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Global HIV/AIDS Pandemisi:
Son Veriler
™ 36.7 milyon HIV ile yasayan birey (2015 sonu)

= 1.1 miyon AIDSiliskili [~ S AL
AIDS

olum (2015 sonu)

m 2015’te 2.1 milyon yeni
HIV enfeksiyonu

Source: UNAIDS, 5/201

Son 10 yilda HIV insidansinda %35 azalma
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HIV Onleme Paketi

Egitim ve
davranis
degisikligi

| Kan tiriinlerinin
taranmasi
Temiz siringa
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PrEP Nedir?

dHIV enfeksiyonu acgisindan
yuksek riskli bireyler icin
farmakolojik bir koruma
mudahalesi

-
e
»
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d Enfekte olmayan bireylerin APILL '|'0
potansiyel HIV temas PREVENT HIV

oncesi ve sonrasi ARV
ajan(lar) kullanmasi




PreP icin ARV secimi?

« |ki NRTI; Tenofovir disiproxil fumarate (TDF) ve
emtricitabine (FTC)

* Kilinik ¢alismalarda; -
Oral TDF, Oral TDF/FTC, TDF vajinal jel | 4

( h

Guvenli, potent, iyi tolere edilen

Tek tablet (TDF/FTC)

Her ikisi icin uzun plazma yarilanma omru
(10-17 saat)

Vajinal ve rektal dokulara yuksek penetrasyon /

/<




PrEP Gelisim Sureci

August 2012  June 2013

Kasim 2010 TDF2 Bangkok TDF Study OS2k 2016
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FEM-PrEP VOICE IPERGAY

Haziran 2013
CDC Interim Guidance:
lv llag Bagimlilari igin

PrEP

Temmuz 2012
FDA Onay!

Ocak 2011 TDF/FTC PrEP
CDC Interim Guidance:

MSM’ler icin PrEP Agustos 2012

CDC Interim Guidance:
Heteroseksueller icin PrEP  Mayis 2014

US Public Health Service
o PrepP icin Klinik Uygulama
Kilavuzu



ORAL VE TOPIKAL TDF BAZLI PrEP

KLINIK CALISMALAR

Partners PrEP—giinliik oral TDF/FTC

Serodiskordan (Kenya, Uganda) 75% (55-87)
iftler —giinlii -
¢ Partners PrepP gunIuE(Keorg%’t%ngcgr%/ég 67% (44-81)

iPrEx—daily oral TDF/FTC
(MSM—Amerika,TayIan)(lj,GUney Afrika) + 44% (15-63)

. PROUD—daié gII\DAIiFUTig 86% (58-96) (90% CI
PERCA e B TR 6% (40-98)
Heteroseksiiel TDF2—giinliik oral TDF/FTC
erkekler ve kadinlar (Botswana) . 62% (22-84)
CAPRISA 004—“BAT-24 d(w:)?r?e‘rllglsnoaultgalf:rigg)l . 39% (6-60)

FACTS 001—“BAT 24” dosing vaginal TDF gel
(Women—South Africa)

0% (-1 to 2)
15% (-21 to 40)
6% (-52 to 41)
-4% (-49 to 27)

-49% (-129 to 3)

ii MTN 003/VOICE—giinliik vajinal tenofovir jel
Eaeé?;f;reks“e' (Gliney Affika, Uganda, Zimbabuie)

FEM-PrEP—guinliik oral TDF/FTC
(Kenya, Glney Afrika, Tanzanya)

MTN 003/VOICE—daily oral TDF/FTC
(Guney Afrika, Uganda, Zimbabwe)

MTN 003/VOICE—daily oral tenofovir
(Guney Afrika, Uganda, Zimbabwe)

People who Bangkok TDF study—giinliik oral TDE .
inject drugs (Taylanl) 'y ‘ ‘9% (10-72)
7 1 I I I I I I
- -60 -40 -20 20 40 60 80

Etkinlik (%)

Maxer KH, et al. Curr Opin HIV AIDS. 2015;10:226-232.




Klinik Calismalarda PreP
Etkinlik ve Uyum

Lot APRISA 004 (tenofovir
80 -
60 S PrEx
S 404 DF2
~ 20 artners PrEP (TDF)
= ~Partners PrEP (TDV/FTC)
=l EM-PrEP
i -20 - VOICE (TDF)
404 VOICE (TDF/FTC)
60 : . VOICE (tenofovir JEL)

10 20 30 40 50 60 70 80 90

Katilimcilarin tespit edilebilir ila¢ duzeyi yuzdeleri

Etkin korunma yuksek uyum ile iligkili

o
AVAC Report. 2013



IPrEX:
MSM'ler icin Gunluk Oral TDF/FTC PrgEP

« Cift kor, randomize , kontrollu « Kimulatif HIV enfeksiyon riskinde
e Oral gunluk TDF/ETC PrEP vs PBO rolatif azalma: % 44 (TDF/FTC lle

) . _ PBQO’ya oranla) (P = .005)!
* Yuksek riskli HIV-negatif MSM’ler - ) N
 Her iki kolda seksuel aktiviteler,

(N =2499) ) S ,
Kaplan-Meier Estimates of Time to HIV yuksek riskli davran1|§lar, CYBHlan
- [ Infection (Modified ITT Population)i agisindan fark yok 1]
= - TDF/FTC 1-4 haftada yiiksek
g2 sy oranda bulanti (P < .001)
a £ 0087 . 48. haftada direnc yok
2> 0.04-
ST FTC-TDF
25 0.021
S o

0 12 24 36 48 60 72 84 96108120 132
Haftalar

1. Grant RM, et al. N Engl J Med. 2010;363:2587-2599. 2. Marcus JL, et al. PLoS One. 2013;8:e81997.
3. Biegler T, et al. J Infect Dis. 2014;210:1217-1227. :



iIPreX OLE:
llac Uyumu ile HIV insidansinda anlamli azalma

« [PreX OLE: acik etiketli
 Gunluk oral TDF/FTC

e 72 hafta, HIV insidansi ve ilag diizeyi
_ <2
(MSM and TGW) (N = 1603) S " Tablets!
L 3
o 4-6 tablet/hafta ile 7 tablet/hafta g
kullanimda benzer (>%90) S
o 2-3 tablet/hafta kullanim HIV risk g
artisi ile iligkili g
>
o Bazalde sekstiel riski daha -
yuksek olanlarda ilag uyumu OLLOQ 350 500 700 1000 1250 1500
daha fazla TFV-DP in fmol/punch

