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Study Method Details

Statistical analysis details:
Categorical variables were compared with the Pearson’s chi-squared test and continuous variables with the Wilcoxon rank-sum test. Tuberculosis rates were determined per 100 p-y of follow-up and as a cumulative rate (percentage). The difference in the cumulative tuberculosis rate by study arm, and the 95% confidence interval of the difference, were determined. The proportion of adverse events among all persons who received > 1 dose of study drug were compared by arm; for persons with > 1 event, only the first event was included. The average adverse event rate was also determined (number of events per 100 persons; included all adverse events). Univariate and multivariate risk factor analyses were performed to assess predictors of tuberculosis risk.

Dosing of Study Drugs
3HP arm
Rifapentine: 
Persons weighing > 50.0 kg received rifapentine 900 mg once-weekly 
Persons weighing < 50.0 kg were dosed once-weekly according to the following scale:
Weight 			Dose
10.0-14.0 kg			300 mg
14.1-25.0 kg			450 mg
25.1-32.0 kg			600 mg
32.1-50.0 kg			750 mg
Isoniazid:
Persons 2-11 years old received isoniazid 25 mg/kg (rounded up to the nearest 50 or 100 mg; 900 mg max) once-weekly
Persons > 12 years old received isoniazid 15 mg/kg (rounded up to nearest 50 or 100 mg; 900 mg max) once-weekly
9H arm
Persons 2-11 years old received isoniazid 10-15 mg/kg (round up to nearest 50 or 100 mg, 300 mg max) daily
Persons > 12 years old received isoniazid 5 mg/kg (rounded up to nearest 50 or 100 mg; 300 mg max) daily 

Pyridoxine (vitamin B6) 50 mg with each dose of isoniazid was recommended for participants in both study arms but not required. 

Study Definitions
Close contact with a tuberculosis case was defined as > 4 hours (by participant self-report or in the estimation of the site investigator) in a shared airspace during a one-week period.
A broad definition of flu-like and other systemic drug reactions was used: a) hypotension, urticaria, angioedema, acute bronchospasm, or conjunctivitis that occurred in relation to study drug; or b) > 4 of the following (one of which had to be > grade 2) that occurred in relation to study drug: weakness, fatigue, nausea, vomiting, headache, fever, aches, sweats, dizziness, shortness of breath, flushing, or chills. 



Justification of the Non-inferiority Margin
The judgment of the protocol team was that an absolute non-inferiority margin of 0.75% was clinically appropriate, given an expected annual event rate in the 9H arm of 1.6%. The relative non-inferiority margin of 17% was felt to be appropriate because the absolute expected event rate (1.6%) was low.

The non-inferiority margin also was appropriate statistically, and consistent with guidelines of the U.S. Food and Drug Administration (FDA).1 The key aspect was to ensure that the event rate in the experimental arm (3HP) was better than placebo, under many possible scenarios. A sensitivity analysis was performed as described below. 

The first step was to assume the largest acceptable margin (noted here as M1), which is defined as the effect of the active control (9H) over placebo (no-treatment), based on historical studies.  

In this study, 9H was assumed to be 68% effective and the tuberculosis event rate without treatment was assumed to be 5% per year. Both assumptions were the best estimates available at the time the trial started in 2001. Therefore, the expected HIV/tuberculosis rate in the 9H arm was (1.0 – 0.68) x 5% = 1.6% annually. M1 is the improvement that the 9H arm would make over no treatment: 5% - 1.6% = 3.4% per year or 9.35% (3.4% x 2.75 years) in 33 months (2.75 years).
 
The second step was to select a non-inferiority margin (M2) that was not only clinically meaningful, but also preserved a large proportion of M1. A non-inferiority margin of 0.75% means that the tuberculosis rate in the 3HP arm could be 5.15% (1.6% x 2.75 years + 0.75% = 5.15%) in 33 months and still be able to claim non-inferiority. In that scenario, the improvement that 3HP would make over no treatment would be 8.6% (5% x 2.75 - 5.15%). This preserves 92% of M1, since 8.6 / 9.35 = 0.92. This was also determined from the following equation:  1 – (0.75 / 9.35) = 0.92 

Large values of “preservation” are preferred. A value of 92% provides confidence that M1 was preserved. Therefore, the non-inferiority margin of 0.75% preserves 92% of M1. 

