

















It’s the Calories that Count

he desire to lose weight is a

near obsession in modern

America. And no wonder: 50
percent of Americans are considered to
be overweight, a percentage that has
been increasing for 30 years. It is
therefore no surprise that we are sub-
jected to a daily barrage of quick-fix
solutions: diets guaranteed to remove
unwanted pounds and transform the
couch potato into a supermodel almost
overnight. No fewer than 700 weight
loss books have been published since
1997 and the combination of book
sales, diet pills, nutritional supplements
and weight loss programs yields a tidy
$33 billion in revenue to often-unscru-
pulous entrepreneurs.

But is there any science behind the
extravagant claims? The U.S. Depart-
ment of Agriculture (USDA) recently
released a report assessing all studies
of the major diets in the scientific
literature, weighing the reports accord-
ing to their quality. Their conclusion
may sound familiar: the best way to
lose and maintain weight loss is to
reduce caloric intake and to exercise
faithfully.

The USDA report grouped the diets
into three categories: high-fat, low-
carbohydrate diets (e.g., Dr. Atkins’
New Diet Revolution, Protein Power
and Life Without Bread); moderate-fat
diets (e.g., USDA Food Guide Pyramid,
DASH diet and Weight Watchers); and
low-fat and very-low-fat diets (e.g., Dr.
Dean Ornish’s Program for Reversing
Heart Disease, Eat More, Weigh Less

and The New Pritikin Program).

The report found that one can lose
weight with any of these diets, even in
the absence of exercise, as long as
caloric intake is reduced to about 1,400
to 1,500 calories/day. If that sounds
like good news, consider the follow-
ing: the average American consumes
2,200 calories/day! Of course, you can
reduce your caloric intake to less than
the 1,400 to 1,500 calories/day and still
lose weight if you supplement your
diet with even moderate exercise. (A
practical approach to weight loss com-
bining a moderate amount of exercise
with modest dietary changes is de-
scribed in the November 1999 issue of
the Health Letter.) .

The USDA’s main conclusion is suc-
cinct: “Diets that reduce caloric intake
result in weight loss.” This simple state-
ment directly addresses some of the
myths perpetrated by the diet industry.
The diets may have more in common
than the hype suggests inasmuch as all
involve caloric restriction. And if the
Atkins diet seems to lead to particularly
rapid weight loss, it is probably be-
cause in the short term the diet leads to
more loss of water than body fat. This
water weight is regained as soon as
dieting stops. Unfortunately, most of
the available data have been gathered
from relatively short term studies, so
there is little information on how to
maintain appropriate body weight.

There are, however, some impor-
tant nutritional distinctions between
the diets. According to the USDA, the
only diet that is nutritionally adequate
is the moderate-fat diet. In contrast, the
other two diets are deficient in various
essential vitamins and minerals. High-
fat, low-carbohydrate diets are low in
vitamins E, A, thiamine, B6, and folate
as well as calcium, magnesium, iron,
zinc, potassium and dietary fiber. They
are also high in saturated fat and cho-
lesterol. Very low-fat diets are deficient
in vitamins B12 and E and provide
insufficient zinc. Of the three diets,
moderate-fat diets have been shown
most convincingly to improve choles-
terol profiles.

Overall, therefore, the safest and
most effective way to reduce weight is
to adhere to a moderate-fat diet: con-
sume no more than 30 percent of
calories as fat, limit protein to 20 per-
cent of the diet and consume complex
carbohydrates, fruits, vegetables and
grains in relatively larger quantities.

Many people interested in weight
loss hope that there is some simple,
comfortable, and quick road to lose the
unwanted pounds and keep them off.
In reality, the road is blocked by calo-
ries. Eating a little less and exercising a
little more, on a regular, sustained
basis is the only way around the road-
block.

COit.

