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Presenter: Jeffrey L. L ennox, MD

= Uzun etkili antiretroviral tedavilerin etkinligi, glvenilirligi
= Yeni uzun etkili ART secenekleri

= Yeni deneysel antiretroviraller

CROI

Conference on Retroviruses
and Opportunistic Infections




Mevcut ARV Siniflari ve Ilaclar

2019'dan sonra eklenen ajanlar mavi ile gosterilmistir

NRTI NNRTI Pl Fusion Inhibitor
Abacavir (ABC) Doravirine (DOR) Alazanavir (ATV) EnfsvrtidefENET20)
Emtricitabine (FTC) Efavirenz (EFV) Darunavir (DRV)

CCRS5 Antagonist

Lamivudine (3TC Clravnne (ETR) Lopinavir (LFV) .

. { ) Nevirapine (NVP) Nelfinavir (NFV) Maraviroc (MVC)
Tenofovir DF (TDF) L :
Tenofovir alaf q Rilpivirine (RPV) Tipranavir (TPV) Entry Inhibitor
enofovir alafenamide N
(TAF) Integrase Inhibitor (INSTI) EEE;"I“;C““'”E“G (PK) " Eostemsavir (FOS)
Zidovudine (AZT, ZDV) Bictegravir (BIC) Ibalizumab (IBA)

Ritonavir (RTV, /1)

Cabotegravir (CAB) . Capsid inhibitor
Cobicistat (COBI, /c :

Dolutegravir (DTG) ( ) Lenacapavir (Len)

Elvitegravir (EVG)

Raltegravir (RAL)

Lennox, CROI 2025, IAS-USA




Uzun Etkili ART- 2024 Etkinlik

= CAB/RPV

= [enacapavir



Uzun Etkili ART

= Kabotegravir + rilpivirine (CAB/RPV) " Lenacapavir (LEN)




Kabotegravir

Guclu integraz inhibitor

DTG ile yapisal benzerlik

Yiksek direnc bariyeri

Guclu antiviral aktivite
30 mg oral CAB, vadi diizeyi

(Cinin) PAICoy'e™ gbre

25 kat yiksek (166 ng/mL)

t1/2 uzun
* Oral (30 mg):41 saat

* IM injeksiyon (400 mg, 600mg) :5.6 -

11.5 hafta

Cabotegravir
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Rilpivirin

* GUclG NNRTI, direncli bazi
suslara karsi etkili

e 25 mgoral RPV
- PBMC: ECsp 0.095 ng/mL = PAICso
12 ng/mL

- In-vivo: tedavi yanitiicin
surdirulmesi gereken
minimum plazma
konsantrasyonu 50 ng/mL

¢ t1/2 uzun
* Oral: 45 - 50 saat
 IM injeksiyon: 13 - 28 hafta

Morgolis DA, Lancet Infect Dis 2015; Thoueille P, JAC 2022




21 Ocak 2021’de, Uzun Etkili KAB+ RPV, FDA Tarafindan Onaylandi

FDA endikasyonu =
T 1

= Stabil bir ART rejimi ile virolojik baskilanma
saglanmis yetiskinlerde tam birrejim olarak

= KAB ve RPV’e bilinen ya da stiphe edilen direnc¢
veya tedavi basarisizligi 6ykisi olmayan hastalarda

DHHS Aciklamasi
= QOral ART ile en az 3 aydir viral baskilanmanin dokiimante edildigi hastalarda KAB
ve RPV IM enjeksiyonlar optimizasyon stratejisi olarak kullanilabilir) (Al),

— Herhangi bir ilaca diren¢ olmamalidir, daha 6nce virolojik basarisizlik olmamalidir, aktif HBV
infeksiyonu olmamalidir ( oral HBV tedavisi alanlar disinda), gebelik ve gebelik plani
olmamalidir, oral ya da iM KAB veya RPV ile belirgin ilac ilac etkilesimi olan tedavi alanlar
kullanmamaldir

https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/212888s000Ibl.pdf.

https://clinicalinfo.hiv.gov/en/guidelines/adult-and-adolescent-arv/hhs-adults-and-adolescents-antiretroviral-guidelines-panel


http://www.accessdata.fda.gov/drugsatfda_docs/label/2021/212888s000lbl.pdf

Kabetogravir/Rilpivirin Rehberler

Guidelines for the Use of Antiretroviral Agents in
Adults and Adolescents With HIV
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Kabotegravir/Rilpivirin- ABD’de Etkinlik

e ki klinik kohortun degerlendirilmesi - TRIO (1198 CAB/RPV) & Opera(2858 CAB/RPV)

Figure Z: Maintenance of Wiral Suppression During

Followw-up on STAB + RPW
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Figure 1. Virologic cutcomeas among comelets initiatars with = 1 V0L during follow-up;
awerall and stratified by BMI at initiation [N = 2,485)

