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* Insan immun yetmezlik virusu ilk olarak 1981 yilinda ABD’de ve
Haiti’"den gelen gocmenlerde tanimlanmistir.

T

env
Surface Glycoprotein SU
gpl20

env
Transmembrane

GlycoproteinTM™ & —» 3
opdl e

‘.

gag :
Membrane Associated

s
(Matrix) Protein MAZ P
P17 i_\*&

gag
Capsid CA
(Core Shell)

p24

RNA
(2 molecules)

pol
Protease PR p?
Polymersase RT &
RNAse H RNH pb&é
Integrase IN p32




Neden 6nleme stratejilerine ihtiyacimiz var?

* HIV Epidemisi devam ediyor

* Her yil yeni vaka sayisi artmakta




7 World Health
<Y Organization

Neden 6nemli?

* (PrEP ve PEP) Profilaksi, Bir toplum saghgi yaklasimi acisindan onemli

* Diger korunma yontemleri ile beraber saglik sistemine entegre
edilmelidir.
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e Korunmasiz cinsel iliski

*Kan (saptabilir HIV viral yuku
*Semen olan)

* Rektal sivi * Ortak enjektor kullanimi

* Vajinal sivi * HIV pozitif anneden bebege
* Anne sutu (dogumdan o6nce, dogum

sirasinda veya emzirme
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SEXUAL BLOOD NON-STERILE
INTERCOURSE PERINATAL TRANSEUSION TOOLS



* Onleme, 6ncelikle durumunu bilmekle baslar...




Onleme Stratejileri

* Bireysel temelli 6nleme yontemleri
* Kondom
* Cinsel saglik egitimi, giivenli cinsel davranis

e Temas Oncesi profilaksi (PrEP, TOP)

* Temas sonrasi profilaksi (PEP, TSP)




Temas 6ncesi profilaksi (PrEP, TOP)

* HIV enfeksiyonunun dnlenmesi amaciyla HIV negatif bireylerin
antiretroviral ila¢ kullaniimasidir.

 GUnumuzde, PrEP icin FDA onayl gunltk oral kullanilan iki ilac
bulunmaktadir (2012 ve 2019 yillarinda). Uzun etkili enjekte edilebilir
2 PrEP formu da FDA tarafindan onaylanmistir (2021 ve 2025).
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* HIV'den korunmada tek yontem olarak kullaniilmamal

* Profilaksiye uyumu ongorilen bireylere verilmelidir.

* Kondom kullanimi korunmada ¢cok 6nemli ancak kullanmayanlara da
PrEP verilebilir.




Kimlere PrepP?

 Oncelikle HIV testi negatif olan

* Son 6 ayda anal&vajinal seks yapmis olmak ve

* Partner HIV pozitifse (saptanabilir viral yiki olan)
 Kondom kullanmiyorsa

* Son 6 ayda cinsel yolla bulasan hastalik gecirme 6ykuisu varsa
* Veya

* lv madde kullanimi olan, ortak enjektor kullanimi olan, HIV pozitif kisiyle ™
enjektor paylasiminda bulunan

* Veya

G] * Birden fazla temas sonrasi profilaksi kullanimi olan ve riskli davranisi devam
eden



* Kontrendikasyonlar:

Dokimente HIV enfeksiyonu

Gunlik ila¢c kullanimina kendini hazir hissetmemek (oral icin)



¢
PrEP baslamadan énce degerlendirme %

* HIVtesti w541 zamanlarda PrEP kullanmis olmak

\ PEP kuIIanm|§ olmak 3 ayda oral PrEP veya

son 12 ayda CAB

* Bazal degerlendirme

Clinical Guidance for PrEP,10 Subat 2025



If the patient has not taken oral PrEP or PEP medication in the past 3 months
AND
has not received a cabotegravir injection in the past 12 months

HIV antibody/antigen plasma test laboratory [preferred] with reflex confirmation

OR blood rapid test

HIV+ (if laboratory test)

Monreactive Indeterminate Reactive
[I'IE'gEti‘u"E] Differentiation Assay [pﬂSiti'u'E’] [pgnding suppleme ntal con firmamr}l
| | testing, if non-laboratory rapid test)

Reported HIV exposure-prone event in prior 4 weeks
AND
Signs/symptoms of acute HIV infection any time in prior 4 weeks

Send plasma for HIV
antibody/antigen assay

Reactive HIV-1 RNA =200 copies/mL IS
[positive]

N reactivs _[ HIV-1 RNA detectable but Draw new plasma specimen

) . Defer PrEP decision until
LEgEIId (negative] <200 copies/mL false positive ruled out

Send plasma for quantitative
or qualitative HIV-1 RNA assay

HIV-

HIV-
Eligible for PrEP HIV-1 RNA < level of detection
no signs/symptoms on day of blood draw
HIV+

HIV-1 RNA < level of detection with
signs/symptoms on day of blood draw

Mot eligible for PrEP

HIV status unclear :
Defer PrEP decision Retest in 2-4 weeks

Defer PrEP decision, consider nPEP

https://www.cdc.gov/hivnexus/hcp/prep/index.html



If the patient has taken oral PrEP or PEP medication in the past 3 months
OR
has received a cabotegravir injection in the past 12 months

Reactive AbfAg test [positive)

AND HIV+
HIV-1 RNA detected [positive)

Non-reactive Ab/Ag test [negative)

AND
Send plasma f
AL HIV-1 RNA not detected (negative)

HIV antibody/antigen assay
AND
qualitative or quantitative Reactive Ab/Ag test [positive]

HIV-1 RNA assay AND

HIV-1 RNA not detected [nEgatiVE] Send new plasrﬂa Specimen for
qualitative or quantitative
Non-reactive Ab/Ag test [negative) HIV-1 RNA assay
AND
HIV-1 RNA detected [positive)

HIV-1 RNA > level HIV-1 RMNA < level
of detection of detection

HIV-
assay result HIV+ HIV-

HIV+
assay result

HIV status unclear

https://www.cdc.gov/hivnexus/hcp/prep/index.html



 HIV testleri;

* PrEP’ten fayda gorebilecek herkesin hizlica PrEP’e baslamasini
saglamali

* PrEP kullanan biri icin; NAAT testlerine erisim kisith ise; uygulanabilir
ve erisilebilir test yaklasimlari (hizli test gibi) daha etkili olabilir.