Name of Product: Problem

Wooden Pull Toys; Wooden pegs can come off of these toys, posing

a choking hazard to young children

Lot # Quantity and Distribution: Manufactirer

Dog pull toy is 10 inches long and 5 inches high. Dog’s legs are

attached to wooden wheels with small pegs. A black string with a large
wooden ball on the end is connected to the front of the toy; 2,900 sold
at Pottery Barn Kids store in Corte Madera, California, and Pottery Barn
Outlet stores in Virginia, Texas, Georgia, Tennessee and Ohio from
June 2000 through January 2001; Pottery Barn Kids, San Francisco,
California (866) 428-6467
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COX-2 Inhibitors Vioxx and Celebrex: Keep Staying
Away—It Gets Worse

hen Vioxx and Celebrex
were approved about two
years ago, we were (uite

skeptical about the claims that they
were much safer in the gastrointestinal
(GD) tract than other, older nonsteroi-
dal anti-inflammatory drugs (NSAIDs).
At the time of approval, neither Merck
(Vioxx) nor Pharmacia (Celebrex) had
done the comparative long term, higher
dose randomized trials in which the
newer COX-2 inhibitor drug would be
compared to the least dangerous of
these older drugs such as ibuprofen
(Motrin) to find out if there is a statis-
tically significantly lower amount of
serious GI complications such as per-
forations, ulcers or bleeding with the
COX-2 inhibitor drug. In addition, we
were worried, as we are about any new
drug that does not have an important
advantage over existing drugs, about
hidden dangers. This is especially true
for the COX-2 inhibitors since they
affect so many different parts of the
body.

GI Toxicity

Prior to recent FDA advisory com-
mittee meetings, the two companies
submitted new studies which they
hoped would convince the FDA to
allow the labels of their drugs to state
that they were safer, as far as GI
toxicity, than the older NSAIDs.
Pharmacia played more by the rules
and conducted randomized studies in
which Celebrex was compared with
either ibuprofen or diclofenac, the two
. NSAIDs with the least GI toxicity. The
study failed to show a significantly
lower amount of these serious GI ad-
verse effects for Celebrex, compared to
the other drugs. Cheating, somewhat,
Merck decided that Vioxx would prob-
ably appear to have a more favorable
safety profile if it was compared to a
more-dangerous-than-ibuprofen/
diclofenac-NSAID and they chose
naproxen as the comparator drug for
their study. Although the Merck study
did find a statistically significantly lower
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amount of serious GI complications
with Vioxx compared to naproxen,
there were several other problems,
beyond the wrong choice of naproxen
for comparison, which make the find-
ings not really applicable to the general
population of people using Vioxx. First,
the study was limited to people who
had rheumatoid arthritis, a disease for
which Vioxx is not even approved.
Second, almost 60 percent of the people
in the study were simultaneously using
steroids such as prednisone as adjunc-
tive treatment for their rheumatoid ar-
thritis. Since steroids themselves can
cause ulcers, this distorts the findings.
We agree with the conclusions of
FDA’s Office of Postmarketing Drug
Risk Assessment that the 73 deaths
seen with celecoxib [Celebrex](36) or
rofecoxib [Vioxx](37) from gastrointes-
tinal bleeding, obstruction, perforation
or stenosis show that the current label-
ing for the two drugs “reflect(s] the risk
of fatal gastrointestinal bleeding, ob-
struction, perforation or stenosis.”

Cardiovascular Toxicity

In a recent study published in the
Proceedings of the National Academy
of Sciences, the ability of rabbits to
withstand temporary experimental coro-
nary artery occlusion was significantly
impaired by treatment with celecoxib
which completely blocked the
cardioprotective effects of the COX-2
enzyme. The authors of that study
concluded that COX-2 enzyme is a
“cardioprotective protein.” Therefore,
it is implied, drugs which block this
cardioprotective enzyme, such as COX-
2 inhibitors, may neutralize its protec-
tive effects.

In Merck’s study comparing Vioxx
to naproxen, there was a highly statis-
tically significant five-fold increase in
heart attacks in the overall Vioxx group
(0.5 percent) compared to the naproxen
group (0.1 percent). This amounted to
approximately 20 heart attacks with
Vioxx (out of 4047 patients) compared
with 4 with naproxen (out of 4029

patients). This increased number of
heart attacks was also accompanied by
an increase in other thrombotic (blood
clotting) adverse effects such as strokes
and blood clots in the legs as well as
problems with hypertension in the
Vioxx group compared with the
naproxen group.