TFV-DP Dosing
(fmol/punch) Interpretation

1. Grant R, et al. IAC 2014. Abstract TUACO0105LB. 2. Grant R, et al. Lancet Infect Dis. 2014;14:820-829




Partners PrEP:
HIV-Serodiskordan Ciftlerde PrEP
TDF -TDF/FTC- Plasebo o

36 ay
Heteroseksuel
ciftlerin HIV-negatif

HIV-serodiskordan

partnerleri
- _

Baeten JM, et al. N Engl J Med. 2012




Partners PreP:

Her iki PrEP stratejisi HIV bulasini anlamli duzeyde azaltiyor

Primer Etkinlik, mITT TDF TDF/FTC Plasebo
Analizi (n =1584) (n =1579) (n = 1584)
HIV bulasi, n 17 13 52
Etkinlik vs plasebo, % 67 75 B

(% 95 CI) (44-81) (55-87)

— Her iki PrEP Stratejisinde HIV bulasinda hem erkekler hem
kadinlarda anlamli azalma

— TDF etkinligi: kadinlarda %71, erkeklerde %63
— TDF/FTC etkinligi: kadinlarda %66, erkeklerde %84

Baeten JM, et al. N Engl J Med. 2012 °



Partners Demo Projesi: Yuksek riskli

Serodiskordan Ciftlerde PrEP + ART

« Serodiskordan Afrika’ll L
, HIV riski nde %95
cifflerden HIV-enfekte { azalmal(P < .OOO])]

olmayana gunlUk TDF/FTC
PrEP (Enfekte olan ART

basladiktan sonra 6 ay « Serokonversiyon olan

sureyle) olgularda ayni zamanda

(N'=1013 couples) TDF saptanamaz dizeyde
o 24 ay takip veya PrEP’i birakmis

o HIV enfekte olamayanlarin
%97'si PrEP aliyor

o HIV-enfekte olanlarn
%91'ine ART baslaniyor;
bunlarin, > %90 viral
supresyon gerceklesiyor

o
Baeten J, et al. IAC 2016. Abstract WEACO0105.



TDF2:
HIV-negatif Heteroseksuellerde TDF/FTC ile PrEP

Botswana

HIV enfekte olmayan
Heteroseksuel aktif yetigkinler
18-39 yas

(N =1219)

® Thigpen MC, et al N Engl J Med. 2012 °



TDF2: TDF/FTC ile PrEP HIV bulagini

anlamli duzeyde azaltiyor

= TDEF/FTC ile koruyucu etkinlik: %62.2 (%95 CI: 21.5-83.4; P = 0.03)
= TDF/FTC ile hem kadin hem erkeklerde HIV bulasi azaliyor

Tedavi Analizi

0.10 -
Plasebo

0.08 -

0.06 -

0.04 - TDF/FTC

0.02 -

Basarisizlik ihtimali

1
O 20 40 60 80 100 120 140 160 180

Haftalar
Thigpen MC, et al N Engl J Med. 2012



FEM-PrgEP ve VOICE
Hayal kirikhgi ile sonuglanan Kadin PrEP Calismalari

= FEM-PrEP: randomize, kontrolli = VOICE: Faz IIB plasebo-kontrolli
Oral TDF/FTC > 5000 kadin, Guney Afrika,

Afrika’li 3900 yiiksek riskli kadin Uganda, and Zimbabwel?]

Calisma erken sonlandiriliyor o Gunluk oral TDF; gunluk oral
(Etkinlik %6) TDF/FTC,; gunluk vagjnal TFV

1% jel
o Gunluk oral TDF ve gunluk
o Her iki kolda yeni HIV vajinal kollarinda g¢alisma erken
enfeksiyonu(35 vs 33) sonlandiriliyor (etkinlik
o TDF kan duzeyleri uyumun cok olmadigindan)

dusuk oldugunu gosteriyor(< 40%) o Gunliik oral TDF/FTC kolunda
devam ediyor ancak yetersiz
ilac uyumu nedeniyle etkinlik
cok dusuk

1. Van Damme L, etal N Engl J Med. 2012 Jul 11. [Epub ahead of print].
2. @ Marrazzo J, et al. CROI 2013. Abstract 26LB. °



Tenofovir’in Mukosal Dokulara

Penetrasyonu

« TRV, TFV-DP, FTC, FTC-TP farkli mukozal dokularda penetrasyonu
« Kadinlarda MSM'lere gore ilag uyumu daha fazla gerekli

Concentrations of TFV (A) and TFV-DP (B) in Rectal, Vaginal, and
Cervical Tissues After a Single Dose of TDF/FTC

106 -
Rektal doku Rektal doku
ajinal doku Vajinal doku

>
w

10000 1

[
S 1000 | S 105
> Servikal doku g Servikal doku
S ~ 1004 & 5101
c 2 2=
e S g
c ~~ 10+ O = 1034
g a
E 1- E' 1024
e -
01 = T T T T T T T T 101 = T T T T T T T T
123 456 7 8 91011121314 123456 7 8 91011121314
Tek dozTDF/FTC’den sonraki ginler Tek dozTDF/FTC’den sonraki giinler

Paséterson KB, et al. Sci Transl Med. 2011:3:112re4 °



Bangkok Tenofovir Study:
IV ila¢ bagimhlarinda PrEP etkinligi

HIV-negatif |V ilag bagimlisi 20-60 yas arasi yetiskinler
Randomizayon: TDF QD (n = 1204) ve PBO (n = 1209)

t Hastalarin tercihine gore DOT veya aylik vizit
Kaplan-Meier Estimates of Time to HIV TDF PrgP kolunda HIV
Infection in Modified ITT Population riskinde anlamli azalma
1oy (%48.9; P = .01)
S
s — Tenofovir Enfekte olan hastalarda uyum
Tz — Plasebo kriterleri: (ilaci toplam giiniin
£3 & %71’inde kullanma ve ardisik
E s gunlerde kullanmamanin < 2
3 = olmasi, n = 17), TDF PrEP ile
S 2 —— risk %55.9 (-%18.8 to %86.0; P
0 - T T T T T 1

