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Timing of Antiretroviral Drugs during Tuberculosis Therapy
To the Editor: In the Starting Antiretroviral 
Therapy at Three Points in Tuberculosis (SAPIT) 
study (Feb. 25 issue),1 the sequential-therapy 
group included patients with CD4+ counts of 
<200 cells per cubic millimeter. In this group, pa-
tients started antiretroviral therapy up to 4 weeks 
after completing tuberculosis treatment, delaying 
antiretroviral therapy up to 9 months by design 
(the regimen for retreatment for tuberculosis is 
8 months). The mean delay to the initiation of anti-
retroviral therapy in this group was 260±71 days.

We question whether equipoise existed to jus-
tify randomly assigning patients with CD4+ 
counts of <200 cells per cubic millimeter to re-
ceive antiretroviral therapy only after such long 
delays. Observational data show high rates of 
death among such patients who are not treated 
with antiretroviral therapy.2,3 Early antiretroviral 
therapy increases the incidence of the paradoxical 
immune reconstitution inflammatory syndrome, 
but this is associated with a low risk of death.4 
Virologic outcomes of efavirenz regimens are 
not compromised by concomitant tuberculosis 
treatment.5

The South African National Department of 
Health guidelines at the time of the study recom-
mended initiating antiretroviral therapy in pa-
tients with CD4+ counts of <200 cells per cubic 
millimeter after they have completed 2 months 
of tuberculosis treatment. The SAPIT study did 
not offer the standard of care to patients in the 
sequential-therapy group, resulting in advanced 
immunosuppression that remained untreated for 
up to 9 months and higher mortality.
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To the Editor: Abdool Karim et al. do not dis-
cuss some points regarding the immune recon-
stitution inflammatory syndrome that warrant 
consideration, since this syndrome is one of the 
major concerns regarding early initiation of anti-
retroviral drugs during tuberculosis therapy. The 
syndrome can be quite dramatic in some patients, 
especially in those with extrapulmonary tubercu-
losis.1 However, the presence of extrapulmonary 
tuberculosis is anecdotal in the present study 
(approximately 5% of patients). The role of early 
initiation of antiretroviral therapy in patients with 
extrapulmonary tuberculosis needs further study 
to have enough tools to make recommendations.

Furthermore, we have some concerns about 
the extrapolation of these results to areas out-
side Africa. The immune reconstitution inflam-
matory syndrome is related to the elevation of 
proinflammatory cytokines, and this elevation is 
closely related to genetic, nutritional,2 and envi-
ronmental factors, specifically sunlight expo-
sure.3 All these factors are particular to Africa 
and different from other areas.4
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To the Editor: The study by Abdool Karim et al. 
is commendable for its clinical relevance. The au-
thors report that the outcomes were similar in 
patients who received new treatment for the first 
episode of tuberculosis and patients who received 
repeated therapy for tuberculosis. However, infor-
mation regarding the frequency of drug-resistant 
tuberculosis and its influence on the outcome in 
the two study groups is missing. This could be 
an important confounding factor in a setting such 
as South Africa, where alarmingly high rates of 
multidrug resistance (MDR), including extensive-
ly drug-resistant tuberculosis, have been reported 
in patients with human immunodeficiency virus 
(HIV) infection.1-3 Despite the fact that patients 
were randomly assigned to the study treatments, 
it is imperative to know that drug resistance was 
not differentially distributed between the study 
groups. This information is crucial to the inter-
pretation of the findings of the present study.
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The Authors Reply: Wilson and Meintjes ques-
tion the equipoise in the SAPIT trial, asserting 
that available treatment guidelines were defini-
tive. We disagree. In fact, the 2003 World Health 
Organization (WHO) guidelines, which were the 
basis of the 2004 South African guidelines, cat-
egorically state that recommendations on the ini-
tiation of antiretroviral therapy in tuberculosis 
are “provisional” and “pending ongoing studies,” 

since the “optimal time to initiate [antiretroviral 
agents] in patients with [tuberculosis] is not 
known.”1 Such tentative guidance can hardly be 
considered a definitive standard or a proven inter-
vention. Further, a 2005 WHO consultation2 con-
cluded that the “optimal time for initiating anti-
retroviral therapy” in coinfected patients is “the 
major research priority.” Thus, there was no con-
clusive evidence to define optimal HIV−tubercu
losis therapy, and equipoise was never compro-
mised. Nonetheless, to ensure patient safety and 
clinician primacy in decision making, the SAPIT 
protocol states: “In the event that a patient shows 
signs of clinical or lab parameter deterioration, 
the clinician will be at liberty to initiate antiret-
roviral therapy based on their judgement of the 
best interests of the patients”; 7% of the patients 
received antiretroviral therapy on this basis.