Last WL
during follow-up
= 50 copiesdmL

95%, (n=2,355}

95% {n=1,557}
94% {n=700)

Al WLs B3% [(n=2,073)
during follow-up B3% (n=1,363]
= 30 copies/mL Ed% (n=62X5]

CWF 1% (n=21] ==
during 1% (n=11]
follow-up | 1% (n=8)
O0%a 20% d0% B0 BO% W02

Drvarall [M = 2,485])

EMI < 30 {N = 1,640} BMI 2 30 (M = 743)

Levis, CROI 2025, #675, Frick, CROI 2025, #674



CARES: UE CAB + RPV’in, Sahra-Alt1 Afrika'da 96.
Haftada Etkinlik ve Guvenligi

" Afrika’da, dinyanin diger bolgelerine kiyasla dnemli ntfus farkliliklari
oldugu icin, UE CAB + RPV etkinligi hakkinda daha fazla kanita ihtiyac
duyulmaktadir

= HIV ile yasayan nifusun cogunlugu Afrikali kadinlar
= HIV-1'in farkli alt tipleri bulunmakta
= Oncesinde yiksek NNRTI kullanimi ve tedavi 6éncesi direnc mevcut

= HIV-1 RNA ve givenlik seyrek degerlendiriliyor ve farkl tedavi stratejileri
mevcut



CARES: Sahra-Alt1 Afrika’da, UE CAB + RPV, Calisma Plani

Cok merkezli, aktif-kontrolll, acik etiketli, randomize, faz lllb, esdegerlilik calismasi

Wik 98 Long-term

Wk 4 Prinmary E.l'.-:'iw'nr: Wk 45 Follow-up
Adults with HIV-1 RNA
<50 copies/mL at 24-12 mo CAB + RPV PO CAB 600 mg + Hw 900 mg (LA} IM Q8W
prior to @nd at screening; / Optional lead-in (n = 255)

receiving stabls oral ART with

TDF + (STC or FTC) + {DTG or \
MWWP or EFV]; no history of ART S0C: TDF + (3TC or FTC) + (DTG or NVP or EFV) FO
failure; mo HEV infection {n 25?]
[N =512}

HIV-1 RNA gssessed Q24W, safety monitoring ot Wk 4, 2 (LA ART). 12 (5cC), 24, ond Q24W onward.

* Birincil amag: 96. haftada HIV-1 RNA <50 copies/mL (FDA snapshot)

* ikincil sonuglar: HIV-1 RNA >50 copies/mL (FDA snapshot); KVB (4-6 hafta araile
2 kez HIV-1 RNA 2200 k/mL, glivenlik, tolerabilite, hasta memnuniyeti

Kityo. CROI 2025. Abstr 202.



CARES: Sahra-Alt1 Afrika’da, UE CAB + RPV, 96. Haftada
Viral Yuk

e CAB + RPV uzun etkili (LA) tedavisi,
100- SR | e (o g (= 255 Sahra Alti Afrika’da:
.  Etkili
e Guvenli
* lyi tolere edilen
* Daha az izlem gerektiren bir

Participants (%)

q 1.6%0.8% | 1.6% 2.0% secenek
4 2 247 250 4 5
Virologic Virologic MNo Virologic
Monresponse Success Data

(=250 copies/mL) | (<50 copies/mL)

 Katilimcilarin %97'sinde HIV-1 RNA <50 kopya/mL
 Cogu IBR hafif-orta diizeydeydi; yalnizca 1 kesilme IBR nedeniyle
* LA CAB + RPV'ye gecen hastalarda tedavi memnuniyetinde artis



Kabotegravir/Rilpivirin- Viremik Hastalarda Kullanimi

= Grady Ponce de Leon Merkezi'nde, 81 viremik hastaya CAB/RPV baslandi
= QOrtanca HIV RNA: 4000 k/mL, ortanca CD4: 186 h/ml
= 56 sadece CAB/RPV, 23 + LEN, 2 + LEN+IBA

= Enaz 3injeksiyon alanlarin %93’tinde HIV RNA <50 k/mL
= 6 virolojik basarisizlik — 2’si NNRTI & INSTI direnci ile

LA injektabl ART in Persons with HIV-1 Viremia in South: A Tool to End the Epidemic
Colasanti, CROI 2025, Abstr 690



Lenakapavir (GS-6207): Sinifinda ilk, Yeni Kapsid Inhibitorii

e Guncel NRTI, NNRTI, PI VE INSTI’lerine direncli olanlar da dahil , HIV-1 ve HIV-2 izolatlarina etkili
» Kapsid komplekslerinin stabilitesini ve/veya tasinmasini modiile eder

 Viral replikasyon icin gerekli bir cok stireci inhibe eder
e Kullanimda olan antiretrovirallerden daha potent