0 12 24 36 48 60 72 84
Aylar

Cheopanya K, et al. Lancet. 2013;381:2083-2090

Saptanabilir TDF dizeyi
hastalarin %73.5 (%16.6 -
%94.0;

P =.03)



PROUD: “Real World”
PrEP kullaniminda yuksek etkinlik

peamize, acik uclu = Erken kolda enfekte olanlarin

HIV-MSM’lerde gunluk oral 2/3’sinde serokonversiyon
TDF/FTC calismanin basinda veya PrEP ilk

Cok merkezli (Londra’da 13 Klinik) dozundan sonra

EETken (n =267} vs = Seroversiyon olan hastalarin
o 12 ay ertelenmis (n = 256) 3/6'sinda M184V/I

Primer sonlanim noktasi: ilk 12 * KB65R mutasyonu yok

ayda HIV enfeksiyonu

Erken PrEP ile 60 haftada %86
risk azalmasi (90% CI: 58% to
96%, P = .0002)

= Her iki kolda CYBH orani benzer

12. Ayda erken kolda kondomsuz anal iligki

sayisinda anlamh art1§!§a

McCormack S, et al. CROI 2015. Abstract 22LB



Ipergay: “On-Demand”
Yuksek riskli MSM’lerde oral PrEP

Randomize, ¢ift kor
Oral TDF/FTC* (n = 199)
Plasebo (n = 201)

- Temastan 2-24 sa once 2 tablet
— Temastan 24 sa sonra 1 tablet

- ilk dozdan 48 sa sonra 1 tablet

Primer sonlanim noktasi; HIV
serokonversionu

PrEP kolunda %86 risk azalmasi (%95
Cl: %40-% 99, P = .002)

Her iki kol aylik ortalama 16 tablet almis

*On-demand PrEP stratejisinin FDA onayi yok

Malina JM, et al. CROI 2015. Abstract 23LB.

0.2094 Kaplan-Meier Estimate of Time to
> HIV Infection
T 0.164
E_S 0.12 - _14 _infections; Placebo
=25 incidence 6.6/100 PY
= 0 B
9 “_E 0.08 P =.002
o
o 0.04 - 2 infections; TDF/FTC
o ' incidence 0.94/100 PY
0.00 T T 71 1
0 2 4 6 8 10121416182022 2426
Pts at Risk, n Mos
Placebo 201 141 74 55 41
TDF/FTC 199 140 82 58 43

Enfekte olan olgularda son 2 vizitte
serumda tenofovir saptanamaz
dlzeyde

Laboratuvar anormallikleri saptanan 4
olguda akut HCV saptanmis



PrEP’in etkili olabilmesi icin uyum ¢ok onemli!

Total etkinlik, TDF kan duzeyi TDF duzeyi
% saptanabilir olanlar, saptanabilir olanlarda

Study

% etkinlik, %

iPrEx(] 44 o1

iPrEx OLE!2 49 71 NR
Partners 67 (TDF) a1

PrEPS] 75 (TDF/FTC)

TDF2[4] 62 80

Thai IDUP! 49 67

Fem-PrEP!IS] No efficacy <30 NR
VOICEL! No efficacy <30 NR

PrEP (TDF kan duzeyi saptanabilir olanlarda) etkinligi 74-92%!

1. Grant RM, et al. N Engl J Med. 2010;363:2587-2599. 2. Grant RM, et al. Lancet Infect Dis. 2014; 14:820-829. 3. Baeten
JM, et al. N Engl J Med. 2012;367:399-410. 4. Thigpen MC, et al. N Engl J Med. 2012;367:423-434. 5. Choopanya K, et al.
Lancet. 2013;381:2083-2090. 6. Van Damme L, et al. N Engl J Med. 2012;367:411-422. 7. Marrazzo J, et al. CROI 2013.

Abstract 26LB.




PrEP ve HIV Direnci

= PreP klinik calismalarinda baslangicta akut HIV enfeksiyonu olanlar
hari¢ diren¢ ¢ok nadir

= Diren¢ mutasyonlari: K65R (TDF) veya M184V/I (FTC)

Calismaya Calismanin basinda
Calisma alindiktan sonra seronegatif olup
enfekte olanlar, akut HIV enfeksiyonu
n/N olanlar, n/N

Partners PrEPLI 0/30 2/8

1. Liegler T, et al. CROI 2011. Abstract 97LB. 2. Grant RM, et al. N Engl J Med. 2010;363:2587-2599.
3. Baeten JM, et al. N Engl J Med. 2012;[Epub ahead of print] (supplementary appendix).
4. Bhigpen MC, et al. N Engl J Med. 2012;[Epub ahead of print] (supplementary appendix).



PrEP lyi tolere ediliyor; Advers olaylara
bagli tedaviyi sonlandirma nadir

Study Name Subgroup
Within Study

BKK TDF Study Men and women
CDC Safety Study MSM

FEM-PrEP Women

IAVI Kenya Study MSM and FSW

IAVI Uganda Study Men and women
Ipergay MSM
iPrEx MSM and TG

Partners PrEP-Main Men and women
Project PrEPare MSM

TDF2 Men and women
VOICE Women-all PrEP

Comparison

Daily PrEP vs PBO
Daily PrEP vs PBO
Daily PrEP vs PBO

Statistics for each study

Risk Lower Upper
Limit Z-ValueP Value

Ratio

0.979
1.357
1.446

Multiple PrEP dosing 4.592

Multiple PrEP
Intermittent PrEP
Daily PrEP vs PBO
Daily PrEP vs PBO
Daily PrEP vs PBO
Daily PrEP vs PBO
Daily PrEP vs PBO

