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115 Supplementary Figure 2. Association between epidemiological and clinical
116  characteristics and initiation of TPT

117  (A) Age distribution among TB contacts who did not initiate TPT and those who
118 initiated the TPT. Data were compared using the Mann-Whitney U test. (B)
119 Frequency of Race/Ethnicity (black and pardo), income (see definition below),
120  secondary smoking, comorbidities (see definition below) and education (illiterate)
121  between TB contacts stratified based on initiation of TPT. Data were compared
122 using Fisher's exact test. (C) Generalized estimating equations analysis to
123  evaluate association between epidemiological and clinical characteristics and not
124  initiation of TPT. The study population was stratified according to initiation of TPT
125 (not initiation of TPT and initiation of the TPT, see Supplementary Table 2 for
126  detailed univariate comparisons). A multivariable analysis (see Methods for details)
127  was employed with each variable individually (unadjusted) and variables (Panels A
128 and C) were included in a multivariable model (adjusted). In all the comparisons,
129  significant p-values are shown in bold-type font.
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130  Comorbidities: At least one comorbidity (diabetes, hypertension, cancer, chronic
131  obstructive pulmonary /emphysema, kidney disease, heart disease, liver disease
132 and depression).

133 Low income: without income/equal or less than a minimum wage (reference: more
134 than a minimum wage)

135  Race (Black/Pardo) reference: White, Asian, Indian.

136 Abbreviations: 95%Cl: 95% confidence interval. Time (V1TB-V1C): time (in weeks)
137  difference between the visit 1 of the TB case and the visit 1 of the contact. TPT: TB
138  preventive therapy.

139
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141  Supplementary Figure 3. Association between epidemiological and clinical
142 characteristics and completeness of the TB preventive therapy

143 (A) Age distribution among those who did not complete the TPT and who complete
144  the TPT. Data were compared using the Mann-Whitney U test. (B) Frequency of
145  Race/Ethnicity (black and pardo), income (see definition below), secondary
146  smoking, comorbidities (see definition below) and education (illiterate) between TB
147  contacts stratified based completeness of the TPT (complete vs. incomplete). Data
148  were compared using Fisher's exact test. (C) Generalized estimating equations
149 analysis to evaluate association between epidemiological and clinical
150  characteristics and who did not complete the TPT and who complete the TPT. The
151  study population was stratified according to complete TPT in the LTBI cascade
152 (incomplete TPT vs. complete cascade of care, see Supplementary Table 3 for
153  detailed univariate comparisons). A multivariable analysis (see Methods for details)

154  was employed with each variable individually (unadjusted) and variables (panels A
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155 and C) were included in a multivariable model (adjusted). In all the comparisons,
156  significant p-values are shown in bold-type font.

157 Comorbidities: At least one comorbidity (diabetes, hypertension, cancer, chronic
158  obstructive pulmonary /emphysema, kidney disease, heart disease, liver disease
159  and depression).

160  Low income: without income/equal or less than a minimum wage (reference: more
161 than a minimum wage)

162 Race (Black/Pardo) reference: White, Asian, Indian.

163  Abbreviations: 95%Cl: 95% confidence interval. Time (V11s-V1¢): time (in weeks)
164  difference between the visit 1 of the TB case and the visit 1 of the contact. TPT: TB
165  preventive therapy.

166
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168  Supplementary Figure 4. Association between epidemiological and clinical
169 characteristics and performing the 2" IGRA test at month 6 when indicated.
170  (A) Age distribution among those who performed the 2™ IGRA and those not
171  performed the 2" IGRA. Data were compared using the Mann-Whitney U test. (B)
172 Frequency of Race/Ethnicity (black and pardo), income (see definition below),
173 secondary smoking, comorbidities (see definition below) and education (illiterate)
174  between TB contacts stratified based on performing the 2™ IGRA. Data were
175 compared using the Fisher's exact test. (C) Generalized estimating equations
176 analysis to evaluate association between epidemiological and clinical
177  characteristics and losses in the LTBI cascade of care. The study population was
178  stratified according to perform 2" IGRA (2" IGRA not performed and 2" IGRA
179 performed, see Supplementary Table 3 for detailed univariate comparisons). A
180  multivariable analysis (see Methods for details) was employed with each variable

181 individually (unadjusted) and variables (panels A and C) were included in a
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182  multivariable model (adjusted). In all the comparisons, significant p-values are
183  shown in bold-type font.

184  Comorbidities: At least one comorbidity (diabetes, hypertension, cancer, chronic
185  obstructive pulmonary /emphysema, kidney disease, heart disease, liver disease
186  and depression).

