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Search strategy
Table S1A: Search strategy adapted on PubMed on the 18t February, 2023

MesH Terms Number of records
Statins 34117

Atorvastatin 7321

Rosuvastatin 2,884

Pitavastatin 0

Lovastatin 11888

HIV 106721

Final search with restrictions

Randomised controlled trials

((((((Statins|[MeSH  Terms]) OR (Atorvastatin[MeSH Terms])) OR |15
(Rosuvastatinf]MeSH Terms])) OR (Pravastatinf[MeSH Terms])) OR
(Pitavastatin[MeSH Terms])) OR (Lovastatin[MeSH Terms])) AND (HIV[MeSH

Terms]) Filters: Randomized Controlled Trial

Table S1B: Search strategy adapted on Scopus

Search terms and strategy Number of records

Statin OR hmg-coa AND reductase AND inhibitors OR atorvastatin OR 710




fluvastatin OR simvastatin OR rosuvastatin OR lovastatin OR pitavastatin

AND hiv OR aids AND anti-

retroviral AND therapy OR art AND ( LIMIT-
TO (LANGUAGE, "English"))

AND (LIMIT TO (SRCTYPE, "j")) AND (LIMIT-TO (DOCTYPE, "ar"))

Table S1C: Search strategy adapted on Cochrane Library

Search terms and strategy

Number of records

Statins in HIV patients on Antiretroviral therapy in Title Abstract

Keyword

70

Table S2: Quality assessment according to a modified JADAD score guideline

Was the Was Loses and

study double- exclusions The

described as blinded were randomisation
Study randomised? correct? described  was adequate. Total Judgement
Bonnet[1] 1 1 1 0 3 Good
Hearps[2] 1 1 0 0 2 Fair
Hileman[3] 1 1 1 1 4 Excellent
Hileman [4] 1 0 1 1 3 Good
Hu'rlimann[5] 1 1 0 0 2 Fair
Kamari[6] 1 1 1 1 4 Excellent
Longenecker[7] 1 1 1 1 4 Excellent
Mallon[8] 1 1 0 1 3 Good
Morrison[9] 1 1 0 1 3 Good
Nakanjako[10] 1 1 1 1 4 Excellent
Nixon[11] 1 1 1 0 3 Good
Nou[12] 1 1 1 1 4 Excellent
Stein[13] 1 1 0 1 3 Good
Trevillyan[14] 1 1 1 1 4 Excellent
Wongprikorn[15] 1 1 0 1 3 Good
Eckard[16] 1 1 1 1 4 Excellent
Erlandson[17] 1 1 1 0 3 Good
Funderburg[18] 1 1 1 1 4 Excellent
Do [19] 1 0 1 1 3 Good
defilippi[21] 1 1 1 0 3 Good
total 20 18 14 14 66




Statin Placebo Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl _ Year IV, Random, 95% CI
Stein etal, 2004 537 55 20 537 55 20 47% 0.00 [-0.62,0.62] 2004 —
Hu'tlirmann et al., 2006 464 74 29 472 81.5 29 52% -010 [F0.62,041] 2006 b
Mallon etal., 2006 502 245149 16 447 13815 17 44% 0.30 [-0.39, 0.98] 2006 T
Bonnet etal, 2007 44625 5628 12 5125 6468 9 34% -1.06 [2.00,-013] 2007 EE—
Funderburg etal., 2013 607.5 68 72 627 7583 75 6.0% -0.27 [0.59,0.08] 2013 -
Doetal, 2014 595 91.5 64 627 108 59 5.9% -0.32 [0.67,0.04] 2014 —
Eckard etal, 2014 608 68 72 627 7583 75 6.0% -0.26 [-0.59, 0.06] 2014 -
Makanjako et al., 2015 2.03 0.4 15 28 0.76 15 4.0% -1.16 [-1.95,-0.38] 2015 EE—
Etlandson etal, 2015 6.1 0.68 72 6.3 0.76 75 6.0% -0.28 [0.60,008 2015 -
Hileman etal., 2015 644 287 72 636 314 75 6.0% 0.03 [-0.30,0.35] 2015 -
Mortison et al., 2016 608 8467 72 627 7583 75 6.0% -0.24 [0.56,0.09] 2016 -

