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GS-US-292-0109 GS-US-292-0109
Switch to E/C/F/TAF in Virologically Suppressed Adults Baseline Characteristics
Primary Endpoint "
HIV-1 RNA <50 ¢/mL. E/CIFITAF TDF-Based Regimen
n=959 n=477
Randomized (2:1), active-controlled, v )
open-label study Week 0 48 9% Median age, years 41 40
L . ! Female, % un un
B n=959 Race, %
(n=459) Switch to E/C/FITAF - Wit o .
Virologically EFVIFTCITDF e
Suppressed (n=376) Black or African descent 18 21
Adults P L
- Hi /Latino eth 26 17
Boosted ATV + FTC/TDF '_Spamc D Gy
(n=601) Median CD4 count, cells/mm? 675 662
Patients with <200 cells/mm3, % 05 0.8
= All patients Median estimated GFR, mL/min* 106 108
— HIV-1 RNA <50 copies/mL for 296 weeks on stable TDF-based regimen Dipstick proteinuria, %
Estimated GFR >50 mL/min ExERl 85 22
Grade 2 0.4 0.6

= EICIFITAF = EVG 150 mg, COBI 150 mg, FTC 200 mg, TAF 10 mg
= E/CIFITDF = EVG 150 mg, COBI 150 mg, FTC 200 mg, TDF 300 mg

*Cockeroft-Gault,

GS-US-292-0109 GS-US-292-0109
HIV-1 RNA <50 Copies/mL at Week 48 Virologic Outcome, Prior Treatment Regimens
Virologic Outcome Treatment Difference (95% CI) Primary Endpoint B E/C/FTAF [l TDF-Based Regimen
p <0.001
= E/C/FITAF &
o =959 s 100 93
100 93 = TDF-Based Regimen E
agiits TDF Based £ o
8 80 3
g
E : : é 60
60 ' 1
1 | :
2 w0 | 41 : I
3 3 ot 3
Z 20 i : g 20
; : 3
0 H : 0
Success Failure No Virologic All Prior Regimens
Data —12% 0 +12%
n= 32 444 10 6 1721

95%Cl = 16—6.7



GS-US-292-0109

Virologic Outcome, Prior Treatment Regimens
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Virologic Outcome, Prior Treatment Regimens
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Virologic Outcome, Prior Treatment Regimens
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GS-US-292-0109

Virologic Outcome, Differences by Subgroup

P <0.001 p=0.02 s TDF-Based Regimen
g 100 97 oo RIS Overall* ; —
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All Prior Regimens Prior Prior Prior Treatment Difference in
EFVIFTC/TDF Boosted E/CIFITDF Participants with HIV-1 RNA <50 c/mL, % (95% C1)
ATV + FTCITDF
95%Cl = 16—6.7 05—123 09—92 19—39
N *Statistically significant difference favoring E/C/F/TAF treatment 0
GS-US-292-0109 GS-US-292-0109
Grade 2—4 Lab Abnormalities Fasting Lipid Results
Participants initiating lipid-modifying medications: E/C/F/TAF: 7.9%; TDF-based regimen: 5.9%.
E/CIFITAF TDF-Based Regimen
Patients, % 59 n=477 E/CIFITAF  TDF-Based Regimen
= 61 Baseline Baseline
Any abnormality 25 31 5.28 M Week 48 M Week 48
Creatine kinase 10 10 5 54 -i 38 4,
AST 5 7 g 471 4.69
44 3.6 3.6
ALT 5 5 £
Neutropenia 4 3 g 5] —— 3.00
Phosphate (|) 2 3 E 3.00 3.00
Uric acid (1) 2 1 i 5
Alkaline phosphatase <1 <1 .;;‘j 135 57 147 159
Leukopenia <1 <1 = 1 130 127 136 128 !
Platelets <1 <1
Total bilirubin <1 24 0 — o
Hemoglobin 0 <1 Total Cholesterol LDL HDL Triglycerides TC:HDL Ratio
Creatinine 0 <1 p <0.001 p <0.001 p <0.001 p <0.001 p=0.004
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Adverse Events >5% (All Grades)

