Merck, the FDA, and
the Vioxx Recall

In 2006, the pharmaceutical giant Merck faced major challenges. Vioxx, the company’s
once best-selling prescription painkiller, had been pulled off the market in September
2004 after Merck learned it increased the risk of heart attacks and strokes. When news
of the recall broke, the company’s stock price had plunged 30 percent to $33 a share. its
lowest point in eight years, where it had hovered since. Standard & Poor’s had down-
graded the company’s outlook from “stable” to “negative.” In late 2004, the Justice
Department had opened a criminal investigation into whether the company had “caused
federal health programs to pay for the prescription drug when its use was not warranted.”'
The Securities and Exchange Commission was inquiring into whether Merck had misled
mnvestors. By late 2005, more than 6,000 lawsuits had been filed, alleging that Vioxx had
caused death or disability. From many quarters, the company faced troubling questions
about the development and marketing of Vioxx, new calls for regulatory reform, and
concerns about its political influence on Capitol Hill. In the words of Senator Charles
Grassley, chairman of a Congressional committee iny estigating the Vioxx case, “a block-
buster drug [had become] a blockbuster disaster.”™

Merck, the company in the eye of this storm, was one of the world’s leading pharma-
ceutical firms.” As shown in Exhibit 1. in 2005 the company ranked fourth in sales, after
Pfizer, Johnson & Johnson, and GlaxoSmithKline. In assets and market value, it ranked
fifth. However, Merck ranked first in profits, earning $7.33 billion on $30.78 billion in
sales (24 percent).

Merck had long enjoyed a reputation as one of the most ethical and socially respon-
sible of the major drug companies. For an unprecedented seven consecutive years (1987
to 1993), Fortune magazine had named Merck its “most admired” company. In 1987,
Merck appeared on the cover of 7ime under the headline. “The Miracle Company.” It
had consistently appeared on lists of best companies to work for and in the portfolios of
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Exhibit 1.

The World’s Top Pharmaceutical Companies, 2005

Company Sales ($bil) Profits (Shil) Assets (Shil) Market Value ($hil)
Pfizer 40.36 6.20 120.06 285.27
Johnson & Johnson 40.01 6.74 46.66 160.96
GlaxoSmithKline 34.16 6.34 29.19 124.79
Merck 30.78 1.33 42,59 108.76
Novartis 26.77 5.40 46.92 116.43
Roche Group 2518 248 4577 95.38
Aventis 21.66 2.29 31.06 62.98
AstraZeneca 20.46 329 23.57 83.03
Bristol-Myers Squibb 19.89 250 26.53 56.05
Abbott Labs 18.99 2.44 26.15 69.27
Source: Forbes 2000, wvailable online at nww. es.com. Listed in order of overall ranki ing int the Forbes 2000

social investment funds. The company’s philanthropy was legendary. In the 1940s, Merck
had given its patent for streptomycin, a powerful antibiotic, to a univ ersity foundation.
Merck was especially admired for its donation of Mectizan. Merck’s scientists had orig-
inally developed this drug for veterinary use, but later discovered that it was an effec-
tive cure for river blindness, a debilitating parasitic disease afflicting some of the world’s
poorest people. When the company realized that the victims of river blindness could not
afford the drug, it decided to give it away for free, in perpetuity.”

In 1950, George W. Merck, the company’s longtime CEO, stated in a speech: “We try
never to forget that medicine is for the people. It is not for the profits. The profits fol-
low, and if we have remembered that, hu never fail to appear. The better we have
remembered that, the larger they have been.” This statement was often repeated tn sub-
sequent years as a touchstone of the company’s core values.

Merck was renowned for its research labs, which had a decades- long record of
achievement, turning out one innovation after another. including drugs for tuberculosis,
cholesterol, hypertension, and AIDS. In the early 2000s, Merck spent around $3 billion
annually on research. Some felt that the company’s culture had been shaped by its
research agenda. Commented the author of a history of Merck, the company was

“intense, driven, loyal, scientifice ly brilliant, collegial, and arrogant.”™ In 2006, although
Merck had several medicines in the pipeline —including vaccines for rotavirus and cer-
vical cancer, and drugs for insomnia, lymphoma, and the effects of stroke—some ana-
lysts worried that the pace of research had slowed significantly.

