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eAppendix 1. Study Sites, Investigators, and Additional Contributions (n = number 
enrolled)  

TBTC and IMPAACT Investigators 

All sites are Tuberculosis Trials Consortium (TBTC) unless labeled International Maternal Pediatric Adolescent 
AIDS Clinical Trials (IMPAACT). 

University of North Texas Health Science Center at Ft. Worth (UNTHSC) (n=252) 
Stephen E. Weis, D.O., Michel Fernandez, MD, Barbara King, RN, Lee Turk, RN, Norma Shafer, Gloria Stevenson, 
RN, Guadalupe Bayona, MD, Randy Dean, RN, Joseph Helal, MS, RPh, Gerry Burgess, RN  
 
South Texas subsites (Texas Dept. of Health) (n=229) 
Richard Wing, MD, Diane Wing, RN, Diana Valenzuela, LVN, Josefina Gonzalez, LVN,  
Brian R. Smith, MD, Juan Uribe, RN 
 
Hospital Clementino Fraga Filho, Rio de Janeiro, Brazil, Johns Hopkins University  (n=113)  
Richard E. Chaisson, MD, Marcus B. Conde, MD, Fernanda C. Q. Mello, MDS, Anne Efron, MSN, MPH, Carla 
Loredo, RN, Millene Barty, S. Fortuna, Michelle Cailleaux-Cezar, MD, Renata L. Guerra, MD, Gisele Mota, RN, 
Cristina Felix, RN, Valéria de Oliveira, Claudeci dos S. Sacramento 
 
University of Southern California/LA County (n=58) 
Brenda E. Jones, MD, Patricio Escalante, MD, Peregrina Molina, RN, PHN, Claudia Silva, RN PHN, Angela Grbic, 
RN, Maria Brown, MPH, Bonifacia Oamar, RN, Ermelinda Rayos, CW, Celia Luken, LVN, Patricia Lopez, RN, 
Michiko Otaya, RN, PHN 
 

Audie L. Murphy VA Hospital, San Antonio, TX  (n=56)  
Marc Weiner, MD, Melissa Engle, CRT, CCRC, Jose A. Jimenez, BS, Hipolito Pavon, MPH, Victoria Rodriguez, 
RN, John Nava, MD 
 
Denver Health and Hospitals – Denver Public Health Department (n=40) 

William Burman, MD, Randall Reves, MD, Robert Belknap, MD, David Cohn, MD, Jan Tapy, RN, Grace Sanchez, 
CCA, Laurie Luna, RN, Jacquie Moore 
 
University of California, San Diego Medical Center (UCSD) (n=35) 
Antonino Catanzaro, MD, Philip LoBue, MD, Kathleen Moser, MD, Mark Tracy, MD, Peach Francisco, RN, Judy 
Davis 
 
Columbia University College of Physcians and Surgeons, NYC Dept of Health (n=35) 
Neil Schluger, MD,  Joseph Burzynski, MD, Vilma Lozano, RN, Magda Wolk, RN, Marta Scotto, RPh  
 
Duke University (n=32) 
Carol Dukes Hamilton, MD, Jason Stout, MD, MHS, Ann Mosher, RN, MPH, FNP-BC, Emily J. Hecker, RN, 
MSN, Elle Rich, RN, MPH  
 
Public Health – Seattle and King County Public Health (n=27)  
Masahiro Narita, MD, Charles M. Nolan, MD, Stefan Goldberg, MD, Debra Schwartz, RN, Linh Le, Marcia Stone, 
RN, MPH, Connie Friedly, RN  
 
University of California, San Francisco (n=22)  
Payam Nahid, MD, MPH, Philip Hopewell, MD, Charles Daley, MD, Robert Jasmer, MD, Cindy Merrifield, RN, 
William Stanton, RN, Irina Rudoy, MD, Jill Israel, RN  
 
University of Medicine and Dentistry New Jersey (UMDNJ) (n=21) 
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Bonita T. Mangura, MD, Lee B. Reichman, MD, George McSherry MD, Alfred Lardizabal, MD, Maria Corazon 
Leus, RN, Marilyn Owens, RN, Eileen Napolitano, Laurie Kellert, RN, Veronica Anokute, RN 
 
