S3 Table. On-Treatment Population of Patients with Emergent T97A Alone (n = 8)

IN Phenotypic Data®

INSTI | TE/ | HIV-1 | Snapshot | Drug Completion | Adhr o HIV-1 e L | To7A . 5
PID # Study # Treatment Group Dose TN |Subtype| Outcome Reason Rate® RAP' Visit RNA CD4 Integrase Sequence’ INSTI RAM(s)' Status EvG | RAL | DTG RT1 RAM(s) P1 RAM(S)'
RC
Fc | Fc | Fc
Enrolled on INSTI-based Regimen
) E11D S17T V371 V721 E96D L1011 K111R V113] S119R T125A K156N
_US-236- o
GS-US-236-0103  EVG/COBI/FTC/TDF 150 mg | TN B VE(W144) | LackOfEfficacy | 88% | Wia4 | BL | 151000 | ND o T e oasE V721 S119R 62 | ND | ND | ND Vo6l 162V ATAT V771
E11D S17T V371 V72| E96D T97A L1011 K111R V113l S119R T125A
-US-236- T
GS-US-236-0103  EVG/COBI/FTC/TDF 150 mg | TN 8 VF(WL44) | LackOfEffcacy | 88% | W144 | W120 | 4700 | ND | on R e S  aaEsL DoseE TO7A V721 SL19R ND | ND | ND | ND M184M/I/V V106l 162V AT1T V771
54
) E11D S17T V371 V721 E96D TO7A L1011 K111R V1131 S119R TI25A  T97A V72l S119R
_US-236- o
GS-US-236-0103  EVG/COBI/FTC/TDF 150 mg | TN B VE(W144) | LackOfEfficacy | 88% | W1a4 | wiz2 | 2480 a4 i m T O TIR vasdl DISRE S1030/0 Maintained | 59 | ND = ND | ND M184V V106l 162V AT1T V771
6S-US-236-0103 | EVG/COBI/FTC/TDF | 150mg | TN B VF (W144) | Lack Of Efficacy | 88% | W144 (5‘/553) <50 ND |ND ND N“;g‘;sfd ND  ND | ND | ND ND ND
M41L T69T/1 L74L/1
K7R D25E V3LI KL11T S119P T1221 T124N T2065 V2341 A265V V1181 M184V L210W
_Us-183- 9 .
GS-US-183-0145  EVG/+ETR+LPV | 150mg  TE B VS (W96) | Withdrew Consent = 99% BL 4260 | a8 (00 s119P N ND DD e kioay 162V
55 V108V/I
ESDD K14K/R V311 TO7T/A K111T V113V/I S119P T122T/1 T124H/N
-US-183-014 - . .
G5-US-183-0145  EVG/+ETR+LPV | 150mg  TE 8 VS (W96) | Withdrew Consent = 99% sy 1B B A 12065 V254l AZGSY D2BoN TO7T/A S119P ND | 1.27 088  ND
GS-US-183-0145  EVG/+TDF+DRV | 150mg  TE B VF (W96) Subject Non- 94% | W96 BL 12200 | 115 V72! L1011 G106G/A VLL3I T124A KIS6N V2011 1217V V234L P261S 7, 115 | 0.78  0.61 | ND K103N L101 M361 1931
Compliance R262L
G5-US-183-0145  EVG/+TDF+DRV | 150mg TE B VF (W96) Sc":r'j:ﬁa":\‘zg 94% | W6 | W2 | 8320 | 137 V721 P9OP/S L101I V1131 T124A K156N V2011 1217V V234L/F vr21 48 | 0.96 | 0.50 ND KI03N L101 M361 193L
GS-US-183-0145  EVG/r+TDF+DRV | 150mg | TE B VF (W96) 5;:[’:;::‘2: 94% | Woe | w24 567 | 231 V721 L1011 V1131 T124A K156N V2011 1217V V234L V721 133 | 114 054 ND KL03N L101 M361 193L
56 | GS-US-183-0145  EVG/+TDF+DRV | 150mg | TE B VF (W96) Sé’:[‘j;;a":\‘zg 94% | W96 | W56 | 12800 | 134 V721 L1011 V1131 T124A K156N Q164E V2011 1217V V234L V721 ND | 104 046 ND ND L101 M361 193L
GS-US-183-0145  EVG/+TDF+DRV | 150mg | TE B VF (W96) S;:Jme;:l::“;'e" 9% | wos | wr2 2410 | 154 331\// M/IV72N/I TOTT/A LLOL V1131 T124A KISON V20U 1217V 9700 \r7oNz1 ND | 193 06 ND L101 M361 193L
65-US-183-0145 EVG/r+TDF+DRV 150 mg = TE B VF (W96) Subject Non- 94% = W96 | W96 53 142 |ND ND Nottested '\, ' \p ND | ND ND ND
Compliance again
GS-US-183-0145 EVG/r+TDF+DRV | 150mg | TE B VF (W96) Subject Non- 0% | wos | ESPP 1 usgo | 134 nD ND Nottested |\, np ND | ND ND ND
Compliance (W112) again