Recommendation [NEW]

Rapid diagnostic tests may be used for HIV testing for initiation, continuation and
discontinuation of long-acting PrEP. (strong recommendation, very low certainty of
evidence)

14 July 2025, Guideline, WHO



Ozellik

Kim yapiyor?

Uygulama yeri

Uzun etkili PrEP igin?

Oral PrEP / DVR igin?

Avantaj

Kisithhk

RDT (Rapid Diagnostic Test)
Klinikte

Klinik, saglik merkezi

v Kabul ediliyor (WHO 2025)

v

Hizli, ayni glin enjeksiyon yapilabilir

Saglik sistemi erisimi sart

HIVST (Self-test)

Kisi kendi kendine

Ev, toplum temelli dagitim
XK Heniiz yeterli kanit yok
v (halen 6neriliyor)

Gizlilik, erisim kolayhgi

Uzun etkili PrEP’te yeterli
validasyon yok

Guidelines on
lenacapavir for HIV
prevention and testing
strategies for
long-acting injectable
pre-exposure
prophylaxis

14 July 2025, Guideline



Bazal degerlendirme

* CYBE taramasi (klamidya, gonore, sifiliz)

* Bobrek fonksiyon takibi
* F/TDF, eCrCl >60 mL/dak olan kisiler
* F/TAF, eCrCl 230 mL/dak olan kisiler
* CAB kullanan hastalarda bobrek degerlendirmesi gerekli degildir.

e Hepatit B Serolojisi
* Keserken HBV rebaundu icin yakin takip

* Lipit Profili
* F/TAF ; kolesterol, trigliserit

0StE0pOroz
* Osteopeni/osteoporoz

Landovitz RJ, Donnell D, Clement ME, et al. Cabotegravir for HIV prevention in cisgender men and transgender
women. N Engl J Med. 2021;385(7):595-608. hnp;l&mmnﬂnlargidmmumwwmzmlﬂlﬁ


https://www.nejm.org/doi/full/10.1056/NEJMoa2101016

PrEP icin kullanilan ilaclar

A COMARSITON Ry Tren seed B Daee

e Ak dasaan e

* Oral

» TDF/FTC =

o TAF/FTC : ciskadinlar icin uygun degil

* Enjekte edilebilir >

» Kabotegravir (CAB, 600 mg, gluteal im)
* Lenacapavir (LEN, sc)

FDA NEWS RELEASE

FDA Approves First Injectable Treatment for
HIV Pre-Exposure Prevention

Drug Given Every Two Months Rather Than Daily Pill is Important Tool in Effort
to End the HIV Epidemic

For Immediate Release: Decermbar 20, 2021



Oral PrEP

* TDF/FTC: Hem vajinal hem anal seks yoluyla cinsel iliski,
enjeksiyon paylasimi ile risk altinda olan kisilere karsi korur.

* Truvada® (veya jenerik esdegeri)*

* TAF/FTC : Sadece erkeklerle seks yapan erkekler (MSM) ve
trans kadinlar

* Descovy® -




e Oral

* TDF/FIC HIV PREVZ:;EE\:}
* TAF/FTC WITH JUST

1x1 tb 1 PILL A DAY




 Farmakolojik calismalarda TOP’lin koruma saglayabilmesi icin ilacin
vajinal veya anal bolgede yeterli konsantrasyona ulasmasi ve bunun

icin de kisinin belli bir siredir ilaci aliyor olmasi gerektigi saptanmistir.

Anderson PL, Kiser JJ, Gardner EM, Rower JE, Meditz A, Grant RM. Pharmacological considerations for tenofovir and emtrici- tabine to prevent HIV infection. J Antimicrob
Chemother. 2011; 66(2): 240-50.

* Anderson PL. Pharmacology considerations for HIV prevention. Presentation at 13th International Workshop on Clinical Pharma- cology of HIV Therapy (16-18 April 2012,
Barcelona) [Internet]. Utrecht: Virology Education [erisim 5 Haziran 2016]. http://re- gist2.virology-education.com/2012/13hivpk/docs/16_Anderson. pdf.



* llacin yeterli koruyucu konsantrasyona Oral PrEP

Vaginada yaklasik 20. glinde,

Anal bolgedeyse 7. glinde ulasabildigi gdsterilmistir.

Bu nedenle... >>>




PrEP baslandi... kondom?

* Anal seks yapan bireylericin : 7 glin

* Vajinal seks yapan bireyler icin: 21glun

JUST WEAR IT.



* Yine de PrEP tek basina %100 koruma saglamayacagi icin kondom
kullanimina devam edilmesi 6nerilir.

* Ayrica PrEP diger CYBE’lara karsi koruma saglamaz.

SEXVALLY
TRANSMITTED
DISEASES




HIV
20V

PrEP kullanan kisinin takibi? o

e Oral PrEP kullaniyorsa:

* 3 ayda bir;
o ) Laboratuvar tabanli testler 6neriliyor:
* HIVve diger CYBE testi Ag/Ab testleri ve HIV-1 RNA testi

o Ilag yan etki takibi Self-testing uygunsa yapilabilir.

* Recete dlizenlenmesi
* llac temini...

| Ending

Hl\ﬁfp | the

TOGETHER™

\3 World Health
Bf Organization

Learn more at: cdc.gov/StopHIV Together.

| Epidemic



Oral PrEP
Oral PrEP Approvals

80 approvals (110 countries in total) worldwide
as of September 2025

@ Approved

https://www.prepwatch.org/global-prep-tracker/



Olaya dayali PrEP rejimi, 2-1-1 (on demand)

* Cinsel birliktelikten 2-24 saat once alinan yukleme dozunu (2

tb TDF/FTC) takiben,

7 tablets 2-Z24nrs batore sex gg
1 tablet Z4nrs atter tirst dose
1 tablet 485rs after first dose }

P ,r , {
nnnnn&pnnnn




)

got prep?
 Cinsel aktif donem devam ettigi stirece gunluk tek tb

TDF/FTC,

* Cinsel aktif donem bittikten sonra, 2 giin daha 1 tb

2-24 H

v vy

alinmasi.

