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HIV ile yasayan kisi sayisi : 38.4 milyon
Yeni HIV infeksiyonu: 1.5 milyon /yil
AIDS iliskili 6ltm: 650 000/yil
HIV ile yasayan ¢ocuk sayisi: 1.7 milyon
Yeni HIV infeksiyonu ¢ocuk: 160 000/yil

AIDS iliskili 6lim ¢ocuk: 98 000/yil
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Baslangi¢c ART Rejimleri —Kilavuzlar

DHHS!? IAS-USA? EACS3 WHO#4
BIC/FJC/TAF = | BIC/FJC/TAF = DTG/3|C/ABC* veya DTG + = DTG + 3TC (veya
DTG/3TC/ABC* = | DTG 4 FTC/TAF 3TC/ARBC FTC) + TDF
DTG 4 (FTC or 3TC) + (TAF = | DTG 4 FTC/TDF | BIC/FTL/TAF
veya TDF) = | DTG 4 3TC/TDF sl DTG + FTC/TAF veya (FTC veya
DTG/3TC' = | DTG/3TC™ 3TC)/TDF

sl RAL QI) veya BID + FTC/TAF veya
—/ (FTC vdya 3TC)/TDF
sl DTG/3]C veya DTG + (FTC veya
3TC)

| DOR/3[TC/TDF veya DOR + FTC/TAF
or (FTd or 3TC)/TDF

* HLA-B*5701 negatif olan ve HBV enfeksiyonu olmayan "Baslangi¢ HIV-1 RNA'si > 500.000 kopya/mL olan, HIV genotipik direng testi veya HBV
koenfeksiyonu/HBV testi sonuclari hentiz mevcut olmayan kisiler disinda.

*Temel CD4+ hiicre sayisi <200 hiicre/mm? olan kisiler icin muhtemelen uygun degildir.

1. DHHS ART Guidelines. 2022. 2. Saag. JAMA. 2020;324:1651. 3. EACS Guidelines v 11.0.2022
4. WHO. July 2021. www.who.int/publications/i/item/9789240031593.




Tablo 2. 7. Daha once ART almarmes, eriskin HIV pozitif bireyler icimn birinci basamali £
A) Onerilen rejimiertit

N e
» Al/Ca/Mg iceren antasit ve
ABC/ITC/ DTG rl:ultivitarr.\iglez' ile eszzarnan“ll
alinmamalidir (en a= saat Oonce veya
DTG=® é%?,’gg?’tsaob?;? S saat sonra alinabilir). :
> Rifampisin ile birlikte kullarnilacaksa TANI iZLEM VE TEDAVI
DTG SO mg gunde iki kez nerilir.

ET - TAFR/FTCBIC 25/200/50 mg | Agir karaciger yetmezliginde

TAEZX el Gunde 1 tablet kullanilmamalhidar.

_é.. /c! ? tZSéIZCt)O LIS » A/ Ca/Mg iceren antasit ve
TS:-:‘/F?I'C R multivitaminler ile es zamanh

300,200 m alinmamalidir (en az 2 saat Once veya
Giinde 1 t %l T S saat sonra alinabilir).

D_""'_g SeO ma = » Rifampisin ile birlikte kullarnilacaksa
Gonde- 1 tgblet DTG SO mg gunde iki kez Snerilir.




FDA Onayi Olan Antiretroviral ilaglar

Revers Transkriptaz inhibitorleri integraz Proteaz Giris
NRTI NNRTI inhibitérleri inhibitérleri inhibitérleri

1987 Zidovudin 1996 Nevirapin 2008 Raltegravir 1995 Sakinavir Flzyon inhibitori

1991 Didanozin 1997 Delavirdin 2011 Elvitegravir/Kobi 1996 Ritonavir (RTV) 2003 Enfuvirtid

1992 Zalsitabin 1998 Efavirenz 2013 Dolutegravir 1996 indinavir

1994 Stavudin 2008 Etravirin 2018 Biktegravir 1999 Amprenavir Koreseptor antagonisti
2011 Rilpivirin 2021 Kabotegravir 2000 Lopinavir/RTV 2007 Maravirok

2018 Doravirin

1995 Lamivudin 2003 Atazanavir/RTV Baglanma sonrasi

1998 Abakavir Uzun etkili 2003 Fosamprenavir inhibitord

2001 Tenofovir DF iM 2005 Tipranavir 2018 ibalizumab

2003 Emtrisitabin 2006 Darunavir + RTV -

2016 TAF/FTC 2015 ATV/Cobi Ik uzun etkili
2015 DRV/Cobi lHk IV

Baglanma inhibitori
2020 Fostemsavir

Kaptan F, HIV/AIDS Kongresi, 2022



Kabotegravir

Cabotegravir

Guclu integraz inhibitoru

DTG ile yapisal benzerlik 9t i
Yuksek direnc bariyeri .;x’k@(n\ﬁ
" 0

Gucla antiviral aktivite

30 mg oral CAB, vadi dlizeyi (C,,;,) PAIC,,‘e* gbre
25 kat yiksek (166 ng/mL)

L AT
A = = A SOXC TR
N T/ ~N
ti/, uzun I\/N\/L(H\M
* Oral 41 saat o
* IM injeksiyon 5.6 - 11.5 hafta

Dolutegravir

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



Rilpivirin

e GUcla NNRTI, direncli bazi suslara karsi etkili

e 25 mg oral RPV

- PBMC: ECs5o 0.095 ng/mL = PAICgy 12 ng/mL

- In-vivo: tedavi yaniti icin sirdiridlmesi gereken minimum plazma
konsantrasyonu 50 ng/mL

° 1, Uuzun
* Oral 45 - 50 saat
* IM injeksiyon 13 - 28 hafta

Rilpivirine

Thoueille P, JAC 2022.



Oral ve IM Kabetogravir ve Rilpivirin FK Parametreler

(AB (rocligimt) — Tmae  AUGr{ughimb)  Chougn (pg/ml) b ViL) SUbstrate

OrolCABIOmgadih  81(79-82° 3K MG(UA3-149)°  LT(648 AR 7“ UGTIAT (UGTIAG)®
ACABGOOmgouw  42(6143°  7d 246104132510  290930°  56-115¢
LA CAB600mg g8w s ¢ 364" 1§ 56-11.5w°

RV Crasngmt) Ty AUGngtimL) Gy (ngiml) by ViL) Substrate

OalRV2Smgqdih 206476 4-SH® 15E94G6PC 67430 45-50h? CYP3A (CYP2C19)*
(ARPVG0Omgiw  116(113-119F  3-4d° 65603 BL2(199-B46S  13-28w’ 4EE)

(63756-67503)
LARPY900mg 8w K T/ 1 & 656" 13-284

Thoueille P, JAC 2022.




