Web Appendix & Supplemental Materials

Supplemental Table 1: Metabolic Outcomes in Major Trials Evaluating Two-Drug ART Regimens

Studies in ART Naive PLWHIV

Study 2-Drug ART Regimen Comparator ART Lipids Renal Bone Parameters Other Parameters
Regimen
Dolutegravir with lamivudine
GEMINI-1 & 2 1637 DTG/3TC DTG + TDF/3TC Mean change in lipids from baseline Mean change in renal markers from baseline Mean change in bone turn-over markers from [Mean change in weight from baseline
(week 48): (week 48): baseline (week 48): (week 144):
24nug  3dnug 24drug  3-drug 2-drug - 3drug 2-drug  3-drug
regimen  regimen regimen  regimen regimen  regimen regimen regimen
TC (mmoliL) = +0-32 -0-19 - Serum bone-specific alkaline . Weight (kg) 37 2:4
HOL (mmollL) = +045  +0p2 ||| Crmoi) +104 +135 1| phosphatase (L) = B
LDL (mmollL) * -017 -014 GFR from Cr (CKD epi; mL/min R ~ x .
Trigycerides {mmoliL)* 003 008 per1-73 mz) ** 121 155 Serum osteocalcin (L) +0-60 +6:17
TC/HDL Ratio * -0-12 -0-24 0 " Serum procallagen-1 N-
Cystatin C (mg/L) 01 00 teminal pro-peptide (L) ** +0-40 +0-33
GFRHi statin C (CKD epi;
mUm‘fB;ﬂ_%':ﬂ)(n B 463 +43 Type | collagen C-peplide (WL) ™™ +0-14  +0-33
* Favorable profile maintained through week 144 *Favorable profile maintained through week 144
Boosted protease inhibitor with lamivudine
GARDEL * LPV/r + 3TC LPV/r + 2 NRTIs Mean change in lipids from baseline Not reported Not reported
(week 48):
g 3-drug
fegimen _regimen
TC (%) +32 +26
HDL (%) +33 +28
LDL (%) +25 +16
Triglycerides (%) +55 +92
+Significance level not reported
Boosted Pl + Integrase Inhibitor
NEAT 001/ANRS 143 1%° DRV/r + RAL DRV/r +TDF/FTC Mean change in lipids from baseline Mean change in renal markers from baseline Mean % change in BMD from baseline (week
week 96): week 96): 48):
2-drug 3-drug 2-drug 3-drug 2-drug 3-drug
regimen _ regimen regimen  regimen regimen regimen
TC (mmoliL) = +09 +05 CrCl (mU/min) = 108 _46 Lumbar spine (%) -1-00* -2-49™
HDL (mmoil) ** +03 +0.2 Total hip (%) -0-73 -3-30*
LDL (mmoliL) +05 +04 Femoral Neck 1-41% 345+
Mean % change in BMD from baseline (week
96):
2-drug 3-drug
regimen _ regimen
Lumbar spine (%) -0-43 -2-80**
Total hip (%) -1-57* -3-80"*
Femoral Neck -1-74™ -5-99*
Mean bone biomarker changes (week 48):
2-drug 3-drug
regimen __ regimen
Osteocalcin (ng/mL)" +4-8 +8-6
BSAP (ug/L)** +2:4 +67
PANP (ng/mL)* +12.0 +258
Serum CTX-1 (ng/mL)** + 0-08 +0-31
Osteopontin (pg/mL) -9-3 +451
Urine CTX-1/ +569-0 +119
creatinine*
Osteoprotegerin +63-6 -29-5
(pg/mLy"
RANKL (pmol/L) -0-28 -0-15
25-hydroxy vitamin D +4-4 +6-1
(ng/mL)
Intact PTH (pg/mL)* +0-5 +7-3
Switch Studies of Virologically Suppressed PLWHIV
Study 2-Drug ART Regimen Comparator ART Lipids Renal Bone
Regimen
DTG+ 3TC




Mean change in lipids from baseline (week
148):

Early  Late

switch _ switch
TC (mg/dL) +013  +0-08
HDL (mg/dL) +005 +001
LDL (mg/dL) +011 +012
TRIG (mg/dL) -002 -012
TC/HDL ratio -0-04 +0-03

[ No meaningful differences detected in
mean change from baseline/ late-switch
baseline

% change in urine retinol-binding

Early

switch

-288

protein/creatinine ratio (+ TDF pre-switch)

% change in urine B2 macroglobulin/Cr
ratio, (no TDF pre-switch)

% change in urine B2 macroglobulin/Cr
ratio, (+ TDF pre-switch)

% change in urine B2 macroglobulin/Cr
ratio, (no TDF pre-switch)