»
»

ml %mimm

24H




Olaya dayali PrEP rejimi (on demand)

AN | EACS
R St e
I\ Z
IS u
WAV Al
Society

* MSM bireylerde plaseboya gore daha etkili bulunmus,

e Gunluk, duzenli tek doz TDF-FTC kullanimindaki etkinlige ulasmasi
mumkun degil,

* Heteroseksuel kadinlarda iyi bir secenek degil (servikovajinal
konsantrasyon dusuk)

* Bu dozaj secenegi yalnizca anal seks icin uygundur, vajinal seks
icin uygun degildir .

https://www.iwantprepnow.co.uk/how-to-take-prep/



Olaya dayali PrEP rejimi (event-based)

Maruziyet tiiri

Insertif seks (anal)

Reseptif seks
(vajinal / neovajinal)

Baslangig

2—24 saat once 2
hap

2—24 saat once 2
hap

Bitirme (son risk
sonrasi)

2 giin boyunca
ginde 1 hap

7 gun boyunca
ginde 1 hap

TDF/FTC

British Association for Sexual Health and
HIV/British HIV Association guidelines on the
use of HIV pre-exposure prophylaxis (PrEP) 2025

Sema Kanit Gucu

Anal: Grade 1A

2:1:1 Vajinal/neovajinal:
Grade 1B
Vajinal: Grade 1C
2:7 Neovajinal: Grade

1D



Olaya dayali PrEP rejimi (on demand)

e Kadinlar icin 2-2-2-2 rejimi etkili gérialtyor... calisma asamasinda..

Table 1. Proportion of 1000 Simulated Profiles Achieving ECq, in the Female Genital Tract
(FGT) After Sex by On-Demand Tenofovir Disoproxil Fumarate/Emtricitabine (TDF/FTC)
Dosing Regimen. Proportions are presented as percentages (%).

: TDF/FTC Dosing Deys Rost-Sex
Regimen : - -
Instructions 5 7 10
KW 600/400mg 2 hours pre-sex
2-1-1 (reference) then 300/200mg 24 & 48 hours after sex 85 46 10
2.2-1 600/400mg 2 hours pre-sex
then 600/400mg 24 hours 98.2 68.5 14.1
& 300/200mg 48 hours after sex
9. 600/400mg 2 hours pre-sex
222 then 600/400mg 24 & 48 hours after sex 99 77.4 13.8
-1~ 600/400mg 2 hours pre-sex
21N then 300/200mg 24, 48, & 72 hours aftersex | 999 | 83.7 16.3
2-2-11 600/400mg 2 hours pre-sex
then 600/400mg 24 hours 99.8 85.7 19.1
& 300/200mg 48 & 72 hours after sex
2-2-241 600/400mg 2 hours pre-sex
then 600/400mg 24 & 48 hours 99.9 90.3 20.8
& 300/200mg 72 hours after sex
0, 3, 5 600/400mg 2 hours pre-sex
2-2-2-2 then 600/400mg 24, 48 & 72 hours after sex 99.9 95.4 27.3

Cottrell ML, Dumond JB, Marzinke M, et al. Optimizing On-Demand Tenofovir Disoproxil Fumarate/Emtricitabine Dosing in Women for HIV Prevention: A PK/PD Modeling Study.
Presented at: CROI 2025; March 9-12, 2025; San Francisco, CA. Abstract 157.



PrEP icin Cabotegravir
* Enjekte edilebilir —

* Kabotegravir (CAB, 600 mg, gluteal im)

FDA NEWS RELEASE

FDA Approves First Injectable Treatment for
HIV Pre-Exposure Prevention

Drug Given Every Two Months Rather Than Daily Pill is Important Tool in Effort
to End the HIV Epidemic

- For Immediate Release: December 20, 2021



CAB PrEP

* Enjekte edilebilir
e Cabotegravir (CAB, 600 mg, im, gluteal)

0 1.ay 2 ayda bir

—

* Koruyucu dizeyin tam ortaya ¢cikmasi yaklasik 7 giin sonra olur.

* Bobrek doz ayari gerektirmez.



CAB PrEP icin

1. ay;
* Antijen/antikor ve HIV-1 RNA test
* CAB enjeksiyon

e 2 ayda bir;
e Antijen/antikor ve HIV-1 RNA test
* CAB enjeksiyon
* Destek

* 4 ayda bir MSM, 6 ayda bir heteroseksuel ; CYBE taramasi
* 12 ayda bir; CAB devam etme istegi




CAB Yan Etkileri

* Enjeksiyon bolgesi reaksiyonlari: %75-84 ancak hafif-orta
siddette ve kisa surel

e Cilt dokuntusu, %2
 Alerjik reaksiyonlar, nadir
* Hepatotoksisite, %2

* Depresyon, nadir

* Genel olarak iyi tolere edilir.




CAB Koruma Siiresi BHIVAL:

British HIV Association

* Faz 1 Calismalarda; (im 600 mg) 3. glinde plazma hedef seviyesine
ulasmis, 7. ginde max plazma konsantrasyonuna ulasmaktadir.

* 8 hafta boyunca plazma konsantrasyonu hedef seviyenin Uzerindeydi.

e CAB-LA kuyruk periyot yaklasik bir yil olarak olcilmustir (bireylerin
%12-23'U enjeksiyondan 52-60 hafta sonra tespit edilebilir seviyelere
sahiptir, ancak yaklasik %80'inin 24 haftada tespit edilebilir seviyeleri
yoktu).

1.  ShaikJS, Weld ED, Edick S, Fuchs E, Riddler S, Marzinke MA, et al. Multicompartmental pharmacokinetic evaluation of long-acting cabotegravir in healthy adults for HIV preexposure prophylaxis. BrJ Clin Pharmacol. 2022;88(4):1667-78.
2. LandovitzRJ, Li S, EronJJ, Jr,, Grinsztejn B, Dawood H, Liu AY, et al. Tail- phase safety, tolerability, and pharmacokinetics of long-acting injectable cabotegravir in HIV-uninfected adults: a secondary analysis of the HPTN 077 trial. The Lancet HIV. 2020;7(7):e472-e81.
3. Markowitz M, Frank I, Grant RM, Mayer KH, Elion R, Goldstein D, et al. Safety and tolerability of long-acting cabotegravir injections in HIV-uninfected men (ECLAIR): a multicentre, double-blind, randomised, placebo-controlled, phase 2a trial. The lancet HIV. 2017;4(8):e331-e40.