Although the Celebrex study did not
find a significantly elevated number of
heart attacks in those using that drug
compared with those using the older
NSAIDs (ibuprofen or diclofenac), there
was also cause for concern about heart
toxicity with that drug. FDA Cardio-
Renal division reviewer Dr.
Throckmorton found that “the inci-
dence of adverse events related to
cardiac ischemia (decreased blood flow
to the heart) was higher in the celecoxib
[Celebrex] group...and was most pro-
nounced in the group of patients not
taking ASA (aspirin)” as a cardiovascu-
lar protective drug. In these patients
the rate of myocardial infarction was
also highest in the celecoxib group (0.2
percent) compared with users of the
other two drugs (0.1 percent). For all
patients, on and off aspirin, there was
a higher incidence of atrial fibrillation,
a cardiac arrhythmia, in the celecoxib
group than in either of the other two
groups, again more pronounced in the
group not taking aspirin. The author
concluded by stating that “the data do
not exclude a less apparent pro-throm-
botic [blood clot forming] effect of
celecoxib, reflected in the relative rates
of cardiac adverse events related to
ischemia.”

Once again, a seemingly magic bul-
let appears to have self-destructed as
research reveals the larger context in
which it operates—the risks as well as
the benefits. The benefits of COX-2
inhibitors as far as reducing GI toxicity
appear to have been grossly exagger-
ated and oversold. Years after the re-
search on these benefits was done, a
rapid accumulation of evidence on

continued on page 10



Consumer Product Safety Commission Finally Sees
the Light on Lead in Candles

and over a quarter of a century, but

the Consumer Product Safety Com-
mission (CPSC) seems finally to have
acted responsibly. On February 13, 2001,
the Commission voted unanimously to
grant Public Citizen’s petition (see April,
2000 issue of the Health Letter) toban the
sale of candles with lead wicks.

Lead is a known health hazard, par-
ticularly for fetuses and young children.
Numerous studies have linked the chemi-
cal to brain damage, developmental dis-
orders and low IQ. Public health
authorities have agreed for decades that
any unnecessary exposure tolead should
be avoided.

Some unscrupulous manufacturersuse
lead or other metals in candle wicks to
keep the wick upright while manufactur-
ing and buming the candle. In Europe,
no manufacturers use metal wicks, so
clearly they are unnecessary.

Yet, when Public Citizen first peti-
tioned CPSC to ban candles with lead
wicks in 1973, the agency succumbed to

It took two Public Citizen petitions

the self-serving entreaties of industry and
agreed to a voluntary ban. Not surpris-
ingly, before the decade was out, U.S.
manufacturers resumed production of
the toxic chemical.

In early 2000, Public Citizen did a
study documenting the presence of lead
wicks in candles sold by major retailers
in the Baltimore-Washington area. The
study, subsequently published in the
Journal of the American Medical Asso-
ciation (see the August, 2000 issue of the
Heaith Letter), showed that 30 percent of
candles had wicks containing metal cores
(mostly zinc and tin) and that 10 percent
of these had enough lead to produce
room air lead levels 10-36 times those
permitted by the Environmental Protec-
tion Agency. With ongoing exposure,
these candles could raise a child’s blood
level well beyond those established as
dangerous by the U.S. government.

It seems the CPSC has finally seen the
light. In December 2000, Commission staff
recommended that lead wicks be banned
and in February the CPSC Commissioners

voted 3-0 to grant Public Citizen’s petition.
The agency now hastogothrougha public
rulemaking process that could take more
thanayear. Inthe meantime, PublicCitizen
isurging consumers tonotbuy any candles
with metal wicks (lead-wicked candles
cannotbe readily distinguished fromwicks
made from other metals) and to not bum
or retum to the store any metal-wicked
candles they may have purchased already.

This pattern of events echoes what
we have often seen before with other
regulatory agencies. All-too-often, agen-
cies fail to exert their legitimate authority
and instead fall for empty promises from
industry. The lead-wicked candle case is
one of the best recent examples of the
folly of taking this path—the agency,
after removing the accumulated egg from
its face, has finally realized that the
candle industry could not be trusted and
reversed itself. But why must it take 27
years of needlessly exposing children to
this toxin to finally bring the agency to its
senses?

