
First Do No Harm—Adverse
Events, Drug Intolerance, and
Hepatotoxicity: HowCanWe
Not Justify Directly Observed
Therapy for Treating
Tuberculosis?

TO THE EDITOR—Pasipanodya and Gumbo
use meta-analysis to question the evidence
base used to justify directly observed
therapy (DOT) for persons with tubercu-
losis from 10 selected studies [1]. On the
basis of this analysis, the authors suggest
that self-administered therapy (SAT) and

DOT are statistically equivalent regarding
the proportion of tuberculosis cases with
microbiologic failure, relapse, and acqui-
red drug resistance. Despite these results
and the authors’ recommendation to divert
resources away from DOT, tuberculosis
programs should be mindful of other
important aspects of tuberculosis care,
that is, early identification of medication-
related toxicity and a poor clinical response.
Adverse events may negatively affect a
person’s ability to adhere to treatment
and when not quickly recognized lead to
serious toxicity, organ damage, and death.
Early response lessens the possibility of
serious toxicity, minimizes treatment in-
terruptions, encourages patient trust, and
facilitates implementation of treatment
modifications. The net result is a reduc-
tion in the likelihood of patient default or
loss to follow-up [2]. The reported inci-
dence of antituberculosis drug–induced
hepatotoxicity, a serious and potentially
fatal adverse reaction, varies between 2%
and 28% in some high-risk populations
[3]. Unfortunately, Pasipanodya and Gu-
mbo narrowly focused their analysis on
limited outcome comparisons between
SAT and DOT, although some of their se-
lected studies reported adverse events and
tuberculosis-related deaths. We feel strongly
that these are essential elements for a fair
comparison of the 2 approaches. Impor-
tantly, most studies selected for meta-
analysis included a protocol to change
from SAT to DOT following an adverse
event, making it impossible to determine
the magnitude of this effect, and up to
32% of the participants of these studies
experienced treatment-related adverse
events and as many as 3% required ter-
mination of treatment [4]. Tuberculosis-
related death is the ultimate adverse
event, and reflects programmatic failure.
Two of the selected studies reported 29
tuberculosis-related deaths; all (100%)
received SAT [5, 6]. Although it was not ex-
plicitly stated, had these patients received
provider-administered DOT, clinical de-
terioration might have been discovered
earlier and death averted.
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Under the current economic environ-
ment, many tuberculosis programs are
debating the costs and benefits of DOT.
This cost-benefit analysis must include
not only traditionally evaluated program-
matic costs but also less easily measured
costs resulting from drug toxicity, on-
going transmission from failure to com-
plete treatment, and tuberculosis-related
deaths. DOT is a patient supportive means
to ensure treatment is taken properly and
completed, which maintains real-time
ability to assess treatment response and
drug-related toxicity. This aspect of DOT
is evenmore important as tuberculosis dis-
proportionately affects those with limited
access to healthcare, which may critically
delay assessment of drug toxicity. Finally,
there have been a number of well-designed
peer-reviewed studies that have shown that
DOT reduces relapse and drug resistance
and increases completion of tuberculosis
treatment [6, 7]. When all aspects of tuber-
culosis care including the considerations
outlined above and the totality of available
epidemiologic trials are considered, we do
not find Pasipanodya and Gumbo’s results
to be sufficient to support their broad rec-
ommendation that program resources be
diverted away from DOT.
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