Enjekte edilebilir CAB PrEP birakan kisi

* |lacin vucuttan atilimi bir yil veya daha fazla zaman alabilir (kuyruk

donemi- tail period) 2-12 AYLAR

* {lac seviyesi diistiikce, koruma diser.
* Dusuk ilac seviyelerde HIV ile enfekte olunmasi durumunda, viris ilaca

karsi direng kazanabilir.

* Bu nedenle, CAB’in vicuttan tamamen atilana kadar aylar boyunca HIV'e

karsi etkili bir korumaya sahip olmak 6nemlidir.

Meyers K, Nguyen N, Zucker JE, Kutner BA, Carnevale C, Castor D, Sobieszczyk ME, Yin MT, Golub SA, Remien RH. The Long-Acting Cabotegravir Tail as an Implementation Challenge: Planning for Safe Discontinuation.
AIDS Behav. 2023 Jan;27(1):4-9. doi: 10.1007/s10461-022-03816-0. Epub 2022 Sep 3. PMID: 36056997; PMCID: PM(C11232485.



CAB PrEP Onerileri BHIV A

* Yan etkilerden endise eden kisiler icin oral CAB ile PrEP baslangici
istege bagli dnerilir.

* llac ilac etkilesimine dikkat !

* Bazi antikonviilzanlar (karbamazepin ve fenitoin) ve rifampisin ve
rifabutin gibi antimikobakteriyel ajanlar; kabotegravir plazma
konsantrasyonlarini 6nemli dlctide terapotik seviyenin altina
disurmektedir.



CAB sirasinda saptanabilir HIV viral yak

* Hasta hemen cagrilir.

e HIV dordiinct Ag/Ab testinin tekrari, HIV RNA ve direnc testi (INSTI
direnci dahil) yapiimalidir.

 TDF-FTC veya TAF-FTC NRTI tedavisine guclendirilmis Pl eklenerek
tedavi baslanmasi dustnulebilir.

BH I VA @

British HIV Association

* CROI 2025: HIV edinimi <6 ay ise; INSTI rejimi basarili;
calismaya ihtiyac var.
Landovitz RJ, et al. CROI 2025. Oral Abstr 197



Open Forum Infectious Diseases

BRIEF REPORT

Early Virologic Success on
Antiretroviral Therapy Among
Individuals With Breakthrough HIV
Acquisition on Long-Acting
Cabotegravir Pre-exposure Prophylaxis

Urvi M. Parikh,' Monica Gandhi,>" Jessica Altamirano,”" Hussein Safa,’
Aniruddha Hazra,*>" Lisa Georgetti Gomez,? Prerak Shukla,® Trevor Hedberg,®
Amy L. Heaps,"" Elias K. Halvas,' Karen Kuncze,’ Hideaki Okochi,’

Charles Walworth,” Amy Conroy,” Chris Bositis,“~ Carolyn Chu,*

John W. Mellors,"” and Catherine A. Koss™": on behalf of the SeroPrEP team

"University of Pittsburgh, Pittsburgh, Pennsylvania, USA, *University of California,

San Francisco, San Francisco, California, USA, *CAN Community Health, Tampa, Florida, USA,
“Jefferson Health, Philadelphia, Pennsylvania, USA, ®University of Chicago, Chicago, Illinois,
USA, *Howard Brown Health, Chicago, lllinois, USA, and "Monogram Biosciences/Labcarp of
America® Holdings, Burlington, North Carolina, USA

2025 May 12

Direng: Rutin genotiplemede INSTI direnci yok; ileri analizde diistik

frekansh (6rn. Q148R, R263K) varyantlar saptanabilir.

Baslangi¢c ART: DRV/c + F/TAF ile baslaninca hizli ve kalici virolojik

supresyon (<50 kopya/mL)

INSTI: ilag etkilesimi olan 1 hasta BIC/FTC/TAF’a gecis sonrasi
supresyon saglanmis. (003A ; dustk frekansli major INSTI
mutasyonlarina (Q148R ve R263K) sahip olmasina ragmen ViRAL
SUPRESYON saglandi)

*CAB-LA altinda HIV saptandiginda ilk secenek olarak DRV/c-

tabanli rejim glivenli; yakin izlemle INSTI rejimine gegis mimkiin.

Parikh UM, Gandhi M, Altamirano J, et al. Early Virologic Success on Antiretroviral Therapy Among Individuals With Breakthrough HIV Acquisition on Long-Acting Cabotegravir Pre-exposure Prophylaxis.
Open Forum Infect Dis. 2025;12(6):0faf285. Published 2025 May 12. doi:10.1093/ofid/ofaf285



Cabotegravir for HIV Prevention in Cisgender Men
(.7 ™ NEW ENGLAND and Transgender Women

CAB P rE P Y/ JOURNAL of MEDICINE
Authors: Raphael |. Landovitz, M.D., Deborah Donnell, Ph.D., Meredith E. Clement, M.D., Brett Hanscom, Ph.D., Les
Cottle, B.A., Lara Coelho, M.D., Robinson Cabello, M.D., 58 |, for the HPTM 083 Study Tearm”™ Author Info &
Affiliations
Published August 11, 2021 | N Engl ] Med 2021;385:595-608 | DOI: 10.1056/NE|M0a2101016 | ¥OL, 385 NOQ. 7
Copyright © 2021

HPTN 083
e 2 ayda bir im olarak uygulanan kabotegravirin glinlik oral tenofovir
disoproksil fumarate/emtrisitabine gore Gstlin oldugu gosterilmistir.
i:*Li The Lancet —
Cébotegravir for the prevention of HIV-
1 in women: results from HPTN 084, a
phase 3, randomised clinical trial HPTN 084

Landovitz RJ, Donnell D, Clement ME, et al, and the HPTN 083 Study Team. Cabotegravir for HIV prevention in cisgender men and transgender women. N EnglJ Med 2021; 385: 595-608.



