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START

« CDA4(+) sayisi >350 hiicre/mm3 olan HIV pozitif
asemptomatik olgularda ART baglanmasi
faydal mi?

« Randomize kontrolli ¢alisma yok

« Gozlemsel kohort ¢alismalarda farkli bulgular
var, rehberlerdeki oneriler farkl

N Engl J Med. 2009,360:1815-1826. Lancet. 2009,373:1352-1363
Arch Intern Med. 2011:17:1560-1569. Lancet HIV. 2015,[Epub ahead of print].
Ann Intern Med. 2011;154:509-515.



Yontem

Hemen ART baslanmasi
Randomizasyonu takiben

hemen ART baslanmis
n=2326

HIV pozitif, ART
naif,
cD4+ > 500, eriskin

n= 4685

ART nin _ertelenmesi
ART nin CD4 sayisi <
350, AIDS veya gebelik
gibi ART gerektiren
olaylara kadar
ertelenmesi
n=2359




Yontem

Calismaya dahil etme kriterleri

* HIV ile enfekte erigkin
* Daha once ART kullanmamis

* Calismaya dahil edilmeden dnceki 60 giin iginde
en az 2 hafta ara ile yapilmis 2 tetkikte CD4(+)
hiicre sayist > 500/mm3

Disarida birakma kriterleri

- Tetkik yapildigi sirada gebe olan ve emziren HIV
pozitif olgular
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Her iki kolda bazal CD4(+) hicre
dagilimlari

(median: 651 h/mm3 (584-765))
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Ozellik Hemen baslanan Ertelenen
n=2326 n=2359

Erkek (%)
Ortalama yas (yil)
Irk (%)
Asya
Siyah
Latin/Hispanik
Beyaz
Diger
HIV bulasi (%)
Heteroseksiiel seks
Homoseksiiel seks
IV ilag kullanimi

Kan irdnleri/diger

HIV fanisindan sonraki siire (yil,

median)
CD4+ sayisi (h/mm3, median)

HIV RNA (kopya/mL, median)
Sigara igiyor olma (%)

10 yillik KKH riski (median)

73.2
36 (29-44)

8.5
30.2
13.8
43.6
3.9

375

559

1.6

5.0

1.0 (0.4-3)

651 (585-765)
13,000 (3133-43,808)

314
1.9 (0.5-5.0)

73.2
36 (29-44)

8.1
30.0
13.5
45.4
3.1

38.9

54.5
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5.5
1(0.4-3.1)

651 (582-764)
12,550 (2963-42,567)

325
1.9 (0.5-5.3)



Sonlanim Noktasi

Primer Birlesik Sonlanim Noktasi: Asagidakilerin birlegimi

1. Herhangi bir ciddi AIDS iligkili olay: AIDS iligkili 6lim veya

AIDS tanimlayan olay

2. Ciddi AIDS iliskili olmayan olay: AIDS iliskili olmayan 6liim,
kardiyovaskiiler hastalik, son dénem bébrek yetmezligi,
dekompanse karaciger hastaligi, AIDS-disi bazal ve skuamoz
hiicreli deri kanserleri disindaki kanserler
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Yontem

Ara analizle 15 Mayis 2015'te ¢alisma

sonlandirilmis

* Planlanan primer sonlanim noktalarinin %59'u saglanmis

Toplam takip: 14,060 hasta yili

- Ortalama takip: 2.8 yil (2.1-3.9)
* Olgularin %24'u > 4 yil takip

Primer sonlanim noktasina kadar olan zaman

Kaplan-Meier, Cox modelleri ile analiz edilmis

1



Bulgular

26 Mayis 2015 ART alma orant

* Hemen tedavi baslanan grubun 7%98'i
* Ertelenen grubun 7%48'i

ART alip takipte kalanlar

* Hemen tedavi baslanan grubunun 7%94'i
* Ertelenen grubun 7%28'i
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Bulgular

A ART Use and HIV RNA Level
100

90

Immediate initiation

30

70 ﬂ‘é‘

50 /‘[.)::red initiation

50 A
‘x‘

40 -~
A

-~ HIV RNA level, =200 copies/ml

Patients (%)

