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 Cytomegalovirus Load
 in Bronchoalveolar Lavage
 Fluid: A Clue to the Diagnosis
 of Cytomegalovirus
 Pneumonia?

 To the Editor?We read with interest the

 article by Westall et al. [1], recently pub-

 lished in the Journal of Infectious Diseases,

 addressing the issue of human cytomeg-

 alovirus (HCMV) load in lung transplant

 recipients (LTRs) with or without HCMV

 pneumonia. Although these authors add
 a substantial amount of data to the few

 published studies that include histopath-

 ological documentation of HCMV pneu-
 monia [2, 3], we feel that some clarifica-

 tions are necessary.

 As shown by Westall et al, the contri-

 bution of qualitative polymerase chain re-

 action, be it on bronchoalveolar lavage

 (BAL) or plasma samples, to the diagnosis

 of HCMV pneumonia is limited by the

 less-than-perfect specificity of positive re-

 sults for the presence of pneumonia in this

 patient population. In addition, the re-

 ported series included 2 patients with

 plasma samples that were negative at the

 time of pneumonia, suggesting that a neg-

 ative plasma sample cannot be used to
 exclude HCMV pneumonia. This is con-

 sistent with our own unpublished obser-
 vations. We are interested to know whether

 the quantitation of HCMV load in respi-

 ratory samples can provide more infor-

 mation as to the presence of HCMV pneu-

 monia. However, the way Westall et al.
 arrived at their HCMV load threshold of

 46,000 copies/mL is unclear. We concur

 that "intuitively, higher virus loads are more

 likely to be associated with more-severe

 HCMV disease in LTRs" (p. 1081) and that
 a threshold above which the likelihood of

 HCMV pneumonia is high might possibly
 be defined. This threshold should be set

 somewhere between the HCMV loads found

 in patients with and without HCMV
 pneumonia?for example, " a virus load

 2 SD above the mean virus load of all

 those LTRs without histological evidence

 of HCMV infection" (p. 1081). However,

 as stated by the authors in the subsection
 entitled "HCMV DNAemia in BAL and

 plasma samples: histologically proven
 HCMV infection," the mean HCMV load

 in the BAL samples from those LTRs in

 whom HCMV pneumonia was not de-

 tected histologically (and not, as written

 by the authors, "from those LTRs in
 whom HCMV DNA was not detected"

 [p. 1079], an apparent typographical er-

 ror) was 5873 ? 1543 copies/mL, which

 should point to a threshold of ~9000
 copies/mL. This is substantially different

 from the 46,000 copies/mL computed by

 the authors. Setting a threshold of 46,000

 copies/mL appears, therefore, to be both

 inconsistent with the proposed method (i.e.,
 different from the choice of an HCMV load

 2 SD above the mean) and illogical (i.e.,

 higher than the HCMV load of 19,460
 ?4917 copies/mL observed in patients

 with proven HCMV pneumonia). Per-

 haps a convenient way to clarify this

 point would be to explicitly demonstrate,
 in Westall et al.' s figure 3, which thresh-

 olds correspond to the different points of

 the receiver operating characteristic curve,

 since the best threshold appears obvious

 on the basis of the curve shape.

 Clarifying these points is important,

 since other authors have presented evi-
 dence similar to that of Westall et al.?

 namely, evidence that a substantial overlap

 does exist in the BAL HCMV loads in pa-

 tients with and without HCMV pneumo-

 nia [2-4]. Whether this diagnostic prob-

 lem could be resolved by expressing the

 relationship between HCMV load and
 the probability of HCMV pneumonia as

 a sigmoid curve for HCMV load varying

 from 10,000 to 30,000 copies/mL rather

 than as a dichotomous relationship, as

 shown by Riise et al. [3], or by estimating

 HCMV load in the epithelial lining fluid

 (as computed using urea dilution) with

 a cutoff of ~ 10,000 copies/mL, similarly

 to Zedtwitz-Liebenstein et al. [4], is yet

 unclear to us. We hope this letter will

 provide Westall et al. with an opportunity

 to clarify these points in their interesting
 article.

 Pascal R. A. Meylan and Giorgio Zanetti

 Institute of Microbiology and Service of Infectious

 Diseases, Centre Hospitaller Universitaire Vaudois,
 Lausanne, Switzerland
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 Reply to Meylan and Zanetti

 To the Editor?We thank Meylan and Za-

 netti [ 1 ] for their positive review of our

 article [2] and are encouraged to see that
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 our results concur with their own expe-

 riences. We also welcome the opportunity

 to provide additional clarification of our

 published data and, in particular, to ex-

 pand on how we arrived at a threshold

 virus load of 46,000 copies/mL in bron-

 choalveolar lavage (BAL) samples for pre-

 dicting histological human cytomegalo-
 virus (HCMV) infection.