¢ Capsid (CA) Gonee

Reverse o=@ (CA precursors)
Production ® ranscriptase (RT) ~~ HIVRNA

2 Integrase (IN) ~.~ HIVDNA

Sager JE, et al. CROI 2019; Abstr. 141



Lenacapavir- ABD’de Kullanimi

LEN, agr tedavi deneyimi, ORIV,

tedavi basarisizligi olan kisilerde optimize

43/67

arka plan rejim olarak onaylandi (CAPELLA) Background regimen <3 meds (‘V/64)

38/67

Bu calismada, klinik bir kohortta (OPERA) Added LEN, no change to background (%57)
LEN’in gercek kullanim endikasyonlari -

o T 5/67
degerlendirilmig Added LEN, simplified background ‘yig)
Kuglk bir grup.ta olsa onceki tedavisi ile Added LEN, changed but not simplified 3/67
baskilanmis HIYK ‘de LEN ile virolojik background (%4)

baskilanmanin strdtruldigt bildirilmis

LEN, %57 olguda mevcut tedavi rejimi degistirilmeden
eklenmis. Hastalarin %19’unda LEN baslangicinda 6nceki rejim
basitlestirilmistir.

Brunet, CROI 2025, #688,



Yeni Uzun Etkili ARV veya Kombinasyonlar

ART + GNAK’lar

* Gelecek Kusak NRTTI'lar

Kapsid Inhibitorleri

3. Kusak INSTI'ler

* Yeni Genis Notralizan Antikorlar



HIV Tedavisinde Genis Notralizan Antikorlar (GNAK)

* Dogal olarak olusan GNAK'larin * Virolojik geri tepme
yarilanma omru 2-3 haftadir ve tek

basina viral yukua 1,5 log azaltabilir.

 Kombinasyon tedaviile, GNA’lar viral

. e e CD4 bindi Proximal External Region
baskilanmayi sirdarirler S

(‘ (MPER)
* Latent enfekte hicreleri temizlemek \ oDV IEs
icin bagisiklik fonksiyonunu VRCOTFab )10E

tetikleyebilir

* Multispesifik GNA kombinasyonlari
umut verici yeni bir ART yaklasimi
olabilir

62



Lenacapavir + 2 GNAK- Kronik Olarak Baskilanmis
HIYK’de Faz Il Calisma

Lenacapavir: Direncli HIV infeksiyonu icin onaylanmis 2x/yil SC enjekte edilebilir
kapsid inhibitoru

Teropavimab (TAB): HIV-1 baglanma bolgesini hedefleyen 2x/yil inflizyon, genis
notralize edici antikor,

Zinlirvimab (ZAB): HIV-1 V3 dongusunu hedefleyen genis notralize edici antikor

LEN+TAB+ZAB'nin Faz | calismasinda 24. haftada 18/20 gonillide HIV
baskilanmasi saglanmisti?

1.Eron 2024 Lancet



Lenacapavir, Teropavimab ve Zinlirvimab: Calisma Plani

= Cok merkezli, randomize, faz Il calisma

= HIV RNA <50 k/mL >12 ay, her iki GNAK’a duyarl olan, HIYK’ler, LEN+TAB+ZAB 6
ayda 1 ve gunlik ART koluna, 2:1 randomize edilmis

Randomized 2:1 Wk 26: Primary Endpoint Wk 52: Secondary Endpoint

! } !
virclogically suppressed LEN* 927 mg SC + TAB 2550 mg IV+ ZAB 2550 mg IV Q6M

=12 mo; on stable oral / [n _ 53}
ART (=2 classes) for 212 _
mao; viral susceptibility — Extension Phase

to TAB and ZAB; CD4+ \ - .
=200 cells/mm?*: Stable Oral Baseline Regimen
HEV negative [n = 2?}
(N = 80}

*Days 1 and 2: LEN 600 mg as loading doses.,

Adults 18-85 yr of age;

= Birincil sonlanim: 26.haftada FDA anlik degerlendirimi ile HIV-1 RNA >50 k/mL

= jkincil sonlanim : Glivenlik; CD4+ hiicre sayisi degisiklikleri; LEN, TAB ve ZAB farmakokinetik; 26.
haftada anti-ila¢ antikorlar Ogbuagu. CROI 2025. Abstr 151.



Lenacapavir, Teropavimab ve Zinlirvimab: 26. hafta
sonuclari (FDA Anlik Degerlendirimi)

Efficacy Parameter at Wk 26, n (%) LEN + TAB + ZAB Stable Oral Baseline Regimen
(n=53) (n=27)

HIV-1 RNA 250 ¢/mL 1(1.9) 0

HIV-1 RNA <50 ¢/mL 51 (96.2) 26 (96.3)

No virologic data 1 (1.9)% 1(3.7)°

*Discontinued study drug at investigators decision (relocation).
"Discontinued stable baseline regimen owing to adverse event (metastatic pancreatic carcinoma).

