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Almost all the HRs summarized in our review had been
adjusted in the original studies for smoking behavior, clini-
cal conditions, and age, and many studies deleted the first
few years of follow-up to minimize possible effects of illness-
related weight loss. Thus we believe that almost all the stud-
ies in our review were adequately adjusted for these pos-
sible confounding factors.

In general, there is little evidence that illness-related weight
loss is an important source of bias in these types of stud-
ies.” Seriously ill people who have lost large amounts of
weight and are at high risk of dying may not be likely to
participate in population studies.

Willett and colleagues cite a pooled study® that showed
increased mortality in the overweight group. The investi-
gators in that study deleted almost 900 000 individuals, the
majority of the original 1.46 million participants, before ar-
riving at their final results, arguing that it was necessary to
exclude persons who had ever smoked and those with a his-
tory of heart disease or cancer.

As noted in our article, adding the final results of that study
to our analyses did not change our summary HR for over-
weight. Also noted in our article, many studies in our re-
view found that deletions for smoking and preexisting ill-
ness had almost no effect on their results.

We previously showed* that deletions for smoking and
preexisting illness applied to national survey data resulted
in findings that became more strongly negative for the over-
weight category and less positive for the obesity category,
the opposite of the effects hypothesized by Willett and col-
leagues. The validity of results obtained after large-scale de-
letions to adjust for confounding by smoking or preexist-
ing illness has not been demonstrated.

Our findings suggest that self-reported weight and height
contribute more to bias than do smoking and preexisting
illness.
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Mega-Randomized Clinical Trials
for Blockbuster Drugs

To the Editor: Many commonly used medications lack
information regarding their adverse effects, effectiveness
relative to other treatment options, and mortality ben-
efits. In his Viewpoint, Dr Ioannidis' suggested requiring
pharmaceutical companies to fund mega-randomized
clinical trials (RCTs) for medications with more than $1
billion in annual sales, using as an example a trial with
20000 patients, 4 years of follow-up, and mortality as an
outcome.

This plan draws on several popular themes such as lim-
iting or redistributing excessive pharmaceutical company
profits, relying on experimental design for causal infer-
ence, and using objective end points. We believe this plan
lacks feasibility, and its anticipated value is unlikely to jus-
tify its expense.

This proposal’s feasibility rests on conducting RCTs at a
90% discount to current costs. This estimate is derived from
a data simulation study of expert recommendations for gov-
ernment-conducted RCTs that did not specify drug costs.?
Following up 20 000 patients for 4 years using $42 million,
as proposed, provides just $525 per patient-year.

Unless pharmaceutical companies are required to
donate medications, this budget would not cover the
medication costs, which would be $84 million assuming
a minimal drug cost of $3 per day. Regardless of ultimate
RCT costs, pharmaceutical companies would likely pass
these costs onto payers, further increasing health care
expenditures.

The proposed method may also fail to generate suffi-
cient value for many blockbuster medications. Given their
established efficacy, it is unlikely that RCTs of these medi-
cations could ethically include placebo controls. This would
diminish their ability to detect adverse effects because ac-
tive comparators will have their own complications.

Furthermore, active comparator RCTs could either re-
port equivalence given intraclass medication similarities or
statistically significant but clinically insignificant effects due
to excessive statistical power. Mortality would be irrel-
evant for nearly two-thirds of the suggested medications that
address non—mortality-related problems, such as arthritis,
erectile dysfunction, and pain.

Recent initiatives are already addressing many of the
issues underlying this proposal. In 2007, the ability of the
US Food and Drug Administration to require pharmaceu-
tical companies to conduct postapproval monitoring and
remove approved drugs from the market was strength-
ened.’ In 2008, the Food and Drug Administration
launched the Sentinel Initiative to improve drug safety
surveillance.* In 2009, the US government allocated $1.1
billion for comparative effectiveness research.” In 2010,
the US government created the Patient-Centered Out-
comes Research Institute to study clinically important
outcomes.’
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Additionally, other study designs such as pharmacoge-
nomics may provide better value for many medication-
specific issues.
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In Reply: Mega-trials for blockbusters are readily feasible.
There would be no cost for the government or health care
system. Drug production cost to industry (as opposed to
sales cost) is negligible. The proposed mandate could eas-
ily stipulate that blockbuster manufacturers donate drugs
and placebos for such trials. Total cost to the industry
would be approximately 1% of their cumulative sales for
the product.

Assume a reward mechanism in which a positive result
in a trial that takes T years generates a 1-year patent exten-
sion. Expected sales with and without the trial are M’ =TS, +
(t+1)S,C+S,(1 —C) and M=(T + t)S,, respectively, in
which t is the number of remaining years in the original pat-
ent after the trial finishes, C is the probability to get a posi-
tive result, and S, S,, So are average annual sales, if the re-
sult is positive, negative, or no trial is performed, respectively.
The excess expected sales with the trial (M” —M) easily ex-
ceed the 1% cost, unless both C is low (it is unlikely to get
positive results) and S, is much less than S, (negative re-
sults are devastating for the drug market).

If the company believes that its drug is modestly likely
to be effective, then it would expect to gain from the trial,
even if a negative result causes a substantial decline in mar-
ket share. Thus, companies that minimally trust their prod-
ucts should be favorable to enforcement of a mega-trial man-
date. Companies that knowingly sell ineffective and harmful
products would of course abhor these mega-trials. The pro-
posed mandate would favor genuine corporate innovators
and stall opportunists.

Use or not of placebo-controls should be decided on a case-
by-case basis by nonconflicted investigators. I do not agree
with the assumption of established efficacy. These mega-
trials are important because usually benefit has not really
been established, especially for major, hard outcomes.

Sometimes the best design would entail head-to-head com-
parisons of 2 or more agents, often blockbusters. These drugs
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may indeed differ in both effectiveness and adverse effects.
This is important to document.'

Intraclass medication similarities are often quoted, but
evidence to support the concept is thin and not tested with
large-scale evidence.? Same-class drugs are not necessarily
interchangeable; the proposed mega-trials can inform which
are and which are not.

End points by definition will include mortality and ma-
jor, important clinical outcomes for which there is no risk
of clinical insignificance. Mortality is always an important
outcome, even for drugs that treat arthritis, erectile dys-
function, or pain.’

Major clinical end points should exist for each drug and
its uses. If not, why should we spend billions on a drug that
cannot affect any major clinical end points?

The initiatives mentioned by Drs Landy and Hecht are
all worthwhile efforts. However, they are of relatively nar-
row scope compared with a stable multibillion dollar agenda
devoted to high-quality mega-trials. Instead of isolated ef-
forts trying to impede industry cheating or sprinkling some
money on dubious 1-time initiatives and comparative ef-
fectiveness chaos, the proposed agenda can improve pa-
tient outcomes, reward innovative companies that pro-
duce the best products, and sustain a high-quality RCT
agenda.
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RESEARCH LETTER

Firearm Injuries of Children and Adolescents
in 2 Colorado Trauma Centers: 2000-2008

To the Editor: Given recent firearm-related fatalities com-
bined with declining gun research funding,' it is important
to monitor firearm injuries in youths. Injury death rates are
available but provide an incomplete picture of these poten-
tially preventable injuries.?

Investigations on temporal trends of both fatal and non-
fatal firearm injuries remain scarce.’ Our objective was to
investigate temporal trends of both fatal and nonfatal fire-
arm injuries in children and adolescents presenting to 2 Colo-
rado urban trauma centers.

Methods. We queried the trauma registries of 2 level 1
trauma centers in Denver and Aurora, Colorado, from 2000
to 2008 for all injuries occurring in children and adoles-
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