DRUG PRICING, from page 4

with two qualifications: the invention
must be used for governmental pur-
poses, and a reasonable royalty must be
paid to the patent owner.

That the law could achieve huge
savings for the taxpayers was dramati-
cally illustrated in a 1971 speech by
monopoly subcommittee chairman
Gaylord Nelson (D-Wis.). While the
Veterans Administration was buying
the tranquilizer meprobamate in Den-
mark for $1.55 per 500 tablets, he
pointed out, Carter-Wallace was charg-
ing U.S. pharmacists $26 for the same
quantity of meprobamate under the
brand named Miltown.

Section 1498(a) could be used to
target any brand name medicine with
very low production costs but very high
prices. A drug manufacturer contend-
ing that the government’s price is un-
reasonable can sue the United States.
Tosucceed in court, however, the owner

must first establish the patent’s validity.
This can be extremely difficult, as Carter-
Wallace found out. Seeking a generic
version of Miltown, the government
invoked 1498(a), and the company sued.
But after a years-long battle with the
Justice Department, a court ruled the
patent invalid in 1972.

Only after proving validity can the
manufacturer go to the next step: trying
to show that the govermnment’s price is
unreasonable. To do this a drug manu-
facturer would have to disclose produc-
tion costs. Brand name medicine
manufacturers hate that idea.

A promising new idea came from
Rep. Thomas H. Allen (D-Maine), who
in 1999 proposed a bill that would allow
pharmacies to buy drugs for Medicare
beneficiaries at the best price paid by
the govemnment. As things stand, the
beneficiaries pay retail prices that, on
average, are nearly twice those paid by
Medicaid, the VA, and big HMOs and

hospitals. For example, Allen said, a
prescription for Prilosec that cost an
average customer $114.56 cost a large-
scale buyer $59.10; the figures for Zoloft
were $220.45 vs. $115.70.

The GOP-controlled House Com-
merce Committee held no hearings on
the bill, and it died. But Allen, encour-
aged by having 152 co-sponsors (al-
though none were Republicans), plans
to re-introduce it.

His bill aside, the proposals for struc-
tural reform of drug prices are old
because the structural problems are
old. The arguments against the reforms
are old, too. Butwhy not a new Kefauver-
type investigation? A subpoena-empow-
ered congressional committee could
determine where sensible incentives
end and profiteering begins. What, ex-
actly, is the case that the leaders on
Capitol Hill, Republican or Democratic,
might make against such an inquiry?
Maybe they should tell us.
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COX-2 INHIBITORS, from page 8
risks is occurring. For an important
enzyme which is close to ubiquitous in
the body, it is less than surprising that
blocking its activity in one part, the
gastrointestinal tract, must be balanced
against the apparently harmful effects
of blocking its critical functions in
other parts of the body.

We strongly urge the retention of
the NSAID class-warning label for these
drugs, possibly adding that there is no

evidence of statistically significant re-
duction in serious GI toxicity for
celecoxib. This should take the form of
a box warning (for all the drugs) which
should be placed at the beginning of
the label.

A second box warning about car-
diovascular toxicity needs to be added.
1t should warn of the lack of platelet
aggregation inhibition of the drugs
which protects those at risk from an
increased occurrence of heart attacks.

In addition, the evidence which is
rapidly accumulating about the heart
damage caused by these drugs must be
mentioned in this cardiovascular box
warning.

What You Can Do

In light of the above discussion, we
continue to advise the patient-protec-
tive five-year-rule for these drugs, as
we do for all other new drugs that are
not breakthroughs. Do Not Use.

OUTRAGE, from page 12

Charles Gibson: But are you saying
that those—that the pictures over-
state, in other words the fellow row-
ing the boat and riding around and
stuff, that—that gives an image that
the drug will do more than it really
can?

Sidney Wolfe: Yes, 1think one of the
standards that the FDA uses is, is
there fair balance between the state-
ment of the benefits of the drugs and
the statement of the risks. And in
many cases, as you would expect an
advertiser to do, they overstate the
benefits and understate the risks...and
lead people to believe that this drug
is going to do much more that it really
is and leave...