204 7
«&~ Receipt of ART
-
10 ~de HIV RNA level, =200 copies/ml
rﬁ =fr~ Receipt of ART
0 T T T T T T T T I |
0 12 24 36 43 60
Month
No. of Patients
Immediate initiation 2326 2287 1809 1040 551 115
Deferred initiation 2359 2303 1837 1055 546 109
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Bulgular

B CD44+ Count
1003

Irnrmediate initiation

Mean CD4+ Count (cellsfmm?3)

5’.'.'.'.\;’
¢ 1 ' I ' ! 1
o 12 Z1 36 18 €0
Month
No. of Paticnts
Irnmechiale inibation 2326 1205 1851 1075 574 137
Deferred intation 2359 21%) 1529 1077 540 162




Bulgular

A Time to First Primary Event

Paticnts (%)

No. at Risk
Immediate initiation
Deferred inivation

Estimated Percentage
Immed ate intiaton
Deferred inination
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Bulgular

B Serious AIDS-Related Event

C Serlous Non-AIDS-Relsted Event

Month
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Al grup analizleri

Subgroup

Age
<35yr
=35yr
Sex
Male
Female
Race
Black
White
Other
Geographicregion
Highincome
Low or moderate income
Baseline CD4+
<600 cells/mm?
600800 cells /mm?
=800 cells/mm?
Baseline HIV RNA
<5000 copies/ml
5000-30,000 copies/ml
>30,000 copies/ml
Smoker
Yes
No
Framingham 101 CHD risk
<08
08-3.6
=36

Percentage Immediate Deferred
in Group Initiation Initiation
no. of patients with event

(rate per 100 person-yr)
483 15(0.43) 31(0.91)
51.2 27 (0.78) 65 (1.85)
732 35 (0.66) 74 (1.40)
268 7(0.42) 22 (1.34)
301 15(0.82) 28(1.52)
44.5 21 (0.63) 53 (1.54)
254 6 (0.34) 15 (0.91)
46.0 20(0.586) 51(1.42)
540 22 (0.65) 45 (1.35)
315 10 (0.44) 35 (1.54)
436 24 (0.70) 46(1.38)
1049 8 (0.63) 15(1L14)
318 12(0.58) 18 (0.83)
355 13{053) 16(141)
325 17 (0.72) 42 (1.92)
319 18 (0.78) 43 (1.81)
63.1 24 (0.52) 53(L16)
327 8(0.35) 17 (077)
323 11(0.48) 27 (1.23)
335 23 (1.00) 50 (2.05)

Better

Better

Hazard Ratio (95% CI)

1
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Tartisma

CD4(+) > 500 iken tedavi baslanmasi

+ Ciddi AIDS iligkili olaylari azaltiyor
+ Ciddi olmayan AIDS iliskili olaylari azaltiyor
* Yan etki oranlarinda artis yok

CD4(+) sayisindan bagimsiz olarak

herkese tedavi onerilmeli

19



Hemen tedavi baslanan

grupta

» Ciddi AIDS iligkili olaylarda %72
azalma (tiberkiiloz orani, kaposi
sarkomu ve malign lenfoma)

» Ciddi non-AIDS iligkili olaylarda
739 azalma (AIDS tanimlayici
olmayan kanser)




HIV Viral Load as an Independent Risk
Factor for Tuberculosis:
The COHERE collaboration

Hansjakob Furrer for
The Ol Working Group of COHERE in EuroCoord

IMIT AMACS ECS-Mothers & ECS-Infants NSHPC-Motheérs & NHPS-Infants PISCIS
KOMBNET CASCADE ANRS . CO2 SEROCO Frankfurt Hiv (‘()hor.t Study San Raffaele
ANRS CO1/CO10 EPF UK GHIC Athena LILR-Mothers & IT1LR-Infants Swiss HIV Cohort Study
ICCANRS CO6 PRIMO Co-RIS MOCHIV- Mothers& MOCHIV- ll’lfants The Itallan MASTER Oohoﬂ
CHIPS ANRS CO4 French Hospital's Database 6n HIV HIV-MIP-Mothers & HIV-MIP-Infants
GEMES-Haemo ANRS CcO3 AQUITAINI EuroSIDA Madrid Cohort HIV Children VACH
Madena Cohort Study Danish HIV Study ANRS CO8 COPILOTE I'CONA St. Plerre