65-US-183-0145 RAL+ABCHLPV/r | 400mg | TE B VF (W96) Subject Non- 84% = Wid4 | BL 98100 | 209 DOF E10D V72V/I A91S V1131 S119G T1221 T124A T125A 1220L V72V/1 $119G 106 | 1.44 096 ND D67N 162V L63P ATLT V7
Compliance Y227F V2341 193L
GS-US-183-0145 RAL+ABCHLPV/r | 400mg | TE B VF (W96) Subject Non- 84%  Wid4 | wi2 = 26700 203 DOEELOD V72V/IASIA/S VIISI SI196 T1221 TI4ATI2SA 12200\ 70y 61196 ND | 132 089 ND D67N 162V L63P ATLT V771
Compliance Y227F V2341 193L
57
Subject Non- D6E E10D L74L/M A91S TO7A K103K/R V1131 S119G T1221 T124A TO7A L74L/M
GS-US-183-0145 RAL+ABCHLPV/r | 400mg | TE 8 VF (W96) Complianee 8% | Wias [ wioa | seso0 | 251 D Ll e vaadl $1196 V1B1U/1 58 | 895 219 057
GS-US-183-0145 RAL+ABCHLPV/r | 400mg | TE B VF (W96) Subject Non- 8a% | wiad | ESPP 1 6gso0 | 357 wD ND Nottested ' ' np ND | ND ND ND
Compliance (W112) again
V321 L90M L101 K20R
E10D R20R/K M501 V721 L1011 T1121 V1131 S119P T124A T125A D67N K70R K103N
GS-US-183-0145 RAL+ABC+LPV/r 400mg  TE B VF (W96) Lack Of Efficacy 92% wag BL 22400 381 11350 T206S V234L D279D/N M501 V721 S119P 65 1.27 074 ND P225H rgs:/l K43T 164V G73C
V32V/1 LIOL/M L10L/1
) D6D/N E10D S39S/G M50I V721 L74M TO7A L1011 T1121 VA131 T97A M5OI V721 D67D/N K70K/R K103K/N
58 -US-183- o
6S-US-183-0145 RAL+ABCHLPV/r | 400mg | TE B VEWSE) | LackOfEfficacy | 92% | Was | w24 | 5320 | as0 | 2S00N B0 EEOR S N et Daron Lram $110p a0 | 094 261 | 0ss 0Tl K20K/R M36M/1 K43K/T
1641V GT3G/C 1851V
) ESDD E10D M501 V721 LLO11/V T1121 V1131 S119P T124A T125A MSOI V721 S119P
GS-US-183-0145 RAL+ABC+LPV/ 400 TE B VF (W96 % | W48 51000 = 384 ND | 1.50 109 ND
HABCHLPVIE m9 (W96) | Lack Of Efficacy | 92% (W40) K136K/E G163G/R T206S V234L R269R/K D279D/N D288D/N | G163G/R Lost K103K/N V179V/1 KASKIT 1641V
Study Drug K14R R20R/K V721 A91E L1011 V1131 S119R T124N G193D V2011 L741 M184V K103N
-US-183-014 . .
GS-US-183-0145  EVG/r+MVC+DRV | 150mg | TE 8 VF (W96) Comploted 97% | was | BL 82800 | 157 el Vo34l DISEDIE 12661 R2GOR/K DRTOLH V721 S119R 177 | 121 097 | ND | O M361 L63P
eaa Study Drug . K14R R20R/K V721 A91E TO7A L1011 V13| S119R T124N G193D L10L/F M36M/I L63P
GS-US-183-0145  EVG/r+MVC+DRV | 150mg | TE B VF (W96) comploted o9 | was | wao | 1180 | 332 (Lo el 1966, D2T9G TO7A V721 S119R 66 | 5.37 | 218 ND KI03N e
s1ga. Study Drug K14R R20R/K V721 A91E TO7A L1011 V1131 S119R T124N G193D
GS-US-183-0145  EVG/r+MVC+DRV | 150mg | TE 8 VF (W96) Comploted o | W4s | was | 1060 | 321 o VasaL 1268 D2YSG TO7AV721 S119R | Maintained = ND | 4.64 | 1.93 | ND K103N L63P 1931/L
59
eaa Study Drug . K14R V721 A91E TO7A L1011 TL12A V113] SL19R T124N G193D
GS-US-183-0145  EVG/r+MVC+DRV | 150mg | TE B VF (WS6) comploted o7% | was | wos 505 | 453 | s 1208L v 23AL/F 1268, RIGOR/K DIYOG TO7A V721 S119R | Maintained | 6.3 | 6.62 299 | 0.7 ND ND
65-US-183-0145 EVG/r+MVC+DRV | 150 mg = TE B VF (W96) Study Drug 97% | w4 | wid4 410 461 |ND ND Nottested '\, ' \p ND | ND ND ND
Completed again
GS-US-183-0145 = EVG/r+MVC+DRV | 150mg | TE B VF (W96) Study Drug o1 | was | W 305 | 751 ND ND Nottested |\, np ND | ND ND ND
Completed oL again
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IN Phenotypic Data®