UE Kabetogravir/Rilpivirin Tedavi ve PrEP Calismalari

——

Trial Phase n Arms Results
AMreatment \
LATTE-2 I1Ib 286 LAI CAB (400 mg) + LAI RPV (600 mag) g4w At Week 96, viral suppression: |\
LAI CAB (600 mqg) + LAI RPV (S00 mg) g8w q4w: 87% (100 of 115 patients)
CAB (30 mg) + ABC/3TC (600/300 mg) g24h q8w: 94% (108 of 115 patients)
oral: 84% (47 of 56 patients)
FLAIR 111 566 LAI CAB (400 ma) + LAI RPV (600 mg) g4w At Week 48, viral suppression:
DTG/ABC/3TC (50/600/300 mg) g24h LAI: 93.6% (265 of 283 patients)
oral: 93.3% (264 of 283 patients)
ATLAS 111 616 LAI CAB (400 mg) + LAI RPV (600 mg) g4w At Week 48, viral suppression:
2 NRTIs + 1 INSTI, NNRTI or boosted LAI: 92.5% (285 of 308 patients)
Pl or unboosted ATV oral: 95.5% (294 of 308 patients)
ATLAS-Z2M I11Ib 1045 LAI CAB (400 maqg) + LAI RPV (600 mg) g4w At Week 48, viral suppression:
LAI CAB (600 mag) + LAI RPV (SO0 mg) g8w q4w: 939% (489 of 523 patients) "
N g8w: 94% (492 of 522 patients) ./
Prep
HPTNO83" I1Ib/II1 4566 LAI CAB (600 mg) g8w LAI CAB: Incidence rate 0.41%
TDF/FTC (300/200 mg) g24h (13 HIV infections)
TDF/FTC: Incidence rate 1.22%
(39 HIV infections)
HPTNO84"° III 3224 LAI CAB (600 mg) g8w LAI CAB: Incidence rate 0.21%

TDF/FTC (300/200 mg) q24h

(4 HIV infections)
TDF/FTC: Incidence rate 1.79%
(34 HIV infections)

Thoueille P, JAC 2022.



UZUN ETKILI TEDAVILER ETKILI Mi?

HASTALAR TERCIH EDER Mi?
YAN ETKILER?

DIRENC?



ATLAS ve FLAIR: Uzun Etkili Kabetogravir + Rilpivirin

* Cok merkezli, randomize , acik etiketli, faz lll, noninferiyorite calismalari

Day 0 Wk 4 Wk 48 Primary Endpoint
ATLAS l | |
. CAB 30 mg +
Adults on stable ART (either first RPV 25 ":,% ap LA CAB 400 mg + RPV 600 mg IM QW Comparator arm
. . mg (n = 303) patients eligible to
or second regimen) with (n = 308) receive CAB + RPV
HIV-1 RNA < 50 copies/mL for _— in extension phase
Z 6 mos with no previous VF \ Continue Baseline ART PO ofter Wk 52
(N=616) (n=308) (ATLAS-2M study)
Day 0 Wk 4 Wk 48 Primary Endpoint Wk 96
FLAIR Wk 20
] CAB 30 mg + T
ART-naive patients with RPV 25 mg POQD RPV 600 mg IM Q4W
HIV-1 RNA 2 1000 copies/mlL, / (n=283) (n=278)
HBsAg negative, no NNRTI RAMs = ABC/3TC PO QD )
but K103N permitted \ Continue DTG/ABC/3TC PO QD
(N=629) (n=283)

Primer sonlanim: 48. haftada HIV-1 RNA > 50 kopya/mL (FDA Snapshot in ITT-E)

Overton, 1AS 2019, Abstr MOPEB2S7
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ATLAS: Virolojik Olarak Baskilanmis Eriskinlerde
Rutin ART Devam x Uzun Etkili CAB+RPV’e Gegis

Virologic Outcomesat Wk 48

1.6 1.0

Virologic
Nonresponse
(250 ¢/mL)

92.5 955

B LA CAB + LA RPV
(n =308)

B Continued BLART
(n =308)

58 36

No Virologic
Data

Virologic
Success
(<50 ¢/mL)

i -3.0 Key SecondaryEndpoint
- . " ) (HIV-1 RNA <50 copies/mL)
-10% NI } v - 0.7 LA CAB + LARPV noninferior

Adjusted Treatment Difference (95% ClI)*

LA CAB + LA RPV Continued ART
6% NI

0.6
—-—
-1.2 2.5

Primary Endpoint
(HIV-1 RNA =250 copies/mL)
LA CAB + LARPV noninferior

tocontinued BLART

margin 1

I
i
i
i
1
1
1
T T T T
6 8 10

| | ] ] |
-10 -8 -6 -4 -2 0 2 4
Difference (%)

Continued ART LA CAB + LA RPV

margin | -6.7

-10 -8 -6 -4 -2 0 2 4 6 8 10
*Adjusted for sex and Difference (%)
BL third agent class.

tocontinued BLART

Swindells. NEJM. 2020;382:1112.
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Tong-Acting Cabotegravir and Rilpivirine
after Oral Induction for HIV-1 Infection

O ki,

K. Arasteh, M. G&rgolas Hermande=-Mora, V. Pokrovsky, E.T. Owvertorn,

FLAIR: Oral DTG/ABC/3TC’den Sonra Uzun Etkili KAB+RPV

Patients (%)

Virologic Outcomes at Wk 48
93.6 93.3

100 A
80
60
40 -
20+
2.1 2.5
(0]
k Virologic
Nonresponse
(250 ¢/mL)

Virologic
Success
(<50 c/mL)

[l LA CAB + LA RPV
(n=283)

[l DTG/ABC/3TC
(n=283)

4.2 4.2

No Virologic
Data

-10% NI
margin

[
=

Adjusted Treatment Difference (95% CI)*

LA CAB + LA RPV DTG/ABC/3TC
6% NI ,
o
-0.4 NERSMENE H Primary Endpoint
—.— : (HIV-1 RNA =250 copies/mL)
-2.8 2.1 1 LACAB+LARPVnoninferior
: to DTG/ABC/3TC
T T T T T T T T T T
-8 -6 -4 -2 0 4 6 10

2
Difference (%)

DTG/ABC/3TC LA CAB + LA RPV

Key Secondary Endpoint

(HIV-1 RNA <50 copies/mL):
LA CAB+ LA RPV noninferior
to DTG/ABC/3TC

) e o o o o

-2

Differerce (%)

10

Orkin. NEJM. 2020;382:1124.




ATLAS ve FLAIR Havuz Analiz : 48. Hafta Etkinlik

100 A 93.194.4
__ 80~
X
< 601
e
o
2
L2 40-
i
o
20~
19 1.7
Virologic Virologic
Nonresponse Success

(250 ¢/mL) (<50c¢/mlL)

Overton. IAS 2019. Abstr MOPEB257

I LA CAB + RPV
(n=591)

(n =591)

5.1 39

No Virologic
Data

LA CAB + RPV

)

Oral ART

B Continue oral ART

Primary Endpoint
(HIV-1 RNA 2 50 copies/mL)
LA CAB + RPV noninferior to

continued BL ART

&)

Key Secondary Endpoint
(HIV-1 RNA < 50 copies/mL)
LA CAB + RPV noninferior to

continued BL ART

Oral ART LA CAB + RPV
1.4
-10% NI | -
margin | -4.1 1.4
10 8 6 -4 -2 0 2 8 10
*Adjusted for sex and Difference (%)

BL third agent class.




