Table E23: GRADE summary of evidence for mortality with INSTIs

Uncombined Estimates

Combined Estimates

Comparison Direct Effect . - S _ . Quiality of Indirect Network  Overall
g.'Sk of | Inconsist Indirect .“T‘prec PUbI'C.a direct NMA Effect evidence Transit- quality of
ias ency ness ision tion Bias . " L .
evidence precision ivity evidence
0.98 ©DD 1.35 DD
0 0 0 -1 0 0 0
DTG vs. EFV (0.02, 4.92) Moderate (0.41, 5.30) Moderate
4.06 ©DD 1.28 DD
0 0 0 -1 0 0 0
RAL vs. EFV (0.45, 6.26) Moderate (0.56, 3.00) Moderate
3.05 ODD 0.63 DD
0 0 0 -1 0 0 0
EVG/c vs. EFV (0.32,5.32) Moderate (0.23,1.79) Moderate
2.47 oD 0.95 oDD
0 0 0 -1 0 0 0
RAL vs. DTG (0.33, 4.50) Moderate (0.28, 2.64) Moderate
(S1) 0.47 ®&D
- 0 0 -1 -1 0 - -
EVG/cvs. DTG Low (0.10, 1.89) Low
ed 0.70 &P
- 0 0 -1 -1 0 - -
LPV/rvs. DTG Low (0.17,2.34) Low
ed 0.74 &P
- 0 0 -1 -1 0 - -
ATVI/rvs. DTG Low (0.18, 2.42) Low
1.00 (S 0.85 ST
0 0 0 -1 0 0 0
DRVIrvs. DTG (0.02, 4.92) Moderate (0.20, 2.74) Moderate
ed 0.74 &P
- 0 0 -1 -1 0 - -
NVP vs. DTG Low (0.17,2.67) Low
0.33 ©DD 0.49 DD
0 0 0 -1 0 0 0
EVG/cvs. RAL (0.09, 1.65) Moderate (0.18, 1.38) Moderate
LPV/rvs. RAL 0.99 0 0 0 -1 0 (ST 0.75 0 0 ()




(0.06, 3.77) Moderate (0.30, 1.71) Moderate
1.67 DD 0.78 S0
0 0 0 -1 0 0 0
ATV/rvs. RAL (0.60, 2.69) Moderate (0.33,1.72) Moderate
2.20 DD 0.91 S0
0 0 0 -1 0 0 0
DRV/rvs. RAL (0.83,3.17) Moderate (0.34,2.11) Moderate
od 0.78 (&0
- 0 0 -1 -1 0 . -
NVP vs. RAL Low (0.29, 1.99) Low
oD 151 (&5
- 0 0 -1 -1 0 - -
LPV/r vs. EVG/c Low (0.48, 4.27) Low
7.02 oD 1.57 0D
0 0 0 -1 0 0 0
ATVIrvs. EVG/c (0.36, 9.99) Moderate (0.55, 4.18) Moderate
oD 1.82 (1)
- 0 0 -1 -1 0 - -
DRV/rvs. EVG/c Low (0.53,5.67) Low
oD 1.59 (1)
- 0 0 -1 -1 0 - -
NVP vs. EVG/c Low (0.49, 4.80) Low

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).

Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using |2 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.



Table E40: GRADE summary of evidence for discontinuations with INSTIs

Uncombined Estimates Combined Estimates
Comparison Direct Effect q — S _ o Quality of ] Indirect | Network | Overall |
Rl'_;.k of lNCoisIst Indirect '“.“Prec PUb“C.a direct NMA Effect evidence Transit- quality of
ias ency ness ision tion Bias . S L :
evidence precision (1Y% evidence
0.43 OO0 SODD
DTG vs. EFV 0 0 0 -1 0 0.47 +1 0
(0.14, 1.59) Moderate (0.28,0.78) High
0.70 ODDD 0.70 (SIS
RAL vs. EFV 0 0 0 -1 0 0 0
(0.50, 1.03) Moderate (0.49, 0.99) Moderate
0.74 Sl 0.70 SO0
EVG/c vs. EFV 0 0 0 -1 0 0 0
(0.51, 1.10) Moderate (0.44,1.10) Moderate
141 OO0 DODD
RAL vs. DTG 0 0 0 0 0 1.49 0 0
(1.09, 1.68) High (0.96, 2.33) High
ed 150 L)
EVG/cvs. DTG 0 0 -1 -1 0 - 0 0
Low (0.81, 2.78) Low
(C] 1.58 DD
LPV/rvs. DTG 0 0 -1 -1 0 0 0
Low (0.92, 2.67) Low
&0 1.62 oD
ATVIrvs. DTG 0 0 -1 -1 0 0 0
1.67 OO0 1.56 (Sl
DRV/rvs. DTG 0 0 0 0 0 0 0
(1.04, 2.15) High (0.92,2.62) High
CODD 3.38 SODD
NVP vs. DTG 0 0 -1 0 0 o 0 0
Moderate (1.91, 6.09) Moderate




1.06 ODOD D
EVGI/c vs. RAL 0 0 0 -1 0 1.01 0 1
(0.78, 1.36) Moderate (0.62,1.61) Low
063 SO0 1.06 @D
LPV/rvs. RAL 0 0 0 -1 0 0 1
(0.36, 1.18) Moderate (0.71,1.55) Low
121 SO0 1.09 @D
ATV/rvs. RAL 0 0 0 -1 0 0 1
(0.91, 1.61) Moderate (0.74, 1.59) Low
149 Pl 1.05 0000
DRV/rvs. RAL 0 0 0 0 0 0 1
(1.08, 1.82) High (0.66, 1.63) Moderate
o000 228 )
NVP vs. RAL 0 0 -1 0 0 0 0
Moderate (1.46, 3.57) Moderate
(1) 105 [C10]
LPV/r vs. EVG/c 0 0 -1 -1 0 . 0 0
1.14 S22 1.08 )
ATV/rvs. EVG/c 0 0 0 -1 0 0 0
(0.75, 1.55) Moderate (0.68,1.73) Moderate
&0 1.04 0T
DRVIrvs. EVG/c 0 0 -1 -1 0 0 0
o000 2.26 (el )
NVP vs. EVG/c 0 0 -1 0 0 0 0
Moderate (1.33,3.92) Moderate

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).



Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using |2 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we

rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;

Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.

Table E41: GRADE summary of evidence for discontinuations due to adverse events with INSTIs

Uncombined Estimates

Combined Estimates

Comparison Direct Effect : A - _ . Quality of Indirect Network Overall
R;';SO ] Ince%ncswt In?]LrsiCt ITs‘i)(;sc Eg:lécigs direct NMA Effect evidence Transit- quality of
Y evidence precision ivity evidence
0.42 (SIS (S1CT)
DTG vs. EFV ' 0 0 0 -1 0 0.34 0 0
(0.09, 1.97) Moderate (0.11, 1.06) Moderate
0.61 ODDD 0.62 DO0PD
RAL vs. EFV 0 0 0 -1 0 0 0
(0.32, 1.25) Moderate (0.27,1.42) Moderate
0.77 OODD 055 DODD
EVGIc vs. EFV 0 0 0 -1 0 0 0
(0.43, 1.35) Moderate (0.20, 1.48) Moderate
1.43 P00 DODD
RAL vs. DTG 0 0 0 -1 0 1.82 0 0
(0.73,2.11) Moderate (0.66,5.17) Moderate
ed 163 &P
EVG/cvs. DTG 0 0 -1 -1 0 . 0 0
Low (0.40, 6.44) Low
(1] 2.00 DD
LPV/rvs. DTG 0 0 -1 -1 0 0 0
Low (0.58, 6.87) Low




($5] 241 DD
ATVIrvs. DTG -1 -1 0
Low (0.75, 7.95) Low
2.14 S22 153 DD
DRV/rvs. DTG 0 -1 . 0
(0.83, 3.09) Moderate (0.47,5.03) Moderate
CODD 4.88 DODD
NVP vs. DTG -1 0 . 0
Moderate (1.25, 18.46) Moderate
SCODD DODD
0.74
EVG/c vs. RAL 0 -1 0.90 0
(0.34, 1.52) Moderate (0.30, 2.58) Moderate
049 0000 110 o0
LPV/rvs. RAL 0 -1 -1
(0.14, 1.71) Moderate (0.43,2.74) Low
1.94 SO0 1.32 el T
ATV/rvs. RAL 0 -1 0
(0.75, 2.89) Moderate (0.55, 3.19) Moderate
2.27 OODD 0.84 L)
DRV/r vs. RAL 0 -1 1
(0.89, 3.20) Moderate (0.30, 2.35) Low
[S18) 268 ®D
NVP vs. RAL -1 -1 . 0
Low (0.90, 7.76) Low
S5 123 (S5
LPV/r vs. EVG/c -1 -1 : 0
Low (0.38, 4.05) Low
1.35 SO0 1.48 SDDD
ATVIrvs. EVG/c 0 -1 0
Moderate (0.54,4.31) Moderate

(0.75, 1.93)




oD 0.94 (T
DRVI/r vs. EVG/c 0 0 -1 -1 0 0 0

Low (0.26, 3.47) Low

($5] 2.99 DD
NVP vs. EVG/c 0 0 -1 -1 0 0 0

Low (0.86, 10.63) Low

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).

Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using 12 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.

Table E21: GRADE summary of evidence for serious adverse events with INSTIs

Uncombined Estimates Combined Estimates
Comparison Direct Effect n — S _ . Quiality of Indirect Network  Overall
g:;ls( of éggonsnst :]re\gslrect ilsr?op;‘rec Egglgizs direct NMA Effect evidence Transit- quality of
Y evidence precision ivity evidence
0.98 ©DD 0.88 oD
0 0 0 -1 0 0 0
DTG vs. EFV (0.32,2.11) Moderate (0.54,1.42) Moderate
1.06 ©DD 0.96 oD
0 0 0 -1 0 0 0
RAL vs. EFV (0.72,1.44) Moderate (0.68, 1.37) Moderate
0.46 ©OD 0.72 DD
0 0 0 -1 0 0 0
EVGI/c vs. EFV (0.06, 2.48) Moderate (0.38, 1.30) Moderate
1.24 DD 1.09 DD
0 0 0 -1 0 0 0
RAL vs. DTG (0.89, 1.56) Moderate (0.73, 1.64) Moderate




oD 0.81 oD
- 0 -1 -1 - -
EVG/cvs. DTG Low (0.39, 1.64) Low
od 0.99 (&0
- 0 -1 -1 - -
LPV/rvs. DTG Low (0.60, 1.64) Low
od 1.10 (&0
- 0 -1 -1 . -
ATVIrvs. DTG Low (0.64, 1.92) Low
0.54 DD 0.73 S0
0 0 -1 0 0
DRV/rvs. DTG (0.31,1.11) Moderate (0.43,1.14) Moderate
oD 1.10 (&5
- 0 -1 -1 . -
NVP vs. DTG Low (0.64, 1.92) Low
oD 0.75 (&5
0.43 (0.11, 1.79) -1 0 -1 0 0
EVG/c vs. RAL Low (0.39, 1.37) Low
1.04 oD 091 00
0 0 -1 0 0
LPV/rvs. RAL (0.35, 2.15) Moderate (0.62, 1.32) Moderate
1.13 () 1.02 TS
0 0 -1 0 0
ATVI/rvs. RAL (0.86, 1.40) Moderate (0.71, 1.46) Moderate
0.99 DD 0.67 L)
0 0 -1 0 0
DRV/rvs. RAL (0.75, 1.27) Moderate (0.42, 0.96) Moderate
oD 1.01 oD
- 0 -1 -1 - -
NVP vs. RAL Low (0.66, 1.56) Low
oD 0.22 oD
- 0 -1 -1 - -
LPV/rvs. EVGI/c Low (0.66, 2.36) Low
1.18 (S 136 (ST
0 0 1 (0.79, 2.48) 0 0
ATV/rvs. EVG/c (0.79, 1.59) Moderate e Moderate
DRV/rvs. EVG/c - 0 -1 -1 1) 0.90 - - D




Low (0.45, 1.70) Low

od 1.36 (&0
- 0 0 -1 -1 0 - -
NVP vs. EVG/c Low (0.72, 2.68) Low

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).

Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using 12 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.

Table E22: GRADE summary of evidence for treatment-related adverse events with INSTIs

Uncombined Estimates Combined Estimates
Comparison Direct Effect . . . . Quality of Indirect Network Overall
Risk of | Inconsist- Indirect- Imprec- Publica- 4 3 . A
Bias ency ness T tion Bias dll_’ect NMA Effect ewdt_en_ce Transit- qu_allty of
evidence precision ivity evidence
0.75 oD 0.46 ®
-1 0 0 -1 0 0 -1
DTG vs. EFV (0.34,1.54) Low (0.22,1.07) Very Low
0.28 DD 0.39 (&)
-1 0 0 0 0 0 -1
RAL vs. EFV (0.20, 0.62) Moderate (0.22,0.72) Low
0.70 DD 0.50 0D
-1 0 0 -1 0 +1 0
EVGI/c vs. EFV (0.39, 1.28) Moderate (0.26, 0.72) Moderate
1.19 oD 0.85 ®
-1 0 0 -1 0 0 -1
RAL vs. DTG (0.79, 1.69) Low (0.40, 1.69) Very Low
® 1.10 ®
- -1 0 -1 -1 0 -- -
EVG/cvs. DTG Very Low (0.42, 2.64) Very Low




® 0.94 ®
- -1 -1 -1 - -
LPV/rvs. DTG Very Low (0.32, 2.20) Very Low
® 1.05 ®
- -1 -1 -1 - -
ATVIrvs. DTG Very Low (0.33, 2.76) Very Low
0.14 oD 0.49 o0
-1 0 -1 0 0
DRV/rvs. DTG (0.01,3.11) Low (0.12,1.32) Low
® 0.49 ®
- -1 -1 -1 - -
NVP vs. DTG Very Low (0.10, 2.08) Very Low
121 oD 1.29 oD
-1 0 -1 0 0
EVG/c vs. RAL (0.54,1.87) Low (0.65, 2.51) Low
® 1.10 ®
- -1 -1 -1 - -
LPV/r vs. RAL Very Low (0.51, 2.03) Very Low
1.40 o0 124 S
-1 0 -1 0 0
ATV/rvs. RAL (0.67,2.13) Low (0.50, 2.71) Low
® 0.58 ®
- -1 -1 -1 - -
DRV/rvs. RAL Very Low (0.17,1.33) Very Low
® 0.58 ®
- -1 -1 -1 - -
NVP vs. RAL Very Low (0.138,2.21) Very Low
® 0.86 ®
- -1 -1 -1 - -
LPV/r vs. EVGlc Very Low (0.34, 1.86) Very Low
1.40 oD 0.96 P
-1 0 -1 0 0
ATV/r vs. EVGlc (0.67,2.13) Low (0.38, 2.16) Low
® 0.45 ®
- -1 -1 -1 - -
DRV/r vs. EVG/c Very Low (0.12,1.12) Very Low




® 0.44 ®
- -1 0 -1 -1 0 - -
NVP vs. EVG/c Very Low (0.10, 1.75) Very Low

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).

Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using 12 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.

Table E24: GRADE summary of evidence for hepatotoxicity with INSTIs

Uncombined Estimates Combined Estimates
Comparison Direct Effect : - S _ ‘o Quality of Indirect Network | Overall
R.'Sk ol | Ll Jasl s _Imprec Rubllc_a direct NMA Effect evidence Transit- quality of
Bias ency ness ision tion Bias - F RuA -
evidence precision ivity evidence
0.32 () 121 TS
0 0 0 -1 0 0 0
DTG vs. EFV (0.01, 3.54) Moderate (0.45, 3.34) Moderate
0.64 oD 1.07 ®
0 0 0 -1 0 0 -1
RAL vs. EFV (0.37,1.20) Low (0.53, 2.36) Very Low
3.04 () 0.60 TS
0 0 0 -1 0 0 0
EVG/c vs. EFV (0.12, 6.25) Moderate (0.20, 1.97) Moderate
0.79 DD 0.89 00
0 0 0 1 0 0 0
RAL vs. DTG (0.41, 1.46) Moderate (0.39,2.11) Moderate
oD 0.50 ()
- 0 0 -1 1 0 - -
EVG/cvs. DTG Low (0.14, 1.93) Low
LPV/rvs. DTG - 0 0 1 1 0 o0 0.65 - - L)