0.170
1.226
0.919
1.077
2.850
0.652
0.925
1.016

Limit
0.797
0.890
0.855
0.257
0.007
0.622
0.747
0.954
0.324
0.370
0.746
0.916

1.203 -0.202
2.069 1.420
2445 1.376
81.944 1.037
4.025 -1.097
2.420 0.589
1.129 -0.806
1.215 1.194
25.069 0.944
1.150 -1.477
1.147 -0.713
1.127 0.305

.840
155
.169
.300
272
.556
420
.233
.345
.140
476
.760

0.01

Risk Ratio and 95% ClI

&

el
e —

A

0.1

10 100

s
*1

Favors PrEP Favors Placebo

« Ciddi advers olaylarda plasebo ile arasinda anlamli fark yok (RR: 1.01; %95 CI:

0.99-1.03, P = .27)

 (Cogu calismada saptanan renal fonksiyon ve BMD azalmasi klinik olarak anlamli

degil

e WHO. Guideline on when to start antiretroviral therapy
and on pre-exposure prophylaxis for HIV.



Calismalari suren PrEP stratejileri

Pharmacologic agents undergoing evaluation for use as HIV an

etroviral pre-exposure prophylaxis.

Drug Name

Mechanism of Action

Formulation(s) Seing

Evaluated

Status of Trials

Tenofovir disoproxil

Nucleotide reverse

Oral. topical gelllrug-eluting

* Daily oral TDF-FTC: FDA-approved based on preponderant evidence from

Dapivirine

transcriptase inhibitor

Non-nucleoside reverse

transcriptase inhibitor

Drug-eluting ring, rapidly

digsovling film._ gel

fumarate (TDF) transcriptase inhibitor ring efficacy studies
+ 1IP1Ex OLE: open label use of daily oral TDF-FTC, completed
* Multiple demonstration projects with daily oral TDF-FTC. underway
* Ipergay: episodic dosing oral TDF-FTC, Phase III efficacy study underway
* ADAPT: fixed-interval plus post-exposure dosing oral TDF-FTC, Phase II
safety and acceptability study, underway
* CAPRISA-004: pericoital intravaginal gel, completed; demonstrated
efficacy
* VOICE: daily intravaginal gel. completed: did not demonstrate efficacy
* FACTS-001: pericoital intravaginal gel, Phase III efficacy study underway
* Intravaginal rings: Phase I studies, ongoing

Emtricitabmne (FTC) Nucleoside reverse Oral * See above for trials with TDF-FTC

* ASPIRE: mtravaginal ring, Phase III efficacy study. ongoing
* The Ring Study: mnfravaginal ring, Phase III efficacy study. ongoing

* Intravaginal ring, films, gel: Phase I-II studies, completed or ongoing

Rilpivirine

Non-nucleoside reverse

transcriptase inhibitor

Long-acting mnjection

* Phase I-II, completed and ongoing

Cabotegravir

Integrase strand transfer
inhibitor

Long-acting mjection

* Phase I-II, completed and ongoing

Maraviroc

CC chemokine receptor
inhibitor

Oral. drug-eluting ring

* NEXT-PtEP: Phase II safety and acceptability study. oral (with or without
TDF or FTC), underway

* Intravaginal ring: Phase I completed

Protease inhibitor

ATyial stace information adantad fram 1751

Drug-eluting ring

® Krakower DS1, Mayer KH.Drugs. 2015;75(3):243-51

* Intravaginal ring (with or without dapivirine): preclinical. completed
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Tahle 2: Evidence Summary—Overall Evidence Quality (per GEADE C riteria’)

Quality of
Participants Evidence
{See Table 14,
Study Design’ Agent Control Limitations Appendix 7)
Among Men Who have Sex with Men
1PrEx Tnal Phase 3 | TDEFIC (n=1251) | Placebo (n=1248) Adherence High

IPrEX sonuclarina gore HIV bulas riski yuksek olan cinsel aktif MSM’lerde
TDF/FTC ile PrEP 6zellikle uyum yuksek oldugunda guvenli ve etkili (IA)

A A da b S EE MIAALE BT Al
=

Partners PrEP Phase3 | TDF (n=1389) Placebo (n=1586) Ifinimal High
TDEFTC (n= 15333
TDE? Phaze 2 TDEFIC (n=611 Placebo (n= 60E) Hizh loss to follow-up: modest sample size Moderate

Partners PrEP ve TDF2 calisma sonuglarina gore HIV bulas riski yuksek olan
cinsel aktif heteroseksuel kadin ve erkeklerde TDF/FTC ile PrEP 6zellikle uyum
yuksek oldugunda guvenli ve etkili oldugundan bir korunma alternatifi olarak
oneriliyor (1A)

TDEFIC (n=1003) low adherence to drug regimen mn both TDF and Low
TDEFIC amms
Among Injection Dmg Users
ET5 | Phase 3 | TDE (n=1204) | Flacebo (n=1207) | Iinimal | High

BTS5 galisma sonuclarina gore HIV bulas riski yiiksek olan DiB’larinda
TDF/FTC (veya TDF) ile PrEP ozellikle uyum yuksek oldugunda gutvenli ve
etkili oldugundan bir korunma alternatifi olarak oneriliyor (l1A)




| A e~
CDC

Heteroseksiiel erkek ve Damar ici bagimlilari
kadinlar
HIV *HIV(+) cinsel partner *HIV(+) cinsel partner *HIV(+) bagimh partner
*Bakteriyel cinsel yolla bulasan *Bakteriyel CYBE dykusu *Enjektor paylagimi

enfeksiyonu

e . enfeksiyon oykusu *Fazla sayida partner *Tedavi 6yklsu (ancak
bulag ihtimali *Fazla sayida partner *Duzensiz kondom kullanimi ya halihazirda damar igi
*Duzensiz kondom kullanimi ya da kondom kullaniilmamasi bagimhhgr)
da kondom kullaniilmamasi *Seks caligani