" 6 ayda 1 uygulanan LEN+2 gNAk ile katilimcilarin %96'sinda virolojik
baskilanma surduraldi

= LEN+TAB+ZAB kolundaki 1 hastada virolojik basarisizlik vardi
= Hafif LEN injeksiyon yeri reaksiyonlari yaygindi, iYR nedeni ile tedaviyi birakan katilimci yok

= Her iki kolda, anlamli fark olmaksizin CD4+ hiicre sayilari artti (P = .2) Ogbuagu. CROI 2025, Abstr 151,



NRTTI: nukleozid revers transkriptaz translokasyon inhibitoru

= Revers transkriptaz enzimi, viral RNA’yi DNA’ya cevirirken her

nukleotid eklemesinden sonra bir "translokasyon" (yer _— _ _ -
degistirme) adimi gerceklestirir: I ! ' | | ig__i.l
VA < N {'_'_?___--
..‘I_
— Bu adimda, eklenen nikleotid RT'nin aktif bolgesinden uzaklasir ve yeni bir Translocation
nikleotid icin yer acilir.
VEZHA " % % % p "
} |J | I
A < £
“e—

= NRTTVler, translokasyon basamagini hedef alir:

wENA D D -
— DNA zincirine eklendikten sonra RT'nin pozisyon degistirmesini engeller. } |] J-L‘“L__ﬂ U
onA B

— Bu etki substratla (dogal niikleotid) rekabet etmeksizin ve spesifik olarak
translokasyon hareketini engelleyerek olur — bu da onlan klasik
NRTI'lardan ayirir.



Islatravir, MK-8591

= Sinifindailk: 1k niikleozid revers trankriptaz translokasyon inhibitorii (NRTTI)

4’-etinil grubu:

Primer translokasyonu bloke
eder

Viral RNA transkripsiyonu
sirasinda zincirin sonlanmasina
yol agar

= Coklu etki mekanizmasi

3’-hidroksi grubu :
Revers tanskriptaza
baglanma afinitesini arttirir

2-fluoro grubu:

Islatravir’in adenozin deaminaz
tarafindan metabolize edilmesine
engel olur

Uzun ti2

Thoueille P, JAC 2022




Islatravir- Dusuk Doz Faz Il Calismalar

= |slatravir, 0,75 mg dozunda lenfopeniye neden olan bir NRTTI'dir.

= Baskilayici bir rejimden gecis olarak DOR/ISL 100/0,25 /g, ikifaz Il
calismasi

= Calisma 1 BIC/F/TAF'den gecis, calisma 2 SO ART'den gecis

Colson #204A, Orkin #204B



Doravirin + Islatravir (Dlistik Doz Faz lll Calismalari)

= |lk olarak 2021 yili calismalari: Tedavi sirasinda CD4 sayisinda azalma
= 2,25mg ve Uzeri dozlarda lenfosit baskilanmasi gozlenmis,
= Daha 6nce yapilan faz lll calismasinda 0,75mg/ giin dozu kullaniliyor

o CD4 dusmuyor ancak yukselmiyor da
= 2023 vyilinda yeni faz lll calismalari baslatiliyor: 0,25 mg/giin doz kullaniliyor

= Viral baskilanma saglanan bir rejimden gecis olarak DOR/ISL (100/0,25mg/giin),
= 2 faz lll calismasi

= 1.calisma: BIC/F/TAF'den gecis
= 2.calisma SO ART’den gecis

Colson #204A, Orkin #204B



MK-8591A-051:Virolojik Olarak Baskilanmis HiYK’de
Standart ART'den DOR/ISL'e Gegis, Faz Ill Calismasi

" Cok merkezli, acik etiketli, randomize, faz Ill calisma

Stratified by BL ART {Pl, INSTI, or NNRTI)
Adults with HIV-1 RMA& <50 copies/mL; =3 :

mo on stable 2-or 3-agent oral ART; CD4+ DOR/ISL 100/0.25 mg PO QD for 144 wk
cell count =50 cells/mm?; toetal lymphocyte ’:/,r (n = 366)
count 2650 cells/mm*"; no active HBW

infection, prior virologic treatment failure,
or known DOR resistance’ \‘\ S5oC ART for 438 wk

(N = 553) (n =185)

DOR/ISL 100/0.25 mg PO QD for

96 wk

*Dizcontinuation reguired for confirmed decline in total lymphooytes (230% and to <1000 cellymm3] or in S04+ cell count (<350 cells/mm3 from baseline
2500, 230% and to <350 from baseline 2350, or to <200 from bassline s349) "W1064/M, V1081, Y1881, H221Y, P22Z5H, F22FCSL, MZ30ISL, L2340, F23EL, ¥318F

= Birincil sonlanim: 48. haftada HIV-1 RNA >50 kopya/ml

NCT05631093. Orkin. CROI 2025. Abstr 204B.



