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Introduction

Baseline Demographics and HIV Risk eGFR.; Change Through Week 96 Fasting Lipids at Week 96*

_ _ _ _ . Black Nonblack H/Lx Non-H/Lx FITAF F/TDF FITAF F/TDF Black FITAF F/TDF Nonblack [l F/TAF [l F/TDF
¢+ DISCOVER (NCT02842086) is an ongoing Phase 3, multicenter, randomized, controlled FITAF FITDF FITAF FITDF FITAF FITDF Black n=240 n=234 HiLx ~  —@—=n=635  —@—n=683 o
. . . . . . . n=2451 n=2454 n=635 n=683 n=2058 n=2008 Total Cholesterol LDL Cholesterol HDL Cholesterol Triglycerides Total Cholesterol:HDL
trial evaluating the efficacy and safety of emtricitabine/tenofovir alafenamide (F/TAF) vs Baseline Demographics and N Nonblack = @ 02451« @ en=ish N Non-H/Lx =@ =n=2058 =@ = n=2008 12040 <0001 0049 <0001 =067 <0001 =041  b<0.001 058 p=otd
emtricitabine/tenofovir disoproxil fumarate (F/TDF) for HIV pre-exposure prophylaxis Median age, y (range) 30 (19-67) 29 (18-72) 34 (18-76) 35 (18-72) 32 (18-74)  32(18-65) 35 (18-76) 35 (18-72) r E<d.oo1T E=<06900021¢§ g 30 T 1
: : : MSM, n (%) 228 (95) 228 (97) 2418 (99) 2431 (99) 618 (97) 667 (98) 2030 (99) 1995 (99) . / _
§'FI3£3EVI:/3 mt c_lslge?clj_lel{/ mefn \{[\(ho have sex with men (MSM) and transgender women oW P 5 ) 5 (1) s (<) o 6.2) 28 (1 13 1<) T 0 10 ‘ ‘ ‘ s &
dal rsK O INTection Sexuality by CASI, n (%) O = -
+ In the full DISCOVER hort Gay/homosexual 194 (82) 172 (75) 2264 (93) 2257 (92) 570 (90) 617 (91) 1890 (92) 1815 (91) '-; g 5 I | | | 5 ‘ | § g 05
i i X < < < < (@)
n the fu conort: | I 7 . 1 O T M A= ] ] JRIE - 9 .
— F/TAF demonstrated noninferior efficacy vs F/TDF for HIV PrEP St 8 (1) 8 () B il S= o t--‘ 1 ,+‘.,, s 6 ‘Q ‘“\ ‘ e : E 01 01 04
. . . . — : n lp LE R R W mm e
— F/TAF was superior to F/TDF with respect to biomarkers of renal function and bone Median BMI, kg/m? (Q1, Q3) (236.307) (234.294) (230.283) (229782) (233,285 (231286) (23.0.285) (228 282) s E T B ! 4 PP e N — —s N 1 s ‘
" " 1 ian mL/min . . . . . . . . ] Bl el o ] A Al o r ) )
mineral den3|ty (BMD) ?élﬁd gsﬁGFRCG’ - (1031.3,51857.2) (1021.4:,91112.8) (1051.3,2112.2) (1031.5,11312.3) (1071.4%,4 1%17.0) (1071.72,4139.4) (1041.22,2111.6) (1021.??,01910.1) o E '}',', = _
Taking F/TDF for PrEP at BL, n (%) 41 (17) 28 (12) 424 (17) 409 (17) 81 (13) 73 (11) 384 (19) 364 (18) S 0 l 041 | | ‘ g -0 S |
; | | P = 05
O bj e ctiv e s Syphilis in past 24 wk, n (%) 26 (11) 38 (16) 204 (8) 224 (9) 61 (10) 80 (12) 169 (8) 182 (9) = L | 1 -L::) P %‘
Rectal gonorrhea in past 24 wk, n (%) 26 (11) 9 (4) 248 (10) 252 (10) 65 (10) 79 (12) 209 (10) 183 (9) -15 ] -15 © 9
Rectal chlamydia in past 24 wk, n (%) 34 (14) 20 (9) 307 (13) 313 (13) 84 (13) 98 (14) 257 (12) 235 (12) 0 12 24 36 48 60 72 84 96 0 12 24 36 48 60 72 84 96 2 | =
‘ TO evaluate efflcacy! adherence, and Safety-related OUtCOmeS In bIaCk and HlspanIC/LatlnX §g§:£f§§%§§§gyg?naggIdSFe)')'("Or 2.3 (4.4) 1.9 (3.4) 3.7 (6.1) 3.6 (6.4) 3.0 (4.4) 2.9 (5.0) 3.8 (6.3) 3.6 (6.5) *Comparing treatments within black subgroup; TComparin\g’\t’::rril(ents within nonblack subgroup; *Comparing treatments within H/Lx subgroup; SComparing treatmentsvv\v’i::t\(on-H/Lx subgroup. = 30 i !
