PESIE Phase 3 Randomized, Controlled DISCOVER Study of Daily F/TAF or F/TDF () GILEAD
for HIV Pre-exposure Prophylaxis: Week 96 Results

Gilead Sciences, Inc.

Peter Ruane,’ Amanda Clarke,? Frank A. Post,® Gabriel Schembri,* Heiko Jessen,®> Benoit Trottier,® Colm Bergin,” Jean-Michel Molina,® Pamela Wong,? Ramin Ebrahimi,® Diana Brainard,®? Anu Osinusi,’ Moupali Das,® Scott McCallister® 333 Lakeside Drive
'Ruane Medical & Liver Health Institute, Los Angeles, California, USA; 2Brighton and Sussex University Hospitals, Brighton, UK; 3King’s College Hospital, London, UK; 4Central Manchester University Hospitals, Manchester, UK; >Praxis Jessen? + Kollegen: Academic Teaching Clinic Foster City, CA 94404
of Charité Universitatsmedizin Berlin, Germany; éClinique Médicale Urbaine du Quartier Latin, Montréal, Québec, Canada; St James’s Hospital, Dublin, Ireland; 8Université Paris Diderot, Paris, France; °Gilead Sciences, Inc., Foster City, California 800-445-3235

- *A ments: : : : :
Introduction ssessments o | | Primary Endpoint Analysis: HIV Incidence Renal Safety* BER—
— Safety: AEs, AE-related discontinuations, bone mineral density Week 48 Week 96 RR (95% C) eGFReq Proximal Tubular Protein:Cr Ratios
¢+ Emtricitabine/tenofovir alafenamide (F/TAF) was recently (BMD), and renal biomarkers 08 recine saseing REPECT sascing PEMCT
approved in the United States for HIV pre-exposure prophylaxis — Adherence: self-report, pill counts, drug levels, and dried blood spots T _os OL | ravors FITAT B 5. FITOF. 124 miimn s FITDF: 104008 p<0001 1,0 FITOF. 56 by b <0001
(PrEP)’ — HIV lab testing: rapid HIV testing on site and central lab 2 04 15 infections 030 s e | L | "
¢ The DISCOVER study (ClinicalTrials.gov NCT02842086) was a — HIV risk behavior: confidential computer-aided self-interview £ S 03 e I 019 115 g I HHLL g5, ol
Phase 3, randomized, controlled trial that evaluated the efficacy questionnaire, sexually transmitted infection (STI) assessment at EE 02 7jmfectons | 8 infections ook 96— en | =3 " 2
and safety of F/TAF for PrEP among cis-men who have sex with every visit (gonococcus/chlamydia trachomatis [GC/CT]: rectum, S S N 02 e & 3 OQ-M So 2 307
men (MSM) and transgender women (TGW) at high risk of HIV urethra, and oropharynx [nucleic acid amplification test], and T - - e §¢ - __ et gg 0 0
iInfection SyphI|IS testing) 0 F/TAF F/TDF FITAF F/TDF 0 1 1.62 2 = Tc'é-m [ 1 1 |+ 1 1 | gm 2044 | 30
_ _ _ _ n=2670  n=2665 n=2670  n=2665 m L oI S
¢ Interlm data anaIySIS WaS CondUCted When 100% Of partICIpantS ¢ Prlmary efflcacy endeInt anaIySIS . . _150 12 24 36 48 60 7"2 84 9"6 -400 12 24 36 48 60 72 84 96 -600 12 24 36 48 60 72 84 96
completed Week 48 and 50% completed Week 96, ana — HIV incidence rate (events/100 No. of HIV infections - , o, ¢ Primary analysis: 22 HIV infections in 8756 PY of follow-up Week Week
demonstrated thatz: person_years [PY]) PY eXpOSure ‘ Week_96 analySiS- 23 HIV infeCtionS in 10 081 PY Of fOIIOW_up *p-values from Van Elteren test stratified by baseline F/TDF for PrEP to compare 2 treatment groups. f2M, B2-microglobulin; Cr, creatinine; Q, quartile; RBP, retinol-binding protein.
_ inferi icitabi ir di i . . HIV incidence rate: F/TAF arm ' o - - PR —9. —
F/TAF was noninferior to emtricitabine/tenofovir disoproxil — Incidence rate ratio (IRR): Inc . ¢ F/TAF was NI to F/TDF for HIV prevention as the upper bound of ¢ Renal discontinuations: F/TAF, n=2: F/TDF, n=6
fumarate (F/TDF) in preventing HIV infection HIV incidence rate: F/TDF arm IRR 95% C| was <1 62 ¢ Fanconi svndrome: F/TAF. n=0: F/TDF. n=1
— Both drugs were well tolerated, with low rates of adverse event = Non:nferti)ori_ty :(%NI)_margig: 1-52;dpreservl?5d50_°/ol of Fgg;\lz effect ° | 4 | o |
(AE)_re|ated discontinuations VS pPlaceno In o prior ran .Omlze. controlled trials In : Overa" Safety Summary Sexua"y Transmitted Infections
— F/TAF had significantly better bone and renal safety outcomes — F/TAF NI'to F/TDF established if upper bound of IRR 95% . Lab-Assessed GC/CT* Lab-Assessed GC/CT Incidence
vs F/TDF confidence interval (Cl) was <1.62 Any AE, % ~o-FITAF  ~e~F/TDF ——re—
¢ Here we present longer term results conducted after all — Interim data analysis analysis was conducted when 100% cede oAt < 7 FITAF ___ FITOF
pal’tiCipantS Completed the Week 96 visit COmpleted Week 48 and 50% Completed Week 96 Grade 23 AE, % 7 6 -% 15 Gonorrhea (any site) 2269 (45) 2171 (43)
Serious AE, % 7 6 % Rectal 1048 (21) 993 (20)
Study drug related 0.1 0.2 ';:; 10 Chlamydia (any site) 2041 (41) 2025 (40)
. . AE IeadiTg to discontinuation, % 1 2 a8 5 Rectal 1343 (27) 1374 (27)
Objectives Results [ | 2
*Reasons: traffic accident, metastatic squamous cell carcinoma, and unknown. 0 0 e o4 36 48 50 s a4 96
‘ TO aSSGSS the IOng-term (96'Wk) efﬁcacy and Safety Of HIV PrEP u u u - M. ‘ RespeCtive median Weight Changes With F/TAF and F/TDF Were *Results from STI testing atWeeks4andv1\£ewi:e combined.
with F/TAF vs F/TDF in MSM and TGW Participant Disposition Through Week 96 +1.0 and 0.0 kg at Week 48 (p <0.001), and +1.7 and +0.5 kg at . . L
P e Week 96 (p <0.001) ¢ Incidence rate of gonorrhea, chlamydia, or syphilis while on
study (based on AE reporting): F/TAF=142.7/100 PY and
Methods [ ——=—&wn.  Common Adverse Events (210%) FITDF=136.9/100 PY
— 507 (19%) Discontinued study drug 475 (18%) <— Rectal chlamydia =
. 225 Losttofollow—u); g192 1 Oropharyngeal gonorrhea CO“CIUSIO"S
St”dy DeSIQn 219 Participant decision 196 Rectal gonorrhea
Present analysis S Nonacherence B4 Exposure to communicable disease ¢ F/TAF was noninferior to F/TDF in preventing HIV infection
L Other - darhea through 96 wk: IRR 0.54 (95% CI 0.23, 1.26
Week 0 48 96 +48 SR — Nasophayniis 0 ( | )
n=2187 (81%) n=2218 (82%) Syphilis ¢ Both drugs were well tolerated, with low rates of non-ST|
FITAF 200/25 mg qd z:\r‘:(31|l;gjesI{’/r?r’:]?ecé!(;/rilogﬁt:i?g)(na=n1d),dvéi;?rc]ir(iv;/sc)onsent (n=8), HIV-1 infection (n=2), and investigator’s discretion (n=1); fIncludes protocol violation (n=3), investigator’s discretion Sp?;r rlesﬁliratog tract infection AE—related discontinuations and NOo new Safety Signals deteCted
| ’ | rethral chlamydia ) _
Randomized Planned n=2500 ¢ As demonstrated by the incidence of on-study STIs,
Sl d°;1TSGW | FITAF _ _ s participants had consistently high rates of sexual risk
aged =ioy Double blinded, open-label option Demcgraphlcs and Basellne CharaCter|Stlcs _ . * behavior. with no risk Compensation
actve controted| [T T o Bone Safety: BMD Substudy (n=375) ’
e g WFTAF W FITOF | ¢ Longer term data showed that the significantly better bone

