr 

mcrrtaliry (due to stroke, myocardial inlhrction or sudden death) and morbidity (n<W-fim~l stroke, 

myocardial infarction or development of congestive hean failure). ALLHAT was specifically 

designed to address whether the benefit conferred by older antihypenensivc drug thel:q)y is 

shared equally by several widely use& newer drug classes and compared thcsc drug clarsc~ with 

ltirge enough groups of patients ro dctcct moderate but important differences among: trc;ltnrents, 

should they be prcscnt. In my opinion, ALLHAT is a crucial study, that was well designed and 

OCT-ll-20@0 14: 15 335 716 0395 95% P.03 
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highly likely to provide definitive answers to very important and previously unresolved questions 

th;~r bcilr directly on how physicians sho\;ld trW hypertension. 

5. The firer report of health-related outcomes provided by ALLHA’I‘ concerned 

C;rrdura and de&h& an unexpected but important and highly signilicant difference between 

those groups treated with CarJura (doxa&n) and chlotthalidink, a less expensive and widely 

used antihypertensive diuretic drug. During the course of 3-4 years of observation, ovcml! new, 

hospitalized and fatal heart failure was rwice OS high in the Cardura group, compared to the 

chlorthalidine group. Over rhe course of the study, heart Failure occurred in 8.13% Nith Cardurn 

and 4.45% with chlorthalidine; the difference in these rates implies that about 1 ofeve~y 27 

palienrs treated with Cardura instead ofchlorthalidine would be expected to develop, be 

hospit&zed or die from congestive heart Ihilure. This is a highly unfavorable outcontc (the two- 

fold higher risk ol’ heart failure for paCents treated with Cardura compared to chlorthalittine) and, 

in any opinion, merits a comprehensive and widely disseminated warning to physicians and 

paCents LO prevent unnecessary cardiovascular mortality and morbidity in the future. 

6. (iivttn this adverse outcome, CIardura should no longer be prescribed M H “first 

lint? drug to treat hypertension. For hypertensive patients, Cardura, when used in combination 

with other amihypcrtensive drugs (as a second or third line drug) or for other indicariotw 

. 
(prostatic hypcrtrophy), may or may not he appropriate therapy. 

7. To this date, I am unaware of any action by Pfizer to change its product label, to 

4% notify physicians (by advertising or direct contact) or to make the public aware (by Jirecr-to- 

c;t)nsumtr notification or advertising) that use of Cardura as a first-line antihypertensivr; agent iS 

related to increased risk dcongesrivc heart failure. Pfiztr’r delay in providiag such ootilictilioI1 

-3- 
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may every year cause thousands of unnecessary cases of heart failure among the large number op 

hypertensive patients who currently USC Cardur;l. I am also unaware of any action by the United 

States Food & Drug Atiministra~ion in response to the AI,I,HAT findings. 

8. I have reviewed the proporcd notices sought by plaintiffs attached heretlj as 

Exhibils C and D and believe that they arc appropriate under thi: circumstances. Firsr, written 

notice to physicians is required as all doctors treating hypcrtcnsion should he aware ol’the crucial 

ALLI 1 AT study and irs implications ragarding the Ireatment of hypertension anrl a wriritn 

uniform notification mtly be the most effective means t.o communicate such inforrna~ion. 

Second, direct patient notification may be essential ai medical practitioners cannot be expected 

to individually review Iheirpaticnt files, dctcrmine who has been prescribed C’ardura for rhc 

Ircutmenl of hypertension and provide individual notice to all such persons. Similar notices were 

sent to Cardura users and administrators in the ALLLIAT sbdy. All ALLHAT p&arht.s who 

rcccivcd Carduru in the study Wore: taken olr’this medication in order to avoid excess risk ofhcae 

failure and orher cardiovascular events. Pfizer agreed with this decision to termirlate rhl: Cardura 

arm of the ALL1 IA'1' study, given the ALlJfAT findings. 

9. The optimal treatment. of hypertension with antihyperrcnsivc drugs sho~~ld 

muximally prevent the major complications of hypertension which are stroke and hetin disease, 

including hea? fiilure. Given the ALLt4AT results, in my personal opinion, the rclicl’sl)ught by 

plaintiffs hcrcin should be grmd 
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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 treatment 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. 



‘ 



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, chlorthahdone. 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 19,200O. 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. 
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