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Islatravir NRTTI

BEERRZEEIHIREFTHAIN . INFTONRTIE [T FEEERERREEHF I E
LW S AR R P ERE B RE% HEH
Nucleoside reverse transcriptase translocation inhibitor (NRTTI)
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Merck to Initiate New Phase 3 Clinical Program with Lower Dose of Daily
Oral Islatravir in Combination with Doravirine for Treatment of People
with HIV-1 Infection

2022/9/20
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Gilead and Merck Announce Agreement to Jointly Develop and
Commercialize Long-Acting, Investigational Treatment Combinations of
Lenacapavir and Islatravir in HIV

2021/3/15

Gilead and Merck Announce Phase 2 Data Showing an
Investigational Oral Once-Weekly Combination 2024/3/6

Regimen of Islatravir and Lenacapavir Maintained Viral
Suppression at Week 24
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PrEP (Pre—exposure prophylaxis: =28 P h) &1&
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TAF/ETC (DVY)
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o Y. O—H—[l—f WAk =daily PrEP®D #, On demand(&AH],

¥ F1C200mg
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PREEXPOSURE PROPHYLAXIS FOR THE PREVENTION OF HIV INFECTION IN THE UNITED STATES - 2021 UPDATE
A CLINICAL PRACTICE GUIDELINE CDC&Y—#3th &
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Number of HIV infections

AR T SEILEREIZKBPrEP

TRUVADA
39 HIV INFECTIONS

HIV TRANSMISSIONS
OCCURRED ABOUT

3x

less often

WITH APRETUDE
APRETUDE COMPARED WITH
12 HIV INFECTIONS TRUVADA

16 32 48 &4 80 95 112 128 144 160 .
Which means

Time (in weeks) better HIV protection

HTPNO83
Cisgender B 4 & Transgenderz 14
F/TDF39 vs CAB12

N Engl J Med 2021;385:595-608.

Number of HIV infections

16

12

48

TRUVADA
36 HIV INFECTIONS

HIV TRANSMISSIONS
OCCURRED

12x

WITH APRETUDE
COMPARED TO
TRUVADA

APRETUDE
3 HIV INFECTIONS

B B) 96 112 178 144 160 .
Which means

Time (in weeks) better HIV protection

HTPNO84
Cisgenderz &
F/TDF36 vs CAB3

Lancet 2022; 399: 1779-89



LenacapavirlZ F;EIZ&LHPrEP
PURPOSE 15 E&

‘ ORIGINAL ARTICLE ‘

Twice-Yearly Lenacapavir or Daily F/TAF
for HIV Prevention in Cisgender Women 7124 AIDS 2024 T3 &
Al H NEIM$8 &

L.-G. Bekker, M. Das, Q. Abdool Karim, K. Ahmed, ). Batting, W. Brumskine,
K. Gill, I. Harkoo, M. Jaggernath, G. Kigozi, N. Kiwanuka, P. Kotze, L. Lebina,
C.E. Louw, M. Malahleha, M. Manentsa, LE. Mansoor, D. Moodley, V. Naicker,
L. Naidoo, M. Naidoo, G. Nair, N. Ndlovu, T. Palanee-Phillips, R. Panchia,

S. Pillay, D. Potloane, P. Selepe, M. Singh, Y. Singh, E. Spooner, A.M. Ward,
Z.Zwane, R. Ebrahimi, Y. Zhao, A. Kintu, C. Deaton, C.C. Carter, .M. Baeten,
and F. Matovu Kiweewa, for the PURPOSE 1 Study Team*

ABSTRACT

BACKGROUND
There are gaps in uptake of, adherence to, and persistence in the use of preexposure

prophylaxis for human immunodeficiency virus (HIV) prevention among cisgender

WoImen.
NEJM Published July 24, 2024



LenacapavirlZ F;EIZ&LHPrEP
PURPOSE 15 E&

Cisgender Women: N = 5010
Week 0 52

LEN sc gémo 2:1 [ F/TAF placebo: n = 1336

n = 2004 F/TDF placebo: n = 668

F/TAF po qd + LEN sc qémo placebo
n = 2004

2 Primary Endpoints:
LEN vs bHIV
F/TAF vs bHIV

Incidence Phase

Cross-sectional
HIV incidence cohort

to estimate bHIV
using recency
assays

Randomized 2:2:1

External,

bHIV counterfactual prerandomization
control

ClinicalTrials.gov NCT04994509.
bHIV = background HIV incidence; F/TAF = emtricitabine/tencfovir alafenamide; F/TDF = emtricitabine/tencfovir disoproxil fumarate.