We then conducted a sensitivity analysis, varying the effectiveness of 9H from 60% to 90% and the tuberculosis rate without treatment from 2% to 5%. There was still substantial preservation of M1, using a non-inferiority margin (M2) of 0.75%.


Rationale for Exclusion of Participants from Site A

Analyses were also performed with participants from one study site (Site A; n = 70) excluded due to possible discrepancies at that site regarding receipt of study drug and directly-observed therapy. Study populations with Site A participants removed are shown in Supplement Table 1. The CONSORT criteria as shown in Supplement Figure 1, uses ‘m’ to represent the number of participants excluded from Site A. Supplement Table 7/Figure 4 shows effectiveness, efficacy and safety analyses when participants from Site A are removed.

































Supplement Table 1. Study populations.

All persons enrolled.

	Study population

	Assessment
	3HP
	9H

	Enrolled 
(intention to treat; ITT)a

	
	208
	195

	Enrolled + eligible
(modified intention to treat; MITT)b

	Effectiveness
	206
	193

	Per protocol
(PP)b

	Efficacy
	183
	123

	Received > 1 dosea

	Safety
	207
	186


a. 3HP: 4 persons < 18 years old; 9H: 1 person < 18 years old.
b. 3HP: 3 persons < 18 years old; 9H: 1 person < 18 years old

After excluding the participants enrolled from Site A (45 participants in the 3HP arm and 25 in the 9H arm).

	Study population

	Assessment
	3HP
	9H

	Enrolled 
(intention to treat; ITT)a

	
	163
	170

	Enrolled + eligible
(modified intention to treat; MITT)b

	Effectiveness
	161
	168

	Per protocol
(PP)b

	Efficacy
	140
	112

	Received > 1 dosea

	Safety
	162
	165


a. 3HP: 4 persons < 18 years old; 9H: 1 person < 18 years old.
b. 3HP: 3 persons < 18 years old; 9H: 1 person < 18 years old.

Characteristics of the modified intention to treat (MITT) study population, after removal of participants from Site A. This includes participants who enrolled in the study and met eligibility criteria.

	Characteristic
	3HP
N=161
n (%)
	9H
N=168
n (%)
	P-value

	Median age-years (IQR)#
	36 (29 – 44)
	37 (28 – 45)
	0.54

	Median CD4+ lymphocyte count—baseline (IQR)*
	473 (376 – 641)
	535 (418 – 722)
	0.04

	ART reported||
	50 (31)
	51 (30)
	0.91

	Male sex
	106 (66)
	108 (64)
	0.82

	Race
	
	
	

	   White
	40 (25)
	50 (30)
	0.33

	   Black
	68 (42)
	73 (43)
	0.91

	   Asian/Pacific Islander
	6 (4)
	3 (2)
	0.33

	   North American Indian
	5 (3)
	4 (2)
	0.75

	   Multiracial
	42 (26)
	38 (23)
	0.52

	Ethnicity (U.S. / Canada)
	
	
	

	   Hispanic
	27/91 (30)
	22/95 (23)
	0.32

	   Non-Hispanic
	64/91 (70)
	73/95 (77)
	0.32

	Median BMI—baseline (IQR) 
	25 (23 – 28)
	25 (23 – 29)
	0.74

	   Underweight
	4 (2)
	3 (2)
	0.72

	   Normal
	67 (42)
	66 (39)
	0.74

	   Overweight
	65 (40)
	62 (37)
	0.57

	   Obese
	25 (16)
	37 (22)
	0.16

	Region of enrollment
	
	
	

