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results. As such, I fear that subject consent was
not truly informed.
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THE AUTHORS REPLY: Parienti suggests that drug-
resistant minority quasi-species present at study
entry and not detected by means of consensus
sequencing may have contributed to virologic
failure. We agree that this is a potential explana-
tion for the findings, and we plan to investigate
baseline samples obtained from the patients
with virologic failure and controls using allele-
specific polymerase-chain-reaction assays® and
pyrosequencing? to test this hypothesis. Since
minority species are probably equally prevalent in
both treatment groups because of randomization,
we are particularly interested in mutations that
may confer different effects on susceptibility to
abacavir and tenofovir, such as a substitution of
a methionine for a valine at residue 184 in HIV-1
reverse transcriptase (M184V mutation).? The
study started before baseline genotypic resistance
testing was recommended in treatment guide-
lines. It is not readily apparent why having base-
line genotypic testing performed at the discretion
of the provider was associated with a higher risk
of virologic failure to abacavir-lamivudine than
to tenofovir DF—emtricitabine. We speculate that
physicians who chose to obtain a baseline resis-
tance test may have done so for patients who were
perceived to be at a higher risk for resistance.

We agree with Leiner that knowledge of drug-
resistance mutations at the time of treatment fail-
ure is the standard of care for patient treatment.
That information was provided to the study par-
ticipants and their primary providers as soon as
the results were available to guide selection of the
next regimen (see the Supplementary Appendix,
available with the full text of our article at NEJ]M
.org, for the full study protocol). The data and
safety monitoring board request was that the full
data on resistance not be released to the protocol
team, since the study was ongoing; however, each
individual provider did receive the necessary data
to make an informed choice about treatment op-
tions.
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Effects of Obesity and Smoking on U.S. Life Expectancy

TO THE EDITOR: Mortality from adult obesity and
from persistent smoking have already been reli-
ably assessed in studies of tens of thousands of
deaths.* A common measure of obesity is the
body-mass index (BMI, the weight in kilograms
divided by the square of the height in meters).?
An increase of 2 in the BMI in overweight popu-
lations and an increase of 10% in the prevalence
of smoking reduce the life span in men compara-
bly, each by about 1 year (Fig. 1). Public debate by

economists should use such assessments. Instead,
Stewart et al. (Dec. 3 issue)® overestimate the haz-
ards of obesity and underestimate the hazards of
tobacco use. They mainly use data from a study
involving only 3000 deaths that were analyzed,
without epidemiologically appropriate precau-
tions,* in 32 separate subgroups, yielding unre-
liable relative risks (see Table A3 in the Supple-
mentary Appendix, available with the full text of
their article at NEJM.org). Also, they present their
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Figure 1. Effects of BMI and Smoking Status on Survival among Men between the Ages of 35 and 100 Years.

Morbid obesity and cigarette smoking each shorten life expectancy by approximately 10 years, and moderate obesity
shortens it by approximately 3 years. Panel A shows the results of the analysis from the Prospective Studies Collabo-
ration of body-mass index (BMI) among men; the effects among women are not greater.* Panel B shows the results
of an analysis of persistent cigarette smoking among male British doctors.?

underestimated hazards of tobacco use as the rela-
tively small gain in nationwide life expectancy they
forecast if, from 2005 through 2020, the preva-
lence of smoking in the United States decreases
from 24% to 19%. This is their predicted decrease;
however, the prevalence may decrease faster, since
the federal tax on cigarettes just increased by
150%. Even if the hazards were corrected, such
calculations could obscure tobacco’s substantial
importance for individual smokers.# Stopping
smoking can lead to a gain in life expectancy of
about 10 years, far more than a smoker could ex-
pect to gain from weight control.
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THE AUTHORS REPLY: The relative risks of all-cause
mortality in our article are comparable to those
from multiple U.S. studies’* and are broadly con-
sistent with those in the studies cited by Peto and
colleagues. They note an approximate 1-year re-
duction in life expectancy associated with an in-
crease of 2 in the BMI or an increase of 10% in
the prevalence of smoking. Our data suggest a
reduction in life expectancy of 0.66 years for the
BMI increase of 2 and a reduction in life expec-
tancy of 0.77 years for the increased prevalence
of smoking of 10%. Thus, the overwhelming ef-
fect of obesity in our study was driven not by an
underestimation of the hazards of tobacco use
relative to those of an elevated BMI, but rather by
the greater prevalence of obesity as compared with
smoking in the U.S. population. This population
perspective should not obscure the large gains that
are possible for persons who quit smoking.
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Repair of Mitral-Valve Prolapse

To THE EDITOR: In the review article by Verma
and Mesana (Dec. 3 issue), ! mitral-valve prolapse
is defined as the displacement of some portion of
one or both mitral-valve leaflets into the left atri-
um during systole. This term was introduced in
1966 by Criley et al.> and has been frequently
used as a synonym for “billowing mitral leaflet,”
which was used by Barlow et al.3 to describe the
same condition. Unfortunately, imprecise termi-
nology may have important implications for mi-
tral-valve repair. According to Carpentier,* the term
“prolapse” should be reserved to indicate that the
free edge of the leaflet protrudes beyond the mi-
tral annulus level during systole, whereas the term
“billowing” should be used when the leaflet body
bulges into the left atrium, overriding the mitral
annulus plane and usually maintaining the free
edge of the leaflets on the ventricular side,>°
although the two conditions may coexist. Agree-
ment on a common terminology may allow a bet-
ter anatomic correlation of the echocardiographic

findings, which may result in improved treatment
for patients.
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A Crisis in Late Pregnancy

TO THE EDITOR: In the article by Desai et al. (Dec.
3 issue),! the electrocardiogram has the charac-
teristics of one with the right-arm and left-arm
cables exchanged, resulting in the appearance of
lead I as a mirror image and leads aVL and aVR
exchanged. The correctly connected electrocardio-
graph would show an ST-segment elevation only
in leads aVR and aVL; this pattern would be more
suggestive of diffuse myocardial injury than lo-

calized injury and would be consistent with cate-
cholamine-induced injury.
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