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LEN HBYV antiviral assay HBV Incidence in PURPOSE 1 and PURPOSE 2
* Lenacapavir (LEN) has no clinically meaningful activity against the « Briefly, immortalized human hepatocytes expressing HBV receptor (HepG2-NTCP) were infected with HBV « There was only one incident HBV infection in PURPOSE 1, which occurred in a participant randomized to
hepatitis B virus (HBV) AD38 and plated in 384-well plates prespotted with 3-fold serial dilutions of LEN, lamivudine (positive control; F/TAF (incidence rate [IR]: 0.04 per 100 person-years [PY]; 95% confidence interval [Cl]: 0.00-0.22) (Figure 5)
a nucleoside reverse transcriptase HBV inhibitor), or dimethyl sulfoxide control. After 5 days of incubation, « There were five incident HBV infections in PURPOSE 2, three in the LEN group (IR: 0.11 per 100 PY; 95% Cl:
Universal HBV screening in PURPOSE 1 and PURPOSE 2 resulted in vaccination of cells were lysed and supernatant HBV DNA content was quantified using the QuantiGene 2.0 DNA assay kit 0.02-0.33) and two in the F/TDF group (IR: 0.16 per 100 PY: 95% Cl: 0.02-0.57) (Figure 5)
a substantial proportion of participants =S (Thermo Fisher Scientific) . Case details of these six incident HBV infections are shown in Table 2

Incident HBV infection was rare in participants receiving either LEN or tenofovir- Unitod Statos - :‘Otw (< i%z pa _ Figure 5. HBV Incidence During the RBP of PURPOSE 1 and PURPOSE 2
based HIV pre-exposure prophylaxis (PrEP), indicating that proactive HBV screening (2)- r - iermediate (2-4%)
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and immunization support low HBV incidence, regardless of the anti-HBV activity of - = PURPOSE 1 HBV Vaccination in PURPOSE 1 and PURPOSE 2 1 !
the PrEP drua used p=——un == PURPOSE 2 . . _ . o 1 SC LEN |
g ‘@’_ Uganda * In PURPOSE 1, 5345 participants received study drug (2140 LEN, 2135 F/TAF, 1070 F/TDF); 3999 (75%) Qe 08 - i 0.16
P;u Brazil were HBV nonimmune at screening, of whom 2759 (69%) received HBV vaccination (Figure 3) S ig = Oral F/TDF : 0 02'_0 57)
c - In PURPOSE 2, 3271 participants received study drug (2183 LEN, 1088 F/TDF); 1411 (43%) were HBV B 5 0.6 7 =oralFTAF - 0.11
Plaln Language Summary ﬁ nonimmune at screening, of whom 525 (37%) received HBV vaccination (Figure 4) ‘_=’ g 0.4 - 0.04 (0 000'0(;)29) : (0.02-0.33)
6 - \ > . . =U. 1 - :
: ’ : : L = 0.00 0.00-0.22
_ o _ _ o Argentina Souﬁrica Figure 3. HBV Immunity Status at Screening in PURPOSE 1 2T 02  (0.000.13) ( ) :
Human immunodeficiency virus (HIV) prevention medicine, called pre-exposure o :
. . Received study drug Received study drug 0 T
prophylaxis (PrEP), lowers the chances of someone getting HIV All-age HBV infection calculated using HBsAg seroprevalence data from 2019.8 LEN: N = 2140 FITAF or F/TDF: N = 3205 ,
HBV, hepatitis B virus; HBsAg, HBV surface antigen. No. participants: 2140 2135 1070 1 2183 1088
People who have a higher chance of getting HIV may also have a higher chance of HBV acquisition: 0 1 0 : 3 2
0 other infect including the hepatitis B virus (HBV). This is b iy ) ) ' ! PY of follow-up: 2761 2541 1257 2648 1274
ettiing otner Infecuons, Inciudin e nepatitis b virus . IS IS because
9 9 9 P O bj eCtlve HBV immune 1606 HBV nonimmune 2393 HBV immune Cl, confidence interval; F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate; HBV, hepatitis B virus; LEN, lenacapavir;

and HIV can Spread in similar ways (n = 534; 25%) (75%) (n =3999/5345; 75%) (75%) (n =812; 25%) PY, person-years; RBP, randomized blinded phase; SC, subcutaneous.

» To evaluate HBV baseline immunity, immunization, and incident infection in the context of LEN for HIV PrEP in

There is a widely used vaccine available to protect against HBV. However, not PURPOSE 1 and PURPOSE 2 Table 2. Investigator-Reported HBV Case Details
everyone gets the HBV vaccine and the protection from the vaccine can decrease (171025) Rfceigcs'g'jfg\g;ag;i;fa (:5683/4) TRV EYSTY PN — —
% n= - % % L. . . .
over tlme Participant Study Group Term Day HBsAb HBsAg HBCcAb Vaccination Clinical Details
) ) ) ) o ) aParticipants received > 1 HBV vaccine. F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate; HBV, hepatitis B virus; Day 20, . HBGADb seroconversion
Lenacapavir (LEN) is approved to help prevent HIV. It is given as an injection under Study Design LEN, lenacapavir. A PURPOSE 1 | FITAF | Hepatitis B | 377 Positive | Negative | Negative | Day$2 and | . Ng gpronie infection?
ay
the skin twice a year (every 6 months) and was shown to work well in protectin . . S . .