ATLAS ve FLAIR: Uzun Etkili CAB+RPV ile Direng

HIV-1 Wk of NNRTI RAMs INSTI RAMs*
Study Sex Country . —eeee
Subtype Failure Baseline Failure Baseline Failure

F Russia A/A1 8 E138E/A E138A L741 L741
ATLAS? F France AG 12 V108V/l, E138K V108I, E138K None None

M Russia A/A1 20 None E138E/K L741 L741, N155H

F Russia Al 20 None E138E/A/K/T L741 L741, Q148R
FLAIR2 M Russia Al 28 None K101E L74] L741, G140R

F Russia Al 48 None E138K L741 L741, Q148R

*L741 not considered an INSTI RAM by IAS-USA guidance; not expected to affect CAB sensitivity.

= Flair'de 483 hastanin 101’inde baslangicta L741 vardi, n = 64’0 Rusya’dan, n = 60 HIV
subtipA

— Bu polimorfizmin varligi 48. haftada HIV-1 RNA <50 k/ml olmasini engellemedi
= Atlas, Flair, Atlas 2M, dogrulanmis virolojik basarisizlik %1

1. Swindells. CROI 2019. Abstr 139. 2. Orkin. CROI 2019. Abstr 140LB. 3. Overton. IAS 2019. Abstr MOPEB257.




ATLAS and FLAIR: Hasta Tercihi

Preferred Regimen,* % (n/N)

Population
Long-Acting IM Daily PO
o v TT-E 86 (266/308) 2(7/308)
" Responding participants 97(266/273)
o v TT-E 91(257/283) 1(2/283)

Responding participants 99(257/259)

1. Swindells. CROI 2019. Abstr 139. 2. Swindells. NEJM. 2020;382:1112. 3. Orkin. CROI 2019. Abstr 140LB. 4. Orkin. NEJM. 2020;382:1124.




Uzun Etkili Kabetogravir + Rilpivirin : Yan Etkiler

CROI 2020

* Injeksiyon bdlgesinde agri, nodiil
e Ortalama 3 gun
* Bu nedenle tedaviyi birakma %2-3

* Nazofarenijit, USYE, bas agrisi, sirt agrisi, artralji, ishal, pireksi
(2%10)

* Yorgunluk (>%3)

* Kas iskelet agrisi, bulanti, uyku bozuklugu, depresyon,
dokuntu

* Evre 3 AO: %12-13; ilac iliskili %2
* Tedaviyi birakma: %3-4, ilag iliskili %1-2
* Akut pankreatit, CK artisi, sellllit, hepatotoksisite, kilo artisi

Overton ET, CROI 2022, Elliot E, HIV Glasgow 2022



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

= FDA endikasyonu :

— Stabil bir ART rejimi ile virolojik olarak baskilanan yetiskinlerde tam bir
rejim olarak

— KAB ve RPV’e bilinen ya da stuphe edilen direnc veya tedavi basarisizlig
Ooykusu olmayan hastalarda

" Tolerabiliteyi saglamak icin baslangicta yaklasik 1 ay oral rejim

= Baslangic oral tedavinin son gliininde

— KAB 600 mg + RPV 900 mg gluteal enjektabl baslanir ve ayda 1
enjeksiyonlar ile devam edilir

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




DHHS Aciklamasi: Uzun Etkili CAB +RPV

= Oral ART ile en az 3 aydir viral baskilanmanin dékimante 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 iIM KAB veya RPV ile belirgin ilac ilac etkilesimi olan tedavi alanlar
kullanmahdir

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




ART ile 3-6 ay

virolojik baskilanma

saglandiktan sonra

\

4

Kabotegravir + Rilpivirin

FDA onayi alan ilk uzun etkili ART rejimi

Oral CAB 30 mg/g
' Oral RPV 25 mg/g

1 ay giris tedavisi




4 HAFTADA 1 YERINE 8 HAFTADA 1 OLSA?



THE LANCET

.........

2 months in adults with HIV-1 infection (ATLAS-2M),
48-week results: a randomised, multicentre, open-label,
phase 3b, non-inferiority study

Edgar T Overton Gary Richmond, Giulianc Rizrzardini, Hans Jaeger, Cathernine Omrell Fira

ATLAS-2M: Kabotegravir + Rilpivirine IM 8 Hafta vs 4 Hafta

= Cok merkezli,randomize, acik etiketli, faz lll, noninferiyorite calismasi

. ' Wk 48 Primary
Stratified by prior Wk 4 Endpoint Wk 96 Wk 100
CAB + RPV exposure ‘ ‘ ‘ ‘
2 populations: adults from Oral CAB CAB LA 600 mg + RPV LA 900 mg IM Q8W Option to
ATLAS receiving either CAB LA 30mg + (n = 522) continue
+ RPV LA Q4W™ or SoC ART RPV CAB LA +
. ) — RPVLA
and patients receiving SoC 25mg QD
ART outside of ATLASH \ (except ATLAS CAB LA 400 mg + RPV LA 600 mg IM Q4W Q4W or
participants

(n=523) Q8W after
Wk 100

(N =1045) on LA tx) T
= Birincil sonlanim : 48. haftada HIV-1 RNA =50 k/mL (FDL/-‘\ snapshotin ITT-E)

o,

= ikincil sonlanim:48. haftada HIV-1 RNA <50 k/mL (FDA snapshotin ITT-E), gtivenlik, tolerabilite, direnc, tedavi
tercihi

©,

P
Lr

Overton. Lancet. 2021;396:1994.




ATLAS-2M: 48. Haftada Virolojik Sonuclar

100+

804

o))
o
1

S
o
1

Participants (%)

N
o
1

1.7 1

Virologic

Nonresponse
(250 c/mL)

Virologic Outcomes
94.3 935

H CAB LA + RPV LA Q8W

(n=522)
m CAB LA + RPV LA Q4W
(n=523)
40 23
Virologic No Virologic
Success Data
(<50 c/mL)

*Based on Cochran-Mantel-Haenszel analysis adjusting for prior CAB + RPV exposure.

Adjusted Treatment Difference (95% CI)*

Qsw

-

-0.6

Q4w

0.8

2.2
4% NI

margin

|
10 -8 6 -4 -2

|
0 2 46

Difference (%)

Q4w

-2.1 —

-10% NI
margin

Qsw

0.8
l———i 3.7

| 1
8 10

1
-10-8 6 4-20 2 4

T 1
6 8

Difference (%)

10

Primary endpoint
(HIV-1 RNA 250 c/mL):
CAB LA + RPV LA Q8W
noninferior to Q4W

Key secondary endpoint
(HIV-1 RNA <50 ¢/mL):
CAB LA + RPV LA Q8W
noninferior to Q4W

Overton. Lancet. 2021;396:1994.




ATLAS-2M: 96. Hafta Viral Baskilanma ve Diren¢ Sonuclari

Participants (%)

100+

80

60-

40-

207

Virologic Nonresponse Virologic Success
(VL=50 c/mL)

Viral Responses at Wk 96
91.0

2.1 1.1

(VL <50 c/mL)

B Q8W CAB + RPV LA
(n=522)

B Q4w CAB +RPV LA
(n=523)

6.9 8.6

No Virologic Data

Adjusted Treatment Difference for HIV-1
RNA 2 50 copies/mL at Wk 96 (95% Cl)

Q8w Q4w

1.0 i
14% NI margin

HE |

-0.6 2.5

!
I 1 1 1 1 1 1 1 1 1
-10-8 6 4 -2 0 2 4 6 8 10

Difference (%)

Jaeger. CROI 2021. Abstr 401.




