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Additional Section

Table S1. Summary of treatment guidelines in South Africa during the Registry period
	
	Intensive treatment phase
	Continuation Phase

	2011 National Treatment Guidelines

	MDR-TB
	6 months
KM-MFX-ETO-TRD-PZA
	Up to 18 months after conversion 
MFX-ETO-TRD-PZA

	XDR-TB
	6 months
CM-MFX-ETO-TRD-PZA-PAS-CFZ
	Up to 18 months after conversion 
MFX-ETO-TRD-PZA-PAS-CFZ

	2017 National Treatment Guidelines

	MDR-TB (short-course)
	4 months
KM-MFX-CFZ-ETO-INH-EMB-PZA
	Up to 5 months after conversion 
MFX-CFZ-ETO-PZA

	MDR-TB (long-course)
	6 to 8 months
KM-MFX-ETO-TRD-PZA
	Up to 12 months after conversion 
MFX-ETO-TRD-PZA

	XDR-TB
	6 to 8 months
 Bedaquiline-TRD-CFZ-LZD-LFX
	Up to 12 months after conversion 
TRD-CFZ-LZD-LFX


MDR-TB, multidrug-resistant-tuberculosis, defined as Mycobacterium tuberculosis strains that are resistant to at least isoniazid and rifamp(ic)in.
XDR-TB, extensively drug resistant-tuberculosis, defined as MDR-TB with additional resistance to a fluoroquinolone and a second line injectable drug.
CM, capreomycin; CFZ, clofazimine; EMB, ethambutol; ETO, ethionamide; INH, isoniazid; KM, kanamycin; LFX, levofloxacin; LZD, linezolid; MFX, moxifloxacin; PAS, para-aminosalicylic acid; 
PZA, pyrazinamide; TRD, terizidone  

When bedaquiline was not yet included in the standard MDR-TB treatment regimen, bedaquiline was recommended for addition to the regimen for pre-XDR-TB and XDR-TB patients, or to replace amikacin, capreomycin or kanamycin when any level of hearing loss was detected as recommended in the 2015 South African policy guideline for introduction of new drugs and drug regimens.1

Following the introduction of the shorter MDR-TB regimen by the WHO in 2016,2 the South African national DR-TB treatment guidelines were updated in 2017 to include the new short-course MDR-TB treatment regimen for patients not previously exposed to second-line TB agents with a katG or inhA mutation. However, none of the patients in the registry received the short-course regimen.


Table S2 Pre-2021 Treatment outcome definitions used in this study
	Outcome
	Definition

	Cured
	“A pulmonary TB patient with bacteriologically confirmed TB at the beginning of treatment who was smear- or culture-negative in the last
month of treatment and on at least one previous occasion.”

	Treatment completed
	A TB patient who completed treatment without evidence of failure BUT with no record to show that sputum smear or culture results in the last
month of treatment and on at least one previous occasion were negative, either because tests were not done or because results are unavailable.

	Treatment failed
	“A TB patient whose sputum smear or culture is positive at month 5 or later during treatment.”

	Died
	“A TB patient who dies for any reason before starting or during the course of treatment.”

	Lost to follow-up
	“A TB patient who did not start treatment or whose treatment was interrupted for 2 consecutive months or more.”

	Not evaluated
	“A TB patient for whom no treatment outcome is assigned. This includes cases “transferred out” to another treatment unit as well as cases for whom the treatment outcome is unknown to the reporting unit.”

	Treatment success
	“The sum of cured and treatment completed.”
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Table S3 Patient disposition in the South African Registry study

	
	Bedaquiline 
N=3,747
	No bedaquiline N=2,234
	Total 
N=5,981

	Safety population,a n (%) 
	3,747 (100)
	2,234 (100)
	5,981 (100)

	Evaluable population,b n (%) 
	3,739 (99.8)c
	2,231 (99.9)c
	5,970 (99.8)c

	Patients evaluated for baseline DST, n (%)
	3,172 (84.7)
	1,567 (70.1)
	4,739 (79.2)

	Bedaquiline-treated NICD set, n (%)
	383 (10.2)
	N/A
	N/A

	Duration of follow-up,d months
	N=3,743
	N=2,231
	N=5,974

	Mean (SD)
	18.6 (7.5)
	14.8 (9.1)
	17.2 (8.3)

	Median (range)
	20.5 (0; 46.1)
	18.2 (0; 49.7)
	19.8 (0; 49.7)

	Number of follow-up visitse
	
	
	

	Mean (SD)
	18.9 (12.1)
	9.2 (7.0)
	15.3 (11.5)

	Median (range)
	17.0 (0; 81.0)
	8.0 (0; 63.0)
	13.0 (0; 81.0)

	NICD, National Institute for Communicable Diseases; N/A, not applicable; SD, standard deviation
aThe safety population includes all patients who were registered in EDRWeb and who were exposed to at least one dose of bedaquiline or non-bedaquiline treatment during the study
bThe evaluable population includes all patients in the safety population who have baseline and at least one postbaseline clinical or/and microbiological assessment
cThe 11 patients excluded from the evaluable population were four patients that were still on treatment (all bedaquiline-treated) and seven patients with missing treatment outcome (four bedaquiline-treated patients and three non-bedaquiline-treated patients)
dDuration of follow-up is defined as the months from the treatment start date to EDRWeb outcome date
eBased on the number of visits for sputum samples (only one sample counted per day)



Table S4 Propensity Score Sensitivity Analysis for Risk of Mortality (EDRWeb data only, end of treatment)

	Propensity score analysis
	Hazard ratio 
(95% confidence interval)

	Matched on propensity score 
	0.46 (0.41, 0.52)

	Adjusted for propensity score deciles 
	0.34 (0.30, 0.39)

	Inverse probability weighting
	0.51 (0.45, 0.57)



[image: ]
*Odds ratios and hazard ratios adjusted for: gender (male, female), age, province (Eastern Cape, Gauteng, KwaZulu-Natal, Western Cape), HIV Status (negative, positive not on ART, positive with ART started), type of TB (pulmonary, extrapulmonary), previous drug history (No history of TB treatment, history of first-line TB treatment; history of second-line TB treatment), registration year (2015, 2016, 2017), DR-TB Type (MDR, XDR, pre-XDR) except for the specific subgroup of interest
The total N within each subgroup analysis may not sum to BDQ total (N=3,747) and non-BDQ total (N=2,234) due to missing observations; Treatment success includes treatment completed or cured; Mortality assessed as death per WHO treatment outcome as recorded in EDRWeb

Figure S1 Effect of a bedaquiline-based regimen on A treatment success and B mortality (EDRWeb data only, end of treatment) for patient subgroups in the South African Registry study
[image: Diagram, schematic
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Figure S2 Long-term follow-up mortality (up to 30 months after MDR-TB treatment start, including data from the South African national Vital Statistics Register): Kaplan-Meier survival curves for A the overall study population, B MDR-TB-, C pre-XDR-TB- and D XDR-TB-infected patients in South Africa treated with bedaquiline- or non-bedaquiline-containing regimens
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BDQ treated 1181 1074 1026 979 944 926
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