-2:3

-34-8

-28-9

Mean change in renal biomarkers from baseline
(week 148):

Late
switch

-22:3

baseline (week 48):

Mean change in bone turn-over markers from

Early Late

switch _ switch

Serum bone-specific alkaline

phosphatase (/L™ AR
Serum osteocalcin (p/Ly™ -49 48
Serum procallagen-1 N-terminal pro- 2

pepide. (L) ™ 42 73
Type | collagen C-peptide (p/L) * -01 -01

TANGO 2024 DTG/ 3TC Current TAF- based Mean change in lipids from baseline Mean change in renal markers from baseline Not reported Mean change in measures of insulin
triple therapy regimen  |(week 48): week 48): resistance (week 48):
2-drug  3-drug 2drug  3-drug 2.drug 3-drug
regimen regimen regimen _regimen regimen  regimen
ITC (% change) ** -45 +2-3 Cr (umoliL) +667 +212 Generic mean HOMA- 97 +4.5
LDL (% change) ** 55 +22 IR (%)
*x i i 0y 0, o,
Tiglyerides (h change)* 153 +60  |[GFRFom Gr(mUmnA73m)™ 778 -30 insuln Resisarce (% 6% 4%
ITC/HDL Ratio (% change)* -33 -05  ||[3FR from cystatin C (mUmini1-73 L0 16 Fasting glucose 23 3-8
m?) )
) Mean change in weight from baseline
lUrine protein/Cr ratio (g/mol) -29 +16 (week 144):
2-d 3d
Re(tint;l bind‘)mg protein/ Cr ratio +63 67 regﬁegn ,egi%jgn
Hg/mmao +22 13
Weight (ka) 0856  [-15.50]
B2 microglobulin/Cr ratio (mg/mmol) -2:2 -78
DOLAM 2 DTG+ 3TC Currentstandard 3 Drug  [Mean change in lipids from baseline Mean change in eGFR from baseline (week Not reported Mean change in weight from baseline
ART (week 48): 48): (week 48):
2-drug  3-drug Mean change in eGFR 2-drug  3-drug
regimen_regimen (mL/min per 1-73 m?) regimen _regimen
TC (mmol/L) -30  +10 Dual therapy overall * =31 Weight (ko) ** 6 01
HDL (mmol/L) +1.0"™ +30* Switching from TAF ** -7:0
LDL (mmaliL) 00 +50 Switching from ABC ** -4-0
TC/HDL ratio -0-31™ -019 *No significant changes in proteinuria between group
ISALSA % DTG/3TC Currentstandard 3 Drug  [Mean change in lipids from baseline Mean change in renal biomarkers from baseline  {Mean change in bone turn-over markers from |Mean change in weight & BMI from
ART (week 48): week 48): baseline (week 48): baseline (week 48):
2-drug 3-drug 2-drug 3-drug 2drug 3-drug 24drug 3-drug
regimen  regimen regimen regimen regimen__regimen regimen regimen
TC (mmoliL) +06 +1-6 Cr (umol/L) +116+ +52 Bone-specific alkaline -2:88 -0-24 Weight (kg) +2-1 06
HDL (mmaol/L) -10 +16 phosphatase* .
LDL (mmoiiL) V25 125 eGFR, Cr (mLmin/1-73 m2) -126+ -61° Serum osteocalcin (u/L)* 094 177 B_MI_(kgIm ) +07 02
TRIG (mmotiL) 30 5 ! Serum procollagen-1-N-terminal 641 069 | |+Significance level not reporied
TCHDL rat eGFR, cystatin C 15+ _09 propeptide (u/L)*
ratio +18 +02 (mL/min/1-73 m2) Type 1 collagen C-peptide (u/L)* 004 +0:03
Urine protein/Cr ratio (g/mol)* -213+ 96+
Urine retinol binding N .
protein/Cr ratio (mg/mmol)* -230 36
B2 microglobulin/Cr ratio . .
(mg/mmol)* -326 -
DTG + NRTI
ISWORD 1 & 2 #2798 DTG + RPV Current/ standard ART  [Mean change in lipids from baseline (week [Mean change in renal biomarkers from baseline |Mean change in bone turn-over markers from
Therapy (CART) 48): (week 48) *: baseline (week 48):
2.drug 3-drug 2dug  3-drug 2drug  3-drug
At 52 weeks, these regimen _regimen _ [egimen _ regimen regimen _regimen
participants were TC (mg/dL) v21 -ps ||| GYsEINCiml) 000 000 || Fserum bone-speciic alkaline -30 -09
switchedto DTG +RPV || 1p( (mgiaL) +18  +24 ||| GFRTOMcystalinC (mUmin-73m2) 000 0-00 phosphatase (/L) **
(late switch group) wiprior TDF exposure Serum osteocalcin (L) -48 -09
LDL (mg/dL) +1-8 -13 GFR from cystafin C (mUmin/ 173 m2) 000 0-00
Wino prior TDF exposure Serum procallagen-1 N-terminal -74 -1.0
TRIG (mg/dL) -54 -05 P P pro-peptide (uiL) =
TCHDL ratio 011 _0-08 Retinel binding protein (nmeliL) -1-87 -0-76 .
82 microglobulin {nmoli) 339 000 Type | collagen C-peptide (L) -047 008

