Supplemental Figure 1: Study flow diagram
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Supplemental Table 1: Baseline WHO Stage 3 and 4 Conditions by Death Status

	 
	Death by Week 48

	Characteristic
	
	Yes
(N=66)
	No
(N=771)

	Stage 3: Severe weight loss
	Yes
	18 (27%)
	132 (17%)

	Stage 3: Chronic diarrhea
	Yes
	11 (17%)
	70 (9%)

	Stage 3: Persistent fever
	Yes
	1 (2%)
	19 (2%)

	Stage 3: Persistent oral candidiasis
	Yes
	9 (14%)
	71 (9%)

	Stage 3: Oral hairy leukoplakia
	Yes
	0 (0%)
	13 (2%)

	Stage 3: Pulmonary TB
	Yes
	0 (0%)
	10 (1%)

	Stage 3: Bacterial infections
	Yes
	3 (5%)
	33 (4%)

	Stage 3: Necrotizing stomatitis
	Yes
	0 (0%)
	6 (1%)

	Stage 3: Anaemia
	Yes
	4 (6%)
	21 (3%)

	Stage 3: Neutropaenia
	Yes
	2 (3%)
	8 (1%)

	Stage 3: Thrombocytopaenia
	Yes
	0 (0%)
	6 (1%)

	Stage 4: HIV wasting syndrome
	Yes
	7 (11%)
	40 (5%)

	Stage 4: Pneumocystis pneumonia
	Yes
	1 (2%)
	15 (2%)

	Stage 4: Bacterial pneumonia
	Yes
	0 (0%)
	2 (0%)

	Stage 4: Chronic herpes simple
	Yes
	0 (0%)
	9 (1%)

	Stage 4: Oesophageal candidiasis
	Yes
	3 (5%)
	30 (4%)

	Stage 4: Extrapulmonary TB
	Yes
	0 (0%)
	4 (1%)

	Stage 4: Kaposi's sarcoma
	Yes
	1 (2%)
	7 (1%)

	Stage 4: Cytomegalovirus infection
	Yes
	0 (0%)
	4 (1%)

	Stage 4: CNS toxoplasmosis
	Yes
	0 (0%)
	1 (0%)

	Stage 4: HIV encephalopathy
	Yes
	1 (2%)
	0 (0%)

	Stage 4: Extrapulmonary cryptococcosis
	Yes
	0 (0%)
	4 (1%)


Supplemental Table 2: Baseline Characteristics of Participants Included or Not Included in Early Response Analysis at Week 4 of ART

	
	Included In Week 48 Analysis

	Characteristic
	
	Yes
(N=746)
	No
(N=91)

	Age (years)
	Median (IQR)
	36 (31, 42)
	35 (29, 43)

	BMI (kg/m^2)
	Median (IQR)
	20.3 (18.2, 22.7)
	19.8 (18.0, 22.0)

	Hemoglobin (g/dL)
	Median (IQR)
	11.3 (10.1, 12.6)
	10.8 (9.2, 11.9)

	Absolute CD4 count
	Median (IQR)
	18.5 (9, 32)
	17 (8, 34)

	log 10 HIV-1 RNA/mL
	Median (IQR)
	5.31 (4.91, 5.71)
	5.43 (4.96-5.74)

	Sex
	N (%)
	
	

	Male
	
	394 (53%)
	52 (57%)

	Female
	
	352 (47%)
	39 (43%)

	Any WHO Stage 3 or 4 Conditions
	N (%)
	
	

	      Yes
	
	276 (37%)
	40 (44%)

	      No
	
	470 (63%)
	51 (56%)


Supplemental Table 3: New WHO Stage 3 or 4 Conditions by Week 4 by Death Status

	 
	Death by Week 48

	Characteristic
	
	Yes
(N=43)
	No
(N=703)

	Stage 3: Severe weight loss
	Yes
	0 (0%)
	2 (0%)

	Stage 3: Chronic diarrhea
	Yes
	1 (2%)
	0 (0%)

	Stage 3: Persistent fever
	Yes
	1 (2%)
	0 (0%)

	Stage 3: Persist oral candidiasis
	Yes
	1 (2%)
	2 (0%)

	Stage 3: Oral hairy leukoplakia
	Yes
	0 (0%)
	6 (1%)

	Stage 3: Pulmonary TB
	Yes
	0 (0%)
	8 (1%)

