Forest plots with incidence rate analysis

Figure S3 — Analysis of the incidence rates of any clinical and/or laboratory adverse event

Incidence rate

Study (year) Treatment Events/Participants Person-years (95% CI)

Orrell (2017) AT/r/F/TDF 197/247 202 + 975.0 ( 843.6, 1121.0)
Kityo (2019) BIC/F/TDF 154/234 214 —a— 719.5 ( 610.4, 842.6)
Rashbaum (2019) DIC/FITAF 40/44 41 — @ 987.6 ( 705.5, 1344.8)
Huhn (2019) D/C/F/TAF 115/140 129 —a— 892.3 ( 736.7, 1071.1)
Rashbaum (2019) D/C/F/TDF 35/41 38 ——@———— 927.3(645.9, 1289.7)
Orrell (2017) DTG/AB/3TC 195/248 209 —— 933.2 ( 806.8, 1073.7)
Bayesian IR (95% Crl), 7° = 0.01 - 888.2 ( 759.9, 1045.0)
Frequentist IR {95% Cl), 7 = 0.01 > 887.5(802.2, 981.9)
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Forest plot of the incidence rate of any clinical and/or laboratory adverse event. Estimates are sorted by treatment
type. Analyses are based on a random-effects model. IR denotes the incidence rate per 1000 person-years. 95%
Crl denotes a 95% credible interval. 95% CI denotes a 95% confidence interval. Arrows indicate that the lower
bound of the 95% Cls exceeds the graph's limits. For individual studies, the uncertainty around point estimates
was represented by exact Poisson 95% confidence intervals. 12 denotes the between-study variance (on a log scale).
The 95% prediction interval was 611.20 to 1300 events per 1000 person-years, suggesting high between-group
heterogeneity. 3TC=lamivudine; AB=abacavir; AT=atazanavir; BIC=bictegravir; C=cobicistat; D=darunavir;
F=emtricitabine; r=ritonavir; TAF=tenofovir alafenamide; TDF=tenofovir disoproxil fumarate.



Figure S4 — Analysis of the incidence rates of discontinuation or dropouts/withdrawals due to adverse

events
Incidence rate

Study (year) Treatment Events/Participants Person-years (95% ClI)

Squires (2016) AT/r/FITDF 19/286 243 = 78.3(47.2, 122.3)
Orrell (2017) AT/r/F/ITDF 18/247 202 ; E 3 89.1 ( 52.8, 140.8)
Kityo (2019) BIC/F/TDF 0/234 214 «—————————| 0.0( 00, 17.2)
Rashbaum (2019) D/C/F/TAF 2/44 4 —lI— 494 ( 6.0, 178.4)
Huhn (2019) D/C/F/TAF 1/140 129 —I:— 7.8( 0.2, 43.2)
Rashbaum (2019) D/C/F/TDF 5/41 38 3 —i— 132.5(43.0, 309.2)
Orrell (2017) DTG/AB/3TC 10/248 209 }—l— 47.9 (229, 88.0)
Ibrahim (2020) DTG/AB/3TC 9/59 101 3 i 88.9 ( 40.6, 168.7)
Squires (2016) E/C/F/TDF 5/289 253 - 19.8( 64, 46.2)
Naicker (2017) EF/3TC/AZT 11/30 84 ‘ - 131.3 ( 65.6, 235.0)
Naicker (2017) EF/TDF/3TC 0/29 85 : 0.0 ( 0.0, 43.3)
Lockman (2010) LP/r/F/TDF 1/120 349 —I—l 29( 0.1, 16.0)
Lockman (2012) LP/r/F/TDF 0/251 775 «—— 3 0.0( 0.0, 48)
Lockman (2010) NVP/F/TDF 15121 342 :I 439 (246, 72.4)
Lockman (2012) NVP/F/TDF 35/249 768 3 | 455(31.7, 63.3)
Bayesian IR (95% Crl), 7* = 3.4 * 208( 56, 57.3)
Frequentist IR (95% CI), ° = 2.4 <> 221( 9.1, 538)