ATLAS-2M: 96. Hafta Guvenlik ve Tolerabilite

= 48 ve 96. haftalarda, 4 ve 8 Hafta’da 1 tedavi YE profilleri benzer

Q8w A from Q4w A from ISRs Q8w Q4w
(hn=522) Wk48 (n=523) Wk48 (n=522) (n=523)
Any AE 488 (93) +15 499 (95) +17 Number of injections, n 12,832 23,855
Drug-related A 415(80)  +15  413(79)  +14 i A 3400 ey
» Excluding ISRs 122 (23) +13 146 (28) +21 Injection site pain, n (%) 2662 (21) 3295 (14)
® |njection site nodule, n (%) 188 (1) 297 (1)
Any grade >3 57 (11) +4 65 (12) +16 ® |njection site discomfort, n (%) 134 (1) 148 (<1)
® Drug-related 8 (2) +6 10 (2) +5
(not ISRs) Grade 3 ISRs, n 54 50
AE leading to 18 (3) +6 19 (4) +6 Median duration, days (IQR) 3 (2-5) 3 (2-5)
withdrawal Withdrawals related to injections, 7 (1) 11 (2)
® Drug-related 8(2) +3 12 (2) +4 n (%)
(not ISRs) Participants with ISR at each visit,
Any serious AE 33 (6) +6 28 (5) +9 n (%)
= Drug-related 3(<1) +1 3(<1) +2 = Wk 48 115/493 (23) 100/488 (20)
(not ISRs) = Wk 96 74/473 (16) 54/468 (12)

Jaeger. CROI 2021. Abstr 401.




ATLAS-2M: Virolojik basarisizlik , YE, Hasta Tercihleri

CABLA+RPVLA CABLA+RPVLA

Q8w Q4aw
(n = 522) (n =523)
CVF, n (%) 8 (1.5) 2 (0.4)
CVF with RPV
RAMs,* n/N 6/8 1/2
Treatment-

K101E, E138E/K,

emergent RPV E138A, Y188L K101E, M230L
RAMs

CVF with INSTI

RAMs,* n/N 5/8 2/2
Treatment-

emergent INSTI  Q148R, N155HT D Looc/KQL48R,
RAMS N155N/H

*Post hoc BL PBMC HIV-1 DNA testing. "Or a mixture.

= |yj tolere edildi

— Injeksiyon bolgesi YElerinin % 98’i
grade 1/2; ortalama siire 3 giin idi

= Hastalar KAB + RPV UE‘yi oral

tedaviye tercih ettiler

= Onceden KAB+ RPV alan hastalar 8

haftada 1 tedaviyi tercih etti

Overton. Lancet. 2021;396:1994.




ATLAS-2M 152. Hafta Viral Baskilanma Sonuclari

* Cok merkezli, randomize , acik etiketli, faz lllb, paralel grup,noninferiyorite calismasi

<“— Screening Phase > < Maintenance Phase >< Extension Phase —>
W 48
g k. (primary endpoint) W96 w152
2 1 L 1 ’

Eligible virologically
suppressed participants:

- ATLAS Phase 3 study
(CAB + RPV LA Q4W)
n=391*

- ATLAS control arm +
additional daily oral

therapy participants
n=654*

Oral CAB +
RPV#

Oral CAB +
RPV#

Q8W CAB (600 mg) + RPV (300 mg) LA
(n=522)

*“ITT-E population. 'Randomization was stratified by prior exposure to CAB + RPV (0 weeks, 1-24 weeks, >24 weeks). *Excluding participants with prior CAB + RPV exposure in ATLAS (n=391). For
further study design details, please see Overton ET, et al. Lancet. 2020:396(10267):1994-2005. CAB, cabotegravir; ITT-E, intention-to-treat exposed; LA, long-acting; Q4W, every 4 weeks;
Q8W, every 8 weeks; R, randomized; RPV, rilpivirine; W, week.

e 152. hf. <50 k/ml (ITT), viral baskilanma oranlari:
8 haftada bir tedavi alanlarda : %87
4 haftada bir tedavi alanlarda : %86

Overton ET, CROI 2022, Poster 479



ORAL GIRIS TEDAVISI YAPMASAK?



FLAIR: 124. Hafta (Oral Giris Tedavisi - Dogrudan Iinjeksiyon)

" Cok merkezli randomize, acik etiketli faz Ill, noninferiyorite calismasi

20-Wk Induction Phase Maintenance Phase Extension Phase
Wk 100 Wk 104 Wk 124
Wk 1 Wk 4 Wk 48 wk 96 | | |
Primary endpoint e
ART-naive patients 1 1 PO QD CAB + RPV IM Q4W*
any CD4+ cell = 222) CAB + RPV IM Q4W*
count, HBsAg- DTG/ABC/3TC (n=111)

PO QD

NNRTI RAMs (n=629) RPN ) .
(N — 809) PO QD CAB + RPV IM Q4W CAB + RPV IM Q4W _»
(n=278) (n=243)
(n = 283)

. —
negative, and no

Current Analysis * CAB LA 400 mg + RPV LA 600 mg

Orkin. IAS 2021. Abstr OAB0302.




FLAIR, Acik Etiketli Faz, 124. Hafta Sonuclari

100. Haftada DTG/ABC/3TC kolu > LA CAB+RPV ‘e degistirilir iken
«Oral giris tedavisi» veya «dogrudan injeksiyon» ile devam ediliyor

FK olarak oral "giris tedavisi"
yapilan ve yapilmayanlar
arasinda anlambh bir fark yok

Etkinlik her iki kolda yliksek

Dogrudan injeksiyon: 1 olguda
dogrulanmis VB (%0.4)

Orkin C, et al. Lancet HIV 2021;8:e668-78 (inc. suppl.)

100 -

(2] @
o o

H
o

Participants (%)

20 +

124. hafta virolojik yanit (snapshot)
99,1

93,4

“ Dogrudan injeksiyon (n=111)

u Oral giris tedavisi (n=121)

58
L S
Virologic non-response Virologic suppression No virologic data

(HIV-1 RNA 250 c/mL)  (HIV-1 RNA <50 c/mL)



Kabotegravir + Rilpivirin

FDA onayi alan ilk uzun etkili ART rejimi

FDA

Ocak 2021

* Ayda bir injeksiyon
Subat 2022

e 2-ayda bir injeksiyon
Mart 2022 glincelleme

* Oral "giris tedavisi" istege bagl



Uzun Etkili Kabotegravir + Rilpivirin

Virolojik baskilanma saglanmis olan bireylerde

EACS DHHS
Ekim 2022 Subat 2022

LA CAB + RPV LA CAB + RPV
Ayda bir
2 ayda bir 2 ayda bir

1. EACS guidelines Version 11.0, 2021; 2. DHHS Guidelines.2022.

4 haftada 1: 400 mg CAB + 600 mg RPV
8 haftada 1: 600 mg CAB + 900 mg RPV

+7 gun
Pencere donemi

UE CAB: Vocabria
UE RPV: Rekombys
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Long-acting A&Eg »
L™ i