CROI 2025

ImPrEP CAB Brasil:
* Uyum oldukca iyiydi

Takipten cikan olmadi
CAB-LA tercih edilen grupta

hicbir serokonversiyon

meydana gelmedi.

& ImPrEP

Enrollment period: Oct2023-Sept2024

* 534 prior PrEP use
* 503 declined
° 228 with HIV
132 PEP indication
* 32 silicone implants in

CAB-LA choice
cohort

No seroconversions
in 745.2 PY of
follow-up

1497 (51.0%)

2921
pre-eligible individuals
assessed

_

Oral PrEp

choice cohort =

1 seroconversion in
100.3 PY of follow-up

Incidence rate:

1.0 [95%CI 0.0-5.6]
per 100 PY

CAB

From 14

Brazilian PrEP Public
Health Clinics

' HIV incidence per cohort %A ImPrEP

Oral PrEP

comparison cohort

9 seroconversions in
607.1 PY of follow-up

Incidence rate:

1.5 [95%Cl 0.7-2.8]
per 100 PY

Grinsztejn, B et al. ImPrEP CAB Brasil: Enhancing PrEP Coverage with CAB-LA in Young Key Populations. Conference on Retroviruses and Opportunistic Infections, San Francisco, abstract 192, 2025.



Cabotegravir Regulatory Approval
26 regulatory approvals (57 countries in total), & pending for CAB as of June 2025

s N 26
i N 6

European Medicines Agency

- Canada
ABD United
Kingdom L Ukrsine
Avustralya |
United States
(L] L] chi
Giney Afrika "
' Taiwan
Mexico Myanmar
Zimbabve .. etzom
igeria Philippines
, Cdte d'oire -4 ’
Colombia Uganda Malaysia
Kenya
L3 e\J e o0 . o manda
Avrupa Birligi , baz lilkeler Pery Tanzania fiow
Malawi
Brazil Mozambique
Namibia - Zimbabwe
Botswana Eswatini Australia -+
South Lesotho
Africa

Chile Argentina

~


https://www.prepwatch.org/products/injectable-cab-for-prep/?utm_source=chatgpt.com
https://www.gsk.com/en-gb/media/press-releases/european-commission-authorises-viiv-healthcare-s-apretude/?utm_source=chatgpt.com
https://www.gsk.com/en-gb/media/press-releases/european-commission-authorises-viiv-healthcare-s-apretude/?utm_source=chatgpt.com
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CAB-ULA (ultra long acting)

* Faz | calismasi tamamlandi (2024)
* 4 ayda bir uygulama

* IM form daha iyi tolere edildi (SC'de ciddi lokal reaksiyonlar goruldi)
* Registrational (kayit) calismalari planlaniyor.
* Henlz onayli veya kullanimda degil

ViiV Healthcare. Cabotegravir Ultra-Long Acting (CAB-ULA) Phase | study results announced. Press Release, March 2024.
isim: ://viivhea are.com/hiv-news-and-media/news/press-releases/2024/ma egravir-long-acting-inje
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Lenacapavir PrEP

* HIV-1 kapsid inhibitoru, sc
* Yilda iki kez lenacapavir PrEP c¢alismalari; (faz 3) 6 ay

* PURPOSE 1; Genc kadinlar

* PURPOSE 2; Cis erkekler, trans kadinlar, trans erkekler, non-binary
Kisiler



A Background HIV Incidence and HIV Incidence in Lenacapavir, F/TAF, and
F/TDF Groups
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PURPOSE 1

100 Person-Yr

Incidence of HIV Infection per

Background  Lenacapavir F/TAF F/TDF
Incidence (N=2134) (N=2136) (N=1068)
(N=8094)

0 Infections 39 Infections 16 Infections

* Lenakapavir alan kadinlarda HIV enfeksiyonu gorilmedi. 1939 personyr 1932 Person-yr 949 Person-yr
* Oral FTC/TAF; tedaviye uyumsuzluk (poor adherence)
e Lenakapavir enjeksiyonu (6 ayda bir) kadinlarda sifir HIV enfeksiyonu ile tistiin koruma

saglamistir.

Bekker LG, Das M, Abdool Karim Q, et al. Twice-Yearly Lenacapavir or Daily F/TAF for HIV Prevention in Cisgender Women. N EnglJ Med. 2024;391(13):1179-1192. doi:10.1056/NEJM0a2407001



Published Online

Lenacapavir PrEP i

50140-6736(25)00405-2

Pharmacokinetics and safety of once-yearly lenacapavir: @™ @
a phase 1, open-label study

Vamshi Jogiraju, Pallavi Pawar, Jenna Yager, John Ling, Gong Shen, Anna Chiu, Emma Hughes, Ramesh Palaparthy, Christoph Carter, Renu Singh

* Yilda 1 kez im uygulanan Lenacapavir PrEP uygulamasi

* PURPOSE 1 ve 2 deki (sc) 26. haftada ulastigl etkin konsantrasyona 52.
ve 56. haftalarda ulastigi gosterilmistir.

» Katilimci sayisi ve cesitliligi oldukca sinirli

Jogiraju V, Pawar P, YagerJ, et al. Pharmacokinetics and safety of once-yearly lenacapavir: a phase 1, open-label study. Lancet. 2025;405(10485):1147-1154.



Lenacapavir PrEP

Jogiraju V, Pawar P, YagerJ, et al. Pharmacokinetics and safety of once-yearly lenacapavir: a phase 1,
open-label study. Lancet. 2025;405(10485):1147-1154.