Low (0.22, 1.75) Low
od 0.64 (&0
_— -1 -1 - -
ATVIrvs. DTG Low (0.19, 1.89) Low
0.62 DD 0.62 S0
0 -1 0 0
DRV/rvs. DTG (0.26, 1.49) Moderate (0.22, 1.75) Moderate
od 1.75 (&0
- -1 -1 - -
NVP vs. DTG Low (0.55, 5.09) Low
0.32 oD 0.56 00
0 -1 0 0
EVG/c vs. RAL (0.13,1.22) Moderate (0.20, 1.66) Moderate
0.38 oD 0.73 (1)
0 -1 0 -1
LPV/rvs. RAL (0.11, 1.65) Moderate (0.29, 1.57) Low
oD 0.72 (1)
- -1 -1 . -
ATV/rvs. RAL Low (0.25, 1.76) Low
o® 0.69 (1)
- -1 -1 - -
DRVI/rvs. RAL Low (0.24, 1.95) Low
oD 1.96 oD
- -1 -1 - -
NVP vs. RAL Low (0.74, 4.57) Low
oD 131 oD
- -1 -1 - -
LPV/rvs. EVGIc Low (0.34, 4.09) Low
oD 1.29 oD
- -1 -1 - -
ATV/rvs. EVG/c Low (0.34, 3.90) Low
oD 1.25 ()
_ -1 -1 - -
DRVI/rvs. EVG/c Low 0.29,4.71) Low
0.33 (ST 3.51 (C)
0 -1 0 0
NVP vs. EVG/c (0.01, 3.53) Moderate (0.93,11.14) Moderate




Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).

Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using 12 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.

Table E26: GRADE summary of evidence for hypersensitivity with INSTIs

Uncombined Estimates Combined Estimates
Comparison Direct Effect : - S _ ‘o Quality of Indirect Network | Overall
R.'Sk ol | Ll Jasl s IgLiee Rubllc_a direct NMA Effect evidence Transit- quality of
Bias tion Bias . . - .
evidence precision ivity evidence
® 8.30 ®
DTG vs. EFV - 0 0 -1 -2 0 - -
Very Low (0.05, 293.60) Very Low
1.00 (S 1.92 DD
RAL vs. EFV 0 0 0 -1 0 -1 0
(0.14,2.97) Moderate (0.05, 71.25) Low
0.34 oD 0.60 oD
EVG/c vs. EFV 0 0 0 -1 0 -1 0
(0.01, 3.54) Moderate (0.01, 43.95) Low
0.14 oD 0.27 S0P
RAL vs. DTG 0 0 0 -1 0 0 0
(0.01,3.11) Moderate (0.00, 21.89) Moderate
@ 0.08 @
EVG/c vs. DTG - 0 0 -1 -2 0 - -
Very Low (0.00, 47.01) Very Low
(S5 0.06 S5
LPV/rvs. DTG - 0 0 -1 -1 0 - -
Low (0.00, 19.53) Low
ATV/rvs. DTG - 0 0 -1 -1 0 ® 0.04 - - ®




Very Low (0.00, 6.09) Very Low
3.01 oD 0.08 00
DRV/rvs. DTG 0 0 0 -1 0 0 0
(0.12, 6.22) Moderate (0.00,5.11) Moderate
o0 0.02 &
NVP vs. DTG - 0 0 -1 -1 0 - -
Low (0.00, 5.20) Low
® 0.31 ®
EVG/c vs. RAL - 0 0 -1 2 0 - -
Very Low (0.00, 74.19) Very Low
o0 0.25 &0
LPV/r vs. RAL - 0 0 -1 -1 0 - -
Low (0.00, 27.20) Low
0.33 oo 0.17 00
ATVIr vs. RAL 0 0 0 -1 0 0 0
(0.01, 3.53) Moderate (0.00, 6.20) Moderate
0.33 oo 0.30 00
DRV/r vs. RAL 0 0 0 -1 0 0 0
(0.01, 3.54) Moderate (0.00, 23.72) Moderate
o0 0.10 o0
NVP vs. RAL - 0 0 -1 -1 0 - -
Low (0.00, 6.00) Low
® 0.78 ®
LPV/r vs. EVG/c - 0 0 -1 2 0 - -
Very Low (0.00, 124.30) Very Low
0.33 oD 0.56 00
ATVIr vs. EVG/c 0 0 0 -1 0 0 0
(0.01, 3.53) Moderate (0.00, 27.89) Moderate
® 0.92 ®
DRVI/r vs. EVG/c - 0 0 -1 2 0 - -
Very Low (0.00, 465.10) Very Low
o0 0.31 o0
NVP vs. EVG/c - 0 0 -1 -1 0 - -
Low 0.00, 30.35) Low

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).
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Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using |2 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.

Table E28: GRADE summary of evidence for dyslipemia with INSTIs

Uncombined Estimates Combined Estimates
Comparison Direct Effect : - S _ ‘o Quality of Indirect Network | Overall
E!Sk o | e el e il Rubllc_a direct NMA Effect evidence Transit- quality  of
ias tion Bias . - - .
evidence precision ivity evidence
oD 0.22 oD
- 0 0 1 1 0 -- --
DTG vs. EFV Low (0.04, 1.03) Low
0.75 DD 0.54 [S575)
RAL vs. EFV 0 0 0 -1 0 0 0
(0.17, 2.26) Moderate (0.16, 1.78) Moderate
oD 0.35 oD
EVGI/c vs. EFV - 0 0 -1 -1 0 - -
Low (0.08, 1.45) Low
2.35 DD 2.43 [S575)
RAL vs. DTG 0 0 0 -1 0 0 0
(0.89, 3.32) Moderate (0.95, 7.05) Moderate
oD 1.59 oD
EVGlcvs. DTG - 0 0 -1 -1 0 - -
Low (0.47,5.83) Low
DD 9.11 oD
LPV/r vs. DTG - 0 0 1 0 0 - -
Moderate (1.96, 43.52) Moderate
oD 3.73 oD
ATVIr vs. DTG - 0 0 -1 -1 0 - -
Low (0.74, 18.91) Low
DRV/rvs. DTG - 0 0 -1 1 0 oD 522 — - B0