Boosted Pl + 3TC




DUALIS

EST45 32

DRV/r + ABC + 3TC

(week 48):

Median change in renal biomarkers from baselin
(week 48) :

2-drug 3-drug

regimen _regimen
TC (mg/dL) ** 13 0
LDL (mg/dL) 6 2
HDL (mg/dL) ** 2 -1
TC/HDL ratio 0 0
Triglycerides (mg/dL) 3 0

*Switching to dual therapy associated with
significant increases in TC, LDL, & HDL, but
not HDL/TC in those who received TDF at
baseline

*No significant change in lipids in participants
who received ABC at baseline

Z-qrug 34_1rug

regimen  regimen
eGFR CKD-EPI (mL/min/1-73 m2) 2 1
eGFR Cockcroft Gault (ml/min)* 5 2
Creatinine* 6 2

Not reported

DTG + bDRV Continuation of 2 NRTI  |[Mean change in lipids from baseline (week Not reported Not reported
+ bDRV 48):
2-drug 3-drug
regimen__regimen
TC (mgrdL) * +20-0 00
HDL (mg/dL) * +4-9 “10
LDL (mg/dL) * +13-3 00
Triglycerides (mg/dL) ® +12:5 +11-0
TC/HDL ratio * -0-5 +01
OLE # LPV/r+3TC LPV/r+3TCor FTC +a [Mean change in lipids from baseline (week |Mean change in renal biomarkers from baseline Not reported
second NRTI 48): (week 48):
2-drug 3-drug 2-drug  3-drug
. fregimen _regimen regimen regimen
e Tre 08 GFR (mL/min/1.73m2 504 -1-05
e mL/min/1.73m: +5- -1
LDL (mg/dL) ** +58 21 ¢ )
HDL (mg/dL) £89 152349
Triglycerides (mg/dL) +12-:08 -1-78
SALT 2.2 ATVIr+3TC ATVIr+ 2NRTIs Mean change in lipids from baseline (week [Mean change in renal biomarkers from baseline | Median differences in BMD (% T-score) Changes in fat distribution from baseline
148): week 48) ! : from baseline (week 48): week 48)
2-drug  3-drug 2-drug  3-drug 2-drug  3-drug 2-drug  3-drug
regimen regimen regimen regimen regimen regimen regimen regimen
- ] T . 4. o Trunk fat (DEXA); % change +35 +31
TC (mgfdL) A1 -85 1 GRR (mUmin/1.73m2) 211 .05 | | CCFR(mbmin/1.73m2) eIt g _ _
. . imb fat (DEXA); % change +35 +14
Triglycerides (mgfdL) +02  -43 __ __ _ ] “No statistically significant differences from ) '
i *No statistically significant differences from baseline baseline Limb: Trunk fat ratio; % change ~ +0-2  -3-0
TC/HDL ratio * +13  -47 i — — -
No statistically significant differences from
baseline
DUAL- GESIDA 8014-RIS- DRV/r+3TC DRV/r+TDF/FTCOR  |Median change in lipids from baseline

* Significance of P<0.05
** Significance of P<0.01

! No change in median eGFR by serum cystatin C, regardless of previous TDF exposure in early-switch group; late-switch group showed a transient 7% reduction at week 100 followed by a return to late-switch baseline values at week 148

Abbreviations: DTG Dolutegravir, 3TC Lamivudine, TDF Tenofovir Disoproxil Fumarate, TAF Tenofovir alafenamide, FTC emtricitabine, mmol/L Millimoles per liter, TC total cholesterol, HDL high-density lipoprotein cholesterol, LDL low-
density lipoprotein cholesterol, TRIG triglyceride, eGFR estimated glomerular filtration rate, SCr serum creatinine, Cr creatinine, LPV lopinavir, r ritonavir, ABC abacavir, ATV atazanavir, BMI body mass index, RT reverse transcriptase,
NRTI nucleoside reverse transcriptase inhibitors, BMD bone mineral density, NRTI nucleoside reverse transcriptase inhibitors, DEXA dual-energy X-ray absorptiometry