TDF-FTC Cabotegravir




HPTN 083: PrEP icin Enjektabl Kabotegravir

= Uluslararasi, randomize, c¢ift kor, faz llb/1ll calisma

— HIV infeksiyonlarinin 6nlenmesinde, uzun etkili kabotegravir ile PrEP, gunluk
oral FTC/TDF’ den belirgin olarak tstiin 1]

Step 2

HIV-uninfected MSM and TGW
aged = 18 yrs at high risk of HIV CAB-LA 600 mg IM Q2M" +
infection®; no HBV/HCV .~ placebo PO QD for ~ 3 yrs FTC/TDF PO QD
infection, contraindication to for 1 yr
gluteal injection, seizures, or \ FTC/TDF PO QD +
gluteal tattoos/skin conditions

(N = 4566) ) ) . o
*Any noncondom receptive anal intercourse, > 5 sexual partners, stimulant drug use, incident rectal or
urethral STl or incident syphilis in past 6 mos; or SexPro Score £ 16 (US only). 'First 2 doses given in Wks
5 and 9 then every 2 mos thereafter. “Placebo for CAB injection was a 20% intralipid solution.

= Yeni HIV infeksiyonlarinin birincil sonlanim analizi: 58 baslangi¢ ve yeni infeksiyon
(16’s1 KAB-UE kolunda, 12’si yeni; 42’si FTC/TDF kolunda, 39 yeni)

= Uyum ve direnci degerlendirmek icin ,HIV testleri, genotipleme, farmakolojik degerlendirmeler yapildit?!
1. Landovitz. AIDS 2020. Abstr OAXLB0101. 2. Landovitz. AIDS 2020. Abstr OAXLB0101.
3. Marzinke. CROI 2021. Abstr 153. 4. NCT02720094.




HPTN 083: Yeni HIV Infeksiyonlari, KAB-UE vs FTC/TDF

HIV Incidence /100 PY

HIV Incidence Rate

12 Infections
T

0.37

3204 PY

CAB
n=2241

39 Infections

T

1.22

3187 PY

FTC/TDF
n=2247

Hazard Ratio (95% Cl)

Favors CAB Favors FTC/TDF

0.32

0.16

Superiority

0.58:

Non-Inferiority (NI)

H-———————————————

0.75 1.23 2

NI margin

Marzinke. CROI 2021. Abstr 153.




HPTN

HPTN 084 Giincelleme O 8 4

. . . Love legactatie i~ o B E patorne
» Uluslararasi, randomize, cift-kor, faz Ill calisma 1%2 o

Protocol
Wk 5 amendment

Oral Lead-in i Blinded Phase l Unblinded Phase
Sexually active CAB 30 mg PO daily + LA CAB 600 mg IM at Wk 5, 9 and
cisgender women PBO PO daily Q8W thereafter + LA CAB 600 mg IM Q8W
aged 18-45 yr / (n=1614) PBO PO daily
without HIV and at
NENSIPITYARNNG  PEO PO daily + PBO IM at Wk 5, 9 and
infection TDF/FTC PO daily Q8W thereafter + TDF/FTC PO daily

(N = 3224) (n =1610) TDF/FTC PO daily

=  Primer sonlanim (kor faz): HIV infeksiyonu (ITT), grade >2 AO!

=  Glncel analiz: 12 aylik acik etiketli (unblinding) faziizleyen HIV infeksiyonlari (5/11/2020 - /5/11/2021,
31/12/2021’e kadar ); grade =2 AO, 12 aylik acik fazda, IBR, gebelik insidansi/sonuclari; kor-acik faz
toplam HIV insidansi?

C O

1. Delany-Moretlwe. Lancet. 2022;399:1779. 2. Delany-Moretlwe. AIDS 2022. Abstr OALBX0107. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

HPTN 084 Giincelleme: HIV insidansi

Primary Blinded Period Combined Blinded and Unblinded Period
Through Nov 2020! Through Dec 20212
3,50 - 3,50 -
HR: 0.12 (95% Cl: 0.05-0.31) o HR: 0.11 (95% Cl: 0.05-0.24)
& 3,00 - o 8 3,00 -
S 36 infections § 56 infections
T 2,50 - 1942 PY w 2,50 - 3292 PY
(a8 (=
22,00 A 1,85 £ 2,00 + 1,70
o o ‘
§ 1,50 - § 1,50 - 6 infections
3 4 infections _g 100 3334 PY
g 1,00 - 1956 PY S b
= 0,50 - 0.20 = 0,50 - 0,18
0,00 - 0,00 -
CAB TDF/FTC CAB TDF/FTC
(n = 1614) (n = 1610) (n = 1613%) (n = 1610)

*Excludes 1 baseline infection from the blinded period.

1. Delany-Moretlwe. Lancet. 2022;399:1779.
2. 2. Delany-Moretlwe. AIDS 2022. Abstr OALBX0107..



http://www.clinicaloptions.com/

HPTN 084 Guincelleme: Guvenlik verileri

= Grade 22 AO’larin %80’ ilacla iliskili degil = UEIM CABiile IBR orani disuk
Grade >2 AE Reported in Total CAB TDF/FTC UgEL el (R
>5% of Patients, n (%) (n=2865) (n=1440) (n=1425) (“255) (“140) (“125)
Any 2391 (83) 1194 (83) 1197 (84) 5 (o(.1)) 5 (o(.1)) o ((0))
CrCl decreased 1146 (40) 562 (39) 584 (41) - 32 (2) -
Chlamydia infection 453 (16) 225 (16) 228 (16)
Gl disorders 385 (13) 211 (15) 174 (12) . .. .
Creatinine increased 338 (12) 168 (12) 170 (12) Konjemtal anomali Saptanmad'
Urinary tract infection 258 (9) 140 (10) 118 (8)
Gonorrhoea 213 (7) 115 (8) 98 (7) Cumulative Pregnancy Total CAB TDF/FTC
URTI 184 (6) 89 (6) 95 (7) Outcomes, n (n=132) (n=63) (n=69)
Trichomoniasis 165 (6) 94 (7) 71 (5) :
Headache 164 (6) 91 (6) 73 (5) S 57 23 34
Vulvovaginal candidiasis 157 (5) 78 (5) 79 (6) Known pregnancy outcomes*
Back pain 154 (5) 75 (5) 79 (6) = Live births 61 31 30
Blood glucose decreased 140 (5) 71 (5) 69 (5) " Pregnancy loss
Abnormal uterine bleeding 123 (4) 59 (4) 64 (4) — 237wk 0 0 0
— 20-36 wk 3 1 y)
— <20 wk' 13 9 4
= Kadinlarda UE CAB, TDF/FTC’den iistiin Congenital anomalies 0 0 0

Delany-Moretlwe. AIDS 2022. Abstr OALBX0107.