187  Low income: without income/equal or less than a minimum wage (reference: more
188  than a minimum wage)

189  Race (Black/Pardo) reference: White, Asian, Indian.

190  Abbreviations: 95%Cl: 95% confidence interval. Time (V1TB-V1C): time (in weeks)

191 difference between the visit 1 of the TB case and the visit 1 of the contact.
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1  Supplementary Methods

3  Description of sites from the Regional Prospective Observational Research in

4 Tuberculosis (RePORT)-Brazil

6 Salvador (BA) site:

7  Unit of the José Silveira Foundation (FJS), a non-profit institution, the Brazilian
8 Tuberculosis Research Institute (IBIT) in the state of Bahia, Brazil and accredited by
9 the government as a TB treatment center. Currently, FJS / IBIT serves as a reference
10  center for primary TB care and annually treats 10 to 15% of TB cases in the city of
11 Salvador. This Institute is part of the National TB Control Program and follows all
12 guidelines and recommendations from the Brazilian Society of Pulmonology and
13 Tisiology, which are similar to World Health Organization recommendations.

14

15 Manaus (AM) site:

16  The Fundagéo de Medicina Tropical (FMT) Dr. Heitor Vieira Dourado (Amazonas) is
17  the leading institution of Tropical Diseases in the Amazonas State. FMT is a referral
18  center for the diagnosis and treatment of infectious (including tuberculosis), parasitic
19 and dermatological diseases, admitting in their facilities patients referred by the
20 health network of Manaus and from the countryside of Amazonas State. The FMT-
21  HVD Outpatient Clinic has 40 medical offices and held more than 285,000 health
22 consultations in 2016.
23

24 Rio de Janeiro (RJ) sites:
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25 The Instituto Nacional de Infectologia Evandro Chagas (INI) Hospital is a reference
26  hospital within the Oswaldo Cruz Foundation (Fiocruz) The outpatient unit provides
27 care to patients referred for tuberculosis, acute febrile diseases, and HIV/AIDS,
28 among others. INI has extensive laboratory capabilities for infectious diseases,
29 including TB. The laboratory unit is comprised of hematology, biochemistry,
30 mycology, virology, immunology, and microbiology laboratories.

31

32 Secretaria Municipal de Saude do Rio de Janeiro e Clinica da Familia Rinaldo
33  Delamare, Rocinha is a low-income community of 70,000 inhabitants located in
34  southern Rio de Janeiro, where TB incidence rates have reached levels four times
35 higher than those recorded in the municipality. The population of Rocinha is 100%
36  covered by the Brazilian primary health care program and has access to TB care in
37 their community. The TB research site receives patients from the 3 clinics in Rocinha.
38

39  Tuberculosis Control Program — Secretaria de Salde de Duque de Caxias. This
40  center initially began in 1971 as a State Health Unit, but due to the high patient
41 volume, it is now dedicated solely to the city of Duque de Caxias. This TB center
42  accepts patients and referrals from other hospitals (primarily the Moacyr do Carmo
43 Municipal Hospital and Adam Pereira Nunes Hospital), Emergency Care Units,
44 Family Health Programs, and primary units of the municipality. A Tuberculosis
45  Clinical Research Laboratory was founded at the Municipal Health Secretariat of
46  Duque de Caxias in 2014, through technical and scientific cooperation between the
47  Duque de Caxias Municipal Health Secretariat and the Federal University of Rio de
43  Janeiro (UFRJ).

49  For more information: https://reportbrazil.org/
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Description inclusion and exclusion criteria for TB cases enrolled in RePORT-

Brazil

Inclusion Criteria:

e Persons aged = 18 years (or children enrolled in Cohort B who
develop active TB) who have agreed to participate in the study and
sign an Informed Consent Form.

¢ Pulmonary TB with culture-positive sputum (with or without a positive
AFB smear or Xpert® MTB/ RIF assay). Persons who have signs and
symptoms of TB and/or a positive AFB smear or Xpert® MTB/RIF
assay or a chest x-ray consistent with TB are eligible, but they must
have a positive AFB culture to remain in the study*.

¢ New or recurrent TB.

e Willingness to undergo HIV testing if there is no documented positive
HIV test.

*Children enrolled in Cohort B who develop active TB do not necessarily
need a positive AFB culture to remain in the study.

Exclusion Criteria
e Persons currently receiving anti-TB therapy (defined as > 7 days of
appropriate TB treatment in the last 30 days).
e Have received more than seven days of fluoroquinolone antibiotic
therapy, for any reason, within the last 30 days.
¢ Women who are pregnant or breastfeeding™.
Not remaining in the region during the study period/or having plans to move
away.
*Women who enroll but become pregnant after enroliment will remain in the
study. However, due to concerns about blood volumes, blood will not be
drawn from pregnant women.
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