Concerns about drug interactions, tolerability, 
and the potentially life-threatening immune re-
constitution inflammatory syndrome are key 
reasons why the initiation of antiretroviral ther-
apy is often postponed in patients with tubercu-
losis. Although individual studies on the immune 
reconstitution inflammatory syndrome differ 
widely, a review3 showed that 29 to 36% of pa-
tients with tuberculosis in whom antiretroviral 
therapy was initiated had the syndrome, and a 
meta-analysis4 showed a 3.2% rate of death as-
sociated with it. These findings contrast with 
the assertion by Wilson and Meintjes that deaths 
from this syndrome are infrequent. Similarly, 
uncertainty regarding the rifampin−efavirenz 
drug interaction remains. Contrary to the view 
of Wilson and Meintjes, the Food and Drug Ad-
ministration recently concluded that “the avail-
able data are insufficient to support definitive 
dosing recommendations for coadministration of 
efavirenz and rifampin.”5

We appreciate that the timing of initiation of 
antiretroviral therapy in patients with tuberculo-
sis is controversial. By rigorously evaluating the 
risks and benefits associated with integrated ver-
sus sequential treatment, SAPIT provided the evi-
dence needed to craft authoritative guidelines that 
policymakers and clinicians can use with confi-
dence. SAPIT provided the evidence cited in the 
2009 WHO guidelines on cotreatment. In South 
Africa, SAPIT spurred the new policy on cotreat-
ment of HIV infection and tuberculosis.

We agree with Garcia-Vidal et al. and Kadhi-
ravan that data are needed to establish optimal 
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treatment in patients with HIV infection and 
extrapulmonary or MDR tuberculosis. We have 
no reason to suspect that MDR tuberculosis was 
unequally distributed in SAPIT study groups, 
since patients were randomly assigned to treat-
ment and patients with previous tuberculosis at 
high risk for resistance were evenly distributed 
among the study groups.
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Tuberculosis Screening and Diagnosis in People with HIV

To the Editor: Cain et al. (Feb. 25 issue)1 con-
clude that screening for tuberculosis in people 
with human immunodeficiency virus (HIV) in-
fection should include questions about a combi-
nation of symptoms rather than just chronic 
cough. They suggest that the recently published 
World Health Organization (WHO) approach2 
for the diagnosis of tuberculosis among people 
with HIV has a sensitivity of less than 33%. How-
ever, they restrict the WHO approach to the di-
agnosis of pulmonary tuberculosis and do not 
consider extrapulmonary tuberculosis. For extra-
pulmonary tuberculosis, the WHO recommends 
taking into account other characteristics, such as 
weight loss, fever, and night sweats. We agree, 
however, that the use of the three screening cri-
teria (cough of any duration, fever of any dura-
tion, and night sweats lasting 3 or more weeks in 
the preceding 4 weeks) proposed by Cain et al. 
simplifies the screening and diagnosis of pulmo-
nary and extrapulmonary tuberculosis and will 
facilitate the implementation of screening and 
diagnosis at the country level.
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The Authors Reply: Koole and colleagues note 
that our analysis of the WHO approach to tuber-
culosis screening in people with HIV did not 
address extrapulmonary tuberculosis. The WHO 
has guidelines for the diagnosis of extrapulmo-
nary tuberculosis but no explicit guidelines re-
garding screening.1 The guidelines include sev-
eral symptoms that might prompt a clinician to 
consider extrapulmonary tuberculosis, but there 
is no explicit recommendation to screen for them 
in all patients or to trigger a diagnostic evalua-
tion for tuberculosis when one of them is pres-
ent. Chronic cough is the only symptom explic-
itly noted for routine tuberculosis screening.1

We reported on symptom screening when pa-
tients with all types of tuberculosis were included. 
We analyzed the data again after excluding the 
25 patients who had only extrapulmonary tubercu
losis. The sensitivity of cough lasting 2 to 3 weeks 
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