Mou et al, 2016 522 263 19 5490 289 21 47% -0.24 [0.86,038] 2016 T
Wongprikarn etal., 2016 6419 1965 12 7181 181.2 12 39% -0.39 [1.20,042] 2016 T
Longenecker etal, 2016 608 68 72 627 7583 75 6.0% -0.26 [-0.59,0.06] 2016 -
Mixon etal, 2017 587 8975 46 545  BB.25 48 57% 0.53[012,094] 2017 —
Hileman etal., 2017 64357 28695 T2 B3573 31422 75 6.0% 0.03 [-0.30,0.35] 2017 -
Kamari etal, 2019 644 287 72 636 314 75 6.0% 0.03 [-0.30,0.35] 2019 -
Trevillyan et al., 2021 693 259 44 550 254 0 55% 0.55([0.12,099 2021 —_—
Hearps etal., 2021 T46 8225 33 505 87.5 36 44% 2.80[213,3.48) 20 —_—
Total (95% Cl) 886 906 100.0% -0.01 [-0.25, 0.23]

=L

Heterogeneity: Tau®= 0.23; Chi*=108.94, df=18 (P = 0.00001); F=83% f

, ,
) 5 2
Testfor overall effect: 2= 0.07 (P = 0.93) Favours Statin  Favours Placebo

Figure S1: Effect of statin on baseline CD4 count in PLHIV on ART. I? statistic was used to assess statistical
heterogeneity. The probability value of less than 0.05 was considered statistically significant.

Statin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Stein et al, 2004 14 15 15 18 5.3% 1.00[088,1.13] 2004 B
Funderburg et al., 2013 56 72 53 78 27% 1.01 [0.85,1.20] 2013 I —
Doetal, 2014 52 G4 49 59 3.0% 098 [0.83,1.15] 2014 . E—
Eckard et al., 2014 56 72 58 7a 27% 1.01 [0.85,1.20] 2014 I S—
Erlandson etal, 2015 56 72 53 78 27% 1.01 [0.85,1.20] 2015 I —
Hileman etal,, 2015 56 72 58 s 2T7% 1.01 [0.85,1.20] 2015 I S—
Longenecker etal., 2016 56 72 58 7a 27% 1.01 [0.85,1.20] 2016 I S—
Morrison etal, 2016 56 72 53 78 27% 1.01 [0.85,1.20] 2016 I —
Mou etal, 2016 16 19 17 21 1.0% 1.04 [0.78,1.38] 2016 I
Wongprikarn et al, 2016 12 12 11 12 1.6% 1.08 [0.87,1.36] 2016 —
Hileman etal,, 2017 56 72 53 78 27% 1.01 [0.85,1.20] 2017 I —
Mixon et al., 2017 46 46 ar 48 14.6% 1.02 [0.96,1.08] 2017 -
deFilippi etal, 2018 16 19 16 21 0.9% 111 [0.81,1.50] 2018 —
Karari etal, 2019 55 72 57 7a8 25% 1.01 [0.84,1.20] 2019 I S—
Hearps etal, 2021 7 kil 33 36 2.9% 0.95[0.80,1.12] 2021 1
Trevillyan et al, 2021 44 44 40 40 39.0% 1.00 [0.96, 1.05] 2021
Total (95% CI) 826 852 100.0% 1.01 [0.98, 1.04]
Total events 6745 691

Heterogeneity: Tau®= 0.00; Chi*=1.74 df=15(F =1.00), *=0% I t T t {

. 0.8 0.7 1 1.5 2
Testforoverall effect 7= 0.46 (P = 0.65) Decrease with statin  Increase with statin

Figure S2: Effect of statin on undetectable viral load. I? statistic was used to assess statistical
heterogeneity. The probability value of less than 0.05 was considered statistically significant.



Statin Placebo Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.1.1 Atorvastatin

deFilippi etal, 2018 522 263 19 5490 289 21 4.5% -0.24 [-0.86, 0.38] 1

Mixon etal, 2017 587 8975 46 546 BG6.25 48 54% 0.52[0.11,0.83] I
Mou et al, 2016 522 263 19 5490 289 21 4.5% -0.24 [-0.86, 0.38] 1
Subtotal (95% CI) 84 90 14.4% 0.06 [-0.50, 0.61] -

Heterogeneity: Tau®= 016, Chi*= 607, df=2 (P =0.05);, F=67%
Testfor averall effect Z=0.20 (P =0.84)