	   U.S. / Canada
	91 (57)
	95 (57)
	1.00

	   Brazil/Peru/Spain/ 
   Hong Kong
	70 (43)
	73 (43)
	1.00

	Indication for LTBI
	
	
	

	   Contact
	150 (93)
	163 (97)
	0.13

	   TST convertor
	11 (7)
	5 (3)
	0.13

	History EtOH use
	97 (60)
	109 (65)
	0.43

	History IDU
	28 (17)
	16 (10)
	0.08

	Current smoker 
(at enrollment)
	60 (37)
	75 (45)
	0.18

	High School
	101 (63)
	107 (64)
	0.91

	Jail/Prison
	14 (9)
	24 (14)
	0.12

	Unemployed
	30 (19)
	45 (27)
	0.09

	Homeless
	17 (11)
	21 (13)
	0.61

	Methadone^ 
	7 (4)
	13 (8)
	0.25

	Hepatitis C virus
	14 (9)
	20 (12)
	0.37



ART: antiretroviral therapy
IQR: inter-quartile range
EtOH: alcohol
IDU: injection drug use
BMI: body mass index

# 3HP: 3 persons < 18 years old; 9H: 1 person < 18 years old. 
*CD4+ lymphocyte counts were available at baseline for 143participants in the 3HP arm and 141 participants in the 9H arm. The range was 55 to 1,988 in the 3HP arm and 9 to 1,406 in the 9H arm. HIV-1 RNA levels were not obtained.
|| ART: participants were considered being on ART when ART was reported on the concomitant medication form during the study.
^In a methadone maintenance program at study enrollment.


Supplement Figure 1. Flow Diagram of Study Participants—CONSORT Criteria. 
Enrollment


· Eligible for Safety analysis (n=207) (m=45)
· Did not receive intervention (n=1) (m=0)
· Did not receive per protocol (n=9) 

· Eligible for Safety analysis (n=186) (m=21)
· Did not receive intervention (n=9) (m=4)

Eligible for PP analysis (n= 183) (m=43)   
· Excluded from analysis (n=23) (m=2)
Eligible for PP analysis (n= 123) (m=11)
   - Excluded from analysis (n= 70) (m=14`)
Eligible for MITT analysis (n= 206) (m=45)
Ineligible for study; excluded from analysis (n=2)(m=0)^:
  - Source case resistant to INH or RIF (n=0) (m=0)
  - Source case culture-negative for M. tb (n=1) (m=0)
  - Positive TST not confirmeda (n=0) (m=0)
  - Source case missing DST results (n=0) (m=0)
  - TB at enrollment (n=1) (m=0)



Eligible for MITT analysis (n= 193) (m=25)
Ineligible for study; excluded from analysis (n=2)(m=0)^:
  - Source case resistant to INH or RIF (n=0) (m=0)
  - Source case culture-negative for M. tb (n=1) (m=0)
  - Positive TST not confirmeda (n=1) (m=0)
  - Source case missing DST results (n=0) (m=0)
  - TB at enrollment (n=0) (m=0)
Analysis
Completed regimen per protocol (n=183) (m=43)             
Did not receive intervention (n= 1) (m=0)
Did not complete regimen per protocol (n=23) (m=2)                   - Incorrect duration or number of doses (n=7) (m=0)
- Withdrew consent (n=0) (m=0)
- AE with discontinuation (n=7) (m=2)
- Lost during study phase (n=7) (m=0)
- Treatment discontinued by clinician (n=0) (m=0)
- Refused treatment (n=1) (m=0)
- Incarcerated (n=1) (m=0)

Completed regimen per protocol (n=123) (m=11)
Did not receive intervention (n= 9) (m=4)
Did not complete regimen per protocol (n=70) (m=14)                                   - Incorrect duration or number of doses (n=28) (m=3)
- Withdrew consent (n=2) (m=2)
- AE with discontinuation (n=8) (m=3)
- Lost during study phase (n=16) (m=2)
- Treatment discontinued by clinician (n=7) (m=1)
- Refused treatment (n=3) (m=3)
- Incarcerated (n=6) (m=0)