VA Little Rock, Arkansas – Arkansas Department of Health (n=18) 
Iram Bakhtawar, MD, Frank Wilson, MD, Pauline Wassler, RN, Annette Arnold, APN, Kathy Haden, RN, Jamie 
Owens, HPN 
 
Vanderbilt University and Nashville Metro Public Health Department (n=14) 
Timothy R. Sterling, MD, Amy Kerrigan, RN MSN, Alicia Wright, Linda R. Hammock RN, Belinda Redd, LPN, 
Camille Campbell, RN, Diedra Freeman, NP  
 
Emory University Department of Medicine (n=10) 
Susan M. Ray, MD , David P. Holland, MD, Deirdre Dixon, Omar Mohamed, Kanoa Folami,       Jane Bush, MA, 
Cheryl D. Simpson, BS, Gibson Barika, Wenona N. Favors, Nicole Snow  
 
Montreal Chest Institute (n=9) 
Dick Menzies, MD MSc, Kevin Schwartzman, MD MPH, Christina Greenaway, MD MSc, Larry Lands, MD PhD, 
Sharyn Mannix, MD, Paul Brassard, MD MSc, Bérénice Mortezai, MD, Barry Rabinovitch, MD, Marthe Pelletier, 
MSc, Chantal Valiquette, Joanne Tremblay, Paul Anglade Plaisir, Rebecca Binet, BSc  
 
Carolinas Medical Center, Charlotte, NC (n=9) 
Amina Ahmed, MD, Jennifer Reeves, RN,  
 
Johns Hopkins University (n=8) 
Richard E. Chaisson, MD, Susan Dorman, MD, Jim Fisher, Gina Maltas, RN, Judith Hackman, RN 
 
Boston University Medical Center (n=4) 
John Bernardo, MD, Jussi Saukkonen, MD, Claire Murphy, RN, Denise Brett-Curran, RN 
 
University of Manitoba (n=3)  
Wayne Kepron, MD, Earl Hershfield, MD, Marian Roth, RN, Gerry A. Izon, RN 
 
The University of British Columbia (n=2) 
J. Mark Fitzgerald, MD, Kevin Elwood, MD, Eduardo Hernandez, MD, Banafsheh Peyvandi, MD, Kadria Alasaly, 
MD  
 
TB and Chest Services of Hong Kong (n=2) 
Chi-Chiu Leung, MBBS, Kwok-Chiu Chang, MBBS, MSc, Sik-Wai Tam, Cheuk-Ming Tam,  
Sau-Yin Tam, Ida Ka-Yun Mak, Ka-Lin Fong, Nai-Chung Lee, Kai-Man, Kam, Chi-Wai Yip, Judy Yee-Man Lam, 
Chi-Wai Ng, Oi-Wah Fong, Edman Tin-Keung Lam,  
Chung-Ying Wong 
 
TB Investigation Unit of Barcelona – Barcelona, Spain and UNTHSC (n=1) 
Joan A. Cayla, MD, PhD, Jose M. Miró, MD, PhD, Maria Antonia Sambeat, MD, PhD,  
Jose L. López Colomés, MD, José A. Martinez, MD, Xavier Martinez-Lacasa MD, PhD,  
Angels Orcau, MD, Paquita Sanchez, MD, Cecilia Tortajada, MD, PhD, Imma Ocana, MD, PhD,  Juan P. Millet, 
MD, MPH, Antonio Moreno, MD, Jeanne Nelson, MPH, Omar Sued, MD, Mª Luiza de Souza, MD, María A. 
Jiménez, MD, Lucía del Baño RN, Laia Fina MSc 
 
Instituto de Pediatria Martagão Gesteira-UFRJ (n=16) IMPAACT 
Ricardo Hugo Oliveira, MD, Maria C. Chermont Sapia, MD, Luiz Marcelo Lira, Ph, Humberto Carreira Junior, 
PhD, Cristina Hofer, PhD, Thalita Fernandes de Abreu, PhD, Anna Cisne Frota, MD, MSC, Luanda Papi, MD 
 
Hospital Geral De Nova Iguaçu (n=15) IMPAACT  
Jose Henrique Pilotto, M.D., Ph.D, Andrea dos Santos Gouveia, RN, Ana Valeria Cordovil, M.D., Ivete Martins 
Gomes, M.D., Priscila Mazucanti, M.D. 
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Instituto Emilio Ribas-Sao Paolo (n=13) IMPAACT 
Marinella Della Negra, MD, Wladimir Queiroz, MD, Denise Peluso Pacola, MD, Yu Ching Lian, MD, Roberio 
Aves Carneiro Junior, MD  
 