Estimating the company’s financial liability from the Vioxx lawsuits was difficult.
Some &4 million people had taken the drug worldwide over a five-year period from 1999
to 2004. In testimony before Congress, Dr. David Graham. a staff scientist at the Food
and Drug Administration, estimated that as many as 139,000 people in the United States
had had heart attacks or strokes as a result of taking Vioxx, and about 55,000 of these

this action. See Stephanie Weiss and Kirk 0. Hanson
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Once the FDA had approved a drug, physicians could prescribe it for any purpose,
but the manufacturer could market it only for uses for which it had been approved. There-
fore, companies had an incentive to continue to study approved drugs to provide data
that they were safe and effective for the treatment of other conditions.

In the 1980s, the drug industry and some patient advocates had criticized the FDA
for being too slow to approve new medicines. Patients were concerned that they were
not getting new medicines fast enough, i
were losing sales revenue. Each month 4
$41.7 million in Jost révenue, according to one study. !
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Despite the benefits of PDUFA, some felt that industry-paid fees were a bad idea.
In an editorial published in December 2004, the Journal of the American Medical Asso-
ciation (JAMA) concluded: “It is unreasonable to expect that the same agency that was
responsible for approval of drug licensing and labeling would also be committed to
actively seek evidence to prove itself wrong (i.e.. that the decision to approve the prod-
uct was subsequently shown to be incorrect).” JAMA went on to recommend establish-
ment of a separate agency to monitor drug safety.'’ Dr. David Kessler, a former FDA
commissioner, rejected this idea, responding that “strengthening post-marketing surveil-
lance is certainly in order, but you don’t want competing agencies.”'*

Some evidence suggested that the morale of FDA staff charged with evaluating the
safety of new medicines had been hurt by relentless pressure to bring drugs to market
quickly. In 2002, a survey of agency scientists found that only 13 percent were
“completely confident” that the FDA “final decisions adequately assess the safety of a
drug.” Thirty-one percent were “somewhat confident” and 5 percent lacked “any confi-
dence.” Two-thirds of those surveyed lacked confidence that the agency “adequately mon-
itors the safety of prescription jobs once they are on the market.” And nearly one in five
said they had “been pressured to approve or recommend approval” for a drug “despite
reservations about [its] safety, efficacy or quality.”'®

After the FDA shortened the approval time, the percentage of drugs recalled follow-
ing approval increased from 1.56% for 19931996 to 5.35% for 1997-2001.'° Vioxx was
the ninth drug taken off the market in seven years,

Influence at the Top )

The pharmaceutical industry’s success in accelerating the approval of new drugs reflected its
strong presence in Washington. The major drug companies, their trade association PhARMA
(Pharmaceutical Research and Manufacturers of America), and their executives consistently
donated large sums of money to both political parties and, through their political action com-
mittees, to various candidates. The industry’s political contributions are shown in Exhibit 2.

Following the Congressional ban on soft money contributions in 2003, the industry
shifted much of its contributions to so-called stealth PACs, nonprofit organizations which
were permitted by law to take unlimited donations without revealing their source. These
organizations could, in turn, make “substantial” political expenditures, providing politi-
cal activity was not their primary purpose.’’

In addition, the industry maintained a large corps of lobbyists active in the nation’s
capital. In 2003, for example, drug companies and their trade association spent $108
million on lobbying and hired 824 individual lobbyists, according (0 a report by Public
Citizen.'® Merck spent $40.7 million on lobbying between 1998 and 2004.'° One of the

¥ “Postmarketing Surveillance—Lack of Vigilance, Lack of Trust” Jourmal of the American Medical Association 92,
na. 21 (December 1, 2004, p. 2649,

' “FDA Lax in Drug Safety. Journal Warns,” www.sfgate.com, November 23, 2004

152002 Survey of 846 FOA scientists conducted by the Dffice of the Inspectar General of the Department of Health and
Human Services, wyawv.peerorg/FOAscientistsurvey.

% "Pastmarketing Surveillance.”