Cisgender&Z 4% xt % (-, LEN:F/TAF:F/TDF=2:2: 1 CPIEPED R EHA1-;AE
Placebo® (L fMIBRIIZERTE TEHLV=8. baselineHIV(bHIV)# & 34 {F F
Primary Endopoint(Z. bHIVELEN, bHIVEF/TAFD ELE




LenacapaviriZ F;¥IZXKSHPrEP

HIV ¥ 4 52
n=2004 L FITDF placebo: n =668 0/100 A5 —
HEEHY
1.69/100 N\ 4 BEELGL
External .

2 bHIV counterfactual prerandnmizatinn' 2.41/1 OOA 4

control

LENTIZHIVES AL




LenacapavirfZ F;¥[ZXKSHPrEP

Adherence: [l High (=4 doses/wk)

Medium (2 or 3 doses)wk) Low (<2 dosesjwk)

A Adherence to F/TAF and F/TDF
F/TAF

F/TDF

B F/TAF Adherence—Efficacy Association

4 5
7 T
B gErrmm LT
@ 80- 5 20 & E0-
g 7 8 B 70 14
W G e ¥ -
= 504 i s 50
5 o] " ag 92 93 8 a
75 g 40-
& 70 £9 L cc
8 704 44 ¥ 20
& 3 T
10 10
0 | | | | | || || | | | | || || 0
5 13 26 39 52 8 13 26 3% 52 Case Matched Control
Samples samples
Waoaks [N=37) [(N=176)
No.atRisk 700 204 132 171 &2 106 103 1ol 86 43

RIREDT7RFET7 SV AMNIEFEIZEL
—ERATIELVVIREED -8 . RIREF D BB (IHIVIZHEELT-,

NEJM Published July 24, 2024
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Cumulative hazard

2017/1 2018/3 2019/3 2021/3
MSM cohort open PrEP recruitment open  PrEP recruitment closed PrEP finished 0.20-
1 PrEP-

' " 1 PrEP+
orited oruted 015 i ¢ Sl
for the cohort | for PrEP g . AR SR,
(candidates for
the PrEP study) -

177 MSM - atd
"| Non-PreP " ]
8 excluded due FRPTRET AR |
to HIV infection 0.05+ ‘r
at the —t > z-+ -+ Log rank test
registration HIV,,E\,Z % Tr P=0.01
F/TDF PrEPE OBl | ooo] # s sssirmmmns

I

3FPI’EPE¥ 1 115“ 34%/35 0 500 1000 1500 2000

Observational period (days)

TIo)HEBATIIAREIZLBPEPTOHIVRIEZRENKE(ELS,
NRPEPEDTRET 7T ADENIEREIZHEICFERIZKRBINLNTLNS,

JIC 28 (2022) 762-766



LenacapaviriZ ;¥ 12K HPrEP
PURPOSE2: E&

Cisgender MSM and TGNB: N = 3000
Week 0 52

LEN SC Q6M + F/TDF PO QD placebo
n=2000

. Primary endpoint:
Cross-sectional HIV incidence on LEN
HIV incidence cohort compared with bHIV

to estimate bHIV in screening cohort
using recency assav External,

Incidence Phase

Randomized 2:1

bHIV counterfactual prerandomization
control

ClinicalTrials. gov NCT04925752. bHIV = background HIV incidence; F/TDF = emtricitabine/tenofovir disoproxil fumarate; LEN = lenacapavir; MSM = men who have sex with men.

CisgenderMSM&ETGNBZEXTRIZ, LEN:F/TDF=2: 1 TCPrEPED R EFH A 1-JAE
Primary Endopoint(Z. bHIVELEN® b8
2025F HICHERINESFE

TGNB:Transgender and Gender Non—Binary



NN DPrEP

+ 2021 DCDCHARFA L TIE, F/TDFIEFETICANICEIEA $H DAY, F/TAFIE
MSM®D # TS, PURPOSEI DHER &Y KEAHERSNDHZLFGNETFHE
SN HARSAVIEELLIENESS,