MK-8591A-051: DOR/ISL, 48.Haftada HIV-1 RNA 250 k/mL

Tresmtrmentk differenc=: = .7F
Ongs Tl 0. = e 2.3
r 1
A == =
=1 .9
=0
£ so
= B OORSSL (n = 3Es]
E B SoC SART (n = 185
=
E S TresTrrent
= S
=_ ==
| I . 00000
n = =250 M = L 7FO =11 mnn =&
HIV-1 ERAS = S0 cffrml HIW -1 B &S = SO0 o il Pl ICDrat= im WWaimaad o

= Virolojik baskilanma saglanmis olan HIYK’lerde, DOR/ISL'e gecis, oral ART'ye devam ile
kiyaslandiginda esdeger

Orkin. CROI 2025. Abstr 204B



MK-8591A-051: DOR/ISL,Toplam Lenfosit ve CD4+ Hiicre
Sayilari

Total Lymphocyte Count CD4+ Cell Count

w
o
w
o

N
o

Mean Percentage Change
.. $ 1 [ ]
Mean Percentage Change
o: S .
FQ%

N
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o
1
_
o

| |
0 4 12 24 36 48 4 12 24 36 48

Wk Wk
—e—DOR/ISL ~ —#— SoC ART

o

" Toplam lenfosit veya CD4+ hicre sayisinda azalmaya bagli ila¢ kesilmesi g6zlenmedi

Orkin. CROI 2025



MK-8591A-051: DOR + ISL :Arastirmacilarin Gorusii

= Standart 2 veya 3 rejimli oral ART ile virolojik baskilanma saglanmis olan HIV
ile yasayan kisilerde, DOR/ISL'ye gecis, oral ART'ye devam ile
kiyaslandiginda esdeger olarak degerlendirildi

— Tedaviye bagli DOR veya ISL direnci gb6zlenmedi
= Toplam lenfosit ve CD4+ hiicre sayilari DOR/ISL tedavisinden etkilenmedi
= Glvenlik ve tolere edilebilirlik DOR/ISL ve SO ART ile benzer

= Arastirmacilar, DOR/ISL'ye gecisin HIV ile yasayan kisiler icin INSTI tabanli
ART'ye etkili bir alternatif olabilecegi sonucuna vardi

Orkin. CROI 2025. Abstr 204B.



MK-8591A-052: Virolojik Olarak Baskilanmis HiYK’de
BIC/FTC/TAF’tan, DOR/ISL'e Gegis, Faz lll Calisma

 Randomize, cift kor, cok merkezli, acik etiketli, faz 3 calisma

Adults with HIV-1 RNA DOR/ISL 100/0.25 mg PO QD + BIC/FTC/TAF Placebo

<50 copies/mL for =3 mo on _‘/’ (n=342)
BIC/FTC/TAF; total lymphocyte

_count 2650 cells/mm?; CD4+ cell 1 BIC/FTC/TAF + DOR/ISL Placebo 100/0.25 mg PO QD
count 50 cellsfmm*; no history \\ (n=171)
of treatment failure; no known

DOR RAM'; no active HBV infection | | | |
[N =513) D1 Wk 48 Wk 96 Wi 144

ﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁ

Primary Endpoint Cutoff

*Diseantinuation reguired far canfirmed decline in total mphocytes (=230% and bo <1000 cellfmm3) ar in CD&+ call count (<350 celli'mmd fram basaline
=500, 230% and to <350 from baseline 2350, ar t9 <200 From baselins <349} "WIEA, WI0R], YISEL, H2Z21Y P2I5M, F227C/L, M230IL, L2341, P23EL, Y318F

e Birincil sonlanim: 48. haftada HIV-1 RNA >50 kopya/ml

Colson. CROI 2025. Abstr 204A. NCT05630755.



MK-8591A-052: Virolojik Olarak Baskilanmis HIYK’de
BIC/FTC/TAF’tan DOR/ISL'e Gegis, Faz Il

DOR/ISL BIC/FTC/TAF

Wk 48 Outcome, n (%) (n = 342) (n = 171) Difference (95% Cl)
HIV-1 RNA >50 ¢/mL 5 (1.5) 1(0.6) 0.9 (-1.9 to 2.9)
HIV-1 RNA <50 ¢/mL 313 (91.5) 161 (94.2) -2.6 (-7.1 to 2.6)
No data in window 24 (7.0) 9 (5.3) -

= DOR/ISL alan 2 kiside HIV-1 RNA 2200 k/mL idi
= DOR veya ISLU'e karsi tedaviye bagl direnc gézlenmedi

Colson. CROI 2025. Abstr 204A.