Y ( _ "y o ) _ P 9 « In PURPOSE 1 (cisgender girls and women aged 16-25 years in South Africa and Uganda) and PURPOSE 2 Figure 4. HBV Immunity Status at Screening in PURPOSE 2 5 oURPOSE 2 | FroE | Heoaiis B | 546 | Postive | Neaatve | Necative None |+ Hoons Seroconversion
people from getting HIV in two clinical studies, called PURPOSE 1 and PURPOSE 2. (cisgender men and gender-diverse individuals aged = 16 years in the United States, Brazil, Thailand, South Received study drug Received study drug P ? ? " No chronic infection®
People in PURPOSE 1 and PURPOSE 2 were offered HBV vaccines if they were not Africa, Peru, Argentina, and Mexico), participants were randomized in a blinded fashion to LEN or tenofovir- LEN: N = 2183 FITDF: N = 1088 - HBcAb and HBsAb
already immune based PrEP along with tablet or injection placebo (Figure 2) c PURPOSE2 | LEN | Hepatis B | 184 | Negative | Negative | Negative None |, ZQEQEZZ”XZ;?EL
+ HBYV serology, including HBV surface antigen (HBsAg), HBV surface antibody (HBsAb), and HBV core l l - No chronic infection
. : antibody (HBcAb), was assessed at screening and every 26 weeks after randomization
Other PrEP medicines are available as tablets that people take by mouth every day . v ) . : Jan y . . . : , . : . »  HBcAb and HBsAb
« Participants who were either HBV nonimmune or immune from either vaccination or prior HBV exposure were HBV Immune 932 HBV nonimmune 479 HBV immune Acute . . . Day 11, seroconversion
. . n=1251: 57% 43% n = 1411/3271: 43% y.V.C7A n=607: 56% D PURPOSE 2 LEN " 176 Negative Negative Negative .
: : . included in the study ( ’ ) () ( ’ ) (44%) ( ’ ) hepatitis B Day 39 + HBsAg negative
This study looked at how many people included in PURPOSE 1 and PURPOSE 2 . _ B _ + No chronic infection
| d tected inst HBV. h ived the HBV ination duri » Participants with positive HBsAg at screening were excluded T Te—
welCRalleaCySPIOIECIC TR0 IS o IR =Ly ey & Vel eUirg — Positive HBcAb with negative HBV DNA were eligible E PURPOSE 2 | LEN | Hepatitis B 63 Positive | Negative | Negative None + HBsAg negative
the study, and how many people got HBV during the studies - Participants identified as HBV nonimmune (HBsAb negative) at screening were offered free HBV vaccinations (2;‘;,) R‘i‘,’,‘*;":&',i‘?,}’ﬁ%‘;‘i}f;‘* (;:.30) No chronie 'nfeCt'on.
at the study sites " " . _ *  HBcAb seroconversion
F PURPOSE 2 | F/TDF Hepatitis B 8 Positive Negative Negative None + HBsAg negative
These results show that the number of people from PURPOSE 1 and PURPOSE 2 « We assessed incident HBV infection during the studies’ randomized blinded phases based on investigator =Two participants in the F/TDF group had missing HBV immunity status at screening. Participants received > 1 HBV vaccine. + No chronic infection®
who gOt HBV vaccines was hlgh, while the number who gOt HBYV infection during the adverse event (AE) reporting FITDF, emtricitabineftenofovir disoproxil fumarate; HBV, hepatitis B virus; LEN, lenacapavir. aln participants with baseline HBsAb positivity, subsequent incident HBcAb positivity may be the result of prior natural infection (with intermittently detectable
Studies was ver |OW . . HBCcAD levels), assay false positivity, or on-study incident HBV infection.