« CABIZHARIZEEEILAEZIEDNF LY,

* LENI, ZETIFHIVRER (I FERICURDE WV AIEEENH D MSMTD
T—H%ER T T2025F PCUSTEREHBNTONLTFE,

o KITIL, 2024F8 ATV ILNF B A EEIZ K Bdaily PrEPAYEFZESLT=,

« BARTIZ., BEEBITIIH AN HNIRTHOPEPTHIVE D FHEERAE0(ZTHIE
MTETHY. PRET7SVRADENENEOENDEREEZ S, BATIE X5
HITCLHE{ARTOPEEPTH+ A TIELZULVWEREHNS,
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No age-related diseases
1 comorbidity
2 comorbidities

» Single—center, case—control study 3 comorbidities

4 comorbidities

HIV-Infected Pts (n = 2854) HIV-Uninfected Controls (n = 8562)

[

[
Age, yrs <40 41-50 51-60 > 60 : <40 41-50 51-60 > 60
2+ Comorbidities, % 3.9 9.0 20.0 46.9 : 0.5 1.9 6.6 18.7

100 I

I

[

i

80 i

[

I

[

~ 60 I

= [

s I

» [

& 40 I

i

I

20 |

[

I

[

0 !

*Comorbidites: bone fractures, CVD, diabetes, HTN, hypothyroidism. E

Guaraldi G, et al. Clin Infect Dis. 2011;53:1120-1126. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/oncology
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BADT—4 (J Infect Chemother 25, 89-95)

SFED

HIVEE & 14455 . hospital matchedJEHIVEEE 144505 DAL H T — 3% 2 H

a) People living with HIV (PLWH) b) People without HIV

100% A 100% 1

= =
80% A l I 80% - . I
25 comorbidities

60% - 60% o 4 comorbidities
W3 comorbidities
B2 comorbidities
40% 1 40% 1 1 comorbidity

ENo comorbidity

20% - 20% -~

0% - 0% -
18-29 30-39 40-49 50-59 60-69 =70 18-2¢ 30-39 40-49 50-59 60-69 =70

Age (years) Age (years)
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= Randomized prospective trial of persons living with HIV aged 40—75 yr on stable ART with
low to moderate ASCVD risk receiving pitavastatin 4 mg QD (n = 3888) vs placebo (n = 3881)

= Reduced MACE incidence with pitavastatin arm First Primary MAGE

(4.81 per 1000 PY) vs placebo arm (7.32 per 1000

PY) (HR 0.65; 95% CI: 0.48-0.90) 0.10 et

0.08
= 5-yr NNT of 106 (95% CI: 64-303) 0.06 ~35% vs Placebo
— Compares favorably with a range of 80—-160 for HTN 8:33 /
treatment in other studies 0 —=
0 12 24 36 48 60 72

= Event rates increased with increasing risk Mo on Study

categories for ASCVD, suggesting greater benefit
among the participants at higher CV risk at baseline

= DHHS guideline update recommends statins for people living with HIV aged 40-75 yr

Grinspoon. IAS 2023. Abstr SY06. Grinspoon. NEJM. 2023;389:687. MAGCE: Major Adverse Cardiovascular Event
clinicalinfo.hiv.gov/en/guidelines/hiv—clinical-guidelines—adult—and—adolescent—arv/statin—therapy—people—hiv NNT: Number Needed to Treat



Number of HCV infected patients
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Sun HY, et al. Liver Int 2019

Received: § Movember 2018 Revised: 2 January 201% Accepted: 11 February 2019

DOk 1011114114073

VIRAL HEPATITIS WILEY Lnl}ﬁrn

Molecular epidemiology of acute HCV infection in HIV-positive
patients from Hong Kong, Taipei, Tokyo

Hsin-Yun Sun! | Haruka Uemura? | Ngai-Sze Wong® | Denise P-C Chan® |
Bonnie C-K Wong* | Pi-Han Lin® | Li-Hsin Su” | Chien-Ching Hung®® |
Shinichi Oka? | Sui-Yuan Chang®’ @ | Shui-Shan Lee®
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HCV-RNA log10

Baseline

2wWks
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12wks 24wks
(SVR12)

Uemura H, et al. PLoS One 2017
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hemophilia non-hemophilia

SVR n=47 n=76

. IFN 15 IFN 1
anti-HCV TX DAA 32 DAA 75
4 (8.5%) 1 (1.3%)

HCC cases IFN 2 IFN O
DAA 2 DAA 1

ACC data
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