7 “Big PhRMA's Stealth PACs: How the Drug industry Uses 501t} Non-Profit Groups to Influence Elections,” Congress
Wateh, September 2004

" “Drug Industry and HMOs Deployed an Army of Nearly 1,000 Lobbyists to Push Medicare Bill, Report Finds,” June 23,
2004, www.citizen.org

" Data available at www publicintagrity org.




Pharmaceutical/Health Products Industry: Political
Contributions 1990—2006

Election Tota| Contributions from Contributions  Soft Money Percentage to
Cycle Contributions Individuals from PACs Contributions Republicans
2006 $5,187,393 $1,753,159 $3,434,234 N/A 70%
2004 $18,181,045 $8,445,485 89,735,560 N/A 66%
2002 $29,441,951 $3,332,040 86,957,382 $19,152,529 74%
2000 $26,688,292 $5,660,457 $5,649,913 $15,377,922 69%
1998 $13,169,694 $2,673,845 $4,107,068 $6,388,781 64%
1996 813,754,796 $3,413518 33,584,217 $6,757,063 66%
1994 $7,706,303 $1,935,150 83,477,146 $2,294,007 56%
1992 $7,924,262 $2,389,370 $3,205,014 $2,329,878 56%
1990 83,237 592 $771,621 82,465,971 N/A 54%
Total $125,291,328 $30,374,643 $42,616,505 $52,300,180 67%
Source: Center for Respansive Politics, 1 W.OpERSeerels. org,

industry’s most effective techniques was to hire former elected officjals or members of
their staffs. For example, Billy Tauzin. formerly a Republican member of Congress from
Louisiana and head of the powerful Committee on Energy and Commerce, which over-
saw the drug industry, became president of PhRMA at 3 reported annual salary of §2
million in 2004.2°

Over the years, the industry’s representatives in Washington had established a highiy
successful record of promoting its political agenda on a range of issues. In addition to
faster drug approvals, these had more recently included a Medicare prescription drug
benefit, patent protections, and restrictions on drug imports from Canada,

N
J

In the 1990s, 80 percent of growth for the big pharmaceutical firms came from so-called
“blockbuster drugs.?! Blockbusters have been defined by Formune magazine as
“medicines that serve vast swaths of the population and garner billions of dollars in
annual revenue.™? The ideal blockbuster, from the companies’ view, was a medicine that
could control chronic but usually nonfatal conditions that afflicted large numbers of peo-
ple with health insurance. These might include, for example, daily maintenance drugs
for high blood pressure or cholesterol. allergies, arthritis pain, or heartburn. Drugs that
could actually cure 4 condition-—and thus would not need to be taken for long periods—
or were intended to treat diseases, like malaria or tuberculosis, that affected mainly the
world’s poor, were often less profitable.

Historically, drug companies focused most of their marketing efforts on prescribing
physicians. The industry hired tens of thousands of sales Tepresentatives—often, attractive
young men and women-—to make the rounds of doctors® offices to talk about new products

that Washington's Revolving Door is Spinning Out of Control,” Public Citizen

Cember 15, 2004, press release

2 The Waning of the Blockhustar,” BusinessWeek, October 18, 2004,

A Waorld of Hul,” Fortune, January 10 2005, p. 20
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and give out free samples.” Drug companies also offered doctors gifts—from free meals
to tickets to sporting events—to cultivate their good will. They also routinely sponsored
continuing education events for physicians, often featuring reports on their own medi-
cines, and supported doctors financially with opportunities 10 consult and to conduct
clinical trials.”* In 2003 Merck spent §422 million to market Vioxx to doctors and
h{)spitals.25

During the early 2000s, when Vioxx and Pfizer's Celebrex were competing head-to-
head. sales representatives for the two firms were hard at work promoting their brand to
doctors. Commented one rheumatologist of the competition between Merck and Pfizer
at the time: “We were all aware that there was a great deal of marketing, Like a Coke-
Pepsi war.2¢ An internal Merck training manual for sales representatives, reported in the
The Wall Street Journal, was titled “Dodge Ball Vioxx.” Tt explained how to “dodge”
doctors’ questions, such as “I am concerned about the cardiovascular effects of Vioxx.”
Merck later said that this document had been taken out of context and that sales repre-
sentatives “were not trained to avoid physician’s quf:stic:rn's.f27