Hospital Dos Servidores Do Estado (n=6) IMPAACT 
Maria Leticia Santos Cruz, MD, MSc, Esau Joao, MD, PhD, Leon Sidi, MD, José Carlos Cruz, BS, Fellipe Lattanzi 
Pharm , Elaine Santos, RN, Deisi Scheiner Torgecki, Pharm 
 
Department of Pediatrics, Ribeirao Preto Medical School, University of Sao Paulo (n=5) IMPAACT 
Marisa Márcia Mussi-Pinhata, MD, Marcia de Lima Isaac, MD, Julio Cesar Gabaldi, Pharm, Adriana A. Tiraboschi 
Barbaro, MD, Bento Vidal de Moura Negrini, MD, Fernanda Tome Sturzbecher, Maria Celia Cervi 
 
Universidade Federal de Minas Gerais  (n=3) IMPAACT  
Jorge Andrade Pinto, MD, Fabiana Maria Kakehasi, MD, Juliana Ribeiro Romeiro, PhD, Marcelle Martins Maia, 
PhD, Flavia Faleiro Ferreira, MD 
 
Protocol team 
 
Christine Eng, MSHS, MT, Westat, Rockville, MD 
 
Awal Khan, PhD, Division of TB Elimination, Centers for Disease Control and Prevention, Atlanta, GA 
George McSherry, M.D., Department of Pediatrics, University of Medicine and Dentistry New Jersey Medical 
School, Newark, NJ 
 
Timothy R. Sterling, MD, Protocol Chair, Department of Medicine, Vanderbilt University Medical Center, 
Nashville, Tennessee 
 
Elsa Villarino, MD, MPH, Division of TB Elimination, Centers for Disease Control and Prevention, Atlanta, 
Georgia 
 
Constance Benson, MD, Department of Medicine, University of California San Diego, San Diego, California, 
Andrey Borisov, MD, MPH, Division of TB Elimination, Centers for Disease Control and Prevention, Atlanta, 
Georgia  
 
Nong Shang, PhD, Division of TB Elimination, Centers for Disease Control and Prevention, Atlanta, Georgia 
Richard E. Chaisson, MD, Department of Medicine, Johns Hopkins University School of Medicine, Baltimore, 
Maryland  
 
Carol Dukes Hamilton, MD, Department of Medicine, Duke University, Durham, North Carolina 
Fred Gordin, MD, Department of Medicine, Washington Veterans Administration Medical Center, Washington, DC 
 
Judith Hackman, RN, Tuberculosis Control Program, Baltimore City Health Department, Baltimore, Maryland 
 
C. Robert Horsburgh Jr, MD, Departments of Epidemiology, Biostatistics, and Medicine, Boston University Schools 
of Public Health and Medicine, Boston, MA 
  
Amy Kerrigan, RN, MSN, Department of Medicine, Vanderbilt University Medical Center, Nashville, Tennessee 
 
Erin Bliven-Sizemore, MPH, Division of TB Elimination, Centers for Disease Control and Prevention, Atlanta, 
Georgia 
 
Richard I. Menzies, MD, Departments of Epidemiology and Medicine, McGill University, Montreal, Canada 
 
Sharon Nachman, MD, Department of Pediatrics, State University of New York at Stony Brook 
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Additional Contributions 
 
Amina Ahmed, MD, Department of Pediatrics, Carolina Medical Center, Charlotte, North Carolina, enrolled 
participants at her site and contributed to the review and editing of the manuscript.  
 
Constance Benson, MD, Department of Medicine, University of California San Diego, San Diego, California, 
facilitated the liaison between the National Institute of Allergy and Infectious Diseases, the AIDS Clinical Trials 
Group Network, the Tuberculosis Trials Consortium, and the Centers for Disease Control and Prevention.  
 
Kenneth G. Castro, MD, Division of Tuberculosis Elimination, Centers for Disease Control and Prevention, Atlanta, 
Georgia, provided leadership and support throughout the years of the clinical trial.  
 