3HP (n=208) (m=45)
 - Eligible for study (n=206) (m=45)
 - Ineligible for study (n=2; see below)

9H (n=195) (m=25)
 - Eligible for study (n=193) (m=25)
 - Ineligible for study (n=2; see below)
-  
		 
Assessed for eligibility* June 2001 – March 2005 (n=unknown)                                           
Assessed for eligibility* March 2005 – December 2010 (n=519) 

Enrolled June 2001 – March 2005 (n=106)
Excluded (n= 222)
  - Did not meet inclusion criteria (n=176)
  - Declined to participate (n=26)
  - Other reasons (n= 20)
Enrolled March 2005 – December 2010 (n=297)
Total Enrolled (n= 403)
Allocation
Treatment


* Eligibility screening data were obtained after March 2005, with implementation of an eligibility screening log. This was implemented in response to CONSORT reporting criteria, which were updated after the study began.2
^ Enrollment of participants was allowed before tuberculosis culture and susceptibility data were available in the source case. Participants ineligible because the source case was culture-negative for M. tuberculosis, had M. tuberculosis resistant to INH or RIF, or did not have susceptibility testing performed, were identified after enrollment.  
a Positive TST not confirmed on repeat testing. 
Abbreviations:
m: number of participants excluded from Site A
9H: 9 months of self-administered daily isoniazid
3HP: 3 months of directly-observed once-weekly rifapentine and isoniazid
DST: drug susceptibility testing
AE: adverse event
MITT: modified intention to treat
PP: per protocol
INH: isoniazid
RIF: rifampin
M. tb: M. tuberculosis
TST: tuberculin skin test

Participants were eligible for the safety analysis if they received > 1 dose of study medication






















	Supplement Table 2. Reasons for Study Ineligibility. Among 403 participants randomized, 4 were ineligible for the study. 

	Reason
	N
	% of Ineligible Participants

	Source TB case resistant to INH or RIF
	0
	0

	Source TB case culture-negative for M. tuberculosis
	2
	50

	Positive tuberculin skin test not confirmed
	1
	25

	M. tuberculosis drug susceptibility test results not available for the source TB case
	0
	0

	TB at enrollment
	1
	25

	Total
	4
	100



Enrollment of participants was allowed before tuberculosis culture and susceptibility data were available in the source case. Participants ineligible because the source case was culture-negative for M. tuberculosis, had M. tuberculosis resistant to INH or RIF, or did not have susceptibility testing performed, were identified after enrollment.  



Supplement Figure 2. Comparison of Cumulative Lost to Follow-up by Treatment Regimen. Modified intention to treat study population. Follow-up was from the time of enrollment. Log-rank P-value = 0.34. 
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Supplement Figure 3. Difference of 3HP Arm from Active Control 9H Arm in Cumulative TB Rates and the 95% C.I. by MITT and PP Populations.
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Supplement Table 3. All Grade 3 and 4 Adverse Events by Treatment Regimen and System Organ Classification. Among participants who received at least 1 dose of study treatment (the safety population). Adverse events were classified by the MedDRA (Medical Dictionary for Regulatory Activities) System Organ Class (SOC). They are presented in the order of frequency of total number of events. The number of events in each SOC are provided.


	 
	9H
N=186
	3HP
N=207

	 
	 Non-SAE
	 SAE*
	 Non-SAE
	 SAE*

	System Organ Class
	System Organ Class
Preferred Term
	N 
	(%)
	N 
	(%)
	N 
	(%)
	N 
	(%)

	ALL BODY SYSTEM
	OVERALL
	16
	(8.60)
	16
	(8.60)
	13
	(6.28)
	6
	(2.90)

	Infections and infestations
	Infections and infestations
	2
	(1.08)
	2
	(1.08)
	1
	(0.48)
	0
	(0.00)

	 
	Cellulitis
	0
	(0.00)
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)

	 
	Dengue fever
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)
	0
	(0.00)

	 
	Hepatitis B
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)
	0
	(0.00)