Collaboration of Observational HIV Epldemlologlcal Research Europe

Coordination: Copenhagen HIV Programme (CHIP) & Institut de Santé Publique,d'Epidémioclogie et de Développement (ISPED)




HIV Viral Load as an Independent Risk

Factor for Tuberculosis:
The COHERE collaboration

« COHERE veri tabani : 25 kohort

« 1983- 2014 yillari arasinda izlenen 263,219 hasta
— >16 yas
— TB gegirmemis hasta

* Hasta zamani: Kohorta kayit zamani-TB

| Al participants

Number of patients 263,219 257,353 5 . 866
Female sex 26% 27 % 33%
Age (median, IQR) 36 (30-43) 36 (30-43) 35 (30-41)
HIV transmission
MSM 43 % 41% 20%
Heterosexual 39% 37% 48%
IDU 13% 12% 23%
Non European origin 35% 35% 44%
SSA 9% 9% 19%
unknown 19% 19% 16%
Baseline CD4 354 (190-540) 357 (193-542) 242 (99-423)
Baseline RNA 23,000 (1700- 22,000 (1600- 63,000 (10,500-

105,000) 104,000) 217,000)




Izlem ve toplam insidans
-

Her hasta igin izlem zamani (yil ) 5,6 (2,2-10,5)

Toplam izlem zamani (yil) 1,771,014
Saptanan TB sayisi 5,866
Insidans (/1000 hasta yili) 3,3(3,2- 3,4)
z
T
0 2 - 6 8
Time since enrolment [years]




TB insidansi CD4, RNA ve etnisite

iliskisi
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HIV Viral Load as an Independent Risk

Factor for Tuberculosis:
The COHERE collaboration

Incidence rate ratio

= A TB insidans orant:

= |

e - 3 Sayisal modelleme

g B CD4 HIV/RNA

o J- " R6latif Tnsidans 1:HIVRNA 50 k/ml
e CD4:200/
O 100 200 300 400 500 600
CcD4

v ' HIV viral yiki, CD4 sayisindan bagimsiz olarak
TB insidansi ile belirgin olarak iligkili

v’ CD4 sayisi yiksek hastalarda bile erken ART
baslanmasinin, TB prevalansinin yiksek oldugu
bélgelerde TB insidansini azaltmasi olasi
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A Randomized, Double-Blind Comparison of Tenofovir
Alafenamide vs Tenofovir Disoproxil Fumarate, Each
Coformulated With Elvitegravir, Cobicistat, and Emtricitabine,
for Initial HIV-1 Treatment: Week 96 Results

15" European AIDS Conference, Abstract LBBPD1/1

|
Virologic Outcome Treatment Difference (95% CI)

o o 8785 CoraE ST Favors STB Favors E/CIFITAF
£ 807 n=866  n=867 )
S Week 48 _ : .
2 60 - Week 96 I , IR 077 47
2 0 |
I : 1.5
T 20 11 ' Week 96 s

9 ' 48 | 4.8

4 4 54 4 6 : :
48 96 48 96 48 96 12% 0 12%
Virologic Success Virologic Failure No Data

« 96. haftada TAF grubunda direng %1,2 (10/866),
TDF grubunda %0,9 oraninda (8/867) gozlenmis
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TAF- TDF 96. hafta sonuclari
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TAF/E/C/F: proksimal tiibilopati yok
TDF/E/C/F: 2 olguda PT, biri kesilmesine ragmen devam etmis




TAF-TDF 96. hafta sonuclari

Treatment Difference in Change in Spine and Hip
BMD Through Week 96 by Age

Spine Hip

N All Ages All Ages

o - - o \ B Difference
= 1 . -
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o
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0 24 43 72 96 (o 24 43 72 28
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2 yil sonunda TAF/E/C/F ile virolojik baskilanma siirmiis
(7%87): TDF'ye esdeger

« Renal ve kemik YE giivenlik agisindan istatistiksel olarak
anlamli TAF Gstin

 Sonug olarak TAF giivenli, iyi tolere edilen baglangig ve
idame tedavi segenegi




HIV-1 Local Transmission Networks in 9 European
countries and Canada: Association with demographic and
clinical factors

D. Paraskevis' A. Beloukas'?, K. Stasinos'. N. Pantazis!, C. de Mendoza?. C. Kucherer?, O.
Ratman?®, D. Bezemer®, R. Zangerle?, J. Gill®, A. d’Arminioc Montforte® A.-M. Bakken Kran'® "1 K. Porter'?