Low (1.08, 25.79) Low
OOD 7.13 e )
NVP vs. DTG - 0 0 1 0 0 - -
Moderate (1.44, 36.51) Moderate
0.66 oo 0.66 o0
EVG/c vs. RAL 0 0 0 1 0 0 0
(0.31,1.41) Moderate (0.30, 1.38) Moderate
6.10 OOD 3.71 e )
LPV/r vs. RAL 0 0 0 -1 0 0 0
(0.73, 8.23) Moderate (1.11, 11.94) Moderate
oD 1.52 o0
ATVIr vs. RAL - 0 0 1 1 0 - -
Low (0.42,5.39) Low
oD 2.13 o0
DRV/r vs. RAL - 0 0 1 1 0 - -
Low (0.61, 7.23) Low
oD 291 o0
NVP vs. RAL - 0 0 1 1 0 - -
Low (0.81,10.34) Low
oD 5.68 DD
LPV/r vs. EVG/c - 0 0 1 0 0 - -
Moderate (1.37, 23.06) Moderate
oD 2.32 o0
ATVIrvs. EVG/c - 0 0 1 1 0 - -
Low (0.52,10.14) Low
oD 3.25 =)
DRVI/r vs. EVG/c - 0 0 1 1 0 - -
Low (0.76, 13.72) Low
oD 4.45 FY-)
NVP vs. EVG/c - 0 0 1 1 0 - -
Low (2.00, 19.64) Low

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).



Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using 12 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.

Table E30: GRADE summary of evidence for tubular toxicity with INSTIs

Comparison Direct Effect Uncombined Estimates Combined Estimates
Risk of Inconsist- Indirect- Imprec- Publica- Quality of NMA Effect Indirect Network Overall
Bias ness ision tion Bias direct evidence Transit- quality of
evidence precision ivity evidence
DTG vs. EFV - - - - - -- - -- -- - -
RAL vs. EFV -- -1 0 -1 0 0 (1) 21.58 - - (CT0)
Low (1.85, 272.50) Low
EVGIc vs. EFV 9.21 -1 0 0 -1 0 oD 2.77 0 0 (1)
(0.49, 12.13) Low (0.66, 7.89) Low
RAL vs. DTG - - - - - - - - - - -
EVG/c vs. DTG - - - - - - - - - - -
LPV/rvs. DTG - - - - - - - - - - -
ATVIrvs. DTG - - - - - - - - - - -
DRV/rvs. DTG - - - - - - - - - - -
NVP vs. DTG - - - - - - - -- -- - -
EVG/c vs. RAL 3.04 -1 0 0 -1 0 (1) 0.13 0 0 (©1)
(0.12, 6.25) Low (0.01, 0.98) Low




LPV/rvs. RAL

ATV/rvs. RAL 0.33 -1 0 0 -1 0 oD 0.17 0 0 (S5
(0.01, 3.53) Low (0.01, 1.12) Low
DRVI/r vs. RAL 0.33 -1 0 0 -1 0 (Sl 0.01 +1 0 (G108
(0.01, 3.54) Moderate (0.00, 0.52) Moderate
NVP vs. RAL - - - - - - - - - - -
LPV/r vs. EVG/c - - - - - - - - - - -
ATVIrvs. EVG/c 7.02 -1 0 0 -1 0 [S) 1.36 0 0 oD
(0.36, 9.99) Low (0.25, 4.88) Low
DRVI/rvs. EVGIc - -1 0 -1 -1 0 @ 0.04 -- - @
Very Low (0.00, 7.27) Very Low

NVP vs. EVG/c

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer

precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).

Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using |2 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we

rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;

Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.




Table E31: GRADE summary of evidence for eGFR at 48 weeks with INSTIs
Uncombined Estimates Combined Estimates
Quality of Indirect Network Overall

direct NMA Effect evidence Transit- quality of
evidence precision ivity evidence

Comparison Direct Effect

Risk of Inconsist- Indirect- Imprec- Publica-
Bias ency ness ision tion Bias

DTG vs. EFV - - - - - - - - - - -

RAL vs. EFV - - - - - - - - - - -

-11.38 S -11.37 o0

EVG/c vs. EFV =l 0 0 0 0 0 0
(-13.52, -9.23) Moderate (-13.52, -9.25) Moderate

RAL vs. DTG -- -- - -- - - - - - - -

EVG/cvs. DTG -- -- - -- - - - - - - -

LPV/rvs. DTG - -- - -- - - - - - - -

ATV/rvs. DTG - - - - - - - - - - -

DRVI/rvs. DTG - - - - - - - - =" - -

NVP vs. DTG - - - - - -- - -- -- - -

EVG/c vs. RAL - - -- - -- -- -- -- - - -

LPVI/rvs. RAL - - - - - -- - -- - - -

ATVIrvs. RAL -- -- - -- - - - - - - -

DRV/rvs. RAL -- -- - -- - - - - - - -

NVP vs. RAL - - - - - -- - -- - - -

LPV/r vs. EVG/c -- - -- - -- -- - -- - - -

ATVIr vs. EVG/c 3.20 -1 0 0 -1 0 [%e) 3.19 0 0 %




(1.26,5.14) Low (1.26, 5.14) Low
DRVI/r vs. EVG/c - - . . - - - - . - -
® 6.10 ®
NVP vs. EVG/c - -1 0 =il -1 0 = -
Very Low (2.71, 9.51) Very Low

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with

high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer

precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).

Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using |2 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;

Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.