*Seks calisani
Prevalasin yuksek oldugu bolge

Klinik *PrEP 6ncesi belgelenmis negatif HIV test sonucu
*Akut HIV enfeksiyonuna ait semptom ve bulgu olmamasi
*Renal fonksiyonlarin normal olmasi, ila¢ kullanimina dair kontrendikasyon olmamasi
*Belgelenmis hepatit B virus enfeksiyonu ve asi durumu

uygunluk

Receteleme TDF/FTC/glin < 90 gln

Diger Oneriler 3 aylik takipler:
*HIV testi,ilag uyum destegi, davranissal riski azaltmaya yonelik destek,yan etki agisindan

degerlendirme, CYBE agisindan semptom degerlendiriimesi
* Baglangicta 3. ay ve sonrasinda 6 aylik donemlerde renal fonksiyonlarin degerlendirilmesi
*6 ayda bir bakteriyel CYBE ile iligkili tarama testlerin yapilmasi

Oral/rektal CYBE tarama testleri *Gebelik egiliminin «Steril enjektore ve tedavi
degerlendiriimesi hizmetlerine ulagimin
3 aylik gebelik testi saglanmasi

CYBE: cinsel yolla bulagsan enfeksiyon



PrEP

Heteroseksuel
aktif erkek
veya kadin

Onerilen TDF/FT TDF/FTC
PreP C
Alternatif TDF

PrEP

TDF/FTC

TDF



Ozel durumlar
Kronik bobrek yetmezligi

 Kilinik galismalarda guvenilirligi
degerlendiriimediginden eKrKI| <60 ml olan
hastalara TDF/FTC ile PrEP uygulanmamali




Ozel durumlar
Adolesanlar

» 18 yas alti bireylerde PrEP’in etkinligi ve
guvenilirligi calisiimadigindan onerilmemektedir.

i




2012-2015 US TDF/FTC
PrEP Kullanimi

« 2012’den 2015°e PrEP kullaniminda %738 artis

TDF/FTC PrEP kullanan kisiler, 2012-2015 (N = 79,684)
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« 2012'de %44'0, 2015'te ise %17'si kadin
« 2015'te PrEP kullananlarda ortalama yas: 36.2

o
Mera R, et al. IAC 2016. Abstract TUAX0105LB



Birlesik Devletler’de klinisyenlerin
PreP recetelemenin onunde gordugu engeller

Klinisyenler (N = 155)

PreP maliyeti

Kigilerin PrEP almayi istememeleri
Yuksek riskli kigilerin sayisinin sinirhi olusu

Klinisyenlerin kilavuzlar hakkinda farkindaliginin
olmayisi

Clinicians not trained to prescribe PrEP

Klinisyenlerin PrEP hakkinda
farkindaliginin az olusu

N(_)t a bam_er PrEP izlemi igin zaman sorunu
Minor barrier

Moderate barrier
Major barrier
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Krakower DS, et al. PLoS One. 2015;10:e0132398. °



PROUD ve IPERGAY calismalarinin

sonuglari ile 2015’te Avrupa’da PrEP
kabul gormeye basladi
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Pre-exposure prophylaxis to prevent HIV among MSM in Europe LR s
10000

Evidence suggests that the use of pre-exposure prophylaxis (PrEP) for men who have sex with men (MSM)is an effective

w5000 HIV prevention tool for Europe.

g Pre-exposure prophylaxs (PEP) & an antiretrovral therapy-based HIV prevention strategyto prevent orat least reduce the rk of KNV

%000 \ infecton n aduks who have not been infected with the vrus but am at high rek of infection,

E — The resuts of two cinical studies assessing the effectiveness of PEP among MSM in |he EU/EEA were released at the annual Conference

F _--“'h_—-"-l-l-: on Retroviruses and Opportunitic Infections (QROT 2015) in Seattle: the P n-label Ran

4000 conducted in the Unied Kingdom, and the doube- blrdpacebocodmkdtri
ce Y) conducted in France and Canada, accompanied by press releases by Publc he
ANRS), This came after early evidence of effectieness iudmhe
2000 nterl\.ptm olthe non- !rutmm am in both studes n Odober 2014,
— e
The PROUD and IPERGAY study participants were MSM at high rsk of acquiring HIV. During the course of the study, a high incidence of
o HIV (8.9 and 6.6 per 100 person year, respectively) was observed among those men not assgned to the treatment am, In both studies

PrEP was incomorated into the existing risk reduction package, wih ether daiy recommended administration (PROUD) or folowing an
2005 2006 2007 2008 2009 2000 2011 2001 20N exposum/event-diven schedule (PERGAY). Overal, PrEP was shown to have a high level of protection among the treated particparts,
Year of disgnosis reducing the ik of infection by 86% in both studies, There was no dfference in the number of men dagnosed with cther STIs between
thase taking PEP and those not on PrEP, nor appreciable changes in condom use or sexual behaviour during the study period.

Qs i ficaied for epesting Scday. Canm frem Mrioria am Polend crduied o I imcomplis mpedting o 158 eSURS 2dd to the growing body of evidence that PrEP should be considered as an addtional prevention option for persons at high
end: o e Wy e owe el ofsE Bz i rovme maleow coemmps mesr e pomod risk of KV rfectm Omnl?y PEP is recommended as an addtional prevention choce wlhn 3 comprehersive HN prmr'm pxhge for
MSM by the Word Heath on and for MSM and cther high-risk groups by the Centers for D

D121 4TS Sumallancs im Bomp, 08 ECDC comment on PrEP in Europe

The promsing resuts of the PROUD and IPERGAY studies are of paticuar importance in the EU/EEA where the HIV epidemic s Brgely
concentrated among MSM, and newly dagnosed infections in this group have increased by more than 30% during the past decade,

On the bass of the new evdence, EU Members States shoud give consideration to integrating PrEP into ther existing HIV prevention
Y package for those most at sk of HIV infection, starting with MM, Issues rebted to brgerscale PEP mplementation, such as cost-
effectiveness, acorooriate models of care and access ooints, orovder training, rutine monkoring of catients. includna adherence to




COUNTRY

STATUS OF PrEP

TIMEFRAME

Timeframe and setting of PrEP implementation @

SETTING

FRANCE

Implemented/reimbursed

2016

Health care setting

NORWAY

Implemented/reimbursed

CROATIA

Planned demonstration project

2016

(2016-?)