Median age, y (range) 34 (18-76) 34 (18-72) Spine Hip

and renal safety outcomes with F/TAF vs F/TDF observed

Race. % Week 48 Week 96 Week 48 Week 96 )
Wit o o 2 HOE N 2 gy gy at Week 438 persisted though Week 96
e L . Demographics LR 9 9 _ 0.5 0.6 ¢* Weight changes were similar to those noted in the Phase 3
¢+ Eligibility: high sexual risk of HIV Asian 4 5 5 ! 02 iPrEX trial3
— 2+ episodes of condomless anal sex in past 12 wk or rectal rispanic or Latinx, 76 “ % ok —— - - - L
. Lo Proportion TGW, % 2 1 s o 0 . * F/TAF is an effective option for PrEP in cis-MSM and TGW at
gonorrhea/chlamydla or SyphIIIS IN paSt 24 wk >2 condomless anal sex (receptive) in past 12 wk 62 60 O c - : :
Ny _ _ _ e ctal comonhen in oot 24 ik o o 23 risk for HIV infection, and has safer renal and bone outcomes
— HIV and hepatitis B virus negative, and estimated glomerular e Shlamydia . East St - - T i than F/TDF
filtration rate by Cockcroft-Gault (eGFRcg) 260 mL/min HIV Risk Syphilis in past 24 wk 0 0 =5 . e 4.0
— Prior use Of PrEP allowed Recreational drug use in paSt 12 wk 67 67 - 1.4 References: 1. Descovy [package insert). FosterCity, _CA: Gileaq Scie_r?ces, Inc.,10/2(_)1.9; 2 Hare C!B, et gl. CROI 2019, abstr1q4; 3. Glidden QV, et al. Clin Infect Dis 2018;67:411-9. .
. Y . . Binge drinking’ 23 22 ity A g Pyt 4 YR T ALy S g AWy il b . oy et iy e M
¢ Study conducted in Europe and North America in cities/sites with Taking F/TDF for PrEP at baseline 17 16 Sl im0 160 4 140 3 58 158 w0 137 SR it vy - s R, 13 B s oot s, (oo, G et G i, G D2 Dhsous, W S, S DonGai vt

© 2019 Gilead Sciences, Inc. All rights reserved.

Presented at 17th European AIDS Conference, November 6-9, 2019, Basel, Switzerland



