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Dose-response Relationship of Subcutaneous Long-Acting HIV Capsid Inhibitor GS-6207
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(Gag; InCIUdIng CA, p24)2’3 ;'Il'ar:ceer:a()mpigret;ic(i:pgx,tilrljescztzi'}/i)r;gd%zfsrﬁ?aggﬁa)‘ consisted of 2 from each dose cohort; participants were randomized to receive either active treatment (n=6, except n=5 for 750-mg cohort) or PBO (n=2). ARV, antiretroviral; B/F/TAF, bictegravir/emtricitabine/tenofovir I g( ) 1 = nglmL (O/OCV) (415) (899) (393) (351) (277)
In healthy VOlunteerS Without HIV infeCtion Single SC doses Of GS 6207 at >1 OO mg -E -25 -.- GS-6207 50 mg (n=6) *Each dot represents mean HIV-1 RNA reduction in each dosed group. CV, coefficient of variation; E,,,,, maximal effect.
¢ , - = i - i i - 0 -8— GS-6207 150 mg (n=6)
supported dosing intervals =212 weeks*> ’ (PI\Ilwca;_sl_%?j%gggg)le blind, randomized, PBO-controlied, dose-ranging study g 3 -8~ GS-6207 450 mg (n=6) " ) | ¢ Following SC administration of GS-6207 in PLWH, E,.x on Day 10 postdose was
— GS-6207 was well tolerated | | | | O —e— GS-6207 750 mg (n=5) predicted to be a 2.2 log,, decline in HIV-1 RNA
— The most common adverse events (AEs) were self-limiting Grade 1 injection-site ¢ Primary endp0|nt..maX|maI reduction of.p.)lasma HIV-1 RNA through Day 10 3 35 ¢ Mean GS-6207 concentrations 24.4 ng/mL are predicted to provide near maximal
reactions* ¢ Secondary endpoint: safety and tolerability of GS-6207 1 ° ° ) 5Time day6 ! | ° 10 antiviral activity
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HIV (PLWR); safety data are currently blinded + Antiviral activity data were unblinded; safety data remain blinded given that GS-6207 y ry- Y e mTTTEETYTT
is expected to be detectable for >6 months? Antiviral Activity Through Day 10 50 mg 150mg  450mg 750 mg
- * First-in- i ibi PBO PBO PBO PBO Total
GS-6207: First-in-Class HIV Capsid Inhibitor participants, n (%) R o o
HIV-1 RNA From Baseline, 50 mg 150 mg 450 mg 750 mg Any AE 7 (88) 6 (75) 7 (88) 7 (88) 6 (86) 33 (85)
Log+ Copies/mL n=6 n=6 n=6 n=3 Injection-site reaction 1(13) 5 (63) 5 (63) 5 (63) 6 (86) 22 (56)
- - 0 ar Grade 3 or4 0 0 0 1(13) 0 1(3)
Demographics and Baseline Characteristics* Mean 14 1.8 1.8 22 23 0.2 SAE* 1 (13) 0 0 | (13) 0 2 (5)
GS-6207 GS-6207 GS-6207 GS-6207 95% Cl -1.7,-1.0 -23,-1.3 -20,-16 -27,-1.7 -31,-14  -0.3,-0.1 AE leading to discontinuation 0 0 0 0 0 0
_ 50 mg 150 mg 450 mg 750 mg Death 0 0 0 0 0 0
AcaPSISI or PBO or PBO or PBO or PBO Total Median -1.4 =17 -1.8 -2.2 -2 -0.2 Laboratory abnormalities
SEETL = IR I =Y s Grade 3 or 4 2 (25) 0 3 (38) 2 (25) 1(14) 8 (21)
Age, median year (Min, Max) ~ 35(23,50) 28 (19,56) 36 (24,56) 29 (20,59) 26 (20,65) 33 (19, 65) a1, Qs 16,12 | 25,16 | 15,418 | 25,718 | 29,20 | 0.2 401 et o A ) 1O 1 st ks Tt s o A e e,
Female, n (%) 1(13) 0 1(13) 0 2 (29) 4 (10) Min, Max 17,08 24,12 21,15 29,16 -30,-15  -0.4,0.0 S o S . |
Race, n (%) ¢+ The most common AEs were mild to moderate reactions at injection site (56%; n=22),
White 4 (50) 5 (63) 4 (50) 5 (63) 3 (43) 21 (54) including pain (49%; n=19) and erythema (28%; n=11), which were self-limiting and
Black 2 (25) 2 (25) 3 (38) 3 (38) 2 (29) 12 (31) ¢+ All participants who received GS-6207 250 mg SC had a mean 21.8 log,, resolved in a few days after dosing
° CA Asian 1 (13) 1 (13) 0 0 1 (14) 3 (8) copies/mL reduction in HIV-1 RNA through Day 10 ¢+ Grade 3 or 4 laboratory abnormalities in =2 participants were transient creatine
Virus © RT Other 1 (13) 0 1(13) 0 1 (14) 3 (8) ¢ At doses of 20 to 750 mg, mean GS-6207 concentrations on Day 10 were 0.7- to Kinase elevations (n=3; attributed to recent exertion), asymptomatic amylase
3 Production ® N BMI. median kg/m? (Min, Max) 25 (21, 38) 25 (21,28) 26 (20.34) 25(23,29) 25(19,34) 25 (19, 38) 20.5-fold higher than the protein-adjusted 95% effective concentration for elevations (n=2), and urine blood attributed to menses (n=2), none of which were
Capsid Disassembly - || cegcagro HIV-1 RNA, median log;, 45 4.3 46 45 46 45 wila-type HIV-1 considered clinically relevant
Nuc a_?_d ) ’\>é_> O (CA precursors) copies/mL (Q1, Q3) (4.1,4.9) (42,47) (4.3,46) (44,46) (4.3,49) (4.3,4.7)
uclear franspo 7 — | 472 594 388 430 491 463 -
o CD4 celisiul, median (U1, Q3) 395 545 (459 662) (309, 581) (260, 611) (321, 707) (359, 614) Conclusions
ARV treatment naive, n (%) 8 (100) 6 (79) 4 (50) 7 (88) 7 (100) 32 (82) : : .. ..
GS 6207 *Data were pooled from 6 active (5 in 750-mg cohort) and 2 PBO participants in each cohort as data are currently blinded. BMI, body mass index; Max, maximum; Min, minimum; Q, quartile. ‘ Slngle SC doses Of GS-6207 reSUIted In pOtent antIVIraI aCtIVIty
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o | | | | o 0T GS.6207 | GS.6207 + In a blinded safety review, GS-6207 and PBO were generally safe and well tolerated
I\D/I‘"a“("s"[;)day 60 (201 29) 22 - 221) 85) 170) + These results support further evaluation of GS-6207 as a long-acting ARV agent in 2 ongoing clinical trials in PLWH, with a 6-month dosing interval:
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Objectives o B e p . - — In treatment-naive PLWH (NCT04143594)
¢ Primary: to assess the antiviral activity of GS-6207 in reducing plasma HIV-1 RNA Q1, Q3 146,174 226,240 225,227 222,233 30,127 156,227 — In heavily treatment-experienced PLWH (NCT04150068)
over 10 days after a single SC dose Min, Max 135,191 225,247 225,227 169,233 16, 129 16, 247
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