Health care setting

Health care setting

DENMARK

Planned demonstration project

(2017-2018)

Community-based setting

GREECE

Planned demonstration project

(2016-2017)

Health care setting

IRELAND Planned demonstration project (2016-2017) Health care & community setting
LUXEMBOURG Planned demonstration project (2016-2017) Health care setting
MALTA Planned demonstration project -- TBD

PORTUGAL Planned demonstration project (2016-2017) Community-based setting
ROMANIA Planned demonstration project -- TBD

SPAIN Planned demonstration project (2016-2017) Community-based setting/STlI clinic
SWEDEN Planned demonstration project (2016-2017) Health care setting
AZERBAIJAN Planned demonstration project (TBD) TBD

GEORGIA Planned demonstration project (2017-2018) TBD

ISRAEL Planned demonstration project (2017-2018) Health care setting
UKRAINE Planned demonstration project Community-based setting

ECDC. Evidence brief: Pre-exposure prophylz

(2017-2018)




Pre-exposure Prophylaxis (PrEP)

PrEP can be used in aduits at high-risk of acquiring HIV infection.

- Recommended in HIV-negative men who have sex with men (MSM)
and transgender individuals who are inconsistent in their use of
condoms with casual partners or with HIV-positive partners who are
not on treatment. A recent STD or use of post-exposure prophylaxis
may be markers of increased risk for HIV acquisition.

- May be considered in HIV-negative heterosexual women and men
who are inconsistent in their use of condoms and likely to have HIV

positive partners who are not on treatment.

PrEP is a medical intervention that may not provide full protection
against acquiring HIV, does not protect against other STDs and should
be used in combination with other preventive interventions, including
the use of condoms.

PrEP should be supervised by a doctor, experienced with sexual health
and use of HIV medicines. possibly as part of a shared care arrange-
ment.

The following procedures are recommended:

Documented negative fourth generation HIV test prior to starting PrEP.
During PrEP, this test should be repeated every 3 months, and PrEP
should be stopped immediately in case of early clinical signs of HIV se-
roconversion or a positive HIV diagnostic test and the person referred
for evaluation to an HIV unit.

- Before PrEP is initiated, HBV serology status should be documented.
If HBsAg positive see Clinlical Management and Treatment of HBV
and HCV Co-infection in HIV-positive Persons.

= Counsel that PrEP does not prevent other types of STD; screen for
STD (including HCV) when starting PrEP and regularly during use of
PrepP.

= Counsel that PrEP may impact renal and bone health (see page 45
and 41). Check renal function and bone mineral density according to
guidelines on TDF use.

= Counsel that PrEP, like other prevention methods, only works when it
is taken. Adherence counselling is recommended.

= Counsel that PrEP can be prescribed long term but that each
consecutive PrEP prescription should be for a period of maximum 3
months (90 tablets) to ensure appropriate monitoring.

PrEP regimen

TDF/FTC 300°/200 mg 1 tablet qd. For MSM with high-risk sexual
behavior PrEP may be dosed ‘on demand’ (double dose of drug 2-24
hours before each sexual intercourse, followed by two single doses of
drug, 24 and 48 hours after the first drug intake). If dosed ‘on demand’.
the total dose per week should not exceed 7 tablets.

* In certain countries TDF is labelled as 245 mg rather than 300 mg to
reflect the concentration of the active metabolite (tenofovir
alafenamide).
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BHIVA/BASHH guidelines on the use of
HIV pre-exposure prophylaxis (PrEP)

2017

5.6 Prescribing PrEP: recommendations

30. We recommend that tenofovir/emtricitabine (TDF-FTC) fixed-dose combination, dosed appropriately,
is used for HIV pre-exposure prophylaxis for men who have sex with men (MSM), transgender women
(TGW) and heterosexual men and women who are at high risk of HIV acquisition. (1A)

31. We recommend that for heterosexual men and women only, tenofovir alone may be considered. (1A)
32. We recommend the following lead in periods:

o For event-based or daily dosing in anal sex, the time to clinical protection in rectal tissues is
estimated as 2—-24 hours following a double dose of TDF-FTC. (1A)

O For daily dosing (with single dose TDF-FTC), the time to protection for vaginal sex is estimated
as 7 days. (1B)

33. Frequency of dosing:

o We recommend daily PrEP can be offered to MSM, trans men, trans women and heterosexual
men and women at high risk of HIV. (1A)

o MSM and TGW should be advised that minimal benefit from daily dosing will not be attained if
fewer than four doses are taken per week. There is no evidence in other populations that four
doses instead of seven per week is adequate. (1B)

O We recommend that event-based PrEP can be discussed and offered to MSM. A loading dose
of two tablets of TDF-FTC taken 2—-24 hours before sex, followed by a third (single) tablet 24
hours and a fourth (single) tablet 48 hours later is advised. Where potential exposure is
sustained over more than a 24-hour period, one pill per day should be taken until the last
sexual intercourse and then to take the two post exposure pills. (1A)

© In the absence of data, we do not recommend event-based dosing in heterosexual men and
women, trans men or trans women.




2017 CROI VE IAS
PreP Calismalarindan Secmeler

9TH IAS CONFERENCE ON HIV SCIENCE
PARIS, FRANCE - 23-26 JULY 2017
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Long term follow up of PROUD

Evidence for high continued HIV exposure
and durable effectiveness of PrEP

E.White, D.Dunn, R.Gilson, A.Sullivan, A.Clarke, I.Reeves,
G.Schembri, N.Mackie, C.Dewsnapp, C.Lacey, V.Apea, M.Brady, J.Fox,
S.Taylor, J.Rooney, M.Gafos, N.Gill, S.McCormack,
and the PROUD study group

MRC \_Medical Researc h Counci IAS, 23-26 July 2017, Paris, FJance



Baslangictan itibaren 3 yil sureyle
PreP‘e devam eden katilimcilar
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Proportion collecting PrEP prescription
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Years since PrEP initiation