001 010 1 10 2501500
Incidence rate per 1000 person-years

Forest plot of the incidence rate of discontinuation or dropouts/withdrawals due to adverse events. Estimates are
sorted by treatment type. Analyses are based on a random-effects model. IR denotes the incidence rate per 1000
person-years. 95% Crl denotes a 95% credible interval. 95% CI denotes a 95% confidence interval. Arrows indicate
that the lower bound of the 95% Cls exceeds the graph's limits. For individual studies, the uncertainty around point
estimates was represented by exact Poisson 95% confidence intervals. 12 denotes the between-study variance (on
a log scale). The 95% prediction interval was 0.25 to 1270 events per 1000 person-years, suggesting high between-
group heterogeneity. 3TC=lamivudine; AB=abacavir, AT=atazanavir, AZT=zidovudine; BIC=bictegravir;
C=cobicistat; D=darunavir; DTG=dolutegravir; E=elvitegravir; EF=efavirenz; F=emtricitabine; LP=Ilopinavir;
NVP=nevirapine; r=ritonavir; TAF=tenofovir alafenamide; TDF=tenofovir disoproxil fumarate.



Figure S5 — Analysis of the incidence rates of discontinuation or dropouts/withdrawals due to adverse
events related to ART

Incidence rate

Study (year) Treatment  Events/Participants Person-years ) (95% CI)

Kityo (2019) BIC/F/TDF 0/234 214 : 0.0( 00, 17.2)
Rashbaum (2019) D/C/FITAF 2/44 41 —I— 494 ( 6.0, 178.4)
Huhn (2019) D/C/FITAF 1/140 129 —-—I— 78( 02, 432
Rashbaum (2019) D/C/F/TDF 5/41 38 —l— 132.5( 43.0, 309.2)
Naicker (2017) EF/TDF/3TC 0/29 85 0.0( 0.0, 43.3)
Lockman (2012) LP/t/F/TDF 0/251 775 <—* 0.0( 0.0, 438
Lockman (2012) NVP/F/TDF 35/249 768 E 455 ( 31.7, 63.3)
Bayesian IR (95% Crl), 7° = 10.5 —-‘-— 43( 01, 54.7)
Frequentist IR (95% Cl), 7* = 5.7 —’- 57( 0.6, 52.9)
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Forest plot of the incidence rate of discontinuation or dropouts/withdrawals due to adverse events related to ART.
Estimates are sorted by treatment type. Analyses are based on a random-effects model. IR denotes the incidence
rate per 1000 person-years. 95% Crl denotes a 95% credible interval. 95% CI denotes a 95% confidence interval.
Arrows indicate that the lower bound of the 95% Cls exceeds the graph's limits. For individual studies, the
uncertainty around point estimates was represented by exact Poisson 95% confidence intervals. 12 denotes the
between-study variance (on a log scale). The 95% prediction interval was 0 to 5103.95 events per 1000 person-
years, suggesting high between-group heterogeneity.  3TC=lamivudine; BIC=bictegravir; C=cobicistat;
D=darunavir; EF=efavirenz; F=emtricitabine; LP=lopinavir; NVP=nevirapine; r=ritonavir; TAF=tenofovir
alafenamide; TDF=tenofovir disoproxil fumarate.
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Figure S6 — Analyzes of incidence rates of death from all causes

Treatment

AT/r/F/TDF
AT//F/ITDF
BIC/F/TDF
D/C/FITAF
D/C/FITAF
D/C/F/ITDF
DTG/AB/3TC
DTG/AB/3TC
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Bayesian IR (95% Crl), 7° = 0.30
Frequentist IR (95% CI), 7° = 0.06

Forest plot of the incidence rate of death from all causes. Estimates are sorted by treatment type. Analyses are
based on a random-effects model. IR denotes the incidence rate per 1000 person-years. 95% Crl denotes a 95%
credible interval. 95% CI denotes a 95% confidence interval. Arrows indicate that the lower bound of the 95% Cls
exceeds the graph's limits. For individual studies, the uncertainty around point estimates was represented by exact
Poisson 95% confidence intervals. 12 denotes the between-study variance (on a log scale). The 95% prediction
interval was 0.45 to 20.09 events per 1000 person-years.
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Incidence rate

