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Introduction Baseline Demographics and Clinical Characteristics* Changes in B2M:Cr Changes in Fasting Lipids at Week 96
_ _ _ : Baseline F/TDF No Baseline F/TDF Baseline F/TDF Ml F/TAF Ml F/TDF  No baseline F/TDF M F/TAF | F/TDF
¢+ DISCOVER (NCT02842086) is an ongoing Phase 3, multicenter, _ Median baseline __ Medan basaiie ot oL oL ot
randomized, controlled trial evaluating the efficacy and safety of - - _ FITDF —a 118 /g FITDF - 83 gl Cholesterol Cholesterol Cholesterol  Triglycerides Cholesterol:HDL
. : : . ) . . Median duration of PrEP, d (Q1, Q3) 398.5 (148, 763) . 0=0.017 p <0.001 0=0.11 p <0.001 0=0.65 p<0.001 p=0.19 p <0.001 p=0.12 p=0.29
temtr]lCIt?bcline/ tenoflofv T alaften?lg?_'lijeF()F]{ TAHFI)\;)Ompared with emtr;]m:ab_'ne/ Median age, y (Q1, Q3) 36 (30, 45) 34 (27, 43) <0.001 i 120 120 p <0.001" o % I 1
enoToVvIr disoproxii tumarate or pre-exposure propnylaxis TGW, n (%) 6 (1) 68 (2) 0.044 5 i o~
(PrEP) in cisgender men who have sex with men (MSM) and transgender Race, n (%) 079 LG 0 T o <000t 70 S 2 -
women (TGW) at risk of HIV infection e D T C g ... __
e 770 (85) 3741 (84) 5§Q S __ o O
¢ When all participants had completed 96 wk of follow-up™: Black 69 (8) 405 (9) - N g 5 ] g l l
: : : : . ° o ® - = - T 0.1 0.1
— F/TAF demonstrated noninferior efficacy compared with F/TDF for HIV PrEP Aslan 39 (4) Jes i) & g 0 1 - 3 __ . 0 1 J_ l ‘ ] GE —— 0
— F/TAF was superior to F/TDF with respect to biomarkers of renal function Other 14 (2) 81(2) : 355 z ’ p ] = s
and bone mlneral denSIty Hispanix/Latinx ethnicity, n (%) 154 (17) 1164 (20) <0.001 a0 - - L . E 4 | -2 2 -j_2 i 4 E
: : S lity by CASI, n (% 0.009 -10 1 - l
¢ F/TAF was approved for HIV PrEP in the USA in Oct 20192 exuality by GASL 1 (76) : O : S 5 | | ° S
Gay/homosexual 850 (94) 4045 (91) § 5 o -05
= o
- - Bisexual 44 (5) 341 (8) : ' : O 20 &
Objectlves s Changes in Protelnu_rla | S S
ght/heterosexual 3 (<1) 38 (1) - Baseline F/TDF No Baseline F/TDF S | =
: : . : Median BMI, kg/m? (Q1, Q3 25.5 (23.1, 28.4 25.3 (23.0, 28.4 0.54 = -30 1 -1
¢ To assess efficacy and safety-related outcomes in participants in the o | N .) - | ) o .( ) Medan e e
DISCOVER StUdy Who Were On F/TDF f()r PrEP at enrollment Trial not designed as switch study: randomization did not take into consideration baseline F/TDF. BMI, body mass index; Q, quartile. 40 p=0 . r?]Sg?dere, aseline o. . . .
. ﬂ _ + ' *p-values from 2-sided Wilcoxon rank-sum test to compare treatment groups. HDL, high-density lipoprotein; LDL, low-density lipoprotein.
- eacy 2 o — ' 27 A ine F/TDF % of th ho switched to F/TAF
¢+ At Week 96, there was 1 HIV infection among prior F/TDF users who S 23 ’ rlr)o_gg bads_? ine t US?E/S’ ??{Oho t oc;e Wt N s(\;wtc I?/dTE)F 0 géarted
were randomized to F/TDF (incidence rate 0.119/100 person-years [95% g 2 a lipid-modifying agent vs 1% of those who stayed on F/TDF (p=0.03)
Study Design . . Present analysis » confidence interval 0.003, 0.662]) 2 ¢+ Among those not on baseline F/TDF, the rates of lipid-modifying agent
. . . L . . it Aat . 0 o/. .
EITAF 200/25 mg Ob: — The HIV infection was in a participant who had intermittent low adherence 0 08 '”'t(')aggn were similar between the F/TAF and F/TDF arms (1.3% vs 1.0%;
Randomized o ' ] ] . ] . = AEQ —VU.
N e — _FITAF ¢ No infections occurred in prior F/TDF users who were randomized to F/TAF O 459 P )
9ed 218y Double biinded, - | . . FITAF F/TDF F/TAF F/TDF
*22-_sid_ed V\Ililtc);ol)go.n rantl_<-_sum test to compare treatment groups within baseline F/TDF use subgroups; TRank analysis of covariance adjusting for baseline F/TDF use to compare treatment groups. $2M:Cr, Weight Changes at Week 96
Renal Safety B2-microglobulin:creatinine.
+ Eligibility: high sexual risk of HIV Changes in eGFR,, | | | S No Baseline FITOF
— 2+ episodes of condomless anal sex in past 12 wk, or rectal gonorrhea/ . . Bone Safety: Changes in Bone Mineral Density <59
. e Baseline F/TDF No Baseline F/TDF 3 ‘
chlamydia or syphilis in past 24 wk o ; Spine , Hip Mok
— HIV and hepatitis B virus (HBV) negative, and estimated glomerular filtration R Ar o o Desine __ 2 £ 19
rate by Cockcroft-Gault (eGFRCG) >00 mL/min F/TDF =@= 116 mL/min F/TDF 122 mL/min = 2 E 1.6 “g’, ;
— Prior use of F/TDF for PrEP allowed 2 p <0.001" 20 ss 1 < 1.6
¢ Study conducted in Europe and North America in cities/sites with high HIV % 15 __ ] 15 p <0.001" g‘{’; ; ; s
incidence S o1 1 ] . " :% =
¢+ Assessments: =2 Tt lagl 1 6.7 5 1 : S o
— Safety: adverse events (AEs), AE-related discontinuations, bone mineral - % = 2 2 = |
density, and renal biomarkers 2E o o6 : 3 3 :
— Adherence: self-report, pill counts, drug levels, and dried blood spots cngE' 5 [ L1 5 0 48 %6 0 48 %6 PITAR HToF PITAR HToF
: _ : : : © T 1 i | | | | Week Week o . . . _ .
— RV I_aboratory _teStlng' _rapld_ RV teStlng Or:] site and_ at Ce_ntral IabOratOry © 1091 - i l 1 ) -10 Baseline F/TDF No Baseline F/TDF Baseline F/TDF No Baseline F/TDF ¢ PartICIpantS on basellne F/TDF IN bOth dalrms galned Welght, Wlth 12'kg
— HIV risk behavior: confidential computer-aided self-interview (CASI) = N FTAF e 20 =125 * —— 120 * —py * greater weight increase through 96 wk in those switching to F/TAF vs
?uestlonnalre/ ath Se(;('uat”y t[]ansnl!tted |r1fect|on ettﬁsessrréent athevery visit o 24 48 72 96 o 24 48 72 96 F/TDF =@= n=17 P n=125 S —@— n=16 P n=122 P those Staying on F/TDF
ONOCOCCUS/Chlamydia trachomatis. rectum, urethra, and oropnharynx Week Week * - - | | _ _ _ _
[guclelc aCId ampllflgatlon test], and Syphllls testlng) p y p-values from analysis of variance model including treatment as a fixed effect for comparing treatment groups at Week 96. SEM, standard error of mean. ‘ The eStImated Welg ht galn fOr US adults aged 20_40 y IS 0.5_1 .O kg/y3