Kabotegravir ve Rilpivirin: Gelistirilmekte olan 6n-ila¢ formlari

Kabotegravir :6n-ilaglar

o#f' rate
= 0O O
Stearik asid ile esterifikasyon s S e el e
o X

Uzun etki-yavas salinim (LASER)

Poloksamer nanoformulasyon ile kaplama
- Lipofilik, hidrofobik 6zellik
- Hucreye giris ve kalma

- Injeksiyon iliskili reaksiyon,

FK profili: 1-yil > "kimyasal asi"

Rilpivirin : on- ilaglar

[l
S i
N-aciloksialkil .
D | A B

Yavas salinim, uzun t, 7 e
25 hf slireyle plazma dizeyi >PAIC90

Sekonder olarak dokuda depolanma

NCT05112939
Rilpivirine, SC, uzun salinimli

y . PAIC90:
Saglikli bireylerde protein-adjusted

FK ga|l§ma 90% inhibitory concentration

Thoueille P, JAC 2022.



Kabetogravir + Rilpivirin: Diger ¢alismalar

inflizyon merkezleri (ABD, Sponsor destegi ile)

ACTG: LATITUDE calismasi, oral ART’ye uyum problemi olan bireyler

injeksiyon yeri: vastus lateralis,FK calismasi (CAB/RPV)

UE CAB: Abdominal SC-injeksiyon
UE CAB + VRCO7-523LS (gNAK): Faz II

— Standart ART kesilerek arastirma rejimi ile intermittan tedavi (46 hf)

CAB + RPV Mikro dizi yama (MAP)...

Sustained MAP-mediated
of MAP

o
! Pvnmodai;A!' g LA ARV nanosuspension to Ik;l delivery of LA CAB
containing CAB LA ¥ 0 i
| nanosuspension - 4 -
L 1a
- !

= (=] PRGN

Pyramidal MAP { ) E |
containing RPV LA - P, = — Y
nanosuspension = > T~ ,\%5'7’ e = | J )
|
= |
1

ined MAP-

delivery of LA RPV

Moffat K, Pharmaceutical Research 2022




Uzun Etkili Zorluklar

Tedavi Temas oncesi profilaksi

" Injeksiyon: Deneyimli personel = Bireyler arasinda diizey farkliliklari

" ty,: Bireyler arasi farklar, TDM = Viicut kompartmanlari arasinda diizey farki
= Gebelik = "Breaktrough" infeksiyon

= Uyum = Viral yiki hizh baskiladigindan HIV

= Maliyet infeksiyonu tanisininda gecikme

= Di | HIV+
= HBV koinfeksiyonu, Tiiberkiiloz ireng (baslangicta )

= LEVisendrom
= NNRTIl iceren ART rejimi, virolojik basarisizlik !

oykusu
FK kuyruk (tail)



Uzun Etkili Tedaviyi Desteklemek

= Uzun etkili tedaviyi isteyen hastalar iki grup

Uyumlu Uyumsuz
LATITUDE (ACTG A5359)1

Uzun Etkili ART Oniindeki Engelleri Izleme ve Asma Stratejileri

= injeksiyon Klinikleri =  (Ozendirme, uyarma
= Eczanelerde injeksiyon = Mobil kamyonetler
= KOpru tedaviler «bridges» icin

evde surekli oral CAB/RPV

tedariki

1. NCT03635788.




Uzun Etkili Diger ARV llaclar

Kapsid inhibitori NRTTI
Nukleozid RT
Translokasyon inhibitéri

Lenakapavir Islatravir ibalizumab
Oral, SC Oral, IM, implant \Y;



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 module eder
* Viral replikasyon icin gerekli bir cok sUreci inhibe eder
* Kullanimda olan antiretrovirallerden daha potent

o Capsid (CA) o

Reverse Sumew® (CA precursors)
Production ® vanscriptase (RT) ~~ HIVRNA

o Integrase (IN)

~.~ HIVDNA

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



Lenacapavir Farmoakokinetik

* HIV negatif bireylerde (N = 30), randomize, cift kor, plasebo kontrolli, tek SC doz, faz 1

Mean LEN Single-Dose Plasma Concentration-Time Profiles

100 6 mo (26 wk) ’

i A)— -
5 W | - S 24 ng/mL;
(¥, - 3 E 3
2} /s Sy, mean 1Q 26
T 10 g7 —
sk iy
(oTs] £
< 1 »
Z il
§ [ LEN30me(lximin=3) e )
s ~o—~LEN 900 mg (3 x1 mL; n=8) CD4+ cells, 2_'32'ng/mL’ '
—o—- | LEN900 mg (2 x 1.5 mL; n=8) MT-4 cells, 3.87 ng/mL.
0.1

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56

Wk Post-SC Dose
Begley. AIDS 2020. Abstr PEB0265.



CALIBRATE: Lenacapavir, Tedavi Deneyimsiz Eriskinler

= Randomize,acik etiketli,faz lll calisma

2° endpoint 1° endpoint
Wk 28 Wk 54
. ) Wk 80
Induction ¥ Maintenance ¥ ¥
If HIV-1 RNA
Group 1* —y <50 c¢/mLat Wk 16 _
. _ n=>52 and 22, switched to
ARV-naive adults with / TAF or BIC;
HIV-1 RNA 2200 ¢/mL, Group2* IRAIRIGCLERE | osgc/ml,  —» SAhisiatelis
CD4+ cellcount — n=53 FTC/TAF* PO QD discontinued study BIC 75 mg PO QD

>200 c.eIIs/mm3, ~.Group 3t LEN 50 mg PO QD +
no active HCV or n=>52 FTC/TAF* PO QD

HBV coinfection \
(N = 182) Group 4
n=25 BIC/FTC/TAFS PO QD

*LEN oral lead-in 600 mg Days 1 and 2, 300 mg Day 8; LEN 927 mg SC Day 15 and then Q6M.
TLEN 600 mg Days 1 and 2, then 50 mg from Day 3. *FTC/TAF 200/25 mg. $BIC/FTC/TAF 50/200/25 mg.

= Birincil sonlanim: 54. haftada HIV-1 RNA <50 k/mL
= fkincil sonlanim : 28, 38 ve 80. haftalarda HIV-1 RNA <50 k/mL; 28, 38, 54 ve 80.haftalarda CD+ hiicre sayisi

Gupta. CROI 2022. Abstr 138.




CALIBRATE : 54. Hafta Virolojik Sonuclar

LEN SC + FTC/TAF LEN PO +
Virologic Outcome, % - BIC FTC/TAF BIC/FTC/TAF

(n = 25)

(n=53) (n=52)
FDA snapshot analysis (ITT)

= H|V-1 RNA <50 ¢/mL 90 85 85 92
= H|V-1 RNA >50 ¢/mL 4* 4*t 6% 0
= No data 6 11 10 8

FDA snapshot analysis among patients
virologically suppressed at Wk 28

= H|V-1 RNA <50 ¢/mL 94 92 90 92
= H|V-1 RNA =50 ¢/mL 4 0 6 0
= No data 2 8 4 8

*3 participants (2 in Group 1 and 1 in Group 2) discontinued due to not having HIV-1 RNA <50 ¢/mL prior to Wk 28. 1 participant discontinued on Day 2.
*2 of 3 participants with HIV-1 RNA >50 ¢/mL at Wk 54 were suppressed at a subsequent visit.

= LEN SC kohort (Grup 1 ve 2)
— 54, hafta virolojik baskilanma %88

Gupta. CROI 2022. Abstr 138.