	 
	Herpes simplex
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)
	0
	(0.00)

	 
	Syphilis
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)
	0
	(0.00)

	 
	Wound infection
	0
	(0.00)
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)

	Psychiatric disorders
	Psychiatric disorders
	0
	(0.00)
	3
	(1.61)
	1
	(0.48)
	1
	(0.48)

	 
	Confusional state
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)
	0
	(0.00)

	 
	Depression
	0
	(0.00)
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)

	 
	Hallucination, visual
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)
	0
	(0.00)

	 
	Restlessness
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)
	0
	(0.00)

	 
	Suicidal ideation
	0
	(0.00)
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)

	 
	Suicide attempt
	0
	(0.00)
	2
	(1.08)
	0
	(0.00)
	0
	(0.00)

	Gastrointestinal disorders
	Gastrointestinal disorders
	0
	(0.00)
	3
	(1.61)
	0
	(0.00)
	1
	(0.48)

	 
	Abdominal pain upper
	0
	(0.00)
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)

	 
	Diverticulum
	0
	(0.00)
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)

	 
	Pancreatitis
	0
	(0.00)
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)

	 
	Periodontal disease
	0
	(0.00)
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)

	Hepatobiliary disorders
	Hepatobiliary disorders
	11
	(5.91)
	2
	(1.08)
	3
	(1.45)
	0
	(0.00)

	 
	Cholecystitis acute
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)
	0
	(0.00)

	 
	Hepatitis
	10
	(5.38)
	2
	(1.08)
	2
	(0.97)
	0
	(0.00)

	 
	Hypertransaminasaemia
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)
	0
	(0.00)

	Vascular disorders
	Vascular disorders
	0
	(0.00)
	2
	(1.08)
	2
	(0.97)
	0
	(0.00)

	 
	Deep vein thrombosis
	0
	(0.00)
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)

	 
	Hypertension
	0
	(0.00)
	0
	(0.00)
	2
	(0.97)
	0
	(0.00)

	 
	Hypertensive crisis
	0
	(0.00)
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)

	Blood and lymphatic system disorders
	Blood and lymphatic system disorders
	2
	(1.08)
	2
	(1.08)
	3
	(1.45)
	0
	(0.00)

	 
	Anaemia
	0
	(0.00)
	2
	(1.08)
	0
	(0.00)
	0
	(0.00)

	 
	Neutropenia
	2
	(1.08)
	0
	(0.00)
	3
	(1.45)
	0
	(0.00)

	Cardiac disorders
	Cardiac disorders
	0
	(0.00)
	2
	(1.08)
	0
	(0.00)
	0
	(0.00)

	 
	Cardiac failure congestive
	0
	(0.00)
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)

	 
	Myocardial infarction
	0
	(0.00)
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)

	Metabolism and nutrition disorders
	Metabolism and nutrition disorders
	0
	(0.00)
	0
	(0.00)
	2
	(0.97)
	0
	(0.00)

	 
	Gout
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)
	0
	(0.00)

	 
	Hypokalaemia
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)
	0
	(0.00)

	Musculoskeletal and connective tissue disorders
	Musculoskeletal and connective tissue disorders
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)
	1
	(0.48)

	 
	Myositis
	0
	(0.00)
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)

	 
	Osteoarthritis
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)
	0
	(0.00)

	Nervous system disorders
	Nervous system disorders
	1
	(0.54)
	1
	(0.54)
	1
	(0.48)
	1
	(0.48)

	 
	Convulsion
	1
	(0.54)
	0
	(0.00)
	1
	(0.48)
	0
	(0.00)

	 
	Syncope
	0
	(0.00)
	1
	(0.54)
	0
	(0.00)
	1
	(0.48)

	Surgical and medical procedures
	Surgical and medical procedures
	0
	(0.00)
	1
	(0.54)
	0
	(0.00)
	1
	(0.48)

	 
	Ankle operation
	0
	(0.00)
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)

	 
	Inguinal hernia repair
	0
	(0.00)
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)