Direct-to-Consumer Advertising )

Although marketing to doctors and hospitals continued to be important, in the late 1990s
the focus shifted somewhat. In 1997, the FDA for the first time allowed drug companies
to advertise directly to consumers. The industry immediately seized this opportunity,
placing numerous ads for drugs—from Viagra to Nexium—on television and in maga-
sines and newspapers. In 2004, the industry spent over $4 billion on such direct-to-
consumer, or DTC, advertising. For example, in one ad for Vioxx, Olympic figure skat-
ing champion Dorothy Hamill glided gracefully across an outdoor ice rink to the tune
of “It’s a Beautiful Morning” by the sixties pop group The Rascals, telling viewers that
she would “not let arthritis stop me.” In all, Merck spent more than $500 million adver-
tising Vioxx.”

The industry’s media blitz for Vioxx and other drugs was highly effective. According
to research by the Harvard School of Public Heath, each dollar spent on DTC advertis-
ing yielded $4.25 in sales.

The drug companies defended DTC ads, saying they informed consumers of newly
available therapies and encouraged people to seek medical treatment. In the age of the
Internet, commented David Jones. an advertising executive whose firm included several
major drug companies, “consumers are becoming much more empowered to make their
own health care decisions.”*”

However, others criticized DTC advertising, saying that it put pressure on doctors to
prescribe drugs that might not be best for the patient. “When a patient comes in and
wants something. there is a desire to serve them,” said David Wofsy. president of the

22|y 2005, 90,000 sales represantatives were employed by the pharmaceutical industry, about one for every eight
doctors, The New York Trmes revealed in an investigative article "Give Me an A« Cheerlgaders Pep Up Drug Sales.”
Novernber 28, 2005) that many companies made a point of hiring former college cheerleaders for this role.

2 The influence of the drug industry on the medical professional 1 documented in Katharing Greider, The Big Fix: How
the Pharmaceutical Industry Aips Off American Consumers (News York: Public Affairs, 2003

% “[yug Pullout,” Modern Healthcare, October 18, 2004,

2 “Marketing of Vioxx. How Merck Played Game of Catch-Up," The New York Times, February 11, 2005.

77 °E_Mails Suggest Merck Knew Vioxd's Dangers at Early Stage.” The Wall Street Journal, November 1, 2004,

28 S Health estimate reported in: "Will Merck Survive Viexx?" Fortune, November 1, 2004

22 “With or Without Vioxx, Orug Ads Proliferate,” The New York Times, December 8, 2004,
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American College of Rheumatology. “There is a desire on the part of physicians, as there
1s on anyone else who provides service, to keep the customer happy.™*® Even some indus-
try executives expressed reservations. Said Hank McKinnell, CEO of Pfizer, “I'm begin-
ning to think that direct-to-consumer ads are part of the problem, By having them on
television without 3 Very strong message that the doctor needs to determine safety, we've
left this impression that all drugs are safe, In fact, no drug is safe.3!

The Rise of Vioxx D

Vioxx, the drug at the center
inhibitor.”

Ll

(bleeding sores in the intestinal tract).*? A
ied each year in the United States from this condition.™
veral years of research and testing by Merck scientists, the FDA

older anti-inﬂammatory
at least partially, under a user’s health

Safety Warnings

Even before the drug was approved, some evidence cast doubt on the safety of Vioxx.
These clues were later confirmed in other studies.

Merck Research: Internal company e-mails suggested that Merck scientists might haye
been worried about the cardiovascular risks of Vioxx as early as its development phase.
In a 1997 e-mail, reported in the The Wall Streer Journal, Dr. Alise Reicin, a Merck
scientist, stated that “the possibility of CV (cardiovascular) events is of great concern.”

A “Smant’ Drug Fails the Safety Test,” The Washington Post, October 3, 2004.