Median (IQR) lenacapavir plasma concentration (ng/mlL)

Median (IQR) lenacapavir plasma concentration (ng/mL.)
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—&— Twice-yearly subcutaneous lenacapavir

10

In-vitro paECy,

-#- Once-yearly intramuscular lenacapavir; formulation 2
—&— Twice-yearly subcutaneous lenacapavir

11 L1y

I AN

i

In-vitro pakC,,

o b lJ L1

1

1 111

1 I l 1 1 I L) I 1 1 Ll 1

16 20 24 28 32 36 40 44 48 52 56
Time post-dose (weeks)

o
R
00
i~




June 18, 2025

Yeztugo® (Lenacapavir) Is Now the First and Only

FDA-Approved HIV Prevention Option Offering 6
Months of Protection

Subkutan formu onaylandi
Resmi kilavuz ve prospektiste karin bolgesi sc olarak onerilmekte

Yillik $30,000
HIV ile yasayan biri i¢in yillik tedavi maliyetinden fazla

Ancak Global Fund ile kar guitmeden teminat giindemde...



u‘ﬁ’ﬁ"@i‘\% World Health

Y Organization

Table. Summary of Key Differences Between Oral PrEP, Long-Acting Cabotegravir, and Lenacapavir

Oral PrEP Long-acting cabotegravir Lenacapavir

Efficacy (PrEP products are >90% Effective (possibly as high as >90% Effective (possibly as high as >90% Effective (possibly as high as

effective only when used as 94%-99%)? 92%-95%)? 90%-99%)

directed)

Effective use Daily regimen (1 dose/d) Bimonthly intramuscular gluteal Twice-yearly subcutaneous injection
On-demand injection
(2-1-1 dosing schedule)

Adherence Self-managed, flexible (easy to start, ~ On-time injections assisted by On-time injections assisted by clinicians
stop, restart) clinicians (promotes adherence) (promotes adherence)

Generic formulation Generic versions available Generic available in 2027 Voluntary licensing agreement signed with 6

generic manufacturers
Risks High risk of nonadherence Breakthrough infections and LEVI Possible breakthrough infections and LEVI

(ultrasensitive RNA testing required)  (ultrasensitive RNA testing required)

Abbreviations: LEVI, long-acting early viral inhibition; PrEP, preexposure prophylaxis.
2 Data from the World Health Organization.

Niu X, Drain PK. Is Lenacapavir Needed for Individuals Adherent to Daily Oral PrEP?. JAMA. 2025;333(4):283-284. d0i:10.1001/jama.2024.22995



Alternatif tedaviler

* Tenofovir jel

e Dapivirin vajinal ring, 2 calismada (aylik)
HIV bulasini %30 azalttigl gosterilmis. (DapiRing)

Dapivirin halka

¢ Iviri -3 aylik-
Dapivirin, NNRTI A
grubunda bir ilag:. (su an sadece Afrika’da) asamasinda..

Dapivirine Vaginal Ring (PrEP ring or ring)

- . - RESEARCH BRIEF
Summary of research findings in ek Geane
East and Southern Africa



IAS 2025: Monthly oral PrEP pill advances to phase ll|
MERCK trials, 18 July 2025

thiy al PrEP pill advances to phase trials

MNEWS RELEASE
Merck to Initiate Phase 3 Trials for Investigational ﬂ
Once-Monthly HIV Prevention Pill e
2025-07-14

In collaboration with the Gates Foundation, Merck advances MK-8527 pre-exposure
prophylaxis (PrEP) clinical trials globally

Yeni Molekuil: MK-8527: Nukleozid revers transkriptaz translokasyon inhibitoria (NRTTI)

EXPrESSIVE 10-11; Faz 3 klinik calisma asamasinda, henuz cok yeni basladi (Agustos 2025)
(glinlik oral PrEP ile karsilastirilacak)



Years Ahead in HIV Prevention Research
Time to Market

v

Prevention Product

+ Demonstrated modest efficacy

: * Unclear demand and limited initial suppl
VTR Dabivirine Multiple implementation science projects o Initial price ~$180/yr e
X g morﬁ::l" . * Oct 2023: A memorandum of understanding reached on a
Rlng . product license with Kiara
WHO * 3-monthly ring currently in development and could be
Guidelines Selected Global Fund procurement and programs submitted to regulators in 2025

* Opportunity to build market and platforms for vaginal rings

» Demonstrated high efficacy
e Unclear demand and limited initial supply
. Multiple regulatory : : : : : « Initial LMIC price ~$240/yr; 2024: ~$180/yr; 2025: ~$160/yr
Cab_OtegraV" o MUItlple 'mplementatlon science projects e Mar 2023: MPP & Viiv licensed to 3 generics with likely
One intramuscular injection regulatory submission by 2027
(3ml) every 2 months « 4-monthly formulation currently in development, with

Long-Acting WHO Selected Global Fund and PEPFAR procurement and regulatory submission expected early 2026
Guidelines programs o Opportunity to build market and platforms for injectables

E ol anrhY every £ monthe I million users in first 3 yrs
(1.5 ml each) every 6 months : Intro « Initial LMIC price unclear

Injectables
Lenacapavir Phase 3: for BURROSE Tand s 965 redtucsion ™ —Poss b\e * Demonstrated very high efficacy
infecti pared to background HIV incids | - Dec 2024: Global Fund & PEPFAR it t hing 2
Two subcutaneous injections PURPOSE 1 & 2 for PURPOSE 2 : product ® Dec Global Fun commit to reaching

Phase 2: PURPOSE 3, 4, 5

____________ ; e Oct 2024: Gilead licensed to 6 generics with likely
regulatory submission by 2027
F/TAF i « Once-yearly formulation currently in development, with
. i Fossible 1 regulatory submission expected in 2027
daily Phase 3: part of PURPOSE 1 i regulatory H « Opportunity to understand if market can bear 2 injectables
i approvals i
oral PGP - 0000000000000 OO tectleememee !
MK-8527 T | Phase 3: EXPrESSIVE-10 and EXPrESSIVE-11 | i
monthly Phase 2a: MK-8527-07 i expected to launch in Q3 of 2025 :
- I Dracihla oossssssosesssmmessmsmmmssee= =1
%;f;.l'f::u'atjd Pilot bioequivalence (BE) Pivotal Possible product ¢
Dual an stud BE introduction :
EB ethinyl estradiol/ T h— SRR ERRIONAS s H

Preventlon levonorgestrel

Pill oral contraceptive -
pill Acceptability Study: HPTN 104
daily

https://avac.org/resource/infographic/years-ahead-in-hiv-prevention-research-time-to-market/ JULY 16, 2025 July 2025
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* Hormon iceren (0strojen&progesteron) kombinasyonlu oral form ve
implantlar calisma asamasinda...

e Dual Prevention Pill (DPP)

* Implant / Hormonal implantlar

Oral Contraceptives Pre-Exposure Prophylaxis

The Promise of the Dual Prevention Pill: A Framework for Multipurpose HIV and Pregnancy Prevention Products — BA Friedland ve ark., 2021.



