Supplemental Figures

Supplemental Figure 1. Study enroliment
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Abbreviations: TST, tuberculin skin test; IPT, isoniazid preventive therapy
Legend: At the time of the study, national guidelines recommended TST for all HIV patients, and IPT for
patients with positive TSTs. In 2018, guidelines were updated to recommend IPT for all patients with CD4<350;

and TST for patients with CD4>350, with IPT for those with positive TSTs.
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Supplementary Figure 2. Number of participants with a TST placed and read, and percent of participants with

a TST placed and read who were a) TST-positive and b) TB cases, by baseline CD4 count

35 500
856

800
30

700

25

600
=00 586

20 500

Percent
Number

15 400

300
10

200

l )
0

<50 51-200 201350 351500 >500
Baseline CD4 count

o}

B % TST-positive W % TB cases — =====Number tested

Abbreviations: TST, tuberculin skin test; TB, tuberculosis
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Supplemental Figure 3. Cumulative hazard of TB by a) baseline CD4 count; b) TST status; c) baseline CD4

count and TST status
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c) Baseline CD4 count and TST status
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Abbreviations: TB, tuberculosis; TST, tuberculin skin test

Legend: The 7-year cumulative hazard of TB was: a) 9% for patients with baseline CD4<350 and 6% for
patients with baseline CD4>350 (log-rank p<0.001); b) 5% for TST-negatives, 16% for TST-positives, and 10%
for TST-unknowns (log-rank p<0.001); and c) 7% for CD4<350 and TST-negative, 25% for CD4<350 and TST-
positive, 12% for CD4<350 and TST-unknown, 3% for CD4>350 and TST-negative, 12% for CD4>350 and

TST-positive, and 8% for CD4>350 and TST-unknown (log-rank p<0.001).



Supplemental Figure 4. Cumulative hazard of TB or death by a) baseline CD4 count; b) TST status; c)
baseline CD4 count and TST status
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c) Baseline CD4 count and TST status
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Legend: The 7-year cumulative hazard of TB or death was: a) 21% for patients with baseline CD4<350 and
13% for patients with baseline CD4>350 (log-rank p<0.001); b) 14% for TST-negatives, 23% for TST-positives,
and 23% for TST-unknowns (log-rank p<0.001); and c) 18% for CD4<350 and TST-negative, 34% for
CD4<350 and TST-positive, 25% for CD4<350 and TST-unknown, 10% for CD4>350 and TST-negative, 18%

for CD4>350 and TST-positive, and 15% for CD4>350 and TST-unknown (log-rank p<0.001).



Supplemental Figure 5. Cumulative hazard of TB or death, by IPT and TST status
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Abbreviations: TB, tuberculosis; IPT, isoniazid preventive therapy; TST, tuberculin skin test

Legend: a) For patients with baseline CD4<350, the 7-year cumulative hazard of TB or death was: 18% for
TST-negatives who did not receive IPT; 10% for TST-negatives who received IPT; 83% for TST-positives who
did not receive IPT; 15% for TST-positives who received IPT; 25% for TST-unknowns who did not receive IPT,;
and 0% for TST-unknowns who received IPT (log-rank p<0.001). b) For patients with baseline CD4>350, the 7-
year cumulative hazard of TB or death was: 10% for TST-negatives who did not receive IPT; 15% for TST-
negatives who received IPT; 50% for TST-positives who did not receive IPT; 10% for TST-positives who
received IPT; 15% for TST-unknowns who did not receive IPT; and 13% for TST-unknowns who received IPT

(log-rank p<0.001).



Supplemental Tables

Supplemental Table 1. Characteristics of patients with missing baseline CD4 counts (N=492)

Characteristic

N (%)

Female sex 186 (38%)
Median age, years (IQR) 33 (26-42)
Prior ART 52 (11%)

Median days on ART (IQR)

313 (142-1,749)

TST results
TST-negative 54 (11%)
TST-positive* 13 (3%)

TST-unknown**

425 (86%)

Median days to TST (IQR)

28 (6-71)

ART at TST

11 (16%)

Abbreviations: IQR, interquartile range; ART, antiretroviral therapy; TST, tuberculin skin test

*No patients converted from TST-negative to -positive over follow-up

*TST not placed and/or read
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Supplemental Table 2. IPT and ART initiation, and outcomes for patients with missing baseline CD4 counts
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Total TST-negative TST-positive* TST-unknown
p-value
(n=492) (n=54) (n=13) (n=425)

IPT and ART
IPT 8 (2%) 1 (2%) 6 (46%) 1 (0.2%) <0.001
ART** 170 (35%) 28 (52%) 6 (46%) 136 (32%) 0.01
IPT and ART** 3 (1%) 0 (0%) 3 (23%) 0 (0%) <0.001
Outcomes
B 38 (8%) 0 (0%) 3 (23%) 35 (8%) 0.01
Died*** 103 (21%) 16 (30%) 3 (23%) 84 (20%) 0.24

Abbreviations: TST, tuberculin skin test; IPT, isoniazid preventive therapy; ART, antiretroviral therapy; TB, tuberculosis

*No patients converted from TST-negative to -positive over follow-up

**52 (11%) patients were on ART at baseline and 1 (0.2%) initiated ART after a TB diagnosis

***16 (3%) died after a TB diagnosis




Supplemental Table 3. Impact of IPT and ART on incidence of a) TB and b) TB or death, by baseline CD4 count
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CD4<350 CD4>350
N=2,138 N=1,976
IR per 100 pys IRR IR per 100 pys IRR
Events Person-years Events Person-years
(95% ClI) (95% ClI) (95% ClI) (95% ClI)
a) TB
1.79 0.99
No IPT 160 90 REF 81 82 REF
(1.53-2.09) (0.79-1.23)
0.91 0.54 0.71 0.75
IPT 10 11 11 15
(0.49-1.70) (0.29-1.01) (0.39-1.28) (0.40-1.40)
1.82 1.00
No ART 32 18 REF 64 64 REF
(1.28-2.57) (0.78-1.27)
1.67 0.98 0.84 0.83
ART 138 83 28 33
(1.41-1.97) (0.67-1.45) (0.58-1.22) (0.53-1.29)
b) TB or death
3.89 1.95
No IPT 348 90 REF 160 82 REF
(3.50-4.32) (1.67-2.27)
2.10 0.55 1.74 0.91
IPT 23 11 27 15
(1.40-3.16) (0.36-0.83) (1.20-2.54) (0.61-1.36)
3.12 1.84
No ART 55 18 REF 118 64 REF
(2.40-4.07) (1.53-2.20)
ART 316 83 3.81 1.23 69 33 2.07 1.04




37

(3.42-4.26) (0.93-1.64) (1.63-2.62) (0.77-1.39)

Abbreviations: IPT, isoniazid preventive therapy; ART, antiretroviral therapy; TB, tuberculosis; IR, incidence rate; Cl, confidence interval; IRR, incidence rate
ratio

Legend: IPT and ART time-dependent; IRRs adjusted for sex and age at enroliment