MK-8591A-052: Yazarlarin Goruisu

* DOR/ISL'e (100/0,25 mg) gegis, virolojik olarak baskilanmig HIYK'de 48.
Ba}‘tayaa kadar BIC/FTC/TAF'ye devam edilmesi ile kiyaslandiginda esdeger
ulundu

* DOR veya ISL'e karsi diren¢ gozlenmedi

e Gluvenlik ve tolere edilebilirlik benzer

* DOR/ISL ile toplam lenfosit veya CD4+ hiicre sayimlarinda olumsuz etki yok

* Toplam lenfosit ve CD4+ hiicre sayilari DOR/ISL ve BIC/FTC/TAF ile benzerdi
e Her iki grupta da sayilarin azalmasi nedeniyle tedaviyi birakma orani %0,6 idi

e Arastirmacilar, bu calismanin iki ilacli, int%Fraz inhibitorl icermeyen bir
ART rejiminin, BIC/FTC/TAF ile esdeger oldugunu gosteren gosteren ilk faz
[l calismasi oldugunu belirttiler



VH-488: Yeni Bir Kapsid inhibitérii

T/, 51-66 saat

CYP3A4’e etkisiz

Inclusion criteria
» Aged 18-65 years
* Naive to ART
* HIV-1 RNA 23000 ¢/mL

* CD4+ cell count 2200
cells/mm?3

* BMI 18.5-31.0 kg/m?

" VH-499 25 mg Q5D (N=7) =mCpots |
o « Primary endpoint: Maximum change
N VH-499 100 mg Q5D (N=6) from baseline in plasma HIV-1 RNA
= through Day 11
= 9 2. « Secondary endpoints: Safety, tolerability,
= pharmacokinetics, and exposure-response
= Matching placebo Q5D (N=3) relationship

[ 1 | 1
Day 1° Day 6° Day 11 Day 39

= = Primary endpoint
L I J
f |
VH-499 Locally sourced SOC cART
Monotherapy period Follow-up period

Griesel, CROI 2025, #153




VH-488 Yeni Kapsid Inhibitorii : Sonuclar

1/20 hastada
11.glinde kapsid
RAM’leri gelisti
Uzun etkili
injektabl ile insan
calismalari
surayor.

ot

, =~ ., O
(SIS T GRS S TR =TS, BN
| I— | I

in plasma HIV-1 RNA, log,; c/mL
R

Mean (95% CI) change from baseline

~8-VH-499 25 mg Q5D (N=7)?

1 —e-VH-499 100 mg Q5D (N=8)
VH-499 250 mg Q5D (N=7)

—&-Placebo Q5D (N=3)

Baseline 2
=

Plasma HIV-1 RNA change from
baseline (FAS)

Maximum change, mean (SD), log,, ¢/mL

3 4

5 6 7 8 9 10 11
= 4
Study day Start SOC cART

VH-499 25 mg Q5D  VH-499 100 mg Q5D

(N=7)
-1.83 (0.51)

(N=6)
| -1.80(0.45) 217 (0.43)

Placebo Q5D
(N=3)
-0.18 (0.20)

Griesel, CROI 2025, #153



VH-184: 3. Kusak INSTI

Fold change in ECs;

e Fn P
0D e DD

Antiviral activity of VH-184 against a panel of HIV-1 molecular
clones harboring INSTI resistance—associated mutations’

””””””"”

267 3500
i oD o DD > D
o ﬂ@&ﬁﬁ- ,ga"‘? ,\@E' ,\1-5-5 h_n‘."t nES'?' nﬁf‘!‘ r-f" h-::."-""a '5+ +¢?F" nf‘}\ b-g?\

= 1700 240 =890 =2700 =2700
””"”J’II”I
o

mVH-184 mDTG CAaB mEVG

Regg #152



VH-184: 3. Kusak INSTI

e Cift kor, randomize, plasebo kontrolli,faz Il a calisma

Inclusion criteria c VH-184 10 mg Q3D (N=6)2 End!:mlnts | |
+ Aged 18-65 years o » Primary endpoint: Maximum change from
« Naive to ART E VH-184 50 mg Q3D (N=6)® baseline in plasma HIV-1 RNA through
* HIV-1 RNA 23000 o/mL. & bR | 3
. CD4+ cell count2200 O « Secondary endpoints: ngety, .t{)l?rablllty, |
cells/mm3 S exposure-response relationship, immunologic
- BMI 18.5-31.0 kg/m? Matching placebo Q3D (N=3) effects, and treatment-emergent resistance
Day 14 Day 44 Day 74 Day 10 Day 38
== == —) Primary endpoint
L I J
| !
VH-184 Locally sourced SOC cART
Monotherapy period Follow-up period

Regg #152



VH-184: 3. Kusak INSTI, Sonuclar

Virolojik yanit
diger integraz
inhibitorlerine
benziyor

LA VH-184
gelistiriimekte

* Antiviral activity?
* All VH-184 doses reduced
plasma HIV-1 RNA levels from
baseline through Day 10