	General disorders and administration site conditions
	General disorders and administration site conditions
	0
	(0.00)
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)

	 
	Pyrexia
	0
	(0.00)
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)

	Immune system disorders
	Immune system disorders
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)
	0
	(0.00)

	 
	Hypersensitivity
	0
	(0.00)
	0
	(0.00)
	1
	(0.48)
	0
	(0.00)

	Injury, poisoning and procedural complications
	Injury, poisoning and procedural complications
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)
	0
	(0.00)

	 
	Tooth fracture
	1
	(0.54)
	0
	(0.00)
	0
	(0.00)
	0
	(0.00)



* SAE – Serious Adverse Event

Supplement Table 4. All Deaths by Treatment Regimen and ICD-9 Code.

	ICD9 Category
	9H
n=5 
	3HP
n=6 
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	Malignant neoplasms (cancer)
	
	1
	
	1
	
	

	
	
	
	
	
	
	

	Intentional injuries
	
	0
	
	1
	
	

	
	
	
	
	
	
	

	Chronic liver disease or cirrhosis*
	
	1
	
	0
	
	

	
	
	
	
	
	
	

	Hypertension (with or w/o renal disease)
	
	1
	
	0
	
	

	
	
	
	
	
	
	

	AIDS
	
	1
	
	1
	
	

	
	
	
	
	
	
	

	Septicemia
	
	1
	
	1
	
	

	
	
	
	
	
	
	

	Unknown
	
	0
	
	1
	
	

	
	
	
	
	
	
	

	All other causes
	
	0
	
	1
	
	

	
	
	
	
	
	
	



*The 1 death that occurred on therapy or within 60 days of last dose is among this category.

Supplement Table 5. Tuberculosis cases and event rates by treatment arm and HIV serostatus. In the modified intention to treat study population.

	Treatment arm
	HIV Status
	N
	# TB cases
	TB rate per 100 p-ya
	Cumulative TB rate and its 95% CI (%)
	Difference in cumulative TB rate (%)b
	95% CI of the difference in cumulative TB rate (%)

	

9H
	
HIV-infected

	
193
	
6
	
1.25
	
3.50
(0.74, 6.26)
	


2.97
	


(0.18, 5.76)

	
	HIV- uninfected
	
1826

	
9
	
0.19
	
0.53
(0.19, 0.87)
	
	

	

3HP
	
HIV-infected

	
206
	
2
	
0.39
	
1.01
(-0.38, 2.40)
	


0.83
	


(-0.57, 2.24)

	
	HIV- uninfected
	
1837

	
3
	
0.06
	
0.18
(-0.02, 0.37)
	
	


H: isoniazid P: rifapentine; p-y: person-years; CI: confidence intervals
a Follow-up was up to 33 months from the time of study enrollment.
b The difference in cumulative TB disease rate, within arms, is the rate among HIV-infected persons minus the rate among HIV-uninfected persons.


Supplement Table 6. Tolerability by treatment arm and HIV serostatus. This includes all participants who enrolled in the study and received at least 1 dose of study treatment (the safety population).

	Characteristic
	3HP

	9H

	
	HIV- infected
n=207
n (%)
	HIV-uninfected
n=1861
n (%)
	P-valuea
	HIV- infected
n=186
n (%)
	HIV-uninfected
n=1824
n (%)
	P-valuea

	Treatment completion (MITT)b
	183 (88.8)
	1473 (80.2)
	0.002
	123 (63.7)
	1230 
(67.4)
	0.33

	Discontinuation due to 
adverse drug reaction
	7 (3.4)
	99 (5.3)
	0.32
	8 (4.3)
	63 (3.5)
	0.53

	Grade 3 toxicity
	14 (6.8)
	110 (5.9)
	0.64
	18 (9.7)
	110 (6.0)
	0.06

	Grade 4 toxicity
	4 (1.9)
	20 (1.1)
	0.29
	10 (5.4)
	24 (1.3)
	<0.0001

	Grade 5 (death)
	6 (2.9)
	17 (0.9)
	0.02
	5 (2.7)
	20 (1.1)
	0.07

	Discontinuation due to hepatotoxicity 
	2 (1.0)
	9 (0.5)
	0.30
	8 (4.3)
	34 (1.9)
	0.05