 As discussed in our article, we used an

 HCMV load threshold in BAL samples,

 described previously by Riise et al. [3], that
 was defined as an HCMV load 2 SD above

 the mean HCMV load in BAL samples
 from all lung transplant recipients (LTRs)

 who never had an episode of histologically

 proven HCMV infection (5873 -h 40,010 for

 the patients described in our cohort). The

 figure of 5873 ? 1543 copies/mL, which

 has been questioned, relates, as described

 in the subsection on statistical analysis, to

 the arithmetic mean ? SE for this popu-

 lation of BAL samples. Since SE = SD/Vn,

 this SE is related to an SD of 20,005 for

 n = 168 samples. We then tested the utility

 of this threshold by applying it to all of the

 BAL samples from the LTRs who did de-

 velop histologically proven HCMV infec-

 tion. We thank Meylan and Zanetti for

 pointing out a typographical error in the
 subsection entitled "HCMV DNAemia in

 BAL and plasma samples: histologically

 proven HCMV infection." The mean level

 of HCMV DNA in the BAL samples "from

 those LTRs in whom HCMV pneumonia

 was not detected histologically" is correct,
 rather than "from those LTRs in whom

 HCMV DNA was not detected" (p. 1079),
 as written.

 There are now a number of studies that

 have examined the utility of molecular de-
 tection tests for HCMV DNA in both

 blood and BAL samples, and it is increas-

 ingly being recognized that quantitative

 molecular diagnostic assays for HCMV

 DNA is the preferred diagnostic tool. With

 the wider use of these assays, it needs to

 be appreciated that results and threshold

 values are likely to differ between labo-

 ratories that are using different sampling

 methods and amplification protocols.

 Therefore, the aim for the future needs

 to be toward improved standardization

 of this important diagnostic tool.

 Glen Westall and Tom Kotsimbos

 Department of Allergy, Immunology, and Respiratory

 Medicine, Alfred Hospital, Melbourne, Australia
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 Estimating Female-to-Male
 Infectivity of HIV-1 in Kenya:
 Potential Threats to Validity

 To the Editor?Baeten et al. rigorously
 analyze data they prospectively collected,

 during a 4-year interval, from 795 Kenyan

 men in the trucking industry [1]. Given

 the available information, they leave no

 stones unturned, yet potential threats to

 the validity of their estimates of female-

 to-male HIV-1 transmission efficiency lin-

 ger because of uncertainties regarding the

 precision of their data. On the basis of

 detail furnished in their Subjects and Meth-

 ods section, I' m left with the uncom-

 fortable feeling that the authors made de-

 fault assumptions about the sex of their

 Kenyan subjects' partners and about the
 sex acts themselves. I'm concerned with

 the reported lack of specificity in asking

 the truckers, during their quarterly fol-

 low-up interview, about "the number of

 sex acts with each of 3 different partner

 types (wives, casual partners, and pros-

 titutes)" (p. 547). How were these ques-

 tions phrased (e.g., was the sex of "casual

 partners" assumed to be female? were
 "

 sex acts" assumed to be penile-vaginal?)

 and how were these data captured (paper

 questionnaire? face-to-face interview? com-

 puter assisted?)? Could misinterpretation of

 ambiguous questions by respondents have
 contributed to " confounding by behavioral

 practices" (p. 551), which the authors tried
 hard to avoid?

 Of additional concern is the lack of con-

 trol for confounding parenteral exposure.

 HIV-1 is not a sexually transmitted but a

 sexually transmissible infection; there are

 ways other than sex to transmit the vi-

 rus, a consideration of special concern in

 countries where use of contaminated sharps

 in medical, dental, and ritualistic settings

 is common [2]. In addition, the authors

 provide no information that associates
 HIV-1 seroconversion with histories of

 genital symptoms or with receiving med-

 ical care for such symptoms. It is possi-

 ble, for example, that uncircumcised men

 were more likely to acquire genital infec-
 tion than were their circumcised counter-

 parts and, perhaps, to have been treated at

 a facility with injection equipment contam-
 inated with HIV-1.

 That default assumptions should be

 avoided is emphasized by a recent study

 indicating that bisexuality and anal in-

 tercourse may be common in sub-Sa-

 haran Africa and that, because of strong

 taboos against homosexuality, men may

 be reluctant to reveal such exposures [3].

 Of immediate relevance are reports of

 homosexual sex between Kenyan truck

 drivers and teenage boys [4]; did the au-

 thors probe for such liaisons, or did they

 avoid asking about them, knowing that

 homosexuality is illegal in Kenya? Fi-

 nally, the authors report "the probability
 of female-to-male HIV-1 transmission

 for a single act of penile-vaginal inter-

 course...to be 0.0063" (p. 548). It is not

 clear from their Subjects and Methods

 section how they knew that the sex act

 was penile-vaginal. This is possibly im-
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