1.1.2 Rosuvastatin

Doetal, 2014 5495 41.5 b4 627 108 55 6% -0.32 [0.68, 0.04] I
Eckard etal., 2014 606 68 T2 627 7583 76 58% -0.29 [F0.61, 0.04] 7
Etlandson etal, 2015 6.1 0.63 T2 6.3 0.75 76 58% -0.28 [-0.60, 0.05] -
Funderburg etal., 2013 607.5 68 T2 627 7583 76 58% -0.27 [-0.59, 0.08] -
Hearps etal, 2021 746 8225 33 505 arsa 36 43% 2.80[2.13, 3.48] I
Hileman etal, 2015 644 287 T2 636 314 76 58% 0.03 [-0.30, 0.35] -1
Hileman etal, 2017 64357 286.99 T2 B35873 31422 76 58% 0.03 [-0.30, 0.35] -1
Kamari etal, 2019 464 74 28 472 a1.5 29 50% -010 062, 0.41] T
Longenecker etal., 2016 644 287 T2 636 314 76 58% 0.03 [-0.30, 0.35] -1
Morrison etal, 2016 608 84.67 T2 627 7583 76 58% -0.24 [-0.56, 0.09] -7
Makanjako etal, 2015 203 0.5 15 28 0.76 15 38% -1.16 [-1.95, -0.38] -
Trevillyan et al, 2021 6493 258 44 540 254 40 53% 0.55[0.12,0.848] —
Subtotal (95% CI) 689 700 64.6% 0.04 [-0.28, 0.36] S 2

Heterogeneity: Tau®= 0.27; Chi*=93.55, df=11 (F = 0.00001); F= 88%
Testfor averall effect Z=0.25 (P =0.80)

1.1.3 Pravastatin

Bonnetetal, 2007 44625 5628 12 5125 6468 4  32% -1.06 [-2.00, -0.13] e
Hu'tlimann etal,, 2006 464 74 28 472 a1.5 29 50% -010 062, 0.41] T
Mallon etal, 2006 502 24519 16 442 13815 29 45% 0.32 [-0.29,0.94] T
Stein etal, 2004 537 24585 20 537 24585 20 45% 0.00 [-0.62, 0.62] 1
Subtotal (95% CI) 7 87 17.3% -0.12 [-0.57, 0.34] -

Heterogeneity: Tau®=0.11; Chi*=595 df=3{P =011}, F=50%
Testfor averall effect Z=0.51 (P =0.61)

1.1.4 Pitavastatin

Wongprikorn etal., 2016 6419 1865 12 7181 1812 12 37% -0.39 F1.20,042] 1
Subtotal (95% CI) 12 12 3.7% -0.39 [-1.20, 0.42] i
Heterogeneity: Mot applicable
Testfor averall effect Z=0.94 (P =0.35)
Total (95% Cl) 862 889 100.0% -0.01 [-0.25, 0.23] ?
, )

Heterogeneity: Tau®= 0.23; Chi*=108.21, df=19 (P = 0.00001}); F= 82% 5_4 52 b 1 y

Testfor owerall effect Z= 0.07 (P=0.94) Decrease with statin  Increase with statin

Test for subaroun differences: Chi*=1.18. df= 3 (P=0.76). F=0%

Figure S3: Subgroup analysis for CD4 count baseline according to statins. I? statistic was used to assess
statistical heterogeneity. The probability value of less than 0.05 was considered statistically significant.



Statin Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
1.1.1 2 mg of statin
Wongprikorn etal, 2016 207.03 114 12 24628 114 12 11.9% -3.32 [4.63,-2.02)] —
Subtotal {95% CI) 12 12 11.9% -3.32 [4.63,-2.02] <
Heterogeneity: Not applicable
Testfor overall effect: £=5.00 (P = 0.00001)
1.1.2 20 mg of statin
deFilippi et al.. 2018 -47 23 17 5 20 200 13.2% -2.37 [3.24,-1.581] -
Hearps etal, 2021 -1.4 0325 33 -01 023 36 131% -4.B0 [5.52, -3.68] -
Trevillyan et al., 2021 413 1.03 44 532 1.03 40 14.0% -1.14 [1.61, -0.68] -
Subtotal (95% CI) 94 96  40.3% -2.68 [4.68, -0.68] -
Heterogeneity: Tau?= 2.97, Chi*= 4435, df= 2 (P = 0.00001); F= 95%
Testfar averall effect Z= 2.62 (P = 0.009)
1.1.3 40 mg of statin
Bonnetetal,, 2007 -1.35 075 12 018 0.21 3 122% -2.80 [F3.71,-1.30] —
Hu rlimann et al., 2006 55 0375 29 G4 048 29 137% -2.06 [F2.71,-1.42] -
Mou et al., 2016 -46.2 5.6 17 5.88 4.63 200 8.2% -10.00[-12.49,-7.50] —
Stein et al., 2004 -1.03 0.8 20 007 0.8 20 13.6% -1.35 [12.04, -0.64] -
Subtotal {95% CI) 78 78 47.8% -3.48 [-5.35, -1.62] S -
Heterogeneity: Tau®= 3.146; Chi*= 43.45, df = 3 (P = 0.00001); F= 93%
Testfar averall effect: Z= 3.66 (P = 0.0003)
Total {95% CI) 184 186 100.0% -3.06 [4.15, -1.98] >
Heterogeneity: Tau®= 2.13; Chi*= 81.80, df= 7 (P = 0.00001); F= 92% _150 55 b % 150