	Flu-like/systemic drug reaction
	2 (1.0)
	85 (4.6)
	0.01
	0 (0.0)
	10 (0.6)
	0.61

	Serious Adverse Eventsc
	8 (3.9)
	41 (2.2)
	0.15
	21 (11.3)
	59 (3.2)
	<0.0001


H: isoniazid P: rifapentine
a P-value based on Fisher’s exact test.
b MITT: Modified Intention to Treat. 9H: HIV infected = 193, Non-HIV infected = 1826; 3HP: HIV infected = 206, Non-HIV infected = 1837.
c Serious Adverse Events include deaths while receiving a study drug or within 60 days after the last dose, life-threatening events, hospitalization, disability or permanent damage, and congenital anomalies or birth defects.



Supplement Table 7/Figure 4. Results of the effectiveness, efficacy, and safety analyses with participants from Site A removed.

Kaplan-Meier curve of time to tuberculosis by study arm in the MITT study population.  The number of persons at risk at 100-day increments from enrollment are provided.
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Tuberculosis cases and event rates by treatment arm. All participants from Site A removed. 

Modified intention to treat population

	Treatment arm
	N
	# TB cases
	TB rate per 100 p-y
	Cumulative TB rate (%)
	Difference in cumulative TB rate
	Upper bound of the 95% CI (%)

	9H
	168
	5
	1.19
	3.36
	-2.06
	1.35

	3HP
	161
	2
	0.50
	1.30
	
	



Per protocol population

	Treatment arm
	N
	# TB cases
	TB rate per 100 p-y
	Cumulative TB rate (%)
	Difference in cumulative TB rate
	Upper bound of the 95% CI (%)

	9H
	112
	2
	0.69
	2.01
	-1.28
	1.82

	3HP
	140
	1
	0.28
	0.73
	
	






Safety and tolerability of the study regimens. Among participants who received > 1 dose of study medications, except as noted. Percentages are in parentheses. All participants from Site A removed.

	Characteristic
	3HP
N=162
	9H
N=165
	P-value

	Treatment completion (MITT)
	140/161 (87%)
	112/168 (67%)
	<0.001

	Discontinuation due to 
adverse drug reaction
	5 (3)
	5 (3)
	1.00

	Grade 3 toxicity
	10 (6)
	18 (11)
	0.17

	Grade 4 toxicity
	4 (2)
	8 (5)
	0.38

	Grade 5 (death)
	5 (3)
	5 (3)
	1.00

	Discontinuation due to hepatotoxicity* 
	2 (1)
	5 (3)
	0.45

	Flu-like/systemic drug reaction
	1 (0.6)
	0 (0)
	0.50



*Neither of the two persons in the 3HP arm and one of the five persons in the 9H arm had underlying hepatitis C virus infection.






	Supplement Table 8. Univariate and Multivariate Risk Factor Analysis for the Development of Tuberculosis (MITT Population).


	Characteristic (N)
	Reference Group (N)
	Univariate Analysis
	Multivariate Analysis

	
	
	HR
(95% CI)
	p-value
	Adjusted HR
(95% CI)
	P-value

	Regimen (3HP) (206)
	9H (193)
	0.31 (0.06, 1.54)
	0.15
	0.27 (0.05, 1.44)
	0.13

	Age (> 35 years) (208)
	Age (≤ 35 years) (191)
	0.30 (0.06, 1.49)
	0.14
	

	Baseline CD4+a 
	CD4+ < 350 (56)
	CD4 ≥ 350 (298)
	5.14 (1.04, 25.48)
	0.04
	6.22 (1.16, 33.42)
	0.03

	
	CD4+ Unknown (45)
	