Adolesanlar icin PrEP

* En az 35 kg
e GuUnluk oral F/TDF ve F/TAF ergenler icin FDA onayli

* CAB, 18 yas alti erkek veya kadinlarda incelenmemistir.

* Ancak, CAB'nin bu poptulasyon icin givenli oldugu belirlenene ve FDA
tarafindan onaylanana kadar, CAB enjeksiyonlari 18 yas alti ergenler
icin 6nerilmemektedir.

Tanner MR, Miele P, Carter W, et al. Preexposure prophylaxis for prevention of HIV acquisition among adolescents: clinical considerations, 2020. MMWR Recomm Rep. 2020:69(3):1-12.
https://www.cdc.gov/mmwr/volumes/69/rr/rr6903al.htm


https://www.cdc.gov/mmwr/volumes/69/rr/rr6903a1.htm

Professor Linda-Gail Bekker at IAS 2025.

PreEP dikkat edilecek durumlar

-Hasta gebeyse/planliyorsa:

PrEP baslandiginda gebelik var/sonradan kalinmissa yarar/zararlari
tartisthr

TDF-FTC devam et (gebelik kategori:B)
Kayit altina alinir.

CAB & LEN icin Uet veri henliz yok, ancak &
Kontrendike degil (IAS 2025; - SN

WHO 2025 kilavuzlarinda, hamilelik ve emzirme doneminde HIV riski
olan kadinlarin PrEP kullaniminin durdurulmamasi yéntinde oneriler yer
almakta)

https://programme.ias2025.org/Abstract/Abstract/?abstractid=6602

Lenacapavir and cabotegravir PrEP supported for use in pregnancy and breastfeeding
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e HIV edinme riski devam ederse PrEP hamilelik ve emzirme doneminde
devam edebilir.

e PrEP altindaki tim kisilere HAV, HBV, 7l
HPV ve maymun cicegi virisine karsi '
asilar onerilmelidir.

Iill!lhlll




Temas sonrasi profilaksi (Post-exposure, PEP, TSP)

e MESLEKI: ilk olarak 1984

e MESLEKI OLMAYAN

"i’?\ﬂ@

Unprotected sex Pregn Injecting drugs Working in Blood
childbi tI' & healthc transfusions &
breastfeeding organ/tissue

transplants



Temas sonrasi profilaksi (PEP, TSP)

* HIV bulasma riski;

e Bulasma yolu,
* Virus miktari, .

« Kaynak hastanin evresi AR
* Antiretroviral tedavi alip almamasina gére degismektedir. | Y] HIV J

0=



* Vajinal,
e Anal,
* GOz, agiz gibi mukozal membran temasi

e Hasarli, battinligi bozulmus deri ile HIV stphesi olan kisiden temas
sonrasi durumda PEP baslatiimalidir.




* HIV, temas sonrasi donemde, baslangicta deri ve
mukozadaki dentritik htcrelerde cogalir;

* Ardindan 48-72 saat icinde lenf gangliyonlarina ulasir
* Bes glin sonra kan dolasimina gecer.

5 dai

Regional lymph node

Spira, J Exp Med 1996.183:215--25.



* Yaklasik sekiz glin sonra HIV, beyin-omurilik sivisinda
saptanabilir.

* Temas sonrasi antiretroviral ilaclarla yapilan

proflaksi, HIV’in sistemik dolasima gecmesini
engellemeyi amaclar.

Fuslon/entry
inhibitors Mature
Entuvirtide (ENF) HIV virion
HIV Maraviroc (MRC)
Reverse L Budding
transcriptase
Inhibitors
NRTIs
Pyrimidine analogues u 4 d e
Ihymidine analoguos inhibitors
stov d 3 Saquinavir (SQV)
Siavud n: ((:4{1‘? i l . (ol
; Indinavir (1DV)
Lamvvudu o(aTC) Amgz;:?m)
Emrctabins (FTO) iazanic ATV
Atazanavir (ATV)
uas Fosamprenawvir (fAPV)
Bmm:_; L_a_:;. Viral > Tipranavir (TPV)
Abacavu (ABC) wONA 34 Darunavir (DRV)
Integration in v
Tenobv dusopfox:l
Iuma w(T DF)
Duenosne (ddl)
NNRTIs
Efavirenz (EFV)
Noviraping (NVP) Integrase
Delavirdine (DLV) lnheigllors
Etravirine (ETR)

Raltegravir (RGV)




* Tedaviye temas sonrasi mumkun olan en kisa stirede, ideali 1 saat
icinde, en gec¢ 72 saat icinde baslanmalidir. Tedavi 28 giin siireyle

uygulanmalidir.

972

HOURS

628

DAYS



Kaynagin degerlendirilmesi
e Kaynak kisinin HIV infeksiyonu oldugu biliniyorsa,

e Hastaligin evresi,

* En son viral yukad,

* Antiretroviral tedavi oykulsu
ve

* Direnc testleri 6grenilmelidir.

EACS
European
AIDS
Clinical
Society



Mesleki temasta |

e Kaynak kisi HIV +, 6 aydan uzun stredir ART aliyor, viral supresyon

saglanmis ; olsa bile = kesici delici yaralanmalarda, olgu bazinda karar

verilir ; PEP Onerilebilir.

BH | VA ¥

British HIV Association



Maruz kalan kisinin degerlendirilmesi

* anti-HIV, anti-HCV, HBsAg ve anti- HBs

* Dogurganlik cagindaki kadinsa gebelik testi

* Cinsel saldiri durumunda, bazal HIV testi yaptirmayi kabul etmese de

TSP baslanir.