. . AE, ad t; F/TAF, emtricitabine/tenofovir alaf ide; F/TDF, emtricitabine/tenofovir di il f te; HBV, hepatitis B virus; HBcAb, HBV
g Figure 2. PURPOSE 1 and PURPOSE 2 Study Designs ABV Immunity in PURPOSE 1 and PURPOSE 2 iy, oah. HEV sucesaniboy HEani. Y e anbgon, N omcapany 7 e B, Rt B R HEY ot
These findings, from around the time of PURPOSE 1 and PURPOSE 2 study start - Rates of HBV immunity increased from screening to Week 52 in both studies (Table 1)
- . o . ’ = Pl : LEN HBV activit
show that screening, testing, and vaccinating against HBV can help protect people '\a&pu RPOSE 1 P POSE 2 Table 1. HBV Serology in PURPOSE 1 and PURPOSE 2 y
against HBV. This is especially important for beople who have a higher chance of b ) « LEN displays a higher ECs, value versus lamivudine, demonstrating LEN is approximately 40 times less
g ' P yimp peop 9 “PURPOSE 1 Week 52 (N = 4367) potent at blocking HBV replication than lamivudine, a clinically utilized HBV replication inhibitor (Figure 6)
etting HIV HBV immune (HBsAb+), n (%)? 1346 (25) 3512 (77) L . . . . . o . )
g g Randomized Blinded Phase LEN OLE Phase Randomized Blinded Phase LEN OLE Phase HBCcAD positive 132 (10) 181 (5) The observed aCtIVIty of LEN agamSt HBV is apprOXImater 25’000 weaker than its aCtIVIty agamSt HIV-1
HBcAb negative 1214 (90) 3331 (95) . . . .
This analysis: This analysis: HBV nonimmune (HBsAb-), n (%)° 3999 (75) 1055 (23) Figure 6. LEN Low Potency in vitro Against HBV
] End of RBP End of RBP .
Pri Pri HBCAD positive® 40 (1) 21 (2)
Introduction analysis* analysis* HBCAb negative 3959 (99) 1034 (98) 1800 1462 (256)
0 W26 W52 0 W26 W52 HBsAg positive 0 0
« Twice-yearly subcutaneous LEN for PrEP demonstrated superior efficacy versus daily oral tenofovir-based ' : ! > ' : — > Missing serology 0 0 1500 1
PrEP in the Phase 3 PURPOSE 1 (NCT04994509) and PURPOSE 2 (NCT04925752) studies, 2 leading to . _ , _ N UPOSE 2 Week 52 (N = 2644) 3 1200 -
global regulatory approvals of LEN for PrEP34 Cisgender n =2134° Cisgender n=2179 HBV immune (HBsAb+), n (%) 1858 (57) 1952 (74) E
« Due to shared modes of transmission, people with an increased likelihood of HIV acquisition are also at an adolescent | , FITAF oral daily B LEN SCevery men and LEN SC every HBCAD positive 238 (13) 243 (12) c 900 -
|ncreased rlsk of HBV ac u|S|t|on5 girls and n = 21362 26 weeks divegresreldpeerople 26 weeks HBCcAb negative 1620 (87) 1708 (88)d o
_ 9 o . T gea 1625y aged > 16 y HBV nonimmune (HBsAb-), n (%)° 1411 (43) 692 (26) O 600 A
« In 2019, around the time of PURPOSE 1 and PURPOSE 2 study initiation, the estimated global prevalence of 1_ 1_ HBCADb positivec 24 (2) 16 (2) W
chronic HBV infection was 4.1%,6 with varying degrees of HBV prevalence in PURPOSE 1 and PURPOSE 2 S — - HBCAb negative 1387 (98) 676 (98) 300 - 35 (19)
trial locations (Figure 1) ClinicalTrials.gov: NCT04994509 ClinicalTrials.gov: NCT04925752 Missirng/:fo:):gS:Ne ;E: 1; g 0 - .
» Unlike LEN, both emtricitabine/tenofovir alafenamide (F/TAF) and emtricitabine/tenofovir disoproxil fumarate oluded i the full anaiveis setfor or i yses (addiional participants are included in the safety analysis) 2 Senominator for HBoAb-oosive amd HBoAb-neaaive sarioants i HBV | (HBsAb*). *Denominator for HBoAb-posiive, HBGAb-nogat 4 HBA LEN Lamivudine
] I : [y . ] [ alncluded in the full ana YSIS setTor primary efficacy analyses (adaitional participants are includea in tne safety analysis). " aDenominator for CAD-positive an CAD-negative partcipants 1s Immune S +). enominator 1or CAD-positive, CAD-negative, an SAJ
(F/TDF) have a_ntIVIraI aCtIVIty agamSt HBV.” ThUS, we evaluated HBV aCQUISItIOH In pamCIpantS receiving F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir; OLE, open-label extension; positive participants is HBV nonimmune (HBsAb-). °Participants were HBV RNA negative. 4One participant was HBsAb positive with missing HBcAb data at A high EC5, means a higher concentration of drug is required to produce 50% of its maximal effect versus a drug with a low ECs; therefore, LEN is less potent
LEN or tenofovir-based HIV PrEP from PURPOSE 1 and PURPOSE 2 RBP, randomized blinded phase; SC, subcutaneous; W, week; y, years. Week 52. HBV, hepatitis B virus; HBcAb, HBV core antibody; HBsAb, HBV surface antibody; HBsAg, HBV surface antigen. against HBV versus HIV. EC5,, half maximal effective concentration; HBV, hepatitis B virus; LEN, lenacapavir; SD, standard deviation.
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