	4.31 (0.72, 25.82)
	0.11
	3.19 (0.51, 20.13)
	0.22

	ART reportedb (125)
	No ART (274)
	
0.48 (0.12, 1.91)
	0.29
	

	Male sex (277)
	Female sex (122)
	3.16 (0.39, 25.70)
	0.28
	

	Race
	Black (150)
	White (149)
	1.03 (0.14,7.29)
	0.98
	

	
	North American Indian (9)
	
	0.00
	NA
	

	
	Asian (9)
	
	0.00
	NA
	

	
	Multiracial (82)
	
	3.72 (0.68, 20.31)
	0.13
	

	BMIc 
	Underweight (8)
	Normal (177)
	14.39 (2.40, 86.14)
	0.004
	 17.77 (2.54, 124.34)
	0.0037

	
	Overweight (147)
	
	1.17 (0.24, 5.80)
	0.85
	1.51 (0.27, 8.34)
	0.64

	
	Obese (67)
	
	0.00
	NA
	NA
	NA

	Region
	Brazil (76)
	US/Can
(186)
	0.79 (0.08, 7.54)
	0.83
	

	
	Spain (70)
	
	0.86 (0.09, 8.22)
	0.89
	

	
	Peru (65)
	
	2.86 (0.58, 14.18)
	0.20
	

	
	Hong Kong (2)
	
	0.00
	NA
	

	Indication for LTBI
	TST converter (16)
	Contact (383)
	3.77 (0.46, 30.66)
	0.21
	

	Alcohol use
	Abused (39)
	No Abuse (360)
	1.27 (0.16, 10.31)
	0.82
	

	
	Usee (233)
	No Use (166)
	1.15 (0.28, 4.82)
	0.85
	

	IDU 
	(Yes) (60) 
	No (339)
	0.00
	NA
	

	Current smoker
	Yes (172)
	No (227)
	0.81 (0.19, 3.40)
	0.77
	

	High School
	No (158)
	Yes (241)
	1.52 (0.38, 6.08)
	0.55
	

	Jail/prison
	Yes (40)
	No (359)
	0.00
	NA
	

	Unemployed
	Yes (84)
	No (315)
	1.27 (0.26, 6.29)
	0.77
	

	Homeless
	Yes (44)
	No (355)
	0.00
	NA
	

	Methadone
	Yes (23)
	No (376)
	0.00
	NA
	

	Hepatitis C virus
	Yes (48)
	No (351)
	0.93 (0.11, 7.55)
	0.93
	

	Abbreviations: 9INH: 9-month (270-dose) regimen of daily isoniazid; 3HP: 3-month (12-dose) regimen of weekly rifapentine and isoniazid; HR: hazard ratio; NA: not applicable; ART: antiretroviral therapy; CD4: ;US: United States; Can: Canadian; BMI: body mass index; TST: tuberculin skin test; IDU: injection drug use; CAGE: cut-annoyed-guilty-eye (alcohol questionnaire); HIV: human immunodeficiency virus 
aBaseline CD4 counts: reported less than 6 month before enrollment and up to 3 months after enrollment
bART start times are calculated from enrollment date. ART start dates are based on evaluation date reported on concomitant medication form. For patients with multiple reports, the earliest report date was used.
cBMI categories: Underweight (below 18.5); Normal (18.5 to <25.0); Overweight (25.0 to <30.0); Obese (30.0 and above).
dAlcohol abuse: participant self-report of alcohol use and answered “yes” to ≥2 CAGE questions.
eAlcohol use: by participant self-report; answered “yes” to ≤1 CAGE question.

A p-value ≤ 0.20 in the univariate analysis, led to inclusion in the multivariate analysis. A p-value < 0.05 indicated overall significance. Regimen was allowed to stay in the model regardless of p-value.
The model was checked for all combinations of 2 * 2 interactions that included study arm, baseline CD4<350, multiracial, Hispanic ethnicity, and underweight BMI. Using the backward elimination method and allowing treatment arm to remain in the model, there were no significant interactions. 
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