: : (—ﬁ‘:".'-} EACS
Kullanilabilen ilaclar & Eurper
Sk o
 TDF/FTC (TAF/FTC) + RAL 2*1 veya DTG 1*1

« TDF/FTC (TAF/FTC) +  DRV+RTV(b)
* TAF/FTC/BIC

* TDF/FTC + raltegravir 1200mg/giin  {———— BHIVA:G:

British HIV Association

* Abakavir iceren rejim ONERILMEZ.



Author manuscript
Lancet HI'V. Author manuscript; available in PMC 2024 August 19.

Published in final edited form as:
Lancet HI'V. 2023 December ; 10(12): e816—e824. doi:10.1016/S2352-3018(23)00238-2.

= HHS Public Access

Post-exposure prophylaxis to prevent HIV: new drugs, new
approaches, and more questions

Kenneth H Mayer,
Lao-Tzu Allan-Blitz

e Guncel kilavuzlar genellikle daha iyi tolerabilite profilleri nedeniyle proteaz inhibitorleri yerine INSTI'leri tercih
etmektedir.

* Bictegravir, emtrisitabin ve tenofovir alafenamid (TAF) iceren tek tabletli rejimlerin PEP icin genel olarak iyi
tolere edildigi

ve dusik birakma oranlarina sahip oldugu bulunmustur.



L - (_ﬁ;fr.% EACS
PEP kullanan kisinin takibi QD) |European

Clinical
Society

* Takip HIV serolojisi: PEP'in sonunda zorunludur ve 6-8
hafta sonra tekrarlanir (maruziyet sonrasi 12. hafta,)

BHIVA©G:

British HIV Association

* PrEP'e baslama firsati gorusulebilir, risk devam ediyorsa.



Gebelik ve Emzirme

e Guvenlidir.




Guidelines for
HIV post-exposure

Yeni Oneriler orophylaxs

* Toplum temelli PEP erisimi:
PEP artik sadece hastane/klinik degil, eczane,

polis karakolu, mobil klinik, online platform gibi

toplum temelli yerlerde de sunulmal.

Temmuz 2024

e Gorev paylasimi (task sharing):
Sadece doktor degil, eczaci, hemsire, toplum sagligi ¢calisani, hatta
egitimli akranlar da PEP baslatabilir ve takip edebilir.
— Bu, erisimi artirma ve damgalanmayi azaltma amaci tasiyor.

Guidelines for HIV post-exposure prophylaxis, https://www.who.int/publications/i/item/9789240095137



 Z20.6 INSAN IMMUNYETMEZLIK VIRUS [HIV]'UNA TEMAS VE MARUZ
KALMA

e B20-24 ICD Tani kodlari belirtilerek

e 2018, geri 6deme kapsaminda

"TURKIVE iLAC VE TIBBI CIHAZ KURUMU EX ONAYT ALINMADAN KULLANILABILECEK ENDIKASYON DISI fLAC LisTESI

TACAOzIL
Belirtilen endicaryonlarda
duzerlenacek 1l kurst
£3pora vays (s ballanies Lamivodin=Zsdovodn, “
aporanda gocsk enbstvon bro oo o mo o kil Eentcistabin, Adli Vaka olarak:
| - » - - Mm“ gy m u’ .Fl‘“ .
3 1 ENFEKSIYON HASTALIKLARI | (butunmamans hatinde jocuk RisonavieLoginavie 0-18 (18 yay dahil) yay aralipenda herhang: bir térde cinsel dligki ve'veya kan igeren igermeyen
sablch ve bastalokien: vicot mvilan tle temas geklinds cinsel saldenrya man kalmey adli vakalards olayin
umant veva enfiaiyce pergaklopmaenini taloben ik 72 saat spinds baglanarak 28 ginlik profilakos wygulanman amacyla
hastaldclan ve kiinik
enilyodiyolesi uoman heicemi)
Adli Vaka olarak;
Lamivodin+Zsdovodin, ] ve Gati herhang: bir tirde cinse! ilighi ve veya kan iperenigermeyen vicut mvilan ile
Tenofovur duoproksl+Emtristabin, temas peichinde cansel salderya marse adli vakalarda olayn gerpekiegmesnn: takiben ilk 72
il E e e b T ——
Szenleeacek udl Dolutegravie®,
rapors vevs ilag kull Ritonavir<Lopinavir Saghk profesvonellerinin HIV riski tasivan mesleki varalanmalan durumunda;
3 ENFEKSIYON HASTALIKLARI hasnaldclan ve kitnik HIV sl olan veya HIV olduju belinen hasta de iligicl: olarak aabidaic durumiardan herhanp
mikrobiyolojl uaman hekimnd | *: Mevest bilpler ve syaniar ighinda birinda tlk 72 saat spinda baglananak 28 ginltk profilakos sygulanman amacivia
(olunmaman halinde | potansiyel fetal rak thtsmali sedebiyvle
hastaldklan uomen heioms) | pabalik yophest ve erken gebalik 1) Dgili sajlek profesyonalinin defici-kesics alet e yaralanman,
man buluemalsd durumlaninda tarcih adilmemelsdic 2) Kan, kank vécst svin veya infakaiyos matervalinin tlgili sajlck profesvonal kozatan
e teman,
3)Kan, kanls vicut uvim veya infekaiyos materyalinin il sajlik proferyonelinin biténlsgs
bozulmuy derua tle temast,
4 )8ajlik proferyonelinin hasta tarafindan wniman




Ayrimcihiga

SOnug ugramadan tani,
tedavi (ART) ve
* Saghk Politikalari ve Yasal Duzenlemeler bakim

hizmetlerinden
yararlanma hakki.

* PrEP erisimi

* HIV ile yasayan kisilerin haklari Mvaehcr;?;nn:?ket

: Hakk
e HIV stigmasinin azaltilmasi e

HIV hakkinda
dogru, bilimsel
ve ulasilabilir

Ayrimcihga bilgiye erisim
Karsi hukuki hakki.
yollara
basvurma

hakki.

Evlilik, Aile ve
Cinsel Yasam
Hakki




Sonuc ve Oneriler

* En etkili strateji kombinasyon yaklasimidir.

* Klinik uygulamalar, egitim ve politika destegi birlikte ilerlemelidir.
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