CAPELLA Faz II/1ll: Agir ART Deneyimli Olgularda Lenakapavir

" Lenakapavir: potent, uzun etkili, sinifinda ilk HIV kapsid inhibitori (ECs, = 50 pM),
NRTI, NNRTI, INSTI veya Pl’lara direncli suslara in-vitro aktif

Functional monotherapy phase == « — — 2Wks — — + |« — = = = 52 Wks = = = = =»

Lenacapavir PO*

Patients with HIV-1 RNA > 400 Double blind + Failing regimen Lenacapavir SC' Q6M +
copies/mL on current regimen; / el OBR?
documented resistance to > 2 ,
agents from 2 3 of 4 major antiviral icz,’;,iiflzzzd S 2Wks = = % e ks —— >« —— = = 52Wks — — — — =
classes; < 2 fully active agents Placebo o et
(N = 36) \ + Failing regimen Lenacapavir PO Lenacapavir SC' Q6M +
+ OBR* OBR?

(n=12)
At prerandomization screening: = =2Wks = — > 4 — = = — 52 Nks = — = — =>
HIV-1 < 400 copies/mL or decline Open label

screening (N = 36) cohort *600 mg QD on Days 1 and 2; 300 mg QD on Day 8. "Administered as 927 mg in
abdomen on Day 15. *OBR selected by investigator.

+ OBR?

Birincil amag¢: Randomize kohortta 15. gunde (fonksiyonel monoterapi fazinin sonu) HIV-RNA
duzeyinde = 0.5 log4o k/mL azalma; ikincil amag: her iki kohortta 16. haftada etkinlik ve guvenlik

Segal-Maurer. CROI 2021. Abstr 127.




Agir ART Deneyimli Olgularda Lenakapavir :
Etkinlik ve Tedavi ile Ortaya Cikan Direng

Proportion of Participants on Functional Monotherapy

With Decline in HIV-1 RNA 2 0.5 log,, copies/mL at Day 15 Mean Change in HIV-1 RNA by Visit

100 | <0001 0.5 5 — Placebo (n = 12)
88 < — — LEN (n = 24)
=8
_. 807 i -0.29-
xX N
-~ >
£ 601 T O
g £8 P < .0001
S 40+ g 9
) c o
E ©c o
& 204 5= -1.93 -
0 . 25 1 1
LEN Placebo 0 8 15
n=24 n=12 Day
| |

72 hastanin 2’sinde yluksek dizey LEN direncini gosteren kapsid mutasyonlari ortaya cikti:
10. haftada M661 ve N74D;26. haftada M66l

Her ikisi de yeniden baskilandi (1’'inde optimize edilmis eski rejim degistirildi)

Segal-Maurer. CROI 2021. Abstract 127.




Agir Art Deneyimli Olgularda Lenakapavir
SC Suirdurme Fazi Ara Sonuglari

100+ Proportion of Participants With

Viral S ression by Week 26
ral suppression by 73%

/ T s

-o- Randomized + Nonrandomized Cohorts

00
T

o)
<

Participants With HIV-1 RNA
< 50 copies/mL, %

10 16 29 26
Week
n* =72 72 62 56 45 34 26

*Patient denominators are participants at each time period who received > 1 dose of LEN SC and had an HIV-1 RNA result

at time of data cut in Feb 2021 (study ongoing). T2 patients in open-label cohort had HIV-1 RNA < 50 copies/mL by Day 2 of
oral lead-in phase, presumed to be due to improved adherence.

Segal-Maurer. CROI 2021. Abstract 127.




Agir Art Deneyimli Olgularda Lenakapavir: Guvenlik

Tedavi ile iliskili ciddi YE veya ila¢ kesilmesi yok

Adverse Event, n (%)

AE frequency = 5%, any grade
= Headache
= Nausea
= Cough
= Diarrhea
= Back pain
= Pyrexia
= Rash
= Urinary tract infection

Grade 3/4 lab abnormality
= Low creatinine clearance
= Nonfasting hyperglycemia
= High creatinine
= Glycosuria
= Fasting hyperglycemia

Randomized Nonrandomized

(n=36)

(n=36)

A W oo W W W o

=
[EY

O W w o w

Total
(N =72)

O OO0 O N N 0000

N
[N

(o) e ) @) B NN

%46 (33/72)’sinda, 2 1 injeksiyon
bolgesinde reaksiyon : %82’si
grade 1

IBR nedeni ile ilac kesilmesi yok

Cumulative Median
ISR to SC LEN Incidence Duration
(%) (d)
Swelling 22 11
Erythema 18 6
Nodule 18 116
Pain 14 4

Segal-Maurer. CROI 2021. Abstract 127.




Long-Acting Lenacapavir in People With Multidrug-Resistant HIV-1: Week 52 Results

Onyema Ogbuagu, Sorana Sega-Maurer” Cynthia Brinson,” Ploenchan Chetchotisakd,' Kenneth Lichtenstein* Josaph McGowan,' Andrew A, Wiznia,” Kimberly Workowski' Hui Wang,' Nicolas Margot” Hadas Dvory-Sabol.” Martin S. Rhee” Jared M. Baeten’ Jean-Michel Molina"

Yicke Untonriity, S v, CT Now York PreaymitinQusets, NY, Gl Tonss Ot Rossrch Auatin, TX Soinagieind aspti, #00m Kin Thsues! ‘Exmaberan Hisdth Contue Pret Sprnge, CA Sttt Hesth Manhanisd, K7, *Jucus Madieal Coer, Bron, NY, ‘Errory Unonnty, A, GA Gl Sciimcs, i, Fenimr iy, CA, “Woolul Sasl Lout. Pres, Frines

Poster-HO3

Efficacy in Randomized Cohort (n=36) Changes in CD4 in Randomized Cohort (n=36)
HVARMAGES Qticet Eaorl QIS e
= wu-uuusmir {rww data)

Lenacapavir + optimize edilmis arka plan rejimi 52. hafta
Virolojik baskilanma %83 (<50 k/mL)
CD4 sayisi ortalama 83 hucre/uL artmis

CROI

Conference on Retroviruses
and Opportunistic Infections

February 12-16, 2022




Lenacapavir

Press December 22, 2022

Re|eases Sunlenca® (lenacapavir) Receives FDA Approval as a
First-in-Class, Twice-Yearly Treatment Option for
People Living With Multi-Drug Resistant HIV
— Sunlenca is the First and Only Approved Capsid Inhibitor-Based
HIV Treatment Option —

— New Drug Application Approval Based on High Rates of Sustained
Virologic Suppression in the CAPELLA Trial —

FOSTER CITY, Calif{BUSINESS WIRE)— Gilead Sciences, Inc. (Nasdaq:
GILD) today announced that Sunlenca” (lenacapavir), in combination

with other antiretroviral(s) (ARV), has been granted approval by the U.S.
Food and Drug Administration (FDA) for the treatment of HIV-1 infection

in heavily treatment-experienced (HTE) adults with multi-drug resistant

Aralik 2022 Lenacapavir FDA onayi aldi

Sunlenca® 6 Ayda 1
SC uygulanan ilk ARV tedavi




Lenakapavir

Oral Baslangi¢ Tedavisi SC injeksiyon
1. gln 2. gun 8. gun 15. glin 6 ayda bir
600 mg 600 mg 300 mg 927 mg 927 mg