Table E32: GRADE summary of evidence for creatinine clearance with INSTIs

Uncombined Estimates

Combined Estimates

Comparison Direct Effect n - - - Quality of Indirect Network Overall
Risk of Inconsist- Indirect- Imprec- Publica- 3 . . .
Bias ency . el tion Bias d_lrect NMA Effect eV|d_er_1ce Transﬂ— qugllty of
evidence precision ivity evidence
000 -33.84 0D
DTG vs. EFV - 0 0 -1 0 0 = =
Moderate (-48.85, -19.25) Moderate
-23.94 00 -23.60 000
RAL vs. EFV -1 0 0 0 0 0 0
(-37.36, -10.52) Moderate (-37.19, -10.34) Moderate
EVG/c vs. EFV - - - - - - - -- - ="
RAL vs. DTG 10.30 0 0 0 0 0 OODD 10.25 0 0 OO
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(4.12,16.48) High (4.02, 16.43) High
EVG/cvs. DTG - - - - -- - - - - -

oD 26.98 oD
LPV/r vs. DTG - il 0 il 0 0 - -

Low (11.00, 43.20) Low

oD 27.62 oD
ATVI/rvs. DTG = -1 0 -1 0 0 -- -

Low (12.89, 42.83) Low

P 27.66 &0
DRV/rvs. DTG - -1 0 -1 0 0 - -

Low (12.94, 42.85) Low
NVP vs. DTG - - - - - - - - - -
EVG/c vs. RAL - - - - -- - -- - - .

oD 16.71 EY:)
LPV/r vs. RAL = -1 0 -1 0 0 - -

Low (2.00, 31.78) Low

oo 17.38 &0
ATV/rvs. RAL = -1 0 -1 0 0 - -

Low (4.01, 31.15) Low

&P 17.41 &0
DRV/r vs. RAL = -1 0 -1 0 0 - -

Low (4.05, 31.19) Low

NVP vs. RAL
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LPV/rvs. EVG/c -- -- -- -- - - - - - -

ATVIrvs. EVG/c - - - - - - - - - -

DRV/rvs. EVG/c -- -- -- -- -- - - - - - -

NVP vs. EVG/c - -- -- -- - - - - - -

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).

Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using 12 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.
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Table E33: GRADE summary of evidence for change in serum creatinine at 24 weeks with INSTIs

Uncombined Estimates Combined Estimates
Comparison Direct Effect . - S _ . Quality of Indirect Network Overall
Rl'_;.k of lNCoisIst Indirect '“.“Prec PUb“C.a direct NMA Effect evidence Transit- quality of
ias ency ness ision tion Bias . o L .
evidence precision ivity evidence
0.14 ©DD DDD
DTG vs. EFV 0 0 0 -1 0 il 0 0
(0.10, 0.18) Moderate (0.12,0.18) Moderate
SPD 0.07 DPD
RAL vs. EFV - 0 0 -1 0 0 0 0
Moderate (0.04,0.11) Moderate
0.12 P00 DODD
EVGIc vs. EFV 0 0 0 0 0 Ot 0 0
(0.11,0.13) High (0.11,0.13) High
-0.08 SODD OODD
RAL vs. DTG ' 0 0 v 0 0 : (-0 Y 07) 0 ‘ i
(-0.09, -0.07) High Iy SV High
0 0 L 0 0 (S0 -0.03 DOD
EVG/cvs. DTG - - -
Moderate (-0.07,0.01) Moderate
LPV/rvs. DTG - - - - - - - - - -
ATVIrvs. DTG - - - - - - - - - -
-0.12 000D 012 00D
DRV/rvs. DTG 0 0 0 0 0 0 0
(-0.15, -0.09) High (-0.15, -0.09) High
NVP vs. DTG - - - - - - - - - -
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(S0 S0

EVGI/c vs. RAL 0 0 -1 0 0 0.05 - .
Moderate (0.01, 0.08) Moderate

LPV/rvs. RAL -- -- -- -- - - - - - -

ATVI/rvs. RAL - - - - - - - - - -

S0 -0.04 (T TS)
DRV/rvs. RAL 0 0 -1 0 0 - -
Moderate (-0.08, -0.01) Moderate
NVP vs. RAL - -- -- -- -- - -- - - -
LPV/rvs. EVG/c -- -- -- -- - - - - - -
ATVIrvs. EVG/c -- -- -- -- -- - - - - -
DD 0.09 DPD
DRVI/r vs. EVG/c 0 0 -1 0 0 =04 - -
Moderate (-0.14, -0.04) Moderate

NVP vs. EVG/c - -- -- -- -- - -- - - -

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).
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Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using 12 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.

E34: GRADE summary of evidence for change in serum creatinine at 48 weeks with INSTIs

Uncombined Estimates Combined Estimates
Comparison Direct Effect . 8 - - Quality of Indirect Network Overall
Risk of Inconsist- Indirect- Imprec- Publica- . - - .
Bias ency — o tion Bias d_| rect NMA Effect ewd_er_lce Tra_nsn- qugllty of
evidence precision ivity evidence
0.14 OO0 DODD
DTG vs. EFV 0 0 0 0 0 0.14 0 0
(0.10, 0.18) High (0.10, 0.18) High
0 0 L 0 0 ODD 0.06 DPD
RAL vs. EFV - - -
Moderate (0.02, 0.10) Moderate
0.14 SO0 0.14 000
EVG/c vs. EFV 0 0 0 0 0 0 0
(0.12, 0.16) High (0.12,0.16) High
CODD DODD
RAL vs. DTG 008 0 0 0 0 0 -0 o 07) 0 °
(-0.09, -0.07) High R High
0 0 1 1 0 oe 000 oe
EVG/cvs. DTG - - -- -
Low (-0.05, 0.04) Low
LPV/rvs. DTG - -- - -- - -- - - -
0 0 1 1 0 oe 0.04 *®
ATVIrvs. DTG - - - --
Low (-0.09, 0.01) Low
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-0.12

oo00 012 ol o)
DRVI/rvs. DTG 0 0 0 0 0 0 0
(-0.15, -0.09) High (-0.15, -0.09) High
NVP vs. DTG - - - - -- - -- - - -
SDD 0.08 [S57157)
EVG/c vs. RAL 0 0 -1 0 0 . - -
Moderate (0.03,0.13) Moderate
LPVI/rvs. RAL - - - - -- - - - - -
(1) 0.04 [C10]
ATVI/rvs. RAL 0 0 -1 -1 0 . - -
Low (-0.01, 0.09) Low
0 0 1 0 0 co0 -0.04 eD
DRV/rvs. RAL - - -
Moderate (-0.07, -0.00) Moderate
NVP vs. RAL - - - -- -- - -- - - -
LPV/r vs. EVG/c -- - -- - -- - - - - -
004 OOOD 0.04 OODD
ATVIr vs. EVG/c 0 0 0 0 0 _ -0. 0 0 _
(-0.06, -0.02) High (-0.06, -0.02) High
0 0 1 0 0 oo0 -0.12 00
DRV/r vs. EVG/c - -- -
Moderate (-0.18, -0.06) Moderate