Mark Cotton, MD, PhD, Department of Pediatrics, Stellenbosch University, Cape Town, South Africa, John 
Johnson, MD, Department of Medicine, Case Western Reserve University, Cleveland, Ohio, and Wing-wai Yew, 
MBBS, FRCP, Hong Kong Tuberculosis, Chest, and Heart Diseases Association, Hong Kong, China, contributed to 
the evaluation and adjudication of the pediatric participants who developed tuberculosis.  
 
George McSherry, MD, Department of Pediatrics, University of Medicine and Dentistry New Jersey Medical 
School, Newark, New Jersey, a member of the protocol team, encouraged the inclusion of pediatric participants in 
the study.  
 
Jeffrey Starke, MD, Department of Pediatrics, Baylor College of Medicine, Houston, Texas, a protocol consultant 
from the beginning of the study, also contributed to review and editing of the manuscript. 
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eAppendix 2. Inclusion and Exclusion Criteria 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Inclusion criteria 

Children and adolescents at high risk for tuberculosis (TB) disease according to age, tuberculin skin test 
(TST) results, and TB exposure history: 

1) With history of household or other close contact with person diagnosed with infectious TB disease 
a) Children ≥5 but <18 years old with a positive TST (≥5 mm induration). 
b) Children ≥2 but <18 years old and HIV-seropositive, regardless of TST reaction size. 
c) Children ≥2 but <5 years old, regardless of TST reaction size.  

 

2) With or without a documented history of close contact to infectious TB 
a) Children ≥5 but <18 years old with a TST conversion (>10 mm induration).   
b) Children ≥2 but <18 years old, HIV-seropositive and TST positive (>5 mm induration) 
c) Children ≥ 2 but <5 years old and TST positive ( >10 mm induration)  

 

Infectious TB disease was defined as Mycobacterium tuberculosis sputum-culture positive. Time period 
allowed between date of household and other contact investigations and enrollment was <2 years. Close 
contact was defined as contact with infectious TB patient of >4 hours in a shared airspace during a one-
week period.  TST conversion was defined as a change in TST reaction size of ≥10 mm within 2 years of a 
nonreactive test.  

Children <5 years old with a negative initial TST who were close contacts of a culture-confirmed TB case 
could, at the discretion of the local study investigator, discontinue study treatment if a follow-up TST 
performed 8-12 weeks after the initial TST was also negative. If treatment was discontinued because of a 
negative follow-up TST, the child was considered ineligible for the study and follow-up was discontinued. 

Exclusion criteria 

 Current confirmed culture-positive or clinical TB 
 Suspected TB (as defined by the site investigator) 
 Tuberculosis resistant to isoniazid (H) or rifampin (R)in the source TB case  
 History of treatment for >14 consecutive days with a rifamycin or >30 consecutive days with H 

within the 2 years prior to enrollment.  
 History of completing an adequate course of treatment for TB disease or latent TB infection in a 

child who is HIV-seronegative. 
 History of sensitivity/intolerance to H or rifamycins 
 Serum aminotransferase aspartate (AST) > 5x upper limit of normal among persons in whom AST 

is determined 
 Pregnant or nursing females 
 Children currently receiving or planning to receive antiretroviral therapy (e.g., HIV-1 protease 

inhibitors, nucleoside or non-nucleoside reverse transcriptase inhibitors, CCR5 inhibitors or 
integrate inhibitors) in the first 90 days after enrollment. 

 Weight < 10.0 kg 
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eAppendix 3. Randomization: Sequence Generation, Allocation Concealment Mechanism 
and Implementation 

       Children in this sub-study received treatment assignments within the parent study and its extension. Allocation 
was stratified by study site and participant HIV status using unrestricted randomization. In group settings (e.g., 
households), additional participants in a group could be placed on the same regimen as the first person in that group. 

       The protocol prescribed the following methods: 
 
       Two randomization tables were created by the data center at the beginning of the study and used throughout the 
study. Each table has 46000 units, numbered from 1-46000. One randomization table was used for all participants 
not reported at enrollment to be HIV-infected. Another randomization table was used for all participants reported at 
enrollment to be HIV-infected. HIV testing was not required at enrollment. A block of randomization units was 
assigned in each table to each site. 
 
       All randomization assignments were made at the data center. The data center provided each randomization 
assignment to site staff at the time of each enrollment, initially by telephone and later through a web application. 
The enrollment application sequentially recorded use of each “randomization unit,” in documented randomization 
tables, as each unit was assigned to an LTBI patient enrolled as a study participant; the application did not retain the 
study ID number of each participant to whom a unit was assigned. 
 