(95% CI)

243 0.0(00, 15.2)
202 — 49(0.1, 27.6)
214 0.0(0.0, 17.2)
41 0.0 (0.0, 91.1)
129 : 0.0 (0.0, 28.6)
38 i 0.0 (0.0, 97.7)
209 _ 48(01, 26.7)
101 E 0.0 (0.0, 36.4)
253 i 0.0 (0.0, 14.6)
84 —— ®m— 11.9(03, 66.5)
85 ————®— 11.7(03, 65.3)
349 —— 2.9(0.1, 16.0)
775 —— 10.3 (4.5, 20.3)
342 + 11.7 (3.2, 30.0)
768 —im— 6.5(2.1, 15.2)
- 45(14, 7.9)

<> 5.4 (2.9, 10.1)
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D=darunavir;

DTG=dolutegravir;

3TC=lamivudine; AB=abacavir; AT=atazanavir;

E=elvitegravir;
EF=efavirenz; F=emtricitabine; LP=lopinavir; NVP=nevirapine; r=ritonavir; TAF=tenofovir alafenamide;
TDF=tenofovir disoproxil fumarate.



Figure S7 — Analysis of incidence rates of death from adverse events related to ART

Incidence rate

Study (year) Treatment  Events/Participants Person-years (95% Cl)

Squires (2016) AT/H/FITDF 0/286 243 0.0 (0.0, 15.2)
Orrell (2017) AT/r/F/ITDF 0/247 202 : 0.0(0.0, 18.3)
Kityo (2019) BIC/F/TDF 0/234 214 E 0.0(0.0, 17.2)
Rashbaum (2019) D/C/F/TAF 0/44 41 i 0.0 (0.0, 91.1)
Huhn (2019) D/C/F/TAF 0/140 129 E 0.0 ( 0.0, 28.6)
Rashbaum (2019) D/C/F/TDF 0/41 38 E 0.0(0.0, 97.7)
Orrell (2017) DTG/AB/3TC 0/248 209 i 0.0(0.0, 17.7)
lorahim (2020) DTG/AB/3TC 0/59 101 : 0.0 (0.0, 36.4)
Squires (2016) E/G/F/TDF 0/289 253 : 0.0(0.0, 14.6)
Naicker (2017) EF/3TC/AZT 0/30 84 0.0 ( 0.0, 44.0)
Naicker (2017) EF/TDF/3TC 0/29 85 : 0.0 ( 0.0, 43.3)
Lockman (2010) LP/r/F/TDF 0/120 349 : 0.0 (0.0, 10.6)
Lockman (2012) LP//F/TDF 3/251 775 E —— 3.9(0.8, 11.3)
Lockman (2010) NVP/F/TDF 0M21 342 E 0.0 (0.0, 10.8)
Lockman (2012) NVP/F/TDF 1/249 768 +.— 1.3(00, 73)
Bayesian IR (95% CH), 1° = 3.70 ——— 0.2(0.0, 16)
Frequentist IR (95% CI), T° = 0.47 ‘-:‘— 0.7(0.1, 54)
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Forest plot of the incidence rate of death from adverse events related to ART. Estimates are sorted by treatment
type. Analyses are based on a random-effects model. IR denotes the incidence rate per 1000 person-years. 95%
Crl denotes a 95% credible interval. 95% CI denotes a 95% confidence interval. Arrows indicate that the lower
bound of the 95% Cls exceeds the graph's limits. For individual studies, the uncertainty around point estimates
was represented by exact Poisson 95% confidence intervals. 12 denotes the between-study variance (on a log scale).
The 95% prediction interval was 0 to 12.05 events per 1000 person-years. 3TC=lamivudine; AB=abacavir;
AT=atazanavir, AZT=zidovudine; BIC=bictegravir; C=cobicistat; D=darunavir; DTG=dolutegravir;
E=elvitegravir; EF=efavirenz; F=emtricitabine; LP=lopinavir; NVP=nevirapine; r=ritonavir; TAF=tenofovir
alafenamide; TDF=tenofovir disoproxil fumarate.