INSTI | TE/ | HIV-1 | Snapshot | Drug Completion | Adhr N I ITIVEY To7A . 5
PID # Study # Treatment Group Dose TN |Subtype| Outcome Reason Rate® RAP Visit RNA Status RC DTG RTI RAM(s) PIRAM(s)
FC
GS-US-183-0145  EVG/r+TDF+DRV | 150mg | TE B VF (W96) | Lack OfEfficacy = 96% & W48 | BL | 30400 7 | S39C MSOI V721 L1011 V1131 S119P M1SAL KI73K/R Q177Q/L V2011 106 ND  voov/I 1931/
5US-183.0145 |  EVGA+TORsDRY | 150mg | TE s VEWoE) | LeckofEficacy | 9% | was | wao | 5700 4 /S39C M5OI V721 L1011 V1131 S119P T125T/A MIS4L V2011 T2065 133 ND |voovrt -
60
GS-US-183-0145  EVG/r+TDF+DRV | 150mg | TE B VF(W96) | Lack OfEfficacy = 96% & W48 | W48 22400 4 SS9C MSOI V721 V77V/A TOTT/A L0LI V1131 S119P M154L V2011 ND ND  K219K/R V9OV/I
GS-US-183-0145  EVG/+TDF+DRV | 150mg | TE B VF (W96) | Lack Of Efficacy | 96% | W48 (E\Z?é)) 27700 2 S39C MSO1 V721 TO7A L1011 V1131 SL19P M154L V2011 T2065 T2185 Maintained | ND 0.7 K219K/R VIOV/I
) M41L D67N K70R
6S-US-183-0145 | EVG/+FTC/TDF+LPV | 150mg | TE B VF (W96) Subject Non- 78% | W4g | SCR 570 7 | S17N L281 V32V/1 S39C MSOM/I V1131 E138E/K V2011 K211Q V234L 170 ND | M1gamn T215Y kaige 'Ok LLOI 1131/V GL6E
Compliance T130n D6OE L63P 193L
Subject Non- S17N L281 S39C MSOM/I TO7T/A V1131 K156K/R V2011 K211Q M41L DETN K70R 154L L101 1131/V G16E
61 | (GS.US-183-0145  EVG/+FTC/TDF+LPV | 150mg | TE B VF (W96) ject 78% | w4s | w12 773 6 62 ND  M184M/V T215Y K219E
Compliance T130n D6OE L63P 1851/V 193L
Subject Non- ESDD S17N L281 S39C M50M/I TE6T/A V1131 TL24T/A S147S/G V2011 Switched
6S-US-183-0145 | EVG/r+FTC/TDF+LPV | 150mg | TE B VF (W96) oy sianme 8% | was | (o 1830 7 INSTIR | ND 073 'ND ND