       “Eligibility will be confirmed by a telephone call to the TBTC Data Center at CDC.  Eligible patients will be 
randomized to either weekly RPT plus INH x 3 months (3RPT/INH) OR daily INH x 9 months (9INH).  Among 
household close contacts, randomization will occur by household. The first person in the household to enter the 
study will be randomized to one of the study arms, and all subsequent participants from the same household will 
receive the same regimen. [The next two sentences were added to the protocol in Version 05_16_05, to clarify 
defining characteristics of household members who would be enrolled and treated with the same regimen as the first 
member of the household, but would not be randomized independently.] All such participants must sign informed 
consent prior to randomization of the first person in the household. Any household members subsequently identified 
who are eligible for the study will be randomized separately. All other participants will be randomized individually. 
Participants and investigators were not blinded to treatment arm. 
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eAppendix 4. A Monte Carlo Simulation to test the impact of the imbalance of age and sex 
between treatment arms 

A Monte Carlo simulation was conducted to determine the impact of the age and sex imbalance on the non-
inferiority claim of 3HP to 9H. Although there was no observed evidence that age and sex were risk factors for 
developing TB in the study sample, a higher proportion of males and younger children were enrolled into the 3HP 
arm than the 9H arm. 

A single simulation proceeds as follows. A new sample of 905 observations is drawn, with replacement, from the 
study sample of 905. For each of these 905 simulated participants, 2 new values are simulated: (1) the age- and sex-
specific probability that the simulated participant is assigned to the 3HP arm, using a logistic regression model for 
assignment to the 3HP arm; and (2) the age- and sex-specific probability that a simulated participant develops TB, 
using a logistic regression model for developing TB among participants assigned to the 9H arm. These values are 
combined to produce simulated proportions of TB cases in each arm. For a single simulation, the test statistic is the 
difference between these estimated proportions. This simulation procedure is repeated with 100,000 pseudo samples, 
producing a sampling distribution of the test statistic for the difference in TB risk between arms. 

Based on 100,000 pseudo samples, the simulation resulted in a mean p-value (0.024) for the null hypothesis that the 
probability of developing TB in the 3HP arm is more than 0.75% greater than the probability of developing TB in 
the 9H arm. This result supports the rejection of the null hypothesis at the pre-specified level of 0.025. Thus, the 
conclusion that 3HP is not inferior to 9H appears to be robust against apparent differences in age and sex between 
study arms.  
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eTable. Study Drug Doses of Rifapentine 

Weight Range (kg) Dose (mg) Dose (mg/kg) 

10.0-14.0 300 21.4 - 30.0 

14.1-25.0 450 18.0 - 31.9 

25.1-32.0 600 18.8 - 23.9 

32.1-50.0 750 15.0 - 23.4 

>50.0 900 ≤18.0 

For the 9 month isoniazid self-administered (9H) arm the dose of isoniazid (H) was adjusted for age: those who were ≥12 years of 
age were prescribed an H dose of 5 mg/kg and those 2-11 years old were prescribed an H dose of 10 mg/kg (for both age groups 
the doses were rounded to the nearest 50 mg or 100 mg and the maximum daily dose was 300 mg).     

For the 3 months of H and rifapentine (P) (3HP) arm the dose of H was adjusted for age: the dose was 15 mg/kg for children ≥12 
years old and 25 mg/kg for those 2-11 years (for both age groups the maximum weekly dose was 900 mg). The dose of P given in 
combination with H was not adjusted for age: children of all ages weighing at least 10 kg, were treated with P doses ranging from 
300 mg to 900 mg based on their weight at enrollment and its relationship with a dose-per-weight band table.   

Children who could not swallow tablets were administered a slurry of crushed H and P tablets in either a soft food or liquid, starch-
based pudding (e.g. commercial chocolate pudding) was particularly recommended and fruit-based carriers were particularly 
discouraged23. 
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eFigure. Enrollment and Treatment Allocation of Children 2–17 Years Old 

 

Enrollment     No. of Children Time Period 
Period            Enrolled  
Period 1           281  June 2001 – November 2005 
Period 2           425  November 2005 – February 2008 
Period 3           352  February 2008 – December 2010 
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