*Defined as any prescription since 31/05/2016



Gec faz ve gec faz sonrasi

HIV insidansi

Gec¢ faz Gec¢ faz sonrasi

EBK GBK EBK GBK
HIV infeksiyonlari (N) 4 21 5 1
Total kisi yillik (PY) 254 223 424 356
Insidans oranlari

1.6 9.4 1.2 0.3

(per 100PY)
Hiz orani 6.0 0.2
(90% CI) (2.5-16.2) (0.02-1.3)
Hiz farki 7.9 -0.9
(90% ClI) (4.2 - 11.5) (-1.9-+0.08) ,




Gec faz ve gec faz sonrasi

CYBH insidansi

Geg¢ Faz Gec¢ Faz Sonrasi
Hiz
EBK GBK EBK GBK
(N/100 pyrs)
35.3 33.0 31.4 32.6
Rektal GC
Sits (81/229) (67/203) (129/411) (116/356)
33.6 21.7 33.1 29.8
Rektal CT
N (77/229) (44/203) (136/411) (106/356)
. 19.4 13.2 31.1 25.9
(46/237) (28/212) (132/424) (93/359)

Lacey et al BASHH June 201/




Sonuclar

PrEP baslandiktan 3 yil sonra, %60°1 halen kullanmaya
devam ediyor

CYBH yuksek oranda devam etmekte

Yuksek uyum gosteren bu grupta HIV insidansinda azalma
ve PreP etkinligi devam etmekte

HIV enfeksiyonu gorulenlerde en sik gozlenen sebep riskli
temas olan zamanda doz atlanmasi



* IPERGAY subgrup analizi: Daha az siklikta cinsel temasi
olanlarda PrEP etkinliginin degerlendirilmesi (daha az
siklikta kullanim ortalama <15 tablet/ay ) PrEP rejimine
uyumlu olanlar (N = 269; 134 takipli olgu)

« HIV insidans orani /100 PY:
o TDF/FTC PrEP vs plasebo: 0 vs 9.3 (P =.013)
o Daha az siklikta cinsel temasi olanlarda yuksek etkinlik

Antoni G, et al. IAS 2017. Abstract TUAC0102 °



Uzun-etkili Cabotegravir ile PreP

» Cabotegravir: INSTI oral tablet ve uzun etkili IM enjeksiyon

1

ECLAIRI = CAB LA IM (12 hafta aralarla) vs PBO IM dusuk
= Phase lla (N = .

127) riskli erkekler

2

HPTN 077t = CAB LA IM (8 veya 12 hafta aralarla) vs PBO IM
» Phase lll (N = et et

199) dusuk riskli kadin ve erkekler

= CAB LA IM (8 hafta ara ile 2 enjeksiyon sonrasi
4 hafta ara vs
TDF/FTC PO gunluk MSM/TGW (083) veya
kadinlar (084) yuksek risklitrial -2022

HPTN 083/084[34
= Phase Ilb/Ill
(N = 4500/3200)

Amag: Glinliik tablet kullanimini 6nlemek ve uyum sorununu
cozmek
1. Markowitz M, et al. Lancet HIV. 2017;4:e331-e340. 2. Landovitz R, et al. IAS

2017. Abstract TUACO0106LB.
3. ClinicalTrials.gov. NCT02720094. 4. ClinicalTrials.gov. NCT03164564.



Cabotegravir insan calismasi

« HPTN 077 Calismasi

— Faz 3 ¢alisma
— Brezilya, United States, Malawi ve Guney Afrika.
— 199 kadin ve erkek hasta HIV icin dusuk riske sahip

— Uzun etkili Cabotegravirin etkinlik, guvenirlik, uyum ve farmakokinetigi

« 600 mg(3 ml tek enj) 8 hafta arayla 2 doz sonra 1 ay ara ile total 5 doz seklinde veya
« 800 mg (2 ml ¢ift enj) 12 haftada bir toplam 3 doz seklinde

— llk analizler 41.hafatada yapildi:600 mg lik kolda kan diizeyleri ve
tolerasyon oldukca iyi bulundu

— Calisma takip suresiyle Temmuz 2018’e kadar devam edecek



Notralizan Antikorlar (bNAbs) ile PreP

 VRCO1: HIV-1 CD4 baglanma golgesine direk efkili
monoklonal antikorl!l
o PK calismada terminal yarilanma omru: ~ 15 gun
:HIV-infekte hastalarda antiviral etkisi gosterilmigl.2]
o Randomized faz Il PreP ¢alismalari 34

« Dusuk doz/yuksek doz IV VRCO1 or plasebo 8 hafta
aralarla yuksek riskli bireyler

« MSM/TGW (Kuzey-Guney Amerika) and kadinlar
(Sahra-alti Afrika); N = 4200

« Diger bNADbs calismalari: 3BBNC117, 10-1074[56]

1. Ledgerwood JE, et al. Clin Exp Immunol. 2015;182:289-301., 2. Lynch RM, et al. Sci Trans| Med.
2045;7:319ra206., 3. ClinicalTrials.gov. NCT02716675., 4. ClinicalTrials.gov. NCT02568215.,5. CaskeygM, et
al. Nature. 2015;522:487-491., 6. ClinicalTrials.gov. NCT02824536



VRCO01’in etkinligini degerlendiren

Faz 2b calisma: AMP Caligsmasi

+ 47 merkez @y

 HIV Vaccine Trials Network and the HIV Prevention
Trials Network tarafindan organize edilmis

HVTN 703/HPTN 081 HVTN 704/HPTN 085
e Sahra alti Afrika

21 merkez, 7 ulke

e 1500 heteroseksuel kadin
« 18-40yas

 Baslangic Mayis 2016




AMP calismasi hasta kollari

VRCO1 10 mg/kg

North + South
American MISM VRCO1 30 mg/kg

(2700)

HVTN 704 / HPTN

085 Placebo Control

VRCO01 10 mg/kg

sub-Saharan
African women
(1500)

