
enocarcinoma of the esophagus, that re-

searchers have predicted will occur in asso-

ciation with the loss of H. pylori infection,

are not seen [7].
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Reply to Raj et al.

To the Editor—We thank Raj et al. for the

interesting points they raise. However, we

do not believe that they are directly rele-

vant to the observations we report [1].

The proportion of a disease that is at-

tributable to an exposure, namely popu-

lation attributable risk, is a function of the

prevalence of the exposure and the

strength of the disease-exposure associa-

tion. It does not depend on the prevalence

of the disease. Using the estimates of the

prevalence of Helicobacter pylori infection

(9.8%) and the odds ratio for asthma as-

sociated with H. pylori positivity (0.49),

we estimated that 48.6% of asthma could

be attributable to not carrying H. pylori

among children �13 years old repre-

sented in data from the National Health

and Nutrition Examination Survey 1999 –

2000. Data that describe groups of indi-

viduals, rather than the individuals them-

selves, are called “ecological” [2], and it is

well recognized that ecological data may

not pertain to data for the specific indi-

viduals in those groups or to the compar-

ison of individuals across the groups [2,

3]. The ecological observation that the

prevalence of H. pylori infection and the

prevalence of asthma are low in north-

eastern Peninsular Malaysia does not in-

dicate the proportion of the asthma risk

that can be explained by H. pylori infec-

tion, nor does it test the hypothesis of a

causal relationship between H. pylori in-

fection and asthma risk, because the prev-

alence of asthma among H. pylori–posi-

tive individuals was not compared with

that among H. pylori–negative individu-

als in the population, and we do not know

the strength of the association between H.

pylori status and asthma risk. In addition

to the strength of the association, a set of

criteria proposed by Hill can be used to

help assess a potential cause and effect re-

lationship. We have discussed Hill’s crite-

ria regarding the relationship between H.

pylori and asthma risk elsewhere [4].

H. pylori strains differ in antigenicity [5],

and the use of heterologous strains in the

serologic assays used [6], as in the study in

Peninsular Malaysia [7], could explain their

remarkably low prevalence rates. The pop-

ulations surveyed in Peninsular Malaysia

are an anomaly compared with similar

groups in developing countries [8]. Because

H. pylori has been present in humans at least

since before the last migration out of Africa

(�58,000 years ago), and humans migrated

to all corners of the world [9], one possible

explanation for the findings of Raj et al. is

that there was one or more ancient bottle-

neck in the transmission of H. pylori, so that

a local population group evolved in its ab-

sence. Over the millennia, there would have

been continued selection for human and

microbial phenotypes to maximize host fit-

ness in the absence of H. pylori [10]. An-

other possibility is the presence of local in-

hibitors of H. pylori in drinking water or diet

that have long reduced transmission, prev-

alence, or microbial load. Neither of these

situations is at all analogous to the rapid de-

cline in the prevalence of H. pylori infection

seen in the United States [1] and other de-

veloped countries [11].

The strength of the association between

H. pylori infection and asthma risk may vary

by population, depending on the preva-

lence of other risk factors for asthma that

may modify the effect of H. pylori infection

in the population. Research is needed to

identify the potential factors that may mod-

ify the association between H. pylori infec-

tion and asthma risk to explain population

differences. It is possible that the risk of

asthma associated with H. pylori infection is

lower in Peninsular Malaysia, compared to

that in the United States. However, we

would not be able to know this without a

well-conducted, population-based study in

Peninsular Malaysia that directly evaluates

the H. pylori status of individuals in relation

to their asthma risk.

Yu Chen and Martin J. Blaser

New York University, Langone Medical Center,
New York, New York
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Valacyclovir to Reduce
Transmission of Genital
Herpes Simplex Virus
Infection

To the Editor—In the herpes simplex vi-

rus (HSV) transmission study [1] refer-

enced in the article by Mertz [2], the rate

of transmission from HSV-seropositive

women to susceptible men taking placebo

for 8 months was 1.8%, versus 1.2% for

susceptible men taking active drug for the

same period. Is it cost effective or even

medically warranted to prescribe daily

valacyclovir for this degree of benefit? The

benefit was clearly more evident for sus-

ceptible females, but my impression is

that men are less apt to take daily medica-

tion for suppression of genital HSV infec-

tion and perhaps even less inclined to take

it to diminish transmission.

W. Lawrence Drew

University of California, San Francisco, Medical
Center
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