# Overall adherence rate as determined by pill count in returned pil bottles.

® The resistance analysis population (RAP) included subjects with either 1) virologic rebound (VR): HIV-1 RNA >50 copies/mL at any visit , that is confirmed and >400 copies/mL at the next scheduled or unscheduled visit; or 2) Discontinuation from study with HIV-1 RNA >400 copies/mL at last visit (Last) while receiving study drugs (or within 72 hours of
discontinuation). Subjects who were not receiving study drugs within 72 hours prior to virologic rebound (Off SD) were not analyzed for resistance.

© Monogram Biosciences (South San Francisco, CA) GeneSeq™ Integrase or GenoSure™ Integrase assay

9 Post-baseline IN sequence was compared to Baseline (BL) or Screening (SCR) IN sequence with emergent RAMs shown in bold. Primary INSTI RAMs are: T66A/1/K, E92G/Q, T97A, Y143C/H/R, S147G, Q148H/K/R, and N155H. Secondary INSTI RAMs are: M50I, H51Y, L681/V, V72A/N/T, L741/M, Q95K/R, T97A, G118R, S119G/P/R/T, F121C/Y, A128T, E138A/K,

G140A/C/S, P145S, Q1461/K/L/P/R, V151A/L, S153A/F/Y, E157K/Q, G163K/R, E170A, and R263K. Other variants at IN positions associated with INSTI RAMs are also indicated.
© Monogram Biosciences (South San Francisco, CA) PhenoSense™ Integrase assay. Replication capacity (RC) expressed as % of wild-type control. Drug susceptibility data expressed as ECs, fold change (FC) from wild-type control.

NRTI mutations are: M41L, E44D, A62V, K65R, D67N, T69D/N, T69 insertion, K70E/R, L741/V, V751, F77L, Y115F, F116Y, V118I, Q151M, M1841/V, L210W, T215F/Y, and K219E/N/Q/R in RT. NNRTI-R mutations are: V90I, A98G, LL0OH/I, K101E/P, K103N/S, VI06A/I/M, V108I, E138A/G/K/Q/R, V179D/F/L/T, Y181C/I/V, Y188L/C/H, G190A/E/Q/S, H221Y, P225H,
F227C, M2301/L

9 Primary PI-R mutations are: D30N, V32I, L33F, M461/L, 147A/V, G48V, 150L/V, I54L/M, QS8E, T74P, L76V, V82A/F/L/S/T, 184V, N88S, and L90M in PR. Secondary PI-R mutations are: L10C/F/I/R/V, V11l, 113V, G16E, K201/M/R/T/V, L241, L331/V, E34Q, E35G, M36I/L/V, K43T, F53L/Y, I54A/S/T/V, D6OE, 162V, L63P, 164L/M/V, HE9K, AT1I/L/T/V, GT3A/C/S/T,

V771, V821, N83D, 185V, N88D, L89V, and 193L/M in PR.

AF: assay failure; DTG: dolutegravir; EVG: elvitegravir; IN: integrase; INSTI: integrase strand transfer inhibitor; ND: no data; PI: protease inhibitor; PID: patient identification; RAL: raltegravir; RAM: resistance-associated mutation; RTI: reverse transcriptase inhibitor; VF: virologic failure; VS: virologic success.
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