	Stage 3: Bacterial infections
	Yes
	1 (2%)
	5 (1%)

	Stage 3: Anaemia
	Yes
	3 (7%)
	5 (1%)

	Stage 3: Neutropaenia
	Yes
	1 (2%)
	2 (0%)

	Stage 3: Thrombocytopaenia
	Yes
	1 (2%)
	2 (0%)

	Stage 4: HIV wasting syndrome
	Yes
	0 (0%)
	1 (0%)

	Stage 4: Pneumocystis pneumonia
	Yes
	0 (0%)
	2 (0%)

	Stage 4: Chronic herpes simplex
	Yes
	0 (0%)
	1 (0%)

	Stage 4: Oesophageal candidiasis
	Yes
	0 (0%)
	2 (0%)

	Stage 4: Extrapulmonary TB
	Yes
	2 (5%)
	9 (1%)

	Stage 4: Cytomegalovirus infect
	Yes
	0 (0%)
	1 (0%)

	Stage 4: Extrapulmonary cryptococcosis
	Yes
	2 (5%)
	4 (1%)

	Stage 4: Chronic cryptosporidiosis
	Yes
	0 (0%)
	1 (0%)


Supplemental Table 4: Risk Factors for Mortality from Week 4 to 48 Adjusted Model (Multiple Imputation) Subset Excluding 24 Participants who Missed the Week 4 Visit1
	 Variable
	Hazard Ratio (HR)
	95 % Lower Confidence Limit for HR
	95 % Lower Confidence Limit for HR
	P-value

	Age2
	0.971
	0.937
	1.005
	0.0931

	Sex (Female)
	1.427
	0.747
	2.725
	0.2817

	BMI (18.5-25 kg/m^2)
	2.65
	0.61
	11.519
	0.1937

	BMI (< 18.5 kg/m^2)
	2.199
	0.478
	10.124
	0.3117

	Hemoglobin (g/dL)
	1.286
	1.108
	1.492
	0.0009

	CD4 Count3
	1.38
	1.11
	1.717
	0.0038

	log 10 HIV-1 RNA
	0.661
	0.419
	1.044
	0.0759

	Change in CD4 Count from Baseline to Week 44
	1.204
	1.024
	1.417
	0.0248

	Change in log 10 HIV-1 RNA from Baseline to Week 4
	0.476
	0.327
	0.693
	0.0001

	HIV-1 RNA < 400 at week 4 (No)
	0.441
	0.169
	1.151
	0.0944

	New Clinical Stage 3 or 4 Condition (Yes)
	2.327
	0.924
	5.858
	0.0730


1: 24 participants missing both CD4 and log 10 HIV-1 RNA at week 4 excluded from analysis

2: Hazard ratios for continuous variables given per unit decrease, unless otherwise noted

3: Hazard ratio for baseline CD4 count given per 10 unit decrease

4: Hazard ratio for change in CD4 given per 20 unit decrease

Supplemental Table 5: Mortality - Week 4 Sensitivity Analysis

	 CD4 Shift
	log 10 HIV-1 RNA Shift
	Variable
	Hazard Ratio (HR)
	95 % Lower Confidence Limit for HR
	95 % Lower Confidence Limit for HR
	P-value