* These decreases are similar
to those seen with DTG
monotherapy (-1.51 to
-2.46 log,, c/mL)’

* Resistance

* No genotypic or phenotypic
resistance to VH-184 was
detected at the end of the
monotherapy period (Day 10)

o
o
.

o

Maximum change
from baseline in
plasma HIV-1 RNA,

mean (SD), logy, ¢/mL

o
(3
:

—_
(&)
I

~8-VH-184 10 mg Q3D (N=6)

| —e=VH-184 50 mg Q3D (N=6)
-VH-184 300 mg Q3D (N=7)

—&—Placebo Q3D (N=3)

in plasma HIV-1 RNA, log,; c/mL
IN —_

N
3

Mean (95% CI) change from baseline

~0.28 (0.37)

-1.17 (0.46)

-2.15 (0.25)

'3 T Y T T
Baseline 2 3 4 5 6 7 8 9 10
= — 4
Study day Start SOC cART

Regg #152




VH3810109 (N6LS): Genis Notralizan Antikor

* N6LS CD4’e baglanmayi inhibe eder
* N6LS, IV veya SC faz llb calisma: N6LS 4 ayda 1+ CAB ayda 1
e SC koldakiler + immunolojik gliclendirici

Randomized, open-label, multicenter, phase 2b study conducted at 45 sites in the United States and Puerto Rico

Key inclusion/exclusion criteria
= Aged 18-70 years

= 22 HIV-1 RNA measurements <50 c/mL
in the 12 months before screening

= No prior ART switch due to VF
« CD4+ cell count 2350 cells/mm?
= On stable ART for =6 months

N6LS 60 mg/kg IV Q4M +
CAB 400 mg IM QM (N=50)¢

N6LS 3000 mg + rHuPH20¢ SC Q4M +
CAB 400 mg IM QM (N=49)¢

Oral SOC ART (N=26)

« No active HBV co-infection® | | T 1
- Phenotypic sensitivity to N6LS Day 1 6 mcinths 12 months 24 months

Randomization 2:2:1¢

(ICgy 2.0 pg/mL and MPI >98%)P

Primary endpoint:
Plasma HIV-1 RNA =50 c¢/mL at Month 6
(FDA Snapshot algorithm)

July 16, 2025
Taiwo #203



VH3810109 (N6LS) + CAB: Baslangic Ozellikleri

N6LS +CAB N6LS +CAB
(50) (49)
Male % 88 80 81
White % 74 53 62
Black % 22 e 16
Hispanic % 36 43 58
BMI Median 27 27 59
N6LS ICy, <1mcg 66 57 62

July 16, 2025 Taiwo #203



VH3810109 (N6LS) + CAB: Sonuclar

|V tedavi kolunda 2 VB-
her ikisi de N6LS
direnci gelistirdi

e 2VBSCtedavi

kolunda- N6LS mutanti
yok, 1 CAB direnci

* |V dahaiyitolere edildi

* Planlanan ¢alisma
N6LS 6 ayda 1+ CAB4
ayda 1

Participants, %

100 -

oo
=
1

(&)
=
1

L
=

P2
=
|

0

n/N  2/50a

Efficacy at Month 6 (FDA Snapshot, FAS)

96 96 mNBLS 60 mg/kg IV (N=50)
58 BNG6LS 3000 mg + rHuUPH20 SC (N=49)
mOral SOC ART (N=26)
6 6
_L_- 0 0 oo _4

HIV-1 RNA 250 ¢/mL  HIV-1 RNA <50 c/mL
3/49°  0/26 48/50 43/49 25/26

No virologic data
0/50 3/49¢ 1/26d

July 16, 2025

Taiwo #203




2025 ART Ozet

Kabotegravir/Rilpivirin (yilda 6x), Lenacapavir (yilda 2x) ve Ibalizumab
(yilda 26x) su anda mevcut olan enjekte edilebilir "uzun etkili"
ART’lerdir

Daha uzun doz araligi olan genis notralizan antikorlar gelistiriime
asamasindadir (4-6 ayda 1)

Yeni nesil INSTI ve NRTTIl’ler gelistirilme asamasindadir
OnUmuzdeki 5 yil icinde 3'ten fazla yeni ilacin onay almasi bekleniyor



Giinlimuzde Uzun Etkili TOP Secenekleri

Year(s) After Eficacy Results
1 i i i ] L] 7 L] ¥ 10

© 2

Technology Efficacy Results

Dapivirine 2016 ‘
vaginal Ring

' First Regulatory Approval

. First Alrcan Regulatory Approval
injectable B ' WHO Recomendations
Cabotegravir 9 First Demo Project

