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Table S1: Primary and Secondary Outcomes 
Primary Outcome  PI-1000 PI-30000 NNRTI-1000 NNRTI-30000 

  (n=57)  (n=61)  (n=60)  (n=56) 

Mean (SE) VL change from baseline to four yearsa (log10c/ml) 
-3.14 (0.13) -3.18 (0.13) -3.38 (0.13) -3.23 (0.14) 

Secondary Outcomes     

   (n=65)   (n=65)   (n=67)   (n=62) 

VL <400c/ml at week 24 on first-line ART   44 (68%)  51 (78%)  57 (85%)  46 (74%) 

  (n=54)  (n=58)  (n=60)  (n=54) 

VL <400c/ml at four yearsb   45  (83%)  47  (81%)  50  (83%)  43  (80%) 

   (n=66)   (n=65)   (n=68)   (n=64) 

Continued VL suppression (never confirmed >400c/ml) on first-line ART  32  (48%)  42  (65%)  40  (59%)  35  (55%) 

Failure of second-line ART (confirmed VL >30000c/ml or discontinuation of 

second-line ART) 
 4 (6%)  6 (9%)  7 (10%)  1 (2%) 

Children experiencing grade 3/4 adverse events (non-HIV related)  15 (23%)  13 (20%)  15 (22%)  17 (27%) 

Children experiencing new CDC stage C events  3 (5%)  3 (5%)  1 (1%)  2 (3%) 

Regimen switch  20 (30%)  8 (12%)  17 (25%)  15 (23%) 

   (n=20)   (n=8)   (n=17)   (n=15) 

Median (IQR) VL at regimen switch (c/ml)  7450  
(1880,30362) 

35131  
(2114, 66800) 

6258  
(1380,19170) 

35712  
(11800,72800) 

   (n=65)   (n=65)   (n=67)   (n=62) 

Mean (SE) CD4% increase from baseline to four yearsa (cells/mm3)  14.2 (1.2)  13.3 (1.1)  15.9 (1.1)  14.5 (1.2) 

   (n=61)   (n=60)   (n=64)   (n=61) 

Major NNRTI mutationsc none 

   1-2 

   3 or more 

 55 (90%) 

 4 (7%) 

 2 (3%) 

 57 (95%) 

 3 (5%) 

 49 (77%) 

 14 (22%) 

 1 (2%) 

 43 (70%) 

 13 (21%) 

 5 (8%) 

Major PI mutations none 

   1-2 

 52 (85%) 

 9 (15%) 

 56 (93%) 

 4 (7%) 

 62 (97%) 

 2 (3%) 

 60 (98%) 

 1 (2%) 

Major NRTI mutationsd none 
   1-2 

   3 or more 

 49 (80%) 
 9 (15%) 

 3 (5%) 

 51 (85%) 
 6 (10%) 

 3 (5%) 

 50 (78%) 
 14 (22%) 

 

 42 (69%) 
 12 (20%) 

 7 (11%) 
a Four years was defined to be the mean of the measurements at weeks 192 and 204 (a single measurement was used if both were not available) 
b  Four years was defined to be the week 204 measurement. 
c interaction p=0.02. 
d interaction p=0.003. 
VL = viral load, PI = protease inhibitor, NNRTI = non-nuceloside reverse transcriptase inhibitor, NRTI = nucleoside reverse transcriptase inhibitor
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Table S2: Adverse events 

 
Grade 3/4 adverse events Total  

 (n=263) 

PI  

 (n=131) 

NNRTI  

 (n=132) 

1000  

(n=134) 

30000  

(n=129) 

Total  (Episodes (children)) 97 (60) 39 (28) 58 (32) 47 (30) 50 (30) 

haematology/biochemistry 22 (20) 16 (14) 6 (6) 13 (12) 9 (8) 

GI 21 (14) 11 (7) 10 (7) 7 (5) 14 (9) 

infection/allergic reaction 26 (21) 5 (4) 21 (17) 12 (10) 14 (11) 

ear/eye disorders 4 (3) 1 (1) 3 (2) 1 (1) 3 (2) 

nervous system 13 (10) 2 (2) 11 (8) 9 (6) 4 (4) 

airways 3 (2)   3 (2) 2 (1) 1 (1) 

renal 2 (2) 2 (2)     2 (2) 

trauma 5 (5) 1 (1) 4 (4) 2 (2) 3 (3) 

reproductive health 1 (1) 1 (1)   1 (1)   

ART related* 17 (15) 10 (8) 7 (7) 6 (6) 11 (9) 

haematology/biochemistry 7 (7) 4 (4) 3 (3) 2 (2) 5 (5) 

GI 4 (4) 3 (3) 1 (1) 2 (2) 2 (2) 

infection/allergic reaction 4 (4) 2 (2) 2 (2) 1 (1) 3 (3) 

nervous system 2 (2) 1 (1) 1 (1) 1 (1) 1 (1) 

 

Serious adverse events           

Total  (Episodes (children)) 69 (48) 29 (23) 40 (25) 24 (19) 45 (29) 

haematology/biochemistry 10 (8) 6 (5) 4 (3) 3 (3) 7 (5) 

GI 10 (7) 4 (3) 6 (4) 4 (3) 6 (4) 

infection/allergic reaction 30 (25) 14 (12) 16 (13) 8 (8) 22 (17) 

ear/eye disorders 2 (2) 1 (1) 1 (1) 1 (1) 1 (1) 

nervous system 9 (7)   9 (7) 5 (4) 4 (3) 

airways 3 (2)   3 (2) 2 (1) 1 (1) 

renal 1 (1) 1 (1)     1 (1) 

trauma 2 (2) 1 (1) 1 (1)   2 (2) 

reproductive health 2 (2) 2 (2)   1 (1) 1 (1) 

ART related* 17 (15) 10   (8) 7   (7) 5   (5) 12 (10) 

haematology/biochemistry 6 (6) 4 (4) 2 (2) 1 (1) 5 (5) 

GI 2 (2) 2 (2)   1 (1) 1 (1) 

infection/allergic reaction 8 (8) 4 (4) 4 (4) 2 (2) 6 (6) 

nervous system 1 (1)   1 (1) 1 (1)   

 
*reported as possibly, probably or definitely ART related 

 

Events were coded using MedDRA (Version 12.0), and were grouped by primary System Organ Class as follows: haematology/biochemistry: Blood and 

lymphatic system disorders**; Investigations; Metabolism and nutrition disorders; GI: Gastrointestinal disorders; Hepatobiliary disorders; 

infection/allergic reaction: Immune system disorders; Infections and infestations; Skin and subcutaneous tissue disorders; Vascular disorders; General 

disorders and administration site conditions; ear/eye disorders: Ear and labyrinth disorders; Eye disorders; nervous system: Musculoskeletal and 

connective tissue disorders; Nervous system disorders; Psychiatric disorders; Progressive external ophthalmoplegia (preferred term); airways: 

Respiratory, thoracic and mediastinal disorders; renal: Renal and urinary disorders; trauma: Injury, poisoning and procedural complications; 

reproductive Health: Pregnancy, puerperium and perinatal conditions; Reproductive system and breast disorders 
** all anaemia, neutropenia or thrombocyctopenia 
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