Molekiiler metodlarin kullanilmasi ile AIDS
pandemi ¢alismalarinda bir devrim

HIV epidemisinin spesifik risk gruplarinda ve
spesifik bir bélgede yayilimini anlamak igin lokal
bulas aglarinin (LTN) bilinmesi sart

HV onleme programlar: ve halk saglig .
stratejilerini planlayabilmek igin Eemg olcekli
veri tabanlari olusturulmasi gerekmekte
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HIV-1 Local Transmission Networks in 9 European
countries and Canada: Association with demographic and
clinical factors

F 1%
CRE01 2% 1 G 1% D 1% Others 3%
A 3%

CRFO2 3% __

C %

* Farkli dlkelerden 8955 sekanslik set
- Subtip A, agirlikl olarak en ¢ok Ispanya ve Norveg'te
- Subtip B, Almanya ve Ispanya'da

30
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HIV-1 Local Transmission Networks in 9 European
countries and Canada: Association with demographic and
clinical factors

Enfekte bireylerin blyik ¢ogunlugunun (>7%40) lokal
bir bulas aginda (LTN) yer aldigi belirlenmis

Bir LTN ye ait olma agisindan erkek cinsiyet, MSM,
subtip B, geng yas ve ART naiv olma bagimsiz risk
faktorleri

Bu bulgular MSM ve yeni enfekte hastalarin HIV-1
epidemisinin yayilimindaki onemini isaret eden yeni
¢alismalar ile uyumlu

Toplum sagligi ve 6nlem galismalarinin planlanmasinda
cok onemli




LATTE

Margolis DA, Brinson CC, Smith GHR, et al. Cabotegravir and rilpivirine as

two-drug oral maintenance therapy: LATTE week 96 results. Program and
abstracts of the 2015 Conference on Retroviruses and Opportunistic
Infections; February 23-26, 2015; Seattle, Washington. Abstract 554LB.



LATTE

Prospektif, cok merkezli, randomize, kismen kor, Faz
ITb calismasi

Cabetogravir: Arastirilan HIV integraz inhibitord

» Uzun etkili sc ya da im enjeksiyonun yani sira oral de kullanilabilir
» Uzun etkili formun tek enjeksiyonu 3 ay eftkili

3 farkli doz cabetogravir + 2 NRTL; indiiksiyon rejimi

Ayni doz cabetogravir + rilpivirin; idame tedavisi
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24
hafta

Oral indiiksiyon fazi

ART naif hasta,
HIV RNA >1000
kopya/mL

CD4 2200 h/mm3
n=243

Cabotegravir 10 mg
+ 2 NRTI

Cabotegravir 30 mg
+ 2 NRTI

Cabotegravir 60 mg
+ 2 NRTI

Efavirenz + 2 NRTI

48

Oral idame fazi AT

Cabotegravir 10 mg
+ rilpivirin

Cabotegravir 30 mg
+ rilpivirin

Cabotegravir 60 mg
+ rilpivirin

Efavirenz + 2 NRTI



Characteristic Cabotegravir Cabotegravir Cabotegravir Efavirenz Total
10 mg 30 mg 60 mg (n=62) (N =
(n = 60) (n = 60) (n=61) 243)

. Black 35 28 30 32

Baseline HIV-1 RNA

« Median, copies/mL 19,099 15,066 22,336 22,029

Baseline CD4+ cell count

e <200 cells/mm?, %




Analiz

« Primer sonlanim noktasi: 48. haftada HIV RNA <50 kopya/mL
« Sekonder sonlanim noktasi: 96. haftada HIV RNA <50 kopya/mL
* Protokole gore virolojik yetersizlik

— Yanitsiz: 16. haftada ya da sonrasinda HIV RNA'da 1 log
10'un altinda azalma olmasi

— Rebound: HIV RNA < 200 kopya/mL olanlarda >200 kopya/mL
olmasi veya en diisiik son degere gore yarim logdan daha fazla
artis olmasi