VRCO1 30 mg/kg

HVTN 703 / HPTN

081 Placebo Control

200

200

500

500

500

Every 8 wks
X 10 doses over
22 months

Every 8 wks
X 10 doses over
22 months

%60 gibi koruma, dusuk doz dahi koruma saglayabilmekte



Dapivirine Vajinal Ring ile PreP

« Dapivirine ring: NNRTI dapivirine i¢ceren silikon elastomer vajinal ring

 ASPIRE/MTN-020 and IPM 027/Ring: cok merkezli, randomize, cift kor
faz I

« Dapivirine ring PrEP vs plasebo HIV-negatif Afrikali kadinlar
« 21 yas altinda uyum c¢ok dusuk

Tum olgular el el
9 (95% CI: 1-46; P = .05) (95% CI: 0.90-51.5: P = .04)
56 37.5
Age >21yas (95% CI: 31-71; P < .001) (95% CI: 3.49-59.5)

HOPE (ASPIRE) and DREAM (IPM 027/Ring) dapivirine agik
etiketli ring ¢calismalar1 uygulamada

1. BaetenJM, etal. N Engl J Med. 2016;375:2121-2132.
2. Nel A, et al. N Engl J Med. 2016;375:2133-2143. °
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TAIWAN CALISMASI USA CALISMASI

MSM'’lere gore heteroseksuel MSM’lerde uyumsuzluk nedenleri:

IVDU’da PrEP uyumu daha dusuk
Strukturel (fiyat, ulasilabilirlik, sigorta sorunu)

On goriilen yan etkiler
Dusuk risk algisi

Abstract number: WEPEC0920 =
Differences in Awareness of and Willingness to use Pre-exposure
Prophylaxis and Anticipated Condom Use between Three

Groups of Serodiscordant Couples in Taiwan
Nai-Ying Ko,'? Huel-Jiuan Wu,' Carol Strong,” Chia-Wen Li, Wen-Wei Ku,* Su-Ting Hsu,5*

ieal, Tainan, Taiw:
ts of Nursing. *Departments of Public Health, Departments of Internal Medicine, National Cheng Kung University Hospital, Tainan, »
inchu Branch, Hsinchu, *Department of Psychiatry, Kaohsiung Municipal Kai-Syuan Psychiacris

mal University, Kaohsiung, Taiwan

'Depar
“Departments of Internal Madicine, Taipei Veterans General Hospical Hi
Hospital. Kaohsiung *Graduate Institute of . National

HIV-negative partners within sero-discordant couples are Fo
the key targets of Pre-exposure prophylaxis (PrEP). Z

This study aims to PrE il to g 00%.
use PrEP and antcipated condom use within couples and
differences among three populations: heterosexuals, MSM, and
_people who inject drugs (PWID)

£ 0%
|| Bsox ‘ | =1
e L
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i | I _ Background
an  AIDS 0% 9
MSM Hetero PWID = t that »-IDD 000 U.S. MSM

| Reasons for not using PrEP in a national on-line sample of U.S. men who have
sex with men (MSM)

KL Mayvar % M.J. Mimiaga

cross-sectional study was conducted in
dus-y_mmd hospital in Taiwan between Ist March 2016 and 7 MOMMEerm LD S S amsiegihats
February 2017. We compared awareness of and willingness to SRt R G L
se PrEP  and andcipated condom use among |12
serodiscordant couples (32 heterosexual pairs, 70 MSM pairs,
| and 10 PWID pairs.)

Among | 12 pairs of HIV-serodiscordant couples, 46.2% were
aware of PrEPR, only 33% were willing to take PrER and 44.6%
would maintain their condom use if they were taking PrEP. MSM
serodiscordant couples were supportive of PrEP than
heterosexual and PWID couples, with the highest awareness
and of and to use PrEP did
not differ by HIV status. with moderate agreement (Cohen's
Kappa coefficient: 0.56) between HIV-serodiscordant partners.
willing to use PrEP was significantly associated with MSM,

‘ previous receipt of HIV nPEP anticipated condom use and with

PrEP awaraness
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FRANSIZ GALISMASI

2016-2017 PrEP alan yuksek riskli 2774 MSM,
transgender olgu, cogu on demand prof aldi

USA CALISMASI

PrgP kullanimi artiyor:

2012’ye kadar : 98732 kisi 4 HIV serokonv gelisti: 2 si tedavinin ilk birkag haftasi,
2016’da :36732 kisi 2’si PrEP kesildikten sonra
Ancak: Bayan ve geng yas (<25) Cok diuglk serokonv. oranina ragmen yuksek riskli

kullaniminda direng var hastalar yakin takip edilmeli

werECoD1S

Changes in '1'_rl_.lvaga' for HIV Pre-exposure
i

Proeur:‘ylanxis Utilization in the USA: 2012—2’616
ora. agnu Keith Rawilings. Scott McGaiater

One-year experi
Imple




2017 PreP Ozeti
| Halen onerilen tek PreP Stratejisi Gunluk TDF/FTC

* PreP kullanicilari igin yeni stratejiler netlik kazanmadi
- lleride yeni secenekler olarak karsimiza cikabilecekler;
— On-demand PrEP — bNADs
— TAF/FTC — Vajinal ringler
— Uzun-etkili ajanlar



Turkiye icin PreP
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UYUM

MALIYET
HIV + lerde uyum?

Genel populasyon?

Geri odeme?
Kime?
SUT?

IZLEM

Zaman?

Kim?
Poliklinikler?
Merkezler? d
L 3 DIGER ONLEME
SOSYOKULTUREL STRATEJILERI
DURUM
Kondom?
Tabular? HIV test?
MSM? Farkindalik?

Cok partner?

O




Sonuc¢ olarak; cowc@m

v PrEP HIV riskini azaltmada etkili!

v PrEP’in etkili olabilmesi icin ylksek uyum gerekli!

v Uyumlu PrEP kullanicilarinda diren¢ 6nemli bir sorun
degil!

v Kisa donemde ‘bulantrdisinda anlamli yan etki yok

v' Halen soru isaretleri var

v" (uzun vadede yan etkiler? CYBH? Maliyet?...)

v' Amerika’da yaygin sekilde kullaniimakta

v' Bir cok ulkede devam eden PrEP projeleri var

v Turkiye’de kisa vadede gundeme gelmesi guc

\
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