NVP vs. EVG/c
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Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).

Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using 12 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.

Table E35: GRADE summary of evidence for change in serum creatinine at 96 weeks with INSTIs

Uncombined Estimates Combined Estimates
Comparison Direct Effect : A - _ . Quality of Indirect Network Overall
Rls-k o L e Irm_)rec Ffubllc_a direct NMA Effect evidence Transit- quality of
Bias ency ness ision tion Bias . .. .. .
evidence precision ivity evidence
0.14 (Sl
DTG vs. EFV 0 0 0 0 0 0.14
(0.09, 0.19) High (0.10,0.18)
0 0 1 0 0 eee 0.06
RAL vs. EFV - -
Moderate (0.00, 0.12)
0 0 1 0 0 eee 012
EVG/c vs. EFV - -
Moderate (0.10, 0.14)
-0.08 ST
RAL vs. DTG 0 0 0 0 0 -0.08
0 0 1 1 0 o® 002
EVG/cvs. DTG Low (-0.07, 0.03)
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LPV/Irvs. DTG

oo -0.06
ATVIrvs. DTG - 0 0 -1 0 0
Moderate (-0.11, -0.01)
-0.13 0 0 0 0 0 SO -0.13
DRV/rvs. DTG
(-0.16, -0.10) High (-0.16, -0.10)
NVP vs. DTG - - - - -- - -- - - -
©® 0.06
- 0 0 -1 -1 0 .
EVGI/c vs. RAL Low (000, 012)
LPVI/rvs. RAL - -- - - -- -- - - - -
oD
- 0 0 -1 -1 0 0.02
ATVIrvs. RAL Low (004, 0.08)
0 0 1 1 0 o® 005
DRV/rvs. RAL Low (010, -0.00)
NVP vs. RAL - - - - -- - -- - - -
LPV/r vs. EVG/c - -- - -- -- - - - - -
- 0 0 0 0 0 -0.04
ATVIrvs. EVG/c 0.04 113 (-0.06, -0.02)
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(-0.06, -0.02) High

o0 -0.11

DRVI/rvs. EVG/c - 0 0 1
Moderate (-0.17, -0.05)

NVP vs. EVG/c - -

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).

Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using 12 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.

Table E36: GRADE summary of evidence for change in hip bone mineral density at 48 weeks with INSTIs

Uncombined Estimates Combined Estimates
Comparison Direct Effect . - S ) .. Quality of Indirect Network Overall
R'S_k of It Indirect UM E’ubllc_a direct NMA Effect evidence Transit- quality of
Bias ency ness ision tion Bias n .. .. .
evidence precision ivity evidence
DTG vs. EFV - - - - - - - -- - -
RAL vs. EFV - - - - - - - - - -
oD 0.47 (S5
EVG/c vs. EFV 0 0 -1 -1 0 : - -
Low (-3.52,4.35) Low
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RAL vs. DTG - - - - -- - - - - -
EVG/cvs. DTG - - - - - - - - - -
LPV/rvs. DTG -- -- -- -- - -- - - - -
ATVIrvs. DTG - - - - - - . - . -
DRV/rvs. DTG - - - - -- - - - - -
NVP vs. DTG - - - - -- - -- -- - -
EVG/c vs. RAL - - - - - - - - - -
LPV/rvs. RAL - - - - - - - - - -
ATVIrvs. RAL - - - - - - - - - -

DRVI/rvs. RAL
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NVP vs. RAL -- -- -- -- -- - - - - -

LPVI/rvs. EVG/c - -- -- -- -- - -- - - -

-0.82 SO0 DODD

ATVIrvs. EVG/c 0 0 0 0 0 -0.82 0 0
(-1.35,-0.29) High (-1.36,-0.29) High

DRVIrvs. EVGIc - - - - - - - - - -

NVP vs. EVG/c - -- -- -- - - - - - -

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).

Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using 12 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.
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Table E37: GRADE summary of evidence for change in hip bone mineral density at 96 weeks with INSTIs
Uncombined Estimates Combined Estimates
Quality of Indirect Network Overall

direct NMA Effect evidence Transit- quality of
evidence precision ivity evidence

Comparison Direct Effect

Risk of Inconsist- Indirect- Imprec- Publica-
Bias ency ness ision tion Bias

DTG vs. EFV - - - - -- - -- - - -
S>> 162 DDDD
RAL vs. EFV 0 0 -1 0 0 . 0 0
Moderate (0.33,2.99) High
P 117 0T
EVG/c vs. EFV 0 0 -1 -1 0 0 0
Low (-0.75,3.09) Low
RAL vs. DTG - - - - -- - -- - - -