Test for overall effect 2= 5.53 (P = 0.00001)
Testfor subaroup differences: Chif= 038, df=2{(P =083 F=0%

Favours Statin

Favours Placebo

Figure S4: Subgroup total cholesterol according to doses of statin. I2 statistic was used to assess statistical
heterogeneity. The probability value of less than 0.05 was considered statistically significant.

Statin Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.1.1 Atorvastatin
deFilippi et al.. 2018 -47 23 17 5 20 200 11.6% -2.37 [3.24,-1.51] -
Nouetal, 2016 -46.2 56 17 5.88 463 20 T3% -10.00[}12.49 -7.50] —
Subtotal {95% CI) 34 40 18.9% -6.09 [-13.56, 1.38] —e——
Heterogeneity: Tau®= 2815, Chi*=32.02, df=1 (P = 0.00001); F= 97%
Testfor overall effect Z=1.60 (P =011}
1.1.2 Rosuvastatin
Hearps etal, 2021 -1.4 0325 33 -0.1 0.23 36 11.5% -4.60 [-5.52, -3.68] -
Trevillyan et al., 2021 413 1.03 44 532 1.03 40 12.3% -1.14 [1.61, -0.68] -
Subtotal (95% CI) T 76 23.8% -2.85[-6.23, 0.54] -*-
Heterogeneity: Tau®=5.83; Chi*= 43.16, df= 1 (P = 0.00001); = 98%
Testfor overall effect: Z=1.65 (P =010}
1.1.3 Pravastatin
Bonnetetal., 2007 -1.38 075 12 018 0.21 9 10.8% -2.80 F3.71,-1.30] -
Hu'rlimann et al., 2008 5.5 0.375 29 6.4 0.48 29 12.0% -206 [-2.71,-1.42] -
Mallon et al., 2006 -0.6 074 16 -0.4 074 17 12.0% -0.26 [-0.95, 0.43] -
Stein et al., 2004 -1.03 0.8 20 007 o8 20 12.0% -1.35 [2.04, -0.64] -
Subtotal (95% CI) T 75 46.8% -1.49 [-2.42, -0.55] ‘
Heterageneity, Tau®=0.74; Chif=17.81, df= 3 (P = 0.0005); *= 83%
Testfor overall effect: 2= 312 (P =0.002)
1.1.4 Pitavastatin
Wongprikorn etal, 2016 20703 11.4 12 24628 11.4 12 10.5% -3.32 [4.63,-2.02)] —_
Subtotal {95% CI) 12 12 10.5% -3.32 [4.63, -2.02] <&
Heterogeneity: Mot applicable
Testfor overall effect: 2= 5.00 (P = 0.00001)
Total (95% CI) 200 203 100.0% -2 T3 [-3.77,1.70] ‘
Heterogeneity: Tau®= 2.20; Chi*= 114 47, df= 8 (P < 0.00001); F= 93% _150 5 b 5 150

Testfor overall effect Z=5.18 (P = 0.00001)
Test for subaroup differences: Chif= 627, df=3 (P=010), F=52.2%

Favours Statin

Favours Placebo

Figure S5: Subgroup total cholesterol according to the form of statin. I? statistic was used to assess statistical
heterogeneity. The probability value of less than 0.05 was considered statistically significant.
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Figure S6: Publication bias for total cholesterol using a funnel plot.