(H/LX) partlc:lpants treated with F/TAF vs F/TDF through 96 wk in DISCOVER 51 basaline, BMI. body mass ndex. O, auertie S5, standard devit Median BL, 168 164 173 174 94 91 99 101 54 54 48 49 74 72 93 93 MedianBL 3.0 3.0 35 35
, baseline; , bO mass Index; W, quartiie; , Standar eviation. mg/dl_
Bone Safety at Week 96: BMD Substudy (n=375)* Wi B FTAF I FITDF NonHLx [ FITAF [ FITOF
Prlmary E“delnt AnaIySIS: HIV I"Cldence ] .= F/TAF .= F/TDF ] Total Cholesterol LDL Cholesterol HDL Cholesterol Triglycerides Total Cholesterol:HDL
o Black Nonblack H/Lx Non-H/Lx Spine Hip 0 <0.001 p <0.001 0 <0.001  p <0.001 0 <0.001 p <0.001 p=024  p <0001 1 0=0.36  p=0.008
o 5 Black Nonblack Black Nonblack & 30 i
g Present analysis S p=0.15 p <0.001 p=0.51 p <0.001 o _
StUdy DeSIQn Week 0 48 96 +48 3 - ] ) 5 S
2 _ 1 = <) =
MSM or TGW 1:1 planned n=2500 FITAF 2in 0.72 = 00 2 =
aged 218y pouble blinded, - S 0.47 ' 0.32 m | 1 0.7 N =
= I ii B e s 0 H 0 | 2 o
o _ _ * F/TAF F/TDF F/ITAF F/TDF F/TAF F/TDF F/TAF F/TDF e -0.1 "; _':%
¢ E|Iglbl|ltyZ hlgh sexual risk of HIV 1= 234 225 2433 2435 628 673 2041 1990 P ] l S O
_ _ _ Infections 2 3 6 12 3 3 5 12 O L -0.8 ! © = 05
— 2+ unique condomless anal sex partners in past 12 wk or rectal gonorrhea/chlamydia or oo PY 4 416 4604 4625 1179 1273 3850 3775 32 ] 1.0 o . S
g . , contiaence intervail, , person-years. cC _ c - Per
syphilis in past 24 wk o 5 -2 14 2 e g Z
. . . . . . : : : _ . . . s S
— HIV and hepatitis B virus negative, and estimated glomerular filtration rate by Cockcroft-Gault ¢+ Of 11 infections in black or H/Lx participants, 2 had suspected prebaseline infections : : 2 I : y
(eGFRCG) 260 mL/min ¢ The remaining O part|C|pants had low or undetectable DBS drug levels at dlagn03|s n= 11 10 133 130 10 9 130 128 Mer:;QLBL, 173 171 172 174 101 99 98 101 49 48 49 50 91 92 90 92 MedianBL 3.5 35 34 34
o PrIOr use Of PrEP allcwed H/Lx Non-H/Lx H/Lx Non-H/Lx *p-values from 2-sided Wilcoxon rank-sum test to compare treatment groups. HDL, high-density lipoprotein; LDL, low-density lipoprotein.
¢ Location: European and North American cities/sites with high HIV incidence Adherence by DBS . P00 P ; P ——
¢+ Assessments: Adherence High (24 d/wk) Medium (2-3 d/wk) B Low (<2 d/wk) =
' Bl_ack Non_black H_ILx Non_-Hle m 5 5 =
— Safety: adverse events (AEs), BMD, and renal biomarkers 100 = 100 =485 100 =128 100 =407 2 . o Conclusions
— Adherence: self-report, pill counts, and drug levels in dried blood spots (DBS) . . . . R 1 0.6
— HIV lab testing: rapid HIV testing on site and central lab o\e £ 0 ﬁ + The HIV incidence rate was low in black and H/Lx participants on
— HIV risk: confidential computer-aided self-interview (CASI) and sexually transmitted g e 60 60 60 o PreEP in DISCOVER, and was similar in the F/TAF and F/TDF arms
infection testing (gonorrhea, chlamydia, and syphilis) 8 S p
. . | | . - 2 40 40 40 40 S + Adherence to study drug was high in all groups; however, more
+ Comparisons: efficacy and safety measures for F/TAF vs F/TDF in participants who s s s 2 09 o y drug wi J Jroups, ’
self-identified as black, nonblack, H/Lx, or non-H/Lx 20 20 20 20 8 I 15 black participants had medium or low adherence vs nonblack
0 ummnmnnﬁ 0 341551456 | 0 ﬂ“nnnﬂ 0 “““““““ = . 39 33 112 107 E 31 33 109 104 partICIpantS
12 24 36 48 60 72 84 96 12 24 36 48 60 72 84 96 12 24 36 48 60 72 84 96 12 24 36 48 60 72 84 96 . .