GS-US-292-0109

AEs Leading to Discontinuation

E/CIFITAF
9

Participants, %
Upper respiratory tract infection 16
Diarrhea 10
Nasopharyngitis 9
Headache 7
Cough 7
Arthralgia 6
Bronchitis 6
Osteopenia 6
Syphilis 5
Insomnia 5
Sinusitis 5
Back pain 5
Nausea 5
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Depression

GS-US-292-0109

DXA Scan Results: Spine BMD

ange From Baseline to Week 48 e
All Participants (| 69)

—8— E/CIFITAF
—e— TDF-Based Regimen
P 1.79

p <0.001

.28

Median % Change in BMD (Q1, Q3)

-3
Baseline Week 24 Week 48

= Regardless of prior treatment regimen, differences between arms were
statistically significant

= More than 2% difference between the arms at Week 48

GS-US-292-0109
Change in Osteopenia/Osteoporosis Diagnosis
(Defined by T-Score)

EICIFITAF
n=959

09 2

Acute renal failuret Chronic kidney disease
Interstitial nephritis* « Elevated serum creatinine
Fanconi syndrome, mild jaundice
Increased creatinine

Nephretic colic (nephrolithiasis)

ased Regimen
n=477

Renal Events

+ Depression + Abnormal dreams
* Leg swelling, impaired concentration . Depression, insomnia, irritability
woner [T ° Ewiny (e o
her Fn
Events Nausea, vomiting, headache Ezvits) lim
Panic attack « lcterus (n=2)

Reiter syndrome Increased forgetfulness

Suicide attempt

tAfter d mul failure

GS-US-292-0109

DXA Scan Results: Hip BMD

—@— E/CIFITAF
—&— TDF-Based Regimen

Median % Change in BMD (Q1, Q3)

-2
Baseline Week 24 Week 48

= Regardless of prior treatment regimen, differences between arms were
statistically significant

= More than 1.6% difference between arms at Week 48

GS-US-292-0109
Change in Osteopenia/Osteoporosis Diagnosis
(Defined by T-Score)

Patients, %

M Normal Osteopenia W Osteoporosis
7.2 7.6
100
|
80
35 37

Baseline Week48 Baseline Week 48

EICIFITAF TDF-Based Regimen
n=912 n=457

Differences between E/C/FITAF and TDF-based regimens were statistically significant (p <0.001)

Patients, %

M Normal Osteopenia W Osteoporosis

Baseline Week 48 Baseline Week 48

E/CIFITAF TDF-Based Regimen
n=912 n=457

Differences between E/CIFITAF and TDF-based regimens were statistically significant (p <0.001)
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Change in Osteopenia/Osteoporosis Diagnosis
(Defined by T-Score)

Patients, %
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Baseline Week 48 Baseline Week 48 Baseline Week 48 Baseline Week 48

E/CIFITAF TDF-Based Regimen E/CIFITAF TDF-Based Regimen
n=912 n=457 n=902 n=452

Differences between E/CIFITAF and TDF-based regimens were statistically significant (p <0.001)

Week 48 Conclusions

GS-US-292-0109

Renal Safety Results

= Study GS-292-0109 is the largest randomized switch study
conducted in HIV-positive virologically suppressed adults

= Participants who switched to E/C/F/TAF were significantly
more likely to maintain virologic success
— Had significantimprovements in spine and hip BMD
— Had significant reductions in osteopenia/osteoporosis

— Had significantimprovements in proteinuria and in other markers of
renal function

Tubular Proteinuria
UPCR UACR RBP:Cr B-2-m:Cr W ECFTAF

m TDF-Based
Regimen

Median % Change

Each difference n treatment arms
was statistically significant (p <0.001).

Statisticall gnmeam improvements for participants who switched from either E/C/F/TDF or from
boosted ATV

Serum creatinine (p <0.001); eGFR (p <0.001)
Fractional excretion of phosphate, FEPO4 (p=0.05); fractional excretion of uric acid, FEUA (p <0.001)
Changes began by Week 2 and persisted to Week 48

u UACR!

B2-mCr, beta-2 microglobulin, 20
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