HIV RNA < 50 kopya/mL

.. O
Hafta - Hafta -

786 783




EFV grubunda tedaviyi
sonlandirma daha fazla

Outcome, 7% Cabotegravir Cabotegravir Cabotegravir Pooled Efavirenz
10 mg 30 mg 60 mg Cabotegravir (n=62)

(n=60) (n=60) (n=61) Arms
(n=181)

Withdrawal through 23 20 15 19 34
Wk 96
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Cabotegravir Cabotegravir Cabotegravir Efavirenz

10 mg 30 mg 60 mg (n=62)
(n=60) (n=60) (n=61)

Grade 2-4 drug-related AEs (occurring 8 13 21 19
in = 3% of patients in any arm)

« Depression 0 0 3 0

« Fatigue 0 3 2 2

« Rash macular 0 0 0 5

Serious AEs 12 8 11 6

AEs leading to withdrawal 2 3 7 15

Select grade 3-4 laboratory
abnormalities

« Alanine aminotransferase 0 2 3 2

« Total neutrophils 2 2 3 3
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Diger Sonuglar

Indiiksiyon sirasinda virolojik yanitsizlik 7 olguda

— Cabotegravir kolu: n = 3

— Efavirenz kolu:n= 4

— Tedavi ile ortaya ¢ikan fenotipik ya da genotipik direng yok
Idame fazi sirasinda 5 olguda daha virolojik yanitsizlik

— Cabotegravir/rilpivirin kolu: n = 3

— Efavirenz kolu: n= 2

— Cabotegravir kolunda 3 olguda tedavi ile ortaya gikan direng
* Plazma ilag diizeyi < %50 olan 1 hastada NNRTT ve InSTT direnci
« Tki hastada sadece NNRTI diren¢ mutasyonu (hastalardan biri takip
edilemedigi igin virolojik yetmezlik dogrulanamadt)
CD4(+) hiicre sayisindaki artis her iki tedavi kolunda da
benzer



Median CD4+ cell count (IQR)

IQR, interquartile range.

Pooled Cabotegravir Arms

(n=160)

412.0 (333.0-548.0)
2695 (137.0-355.0)

Efavirenz
(n=47)

416.5 (304.0-651.0)

+289.0 (168.0415.0)

41



Pre-exposure prophylaxis to prevent the
acquisition of HIV-1 infection
(PROUD):

effectiveness results from the pilot
phase of a pragmatic open-label
randomised trial

www.thelancet.com Published online September 10,
2015 http://dx.doi.org/10.1016/
S0140-6736(15)00056-2



Acik uclu randomize calisma
13 cinsel yolla bulagsan hastalik merkezi

HIV negatif MSM'ler -Onceki 3 ay
icinde anal temasi olmus
Randomizasyon

— 1. grup Tenofovir disoproksil fumarat /
emtrisitabin 1 x 1

—2.grup 1 yil izlem
3 ayda bir HIV agisindan tetkik yapilmis



« Kasim 2012- 30 Nisan 2014

* 544 birey dahil edilmis
— 275 kigi tenofovir alan grupta
— 269 kisi izlenen grupta
« Tzlem siiresi tamamlanmis
— 243 (794) tenofovir alan grupta
— 222 (790) izlenen grupta



« 3 HIV olgusu (1.2/100 hasta/yil)-
tenofovir baslanan grupta

« 20 HIV olgusu (9.0/100 hasta/yil) -
izlenen grupta

— 174 temas sonrasi profilaksi

* Bu grupta HIV infeksiyonunu onlemek
icin 13 bireye profilaksi verilmeli
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WHO - PrEP

Yiksek risk altindaki bireylere diger
korunma onlemlerinin yanisira
tenofovirle temas oncesi profilaksi
onerilebilir
(guigli oneri, kanit dizeyi yiiksek)



Yiksek Risk:

» Temas oncesi profilaksi uygulanmaksizin
HIV insidansinin yilda %3'ten fazla oldugu
bireyler (MSM, transseksieller, tan
konmamis ya da tedavi edilmemis HIV
pozitif partneri olan heteroseksiiel erkek
ve kadinlar)

* Maliyet, mevcut kaynaklar, fizibilite, talep
vb faktorlere gore esik degisiklik
gosterebilir