Week Week Week Week *p-values from analysis of variance model with BL F/TDF for PrEP and treatment as fixed effects. SEM, standard error of mean. ‘ Stu d y d ru g — re I ated T EAE S We re S I m I I a r betwee n g rO u pS
¢+ Odds ratio (95% CI) for low adherence: 2.37 (1.17, 4.79) for black vs nonblack and _ + eGFR changes were more favorable in the F/TAF arm, including
Participant Disposition Through Week 96 1.53 (0.89, 2.66) for H/Lx vs non-H/Lx Weight Change Through Week 96 black and H/Lx participants
F/ITAF F/TDF F/TAF F/TDF
FITAF F/TDF Black =240 =234 Hlx  —@—n=635  —@—n=683 ¢+ Black and H/Lx participants taking F/TAF had either increases or
Safety analysis set H/Lx H/Lx ST?iseizrring . | Black | Nonblack H/Lx Non-H/Lx 6 Nonblack = @ = n=2451 = @ = n=2454 6 Non-H/Lx =@ =n=2058 = @ =n=2008 IeSS deCIineS in EM D (F))Ompal’ed V?/lth those tak|ng F/TDF
n=635 n=683 >1% of Participants FITAF F/ITDF FITAF F/ITDF FITAF FITDF E"“
by Preferred Term, n (%) n=2451 n=2454 n=635 n=683 n=2058 n=2008 = .
Discontinued study drug, n (%) |— L W17 (17) Study-drug related TEAEs 43 (18) 58 (25) 512 (21) 579 (24) 154 (24) 181 (27) 402 (20) 458 (23) S 4 ¢ BIaCk and H/LX partICIpantS tak|ng F/TAF had Stable LDL and HDL
. a - Diarrhea 9 (4) 16 (7) 127 (5) 144 (6) 35 (6) 47 (7) 101 (5) 113 (6) L . . -
Lost to follow-un e o e o - 5 (0 o 5 cholesterol, whereas those taking F/TDF had proportional declines
Participant decision 5(7) Headache 6 (3) 4(2) 53 (2) 53 (2) 19 (3) 15 (2) 40 (2) 42 (2) EC’ 2 iN LDL and HDL
AE Fatigue 0 5 (2) 44 (2) 66 (3) 9 (1) 25 (4) 35 (2) 46 (2) = <)
Nonadherence Abdominal pain 3 (1) 4 (2) 23 (<1) 31 (1) 7(1) 7 (1) 19 (<1) 28 (1) == ) : : : - :
) 1@ zen  wm ey Tm ey 2 3¢ + Weight mdcreaseg %Cﬁu:rid In blatlck_antg H/L>t< rf(artlcg;%r;th in both
— — — — Abdominal discomfort 1(<1) 0 17 (<1) 30 (1) 11 (2) 15 (2) 7 (<1) 15 (<1) arms. and were (.o0—1. reater In ose taKkin
) M ' o M M = o Abdominal pain upper 2 (<1) 4 (2) 15 (<1) 19 (<1) 2 (<1) 4 (<1) 15 (<1) 20 (1) _E 2 , g g g
Still on study drug n=521 (82%) n=566 (83%) Dizziness 1 (<1) 4 (2) 15 (<1) 20 (<1) 5 (<1) 8 (1) 11 (<1) 16 (<1) °
*Includes black/mixed race; fIncludes protocol violation (n=4), investigator discretion (n=6), HIV infection (n=8), and death (n=1). Abdominal distension 2 (<1) 7 (3) 17 (<1) 12 (<1) 7 (1) 8 (1) 12 (<1) 11 (<1) = y ) ‘IJRererent;:esJ:J1c.j H\f;\\;etCJB,Set SI. %R_I(_)I 20b1|9, aé)ﬁ:[r 1t?4._ DAcknovl\(l!t\aJdgmetn:cf:c\;NE ext:nd OgrLthankS tlg ;c_he par_tilfi_ipantsj ItEheCir faTi:\i/le?\}lalpd alll’pl:?ﬁli%p?ttirglgj[uldy ir?vgstigator_sljalrjjd staff: éuiitria:h? T?(aS’ARiegeST; _Cana_da:
o o Vomiting 1(<1) 3 (1) 14 (<1) 9 (<1) 4 (<1) 3 (<1) 11 (<1) 10 (<1) 0 12 24 36 48 60 79 84 96 0 12 24 36 48 60 72 84 96 refand, C ’Bergiﬁ, Pel\/iallor?;a Itsl,y:A;\?\rtri].noari),/’A. Lar;za:?i:;; Nothoriands. T\’ArSP?in’s; Spr:i:: 3%’0”, M ré?;épo, ] :js;;nl’?orfgrcc:)eéerreur?): D Podga:rrfc’;zer; UK Apeal,aAoClJJTa’lrkeirlgagg.seku(na,SSRe?E:ilson,ngCKe;gg,%nfggﬁ, N ﬁwgfc:io,
¢ A greater percentage of black vs nonblack participants were lost to follow-up (15% vs nsomnia 1<) 3(1) 0@E) ey 2 5 (<1) 9 (<1) 9 (<1) Week Week R D e e B G B Eurace | Campbel, M Cespes, M Cojeman, i Cretcos, OF Ccfeot P Crucehank,E Dasr = Dedesue.

TEAES, treatment-emergent AEs.
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*Comparing treatments within black subgroup; TComparing treatments within nonblack subgroup; *Comparing treatments within H/Lx subgroup; SComparing treatments within non-H/Lx subgroup.
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