328 Correspondence / Transactions of the Royal Society of Tropical Medicine and Hygiene 106 (2012) 327-330

7. Kaminsky R, Ducray P, Jung M, et al. A new class of anthelmintic
effective against drug resistant nematodes. Nature 2008;452:
176-80.

8. Little PR, Hodge A, Maeder S], et al. Efficacy of a combined oral for-
mulation of derquantel-abamectin against the adult and larval stages
of nematodes in sheep, including anthelmintic-resistant strains. Vet
Parasitol 2011;181:180-93.

9. Churcher TS, Pion SD, Osei-Atweneboana MY, et al. Identifying sub-
optimal responses to ivermectin in the treatment of River Blindness.
Proc Natl Acad Sci USA 2009;106:16716-21.

10. Ismail M, Botros S, Metwally A, et al. Resistance to praziquantel: direct
evidence from Schistosoma mansoni isolated from Egyptian villagers.
Am ] Trop Med Hyg 1999;60:932-5.

11. Liang YS, Coles GC, Doenhoff M], Southgate VR. In vitro responses of
praziquantel-resistant and -susceptible Schistosoma mansoni to praz-
iquantel. Int ] Parasitol 2001;31:1227-35.

12. Lamberton PH, Hogan SC, Kabatereine NB, Fenwick A, Webster ]P.
In vitro praziquantel test capable of detecting reduced in vivo effi-
cacy in Schistosoma mansoni human infections. Am J Trop Med Hyg
2010;83:1340-7.

13. Coles GC. Treatment of fascioliasis in human infections. Trans R Soc
Trop Med Hyg 2006;100:187.

G.C. Coles*
School of Veterinary Science, University of
Bristol, Bristol BS40 5DU, UK

*Tel.: +44 117 928 9418.
E-mail address: gerald.c.coles@bristol.ac.uk

9 December 2011

Available online 22 March 2012
doi:10.1016/j.trstmh.2012.02.005

Comment on: Predictors of immune recovery and the
association with late mortality while on antiretroviral
treatment in Cambodia

We read with great interest the article by van Griensven
and Thai, who report on the risk factors for late mortality
after antiretroviral therapy (ART) initiation in a cohort
of 2840 patients in Cambodia.! The main risk factor
identified was time-updated CD4 cell count, which is
consistent with the findings of other studies in differ-
ent settings. They also analysed predictors of immune
recovery, including the use of different non-nucleoside
reverse transcriptase inhibitors (NNRTI). Their analysis
showed a negative effect of the use of nevirapine (NVP)
versus efavirenz (EFV) on CD4 recovery over time. This
finding is very interesting as it is contradictory to other
reports, including a randomised open-label trial> and a
meta-analysis.3

We are concerned that the reported finding is due
to bias by indication: the prescription of a EFV- or NVP-
based regimen is not due to chance alone but related to
multiple factors, possibly leading to systematic differ-
ences between the two groups. This bias is common in
observational cohort studies estimating causal effects of
treatment.*

In our prospective research cohort in Kampala, Uganda,
we did a similar analysis of factors associated with CD4
recovery over a period of 6 years in 356 patients initi-
ating first-line NNRTI-based ART who were virologically
suppressed from 6 months onwards (J. Sempa et al.,

unpublished data). Observations stopped when patients
were switched to second-line therapy. To minimise bias
by indication by ART regimen, we calculated a propensity
score for the use of NVP versus EFV using a multivariable
logistic model including all the factors potentially associ-
ated with NNRTI assignment in our setting: gender, age,
baseline CD4 count, weight, year of ART initiation and
ART funding source, and any interactions between these
factors.

A bivariable linear mixed effects model with and
without the use of the propensity score as a weighting
factor was used to calculate coefficients representing the
effect of EFV versus NVP on the slope of CD4 count change.
The unweighted analysis showed a negative effect of EFV
(—52.88, 95% CI —80.67 to —25.08; p<0.001), but the
weighted analysis showed no association (63.43, 95% CI
—171.96 to 298.82; p=0.597).

Use of propensity scores showed the association of dif-
ferent NNRTIs and CD4 recovery in our cohort to be similar
to those observed in the 2NN Study? and a subsequent
meta-analysis.> This exemplifies the strong bias by indi-
cation effect that can be present in observational cohort
studies. Estimating causal effects of treatment in such a
setting should therefore be done with utmost caution.
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Comment on: The seroprevalence of Helicobacter pylori
and its relationship to malaria in Ugandan children

Gupta et al.! present seroprevalence of Helicobacter
pylori in 200 children living in Kampala, Uganda, more
specifically in the area of Mulago III, without attention to
our previously published work in children living in the
adjacent neighbourhood of Mulago II,2 where we studied
the prevalence of H. pylori antigen in 427 apparently
healthy children using a non-invasive faecal monoclonal
antibody test. Gupta et al.! are confirming our three main
findings: increasing prevalence with age; boys are more
frequently colonized with H. pylori compared with girls;
and that children living in households with the lowest
wealth index are more often colonized. However, we found
a remarkably lower prevalence of 44.3% in children aged
0-12 years old. We have also studied 219 HIV-infected,
HAART-naive children admitted to the Mulago National
Referral Hospital? which is within walking distance of the
Mulago III neighbourhood. These children had an overall
H. pylori prevalence of only 22.5%.

The monoclonal antibody test has the advantage of
showing an ongoing and not cleared infection which
might not be the case if using a test based on serology.
Consequently, the new (August 2011) joint European and
American guidelines on H. pyloriin children in high-income
countries* do not recommend the use of serology in a
clinical setting in children due to highly variable sensitiv-
ity and specificity for detection of antibodies (IgG or IgA)
against H. pylori in children. Even if these guidelines are for
clinical use and for children in high-income countries, the

methodological issues relating to the use of serology to
detect H. pylori merited a broader discussion than the one
provided by Gupta et al.! The most reliable non-invasive
test to use in children in all ages today is a monoclonal
antibody test.

Our clinical experience in our study group is that
airway infections in children living in the Mulago area in
Kampala are frequently treated with antibiotics. Amoxi-
cillin is frequently used. Deworming campaigns take place
(1-2 per year), in the whole country of Uganda, with
partially free treatment in school. If this coincides with
an ongoing treatment for airway infections, an accidental
treatment of H. pylori can take place, but serology tests
might remain positive for a long time after.

Further, to the best of our knowledge, there is no strong
evidence that H. pylori infections are associated with
frequent diarrhoea as indicated in the introduction of the
paper by Gupta et al.!

From a research ethical point of view, it is remark-
able that such a large study was carried out next to
well-established research institutions such as Makerere
University and Mulago Hospital in this millennium without
involving any local researchers.
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