	-20
	-0.5
	CD4 Difference
	1.228
	1.033
	1.461
	0.0206

	-20
	-0.5
	log 10 HIV-1 RNA Difference
	0.542
	0.375
	0.784
	0.0013

	-20
	-0.25
	CD4 Difference
	1.207
	1.017
	1.431
	0.0318

	-20
	-0.25
	log 10 HIV-1 RNA Difference
	0.541
	0.387
	0.757
	0.0004

	-20
	0
	CD4 Difference
	1.237
	1.011
	1.513
	0.0389

	-20
	0
	log 10 HIV-1 RNA Difference
	0.549
	0.374
	0.806
	0.0026

	-20
	0.25
	CD4 Difference
	1.177
	0.99
	1.4
	0.0644

	-20
	0.25
	log 10 HIV-1 RNA Difference
	0.513
	0.365
	0.723
	0.0002

	-20
	0.5
	CD4 Difference
	1.237
	1.06
	1.442
	0.0070

	-20
	0.5
	log 10 HIV-1 RNA Difference
	0.521
	0.378
	0.719
	<.0001

	-10
	-0.5
	CD4 Difference
	1.262
	1.046
	1.523
	0.0159

	-10
	-0.5
	log 10 HIV-1 RNA Difference
	0.583
	0.408
	0.831
	0.0030

	-10
	-0.25
	CD4 Difference
	1.226
	1.038
	1.448
	0.0172

	-10
	-0.25
	log 10 HIV-1 RNA Difference
	0.555
	0.383
	0.804
	0.0021

	-10
	0
	CD4 Difference
	1.231
	1.054
	1.439
	0.0091

	-10
	0
	log 10 HIV-1 RNA Difference
	0.551
	0.387
	0.784
	0.0010

	-10
	0.25
	CD4 Difference
	1.218
	1.04
	1.427
	0.0149

	-10
	0.25
	log 10 HIV-1 RNA Difference
	0.528
	0.376
	0.74
	0.0002

	-10
	0.5
	CD4 Difference
	1.239
	1.057
	1.454
	0.0086

	-10
	0.5
	log 10 HIV-1 RNA Difference
	0.536
	0.384
	0.747
	0.0003

	0
	-0.5
	CD4 Difference
	1.212
	1.044
	1.408
	0.0120

	0
	-0.5
	log 10 HIV-1 RNA Difference
	0.526
	0.369
	0.751
	0.0004

	0
	-0.25
	CD4 Difference
	1.242
	1.065
	1.448
	0.0058

	0
	-0.25
	log 10 HIV-1 RNA Difference
	0.566
	0.399
	0.804
	0.0015

	0
	0
	CD4 Difference
	1.207
	1.024
	1.423
	0.0257

	0
	0
	log 10 HIV-1 RNA Difference
	0.541
	0.386
	0.758
	0.0004

	0
	0.25
	CD4 Difference
	1.21
	1.017
	1.439
	0.0323

	0
	0.25
	log 10 HIV-1 RNA Difference
	0.533
	0.368
	0.771
	0.0010

	0
	0.5
	CD4 Difference
	1.222
	1.046
	1.428
	0.0118

	0
	0.5
	log 10 HIV-1 RNA Difference
	0.51
	0.362
	0.719
	0.0001

	10
	-0.5
	CD4 Difference
	1.206
	1.028
	1.416
	0.0222

	10
	-0.5
	log 10 HIV-1 RNA Difference
	0.538
	0.379
	0.765
	0.0006

	10
	-0.25
	CD4 Difference
	1.21
	1.045
	1.402
	0.0112

	10
	-0.25
	log 10 HIV-1 RNA Difference
	0.551
	0.392
	0.776
	0.0007

	10
	0
	CD4 Difference
	1.184
	0.964
	1.454
	0.1026

	10
	0
	log 10 HIV-1 RNA Difference
	0.535
	0.37
	0.776
	0.0011

	10
	0.25
	CD4 Difference
	1.149
	0.995
	1.328
	0.0584

	10
	0.25
	log 10 HIV-1 RNA Difference
	0.532
	0.362
	0.782
	0.0016

	10
	0.5
	CD4 Difference
	1.17
	0.989
	1.384
	0.0671

	10
	0.5
	log 10 HIV-1 RNA Difference
	0.489
	0.34
	0.704
	0.0002

	20
	-0.5
	CD4 Difference
	1.202
	0.977
	1.478
	0.0798

	20
	-0.5
	log 10 HIV-1 RNA Difference
	0.544
	0.369
	0.802
	0.0024

	20
	-0.25
	CD4 Difference
	1.192
	1.016
	1.4
	0.0319

	20
	-0.25
	log 10 HIV-1 RNA Difference
	0.542
	0.387
	0.758
	0.0004

	20
	0
	CD4 Difference
	1.162
	0.984
	1.372
	0.0760

	20
	0
	log 10 HIV-1 RNA Difference
	0.531
	0.369
	0.764
	0.0008

	20
	0.25
	CD4 Difference
	1.157
	0.945
	1.417
	0.1501

	20
	0.25
	log 10 HIV-1 RNA Difference
	0.503
	0.35
	0.723
	0.0003

	20
	0.5
	CD4 Difference
	1.166
	0.989
	1.375
	0.0663

	20
	0.5
	log 10 HIV-1 RNA Difference
	0.506
	0.349
	0.734
	0.0005


1: Hazard ratios for viral load given per unit decrease

2: Hazard ratio for CD4 difference given per 20 unit decrease

