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To the Editor: I read with interest the article by
Templin et al. examining tuberculosis (IB) after TB
preventive therapy (TPT) among persons living with
HIV recently initiating antiretroviral therapy (ART)
in Mozambique (1). The question is intriguing, but
several design and reporting choices complicate caus-
al interpretation.

First, exposure was defined by eventual TPT
completion (>170 days of isoniazid or >80 days
of 3HP [12-dose isoniazid/rifapentine regimen]),
whereas follow-up began at ART initiation. Classify-
ing persons at time zero by information known only
after surviving long enough to complete treatment
can introduce immortal time bias unless comple-
tion is modeled as time-varying (2). The longer me-
dian time to TB diagnosis among those who complete
therapy might reflect analytic structure as well as bi-
ology. That bias might be limited if TB during TPT is
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uncommon, but its magnitude cannot be inferred
from the tables. Treating TPT status as time-varying,
or performing landmark or sensitivity analyses ex-
cluding early follow-up, would test robustness.

Second, routine programmatic data remain use-
ful despite missing data and imperfect timing. HIV
viral load and CD4 results describe clinical status, but
their timing relative to TB diagnosis and missing CD4
data should be considered cautiously in causal mod-
els. Clarifying the discrepant ART-pickup exclusion
windows (3 months in Methods versus 30 days in Re-
sults) would improve reproducibility (1).

Those issues do not challenge the established ben-
efit of TPT given with ART (3). Rather, they suggest
uncertainty about the magnitude and timing of ben-
efit in this analysis. Because randomized evidence did
not show added benefit from annual repeat 3HP in
Ethiopia, Mozambique, and South Africa (4), conclu-
sions about a second TPT course after 1 year should
remain cautious pending analyses less susceptible to
immortal time bias.
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In Response: We appreciate Dr. Chen’s thought-
ful comments (1) regarding our dispatch article (2). In
that analysis, we used routinely collected program-
matic data to describe the risk of developing tubercu-
losis (ITB) after TB preventive therapy (TPT) among
persons living with HIV initiating antiretroviral ther-
apy (ART) and did not aim to estimate a causal ef-
fect between TPT and TB. However, as Chen notes,
comparisons on the basis of TPT completion are sus-
ceptible to immortal time bias and might overesti-
mate the association between TPT exposure and TB
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incidence. That bias is a common gap in published
literature on TB after TPT (3,4).

To address that concern, we re-analyzed the
data by treating TPT exposure as a time-varying
variable, allowing person-time to be appropriately
classified across not started, incomplete, and com-
plete exposure states during follow-up. In that re-
vised analysis, adjusted incidence rate ratios (IRRs)
were somewhat smaller but remained statistically
significant and followed the same pattern as the pre-
vious analysis. Compared with periods following
TPT completion, TB incidence was higher during in-
complete TPT (adjusted IRR 1.4, 95% CI1.3-1.5) and
among those who did not initiate TPT (adjusted IRR
2.2,95% CI1.9-2.5).

The smaller effect estimates are consistent with
what we would expect after correcting for this bias,
and the fact that the overall pattern held reinforces
confidence in the original findings. Our findings high-
light both the value of routine programmatic data for
understanding real-world TB risk and the importance
of appropriate analytic approaches when interpreting
such data.
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