EVG/cvs. DTG - - -- - -- - - - - -

LPV/rvs. DTG -- - -- - -- - - - - -

ATVIrvs. DTG - - - - - - - =" - -

DRV/rvs. DTG -- - -- - - - -- - - -
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NVP vs. DTG - - - - -- - -- - - -
oD 0.46 ()
EVG/c vs. RAL 0 0 -1 -1 0 -0. 0 0
Low (-2.18,1.27) Low
LPV/rvs. RAL -- - -- -- - - - - - -
S DO0PD
ATVIr vs. RAL 150 0 0 0 0 0 -1.50 0 0
(-2.21, 0.79) High (-2.22,-0.79) High
"L.00 SO0 -1.00 COOD
DRV/r vs. RAL 0 0 0 0 0 0 0
(-1.72,-0.28) High (-1.71,-0.29) High
NVP vs. RAL - -- - -- - -- - - - -
LPV/rvs. EVG/c - -- - -- - -- - - - -
-1.03 OO 104 DD
ATVIrvs. EVG/c 0 0 0 -1 0 -1 0 0
(-2.60, 0.54) Moderate (-2.60, 0.53) Moderate
o0 -0.54 T
DRVI/rvs. EVG/c 0 0 -1 -1 0 0 0
Low (-2.27,1.19) Low
NVP vs. EVG/c -- -- - -- - -- - - - -

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.
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The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).

Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using 12 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.

Table E38: GRADE summary of evidence for change in spine bone mineral density at 48 weeks with INSTIs
Uncombined Estimates Combined Estimates
Quality of Indirect Network Overall

direct NMA Effect evidence Transit- quality of
evidence precision ivity evidence

Comparison Direct Effect

Risk of Inconsist- Indirect- Imprec- Publica-
Bias ency ness ision tion Bias

DTG vs. EFV - - - - -- - -- - - -
RAL vs. EFV - - - -- -- - -- - - -
oD 0.19 D
EVG/c vs. EFV - 0 0 -1 -1 0 -0. - -
Low (-1.48,1.12) Low
RAL vs. DTG - - - -- -- - -- - - -

EVG/cvs. DTG -- - -- - - - -- - - -

LPV/rvs. DTG -- - -- - - - -- - - -
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ATVIrvs. DTG

DRV/rvs. DTG

NVP vs. DTG

EVGI/c vs. RAL

LPVI/rvs. RAL

ATV/rvs. RAL

DRV/rvs. RAL

NVP vs. RAL

LPV/rvs. EVG/c

ATVIrvs. EVG/c

-0.70
(-1.32, -0.08)

OO0
High

-0.70
(-1.33, -0.09)

S SPT)
High
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DRV/rvs. EVG/c -- - -- - - - - - - -

NVP vs. EVG/c - - - - -- - -- - - -

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).

Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using 12 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.

Table E39: GRADE summary of evidence for change in spine bone mineral density at 96 weeks with INSTIs

Uncombined Estimates Combined Estimates
Comparison Direct Effect n - S _ .. Quality of Indirect Network Overall
Résilgsof In(;c;]ncsnst In?\:arsesct ITS?J?IC Egr?lécigs direct NMA Effect evidence Transit- quality of
Y evidence precision ivity evidence
DTG vs. EFV - - - - - - - - - -
OO 102 SODD
RAL vs. EFV 0 0 -1 0 0 i 0 0
Moderate (-0.55, 2.67) High
oD 0.43 oD
EVG/c vs. EFV 0 0 -1 -1 0 0 0
Low (-2.14,3.00) Low
RAL vs. DTG - - - - - - - - - -
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EVG/cvs. DTG

LPV/rvs. DTG

ATVIrvs. DTG

DRV/rvs. DTG

NVP vs. DTG

o0 0.60 &0
EVG/cvs. RAL 0 0 -1 -1 0 -0. 0 0
Low ('301, 182) Low
LPV/rvs. RAL - - - - -- - -- - - .
-2.20 L) 220 DDDD
ATV/r vs. RAL ' 0 0 0 0 0 ' -2. 0 0 .
(-3.12, -1.28) High (-3.13,-1.28) High
180 OODD -1.80 00D
DRV/r vs. RAL 0 0 0 0 0 0 0
(-2.72,-0.88) High (-2.72,-0.89) High

NVP vs. RAL
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LPVI/rvs. EVG/c - -- -- -- -- - -- - - -

-1.58 ©DD 160 DD
ATVIrvs. EVG/c 0 0 0 -1 0 -1. 0 0
(-3.80, 0.64) Moderate (-3.80, 0.63) Moderate
0 0 1 1 0 o® 120 0 0 o
DRV/rvs. EVG/c - -
Low (-3.60,1.22) Low

NVP vs. EVG/c - -- -- -- -- - -- - - -

Legend: Uncombined estimates represent either direct estimates, if available, or indirect NMA estimates otherwise. Combined estimates are NMA estimates for comparisons where direct estimates were available. For uncombined estimates start with
high quality evidence. -1 symbolizes a choice to rate down (e.g. high quality to moderate quality evidence); 0 symbolizes choice to not rate down; -- = not applicable because the NMA estimate is the only estimate.

The final quality of evidence updates that of the uncombined evidence. The quality can be moved up if the uncombined score was penalized for precision, which was overcome in network estimates. It can be moved down if the estimates are no longer
precise or if there is evidence of inconsistency in loops containing the comparison (i.e. violation of transitivity).

Precision — We rated down for precision if the confidence interval crossed the minimally important difference. Consistency — We assessed the consistency for direct treatment comparisons using 12 estimates and visual inspection
of point estimates. An 12 of 75% or higher indicates considerable heterogeneity. This was conducted along the shortest indirect pathway with the largest number of trials for indirect estimates. Risk of Bias — For direct estimates we
rated down for risk of bias if the majority of studies within a comparison were considered to be at high risk of bias and similarly along the principal indirect pathway for indirect estimates.

GRADE confidence in estimates

High confidence - Further research is very unlikely to change our confidence in the estimate of effect; Moderate confidence - Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
Low confidence - Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low confidence - Any estimate of effect is very uncertain.
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