@ e

. Ceneric Access in LMICy

Injectable

2024
Lenacapavir




Dapivirin ile TOP

i
The Ring StUdy 9”! @) World Health
K& 9
¥~ Organization
31% ¥
0 “ Heaith Topics v Countries v Newsroom v Emergencies v Data v About WHO v
0.15+ Home / News /| WHO recommends the dapivirine vaginal ring as a new choice for HIV prevention for women at substantial risk of HIV infection
0.104
0.054 T
-‘-- RY: —-—""___-'
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PILLAR: 1. Ay Klinik Sonuclar: UE CAB ile Temas Oncesi Proflaksi

= 17 Klinikte UE CAB ile TOP’yi degerlendiren Faz IV Calisma

LA CAB

Participants,%

Men who have sex with men 94
Transgender men 6
Race

=  White 62
=  Black* 26
=  Asian 5
=  QOther 11
Hispanic or Latino* 38

UE CAB gercek yasamda etkili ve glivenli

Result, n (%)

Participants completing all
injections

Participants who missed an
injection™
Injection persistence

= Mob
= Mol2

Cases of acquired HIV

Khan T et al

(N =201)

144 (72)

6 (3)

171 (85)
146 (73)

0 (0)

. CROI 2025. Oral Abstr 196.



PURPOSE 1: Lenacapavir ile Temas Oncesi Proflaksi

HIV Incidence: Adolescent and Adult

& =
- Cisgendaer Wornmearn
(= P B
= =.0
E ]
L= N ]
=
- 2.0
=
i
=
el
= 1.0
=
= i
0.0 . - =
Backgzround LERrd FTC/TAaF FTC/TDF
[P = F(roea ) [fm=2Z21334} {m=213F) i = 116E)
i infecticons 9 imTfection= 1= infecticns
A1=39S Py 1957 v DA Py

Patient Groups

= Adolesanlar da dahil olmak Gzere LEN alan kadinlarda sifir HIV infeksiyonu

Gill K, et al. CROI 2025. Oral Abstr 120



Lenacapavir Yilda 1 Enjeksiyon ile TOP, FK ve Giivenlik Verileri

LEN Madlan (G0, G3)

o Healthy Day 1510 15 100 200 300 383
T
lones like lihood of LEM 5% EtCOH (formulation 1; n=20) 5000 mg 1M QG120

M=40  Hn acquisition LEM 10% EtOH (formulation 2; n=20) S000 mg |M 2128

Formulation 41 {n=20) Formulation 2 (n=20]
=
=
£
X
g 14 Padizm Coougs (D s 570 ngimL 1 Wiz Gz (D 265 B5.8 ngiml
=

0 3 6 12 16 20 24 28 22 38 40 44 48 52 58
Wesks Post Dose
- Omce-yeardy I LER Formolation 1

9 4 B 1216 20 24 25 X2 58 40 44 48 53 56
Wasks Post DoBs

- Omce-yeardy [ LEM Formudation 2 - Twicae-yearty S0 LEMN

Bizth formulations maintained efficacious concentrations for morz than 12 months, with more than
4 weeks' forgivensss; concentrations with yearly I LEN were higher than with twice-yearly LEMN

COutcomes

Safety: Laboratory evaluations; investigator-reported AEs; participant-reported outcomes
PK parameters: Median trosgh LEMN concentrations compared between annual and twice-
yearly formulations

Participant-Reported Injection-Site Pain

Formulation 1 Formulation 2

— H Id rats
(n=20) | Without ice (n=10} With ice (n=10) your pain from e
100 - ; injection?
a2 i ! W R bt
j a0 W Hurss litthe bit
E g0 - : Hurss litthe mane
= H Hurts esan mans
T =0 : B Hurss whole It
e 0 - i B Huris wors:
o - 1
1 2 T 15 1 2 T 15 1 2 F 15

Day

For participants receiving formulation 2. ice decreased
pain ratings on Cay 1 and 2

In a Phase 1 study, both formulations were safe and well tolerated, with ice decreasing
participant-reported pain. PK data supports the development of annual IM LEN for PrEP

» Faz | calismada FK ve guvenlik veri sonuclari, TOP icin yilda 1 im
kullanimini destekledi

Jogiraju V, et al. CROI 2025, Oral 154



Giiniimiizde Uzun Etkili Temas Oncesi Proflaksi
Tedavi Secenekleri

___Strategy | ___FDA | __EMA | Availability

In certain

Dapivirine ring N/A \/ African
countries
Cabotegravir ~" ~ " Limited
: Review date Submitted &
Lenacapavir June 19, 2025 Feb 3, 2025 None

¥ Positive opinion by the European Medicines Agency (EMA)



LA injectables
PrEP

Implant / A
.

Daily pill .

“- On demand Pill

Monthly Pill

Vaginal
Extra long Ring

Tesekklr ederim
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