1A Warld of Hurt” fortune, January 10, 2005 p 18,

* "Medicine Fueled by Marketing Intensfied Troubles for Pain Pills,” The New York Times, December 19, 2004,
* "New Scrutiny of Orugs in Vioxx's Family,” The New Vork Times, October 4, 2004,
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U.S. Prescriptions U.S. Sales of Vioxx as %
Dispensed U.S. Sales of TotalMerck Sales
1999 4,845,000 $372,697,000 2.2%
2000 20,630,000 $1,526,382,000 7.6%
2001 25,406,000 $2,084,736,000 9.8%
2002 22,044,000 $1,837,680,000 8.6%
2003 19,959,000 $1,813,391,000 8.1%

2004* 13,994,000 $1,342,236,000 5.9%

*Withdrawn from the market in September 20604

Sources: Columns 1 and 2: IMS Health (www.imshealth comy, Column 3: Merck Annual Reports fwww. merck. con.

She added, apparently sarcastically, “I just can’t wait to be the one to present those results
to senior management!™ A lawyer representing Merck said this e-mail had been taken
out of context.”

VIGOR: A study code-named VIGOR, completed in 2000 after the drug was already
on the market, compared rheumatoid arthritis patients taking Vioxx with another group
taking naproxen (Aleve). Merck financed the research, which was designed to study gas-
trointestinal side effects. The study found-—as the company had expected—that Vioxx
was easier on the stomach than naproxen. But it also found that the Vioxx group had
nearly five times as many heart attacks (7.3 per thousand person-years) as the naproxen
group (1.7 per thousand person-years).”" Publicly, Merck hypothesized that these find-
ings were due to the heart-protective effect of naproxen, rather than to any defect inher-
ent in Vioxx. Privately, however, the company seemed worried. In an internal e-mail dated
March 9, 2000, under the subject line “Vigor,” the company’s research director,
Dr. Edward Scolnick, said that cardiovascular events were “clearly there” and called them
“a shame.” But, he added, “there is always a hazard.”*’ At that time, the company con-
sidered reformulating Vioxx by adding an agent to prevent blood clots (and reduce CV
risk), but then dropped the project.

The FDA was sufficiently concerned by the VIGOR results that it required Merck to
add additional warning language to its label. These changes appeared in April 2002, after
lengthy negotiations between the agency and the company over their wording. ™

Kaiser/Permanente: In August 2004, Dr. David Graham, a scientist at the FDA,
reported the results of a study of the records of 1.4 million patients enrolled in the Kaiser
health maintenance organization in California. He found that patients on high doses of
Vioxx had three times the rate of heart attacks as patients on Celebrex, a competing
COX-2 inhibitor made by Pfizer. Merck discounted this finding. saying that studies of

of Rofecoxib and Naproxen in Patients with Rheumataid Arthritis,”
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patient records were less reliable thap double blind clinjca] studies,” pr. Graham later

charged that hig superiors at the FDA had o i
threats™ if he dig i itici

M

+ 2004, Dr. Peter S. Kim, president of Merck

scientists monitoring the colop polyp study.

of “unacceptable™ rigk 4!

Dr. Kim later described to a eporter for The New Yy Times the urgent decision-

making process that unfolded over the next hours and days as the company responded
to this news,

On Friday., | looked at the data with my team. The first thing vou do is review
the data. We did tha I data, go through it and

ed [CEO Ray

him what . aid, “Fi what was the best
thing for patient safety.” We then Spent Friday and the regt of the weekend going
over the data and analyzing it in different ways and calling up medical experts tq

Set up meetings where We would discuss the data and theijr interpretations and
what to do.*2

why the drug was apparently causing heart attacks. One expert commented that “Merck

prides itself on jts ethical approach. | couldn’t see Merck saying we're £oing to market
a drug with 4 safety problem »#

On Monday, Dr, K;j

. The Washington Past, October 8, 2004,

Fost, Uctober 18, 2004 Detailed data reporied the
287 patients taking Vioxx had suflered a heart atlack,

aking a placebo; 15 gn Vioxx had had a stroke or transient ischemic: attack {minos stroke),
compared with 7 taking a placeho,

2 Widely Usad Arthritis Drug (s Withdrawn " The News York Times, October 1, 2004,
“ “Painfyl Withdrawal for Makers of Vioxx." The Washington Fost October 18, 2004
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