Charles Gibson: Butisn’t that awfully
subjective when you're saying, “The
pictures may tell a better story than
the drug really can promise”?

Sidney Wolfe: Well, you have to
analyze what the picture is portray-
ing. Of course it's subjective up to a
point, but there’s also the audio that
is going on, often at the same time.
It's interesting that the risks usually
get the audio treatment, and mean-
while across the screen is flashing the
benefit treatment and that, in many
cases, doesn’t equate to final bal-
ance. And it's many big-selling drugs,
not just Claritin—an allergy drug
which I think you’re going to men-
tion in a couple minutes, but lots of
drugs have been caught with illegal
promotion.

Charles Gibson: Wayne Pines, let me
turn to you. I know the FDA oversees
this butit’s interesting, I find that they
can’t really punish these drug mak-
ers, they can just warn them. Does
that give the drug makers, in effect,
license to say almost anything?

Mr. Wayne Pines (pharmaceutical in-

dustry consultant): No, and I don’t
think that the companies feel that
way. Direct-to-consumer advertising
of prescription drugs is the most
heavily-regulated advertising on tele-
vision. Every word, every nuance is
looked at by the FDA. It’s the only
advertising that I know of which lists
the risks associated with the products
in addition to the benefits. And so I
think that the consumer should be
assured that what they see on televi-
sion, generally, is very accurate and
very, very balanced. There are in-
stances in which there is a lack of
balance, and the FDA moves very,
very quickly and steps in and re-
moves those ads from television.

Charles Gibson: Mr. Pines, do the
drug manufacturers submit these ads
in advance to the FDA?

Wayne Pines: Very often they do.
They’re not required to, but very
continued on page 11
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OUTRAGE, from page 10
often they do just to get the FDA’s
views on the ads. Yes, they do.

Sidney Wolfe: 1 just wanted to com-
ment on that. They are heavily-regu-
lated except: A, the FDA doesn’t have
specific regulations just for direct-to-
consumer ads. They go for the ones—
they’re using the ones that were
designed for doctors. And, B, their
staff is really too small, and, C, they
have to submit these things within 15
days of the time they run them. Wayne
is right that for at least the TV ads,
they often, but not always, submit
them in advance. Of the first 25 TV or
radio ads that ran after the barrier
was lifted in ‘97, though, 60 percent
of them were found to be illegal. So
that, obviously, then—maybe it’s
better now, but still, lots of illegal TV
ads are going on which means that
they really aren’t cleared or some-
times the FDA looks at them and tells
them to do something, and they don’t
pay attention to what the FDA tells
them.

Charles Gibson: You should respond.
Mr. Pines, go ahead.

Wayne Pines: -Well, let me just say
that the number of ads that are found
violative are a small percentage of
the ads that actually run. And once an
ad is found to be violative, compa-
nies move very, very quickly, the
next day, to remove those ads from
television...and replace them with
acceptable advertising.

Sidney. Wolfe: But then the next
month, they’ll come back again. The
fact that there have been 14 times that
ads for Flonase or Flovent, of the
same chemical used for either allergy
or asthma, 14 times these ads have
been found illegal. So they just stop
the one when once they’re caught,
and they come back the next month,

do another one. There are no penal-
ties at all for any of this. The FDA
doesn’t have the ability to put civil
monetary penalties. They have rarely,
if ever, used criminal sanctions, even
for repeat violations. So we’ve got a
real law enforcement problem here.

Charles Gibson: Let me go to Mr.
Pines again. Dr. Wolfe mentions 14
times Flonase cited, 11 times Claritin
was warned by the FDA, three cita-
tions on Celebrex. That doesn’t that
seem as if the drug manufacturers are
sort of skating on thin ice here?

Wayne Pines: Well, I don't think that
they are skating on thin ice. 1 think
that the drug companies are being
responsive to the FDA. In many cases,
as you mentioned earlier, it’s a matter
of do-whats. It's a matter of image.
It's a matter of subjectivity. And in
advertising and trying to compress in
60 seconds all the information that a
consumer needs about a prescription
drug is very, very difficult, and it’s
very, very challenging. But overall, I
just want to say, every single ad,
without exception, without excep-
tion, contains the risks associated
with the products. There have been
some ads that have been counterpro-
ductive that have annunciated the
risks so drastically that consumers
have actually been turned off from
using the product.