Islatravir, MK-8591

* Sinifinda ilk: ilk niikleozid revers trankriptaz translokasyon inhibitérii (NRTTI)

Coklu etki mekanizmasi

4’-etinil grubu:
Primer translokasyonu bloke eder

- &
Viral RNA transkripsiyonu sirasinda ’ HO" N\(
F

zincirin sonlanmasina yol agar
l \ 2-fluoro grubu:
Islatravir’in adenozin deaminaz

3’-hidroksi grubu : tarafindan metabolize edilmesine
Revers tanskriptaza engel olur
baglanma afinitesini arttirir Uzun t,/,

Thoueille P, JAC 2022



Islatravir: NRTTI

Cok diisiik dozlarda bile giiclii antiviral aktivite $$ 3 i
Acik etiketli, Faz 1b: n=30, ART deneyimsiz bireyler, monoterapi, 0.5 : . SN g
mg tek doz ile ¢ 05- NG .;Uqu
- HIV-RNA dizeyinde, en az 7 guin stiren, belirgin baskilanma _ "' T -[ > 3 mg
- lyi tolere edilir (bas agrisi, ishal) SN o L7 T

g 3Rk
Yari omru uzun: Oral yolla, plazma: 50-60 saat, hiicre igi: 130- i
210 saat § 20
PBMC diizeyi, plazma diizeyine gére 1000 kat yiiksek : |

I D T

Genetik bariyeri yiiksek
HIV-1,HIV-2, direncli suslara etkili

Schurrmann D, Lancet HIV 2020; Diamond TL AAC 2022




Study 008: HIV Negatif Bireylerde Islatravir implant: FK

Faz 1, cift kor, plasebo kontrollii
calisma

HIV icin dlisuik riskli bireyler

Implant boyutu: 4cm-2 mm

Ust kol cilaltina yerlestiriliyor Placeboimplant (n=§)
‘ Week 0 12 20
Implant 12 hafta sonra ¢ikariliyor N Follow-Up

Bireyler 8 hafta daha izleniyor Implant

Removed

Matthews RP, et al. v*CROI 2021. Abstract 88LB.



Study 008: HIV Negatif Bireylerde Islatravir implant: FK

* Her 3 dozda implant ile, 12 hafta FK
esigin lizerinde kalindi

56-mg implant ile 12ay
farmakokinetik esigin Gzerinde
kalinabilecegi projekte edildi
* Islatravir implantlar iyi tolere edildi
* ilac kesilme yok
* Implantiliskili ciddi YE yok
* Doza bagli sistemik YE yok

* Lokal YE'ler (%61) : genellikle hafif
ve dozla iliskili degil

240
-

48 mg

J
S

Impl
wm  \ean Profile plant
removal

.- - Mn:lndM&xObSelVﬁt-bﬂ

- o o o o o - -

N ‘,
‘

52 mg

| n
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Sonuglar Islatravir impantlarinin PrEP i¢in kullanilma ¢alismalarina devam edilmesini destekledi

Matthews RP, et al. v*CROI 2021. Abstract 88LB.




Islatravir Calismalar

ART Temas Oncesi Profilaksi

Ayda bir, oral

Islatravir

Injeksiyon

- _ Yilhk implant
Doravirin MK-8507 Lenakapavir

GUnlik, oral kullanim Haftada bir, oral Haftada bir, oral

Lenfopeni??



HIV Tedavisinde Genis Notralizan Antikorlar (GNA)

Dogal olarak olusan GNA’larin * Virolojik geri tepme
yarilanma omri 2-3 haftadir ve tek

basina viral yukua 1,5 log azaltabilir.
Kombinasyon tedavi ile, GNA’lar viral

. e e CD4 binding Proximal External Region
baskilanmayi strdirarler / (MPER)
Latent enfekte hiicreleri temizlemek \ cooviE
icin bagisiklik fonksiyonunu VRCOTFab .
tetikleyebilir

Multispesifik GNA kombinasyonlari
umut verici yeni bir ART yaklasimi
olabilir

62



I-e ron I i Ma b ( P RO- 140) D4 Coreceptor ~——p  Virus-Cell

Binding Binding Fusion

* Humanize 1gG4 CCR5 monoklonal
antikor.

CCR5
antagonists

o '(.’ / Maraviroc
* Maravirok’a direncli suslara da etkili '
* IV veya SC; 7 yada 14 glinde 1 cell CCRE/CXCRé

Membrane

Pro-140 antiviral aktivite
Dhody K CROI 2019

10

Placebo

162mg weekly
324mg biweekly
324mg weekly
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Ibalizumab

Package contaies twg pia

Baglanma sonrasi inhibitord, _—
S 8
mAKk, IgG4 e ) o o O
gp120 ile CD4 (D1) baglandiktan sonra e
CD4 D2 bolgesine baglanir, gp120’nin e =
bicimsel degisikligi gerceklesemez. B
TROGARZO |V inflizyon

2000 mg yukleme = 800 mg 2haftada 1 IV

= Basarisiz rejime monoterapi olarak eklenmesi: viral ylikte anlamli azalma

= Optimize edilmis bir rejim ile birlikte kullanildiginda: 24. haftada virolojik
baskilanma orani : %43

Kozal M, NEJM 2020; Lataillade M, LANCET HIV 2020; Emu B, NEJM 2018
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N.I')W World Health
PRIORITIES FOR 4% Organization

ANTIRETROVIRAL DRUG
] \/ A i

Watch list

Priority list

LEN

(treatment and
prevention)

Long-acting Six-monthly One- to two-year
subcutaneous injectable acting implantable

two-drug regimen two-drug regimen

Comprising two of the following Comprising a combination of long-acting ARV

CAB. LEN. 18¢° drugs and/or broadly neutralizing antibodies

broadly neutralizing antibodies

*The role of ISL is uncentain because of a significant decrease in total lymphocyte and CD&+ T-cell counts observed across several trials that are investigating the efficacy
and salety of this drug for HIV treatment and prevention. In December 2021, the studies were put on hold until more information on causality becomes avaitable, (10).
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Conference on Retroviruses
and Opportunistic Infections
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ULTRA-LONG-ACTING BICTEGRAVIR PRODRUG NANOFORMULATIONS
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Long-acting pre-expq
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Figure 1. Study Desig
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it LOCATION Background:

& PK February 19-22, 2023 | Seattle, Washington Lenacapavir (LEN) is a first-in-class HIV-1 capsid inhibitor in development for long-acting

: HIV treatment and prevention. GS-5423 and GS-2872 are broadly neutralizing antibodies

Fwoeks ABSTRACT NUMBER (bNAbs). GS-5423 is derived from 3BNC117 and targets the CD4 binding site of HIV-1
193 glycoprotein (gp) 120; GS-2872 is derived from 10-1074 and binds to the V3 loop of gp120.



Research Pipeline

NIH Priorities for HIV and HIV-Related Research, FY 2015-2020 and FY 2021-2025
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LA injectables
PrEP

Implant / "=
Vaginal 9
Extra long Ring

Tesekkur ederim