Changes in RBP:Cr

Median baseline Median baseline
F/TAF =@= 118 ug/g F/TAF 98 ug/g
Participant Disposition Through Week 96 FITDF —8= 121 1g/g FITDF = 101 uglg ¢+ DISCOVER, the largest randomized, active-controlled, noninferiority, PrEP trial with F/TAF vs F/TDF offered the opportunity to examine clinical
e 0 80 -- 80 poooT efficacy and safety in participants taking F/TDF prior to trial enroliment who were randomized to initiate F/TAF or stay on F/TDF
dnaomized andad treated: N= <0.001* . . - - . . . . . _
| | . " T 60 ¢+ HIV incidence was low Iin participants who were on baseline F/TDF prior to trial enroliment, irrespective of whether they were randomized to
Baseline F/TDF: n=904* No Baseline F/TDF: n=4483 e . SWitCh tO F/TAF Or remained On F/TDF
- 2= ¢ Switching from F/TDF to F/TAF was associated with improvements in renal biomarkers, consistent with studies in HIV and HBV treatment
Discontinued study drug, n — 58 (12%) — 59 (13%) — 449 (20%) —> 416 (18%) ~ = 20 | 20 _ . . _ -
Lost to follow-up "2 5 " 204 77 e £ . ¢ The pattern of weight change in prior F/TDF users who switched to F/TAF was similar to that of those who had not used F/TDF before; the
o cpant decision N N . - 58 ¢ 0 weight differences between arms could be explained by the known weight-suppressive effects of F/TDF*
ncomplian I -10.3 : : : . : : :
ﬁie‘;ﬁga‘ig?d?;eﬁon 1) g 1 . % 2 . ¢+ The increases in HDL and LDL cholesterol levels in participants who switched from F/TDF to F/TAF could be explained by removal of F/TDF’s
Protocolviolatn : | g : b ipid-lowering effect?
Jeath I I ) L ) L 0 24 48 72 96 0 24 48 72 9 ¢ F/TAF is a safe and effective PrEP option for individuals who switch from F/TDF
Still on study drug Week Week

*Participants on F/TDF for PrEP at baseline could enroll without washout period. *2-sided Wilcoxon rank-sum test to compare treatment groups within baseline F/TDF use subgroups. RBP:Cr, retinol-binding protein:creatinine.
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