Charles Gibson: Let me play one of
these ads. This is a Claritin ad, again
that was cited by the FDA. And you
mention how difficult it is to get in all
the side effects in a short commercial.
Take a look here. (Clip shown from
Claritin TV Commercial.) They have
to squeeze in the side effects there.
They do it, sometimes, in almost
FedEx commercial speed.

Sidney Wolfe: Charlie, that’s a little
bit what I was saying before is that

the visual is someone that’s taking a
drug that’s so great that they can roll
around in hay. I mean, one of the
things these ads don't tell about are
alternative treatments that may be
just as safe or safer and less expen-
sive or prevention, like staying away
from things that cause allergies. But
you heard—you saw the benefits,
and you heard, read as fast as pos-
sible, a list of risks. I think that most
of the people would come away from
that ad—would get the image of the
hay and rolling in the hay and taking
this drug and probably wouldn't re-
member very much about the risk.
The FDA did a study showing that TV
ads are much less likely to convey
risk information.

Charles Gibson: Let me give Wayne
Pines the last word here.

Wayne Pines: 1don't think anybody
would think that you can play bas-
ketball better or roll in the hay by
taking a drug. That's an advertising
approach. Every single ad contains
the risks. What consumers need to
understand is that the advertising is
accurate, and, basically, what the
advertising is trying to do, is to in-
form the consumer about the drug
and encourage a dialogue with the
doctor. Ultimately, it’s up to the doc-
tor to decide whether the drug is
right for the patient.

Sidney Wolfe: Under pressure from
patients. Four hundred and eighty
violations of the law in the last four
years is really unacceptable. The cur-
rent status of advertising on televi-
sion and print of direct-to-consumer
ads are unacceptable. Patients should
be getting objective information when
they get a prescription filled, some-
thing the industry stopped.
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A Discussion of Misleading Drug Ads

The following is a transcript of
Good Morning America, ABC News
which featured Dr. Sidney Wolfe,
Editor of the Health Letter in a debate
with Wayne Pines of APCO World-
wide. The segment was aired on Janu-
ary 3, 2001.

Charles Gibson, co-host: Well, you
see them just about anytime you turn
on your TV, prescription drug ads
that promise relief from everything
from arthritis to postnasal drip, but
are they exaggerating their claims?
The [Food and Drug Administration]
FDA says, in some cases, they are and
has warned numerous companies,
including the makers, for instance, of
the nasal spray Flonase, warned 14
times.

For both sides on this issue, we are
joined now from Washington by

Wayne Pines of APCO Worldwide, a
pharmaceutical industry consultant,
and Dr. Sidney Wolfe, director of the
Public Citizen’'s Health Research
Group, and I welcome both of you.
If I could, let me start with one of
these ads where the FDA has warned
the marketers of this drug a couple—
three times, actually. This is a Celebrex
ad. And then I'm going to come back
and ask you about it. Let’s take a look.

(Clip shown from Celebrex TV com-
mercial)

Charles Gibson: Sidney Wolfe, let me
start with you. That seems fairly be-
nign, what I'm seeing there. Why did
the FDA have objection?

Dr. Sidney Wolfe (Director, Public Citi-
zen Health Research Group):

Well, there have been a series of
Celebrex ads that have gotten into
trouble. I think the main reason for
those ads and for most of the ads is
that they overstate the benefits, they
imply that the drug is much better
that it is and with Celebrex, flaunt
FDA approval for treating pain, for
instance. It’s approved for arthritis.
But I think that the image that you
get, and that’s what television ads
are, it’s an image, overrides the other
kinds of information that should be
in there. Over the last four years
alone, there have been 480 ads that
have run for doctors and patients,
many of them on television, that have
been found illegal, that violate FDA
laws or regulations. So this is a very
common practice, and the compa-
nies just keep repeating.

continued on page 10
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