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Adults and children estimated to be living with HIV | 2012

Western & Eastern Europe
Central Europe & Central Asia

860 000 1.3 million.
North America [800 000 — 930 pog] - (1.0 million — 1.7 million]
1.3 million East Asia
[980 000 — 1.8 million] 880 000
Middle East & North Africa (650 000 1.2 milion]
750000, (990380000
- South & South-East Asia
[220 00D — 280 000] 3.9 million
i i Sub-Saharan Africa {2-8-milfien—5-2-milfier}
Latin America 25.0 million
1.5 million [23.5 million — 26.6 milliori] Oceania
[1.2 million — 1.9 million] 51 000
[43 000 — 59 000]

Total: 35.3 million [32.2 million — 38.8 million]
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-
Numbers of people living with HIV, new HIV infections, and AIDS deaths, 2001-2012, globally

NEW HIV INFECTIONS, GLOBAL, 2001-2012 AIDS DEATHS, GLOBAL, 2001-2012
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HIV enfeksiyonu tanisi alan hasta sayisi - Turkiye

YILLARA GORE DAGILIM
Ekim 1985 — Haziran 2013 n:6802
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YAS VE CINSIYETE GORE DAGILIM
Ekim 1985 — Haziran 2013 n:6802
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Tani almamis HIV enfeksiyonu tahmini
2008/2009
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U.S. Centers for Disease Control and Prevention (CDC). HIV In the United States: An Overview. March 2012
Health Protection Agency. HIV in the United Kingdom: 2010 Report. Health Protection Report 2010 4(47).
Coenen T. HIV in Europe 2010 Available at

The European Action Plan for HIV/AIDS 2012-2015. World Health Organization 2011


http://ec.europa.eu/health/sti_prevention/docs/ev_20101027_co03_en.pdf
http://ec.europa.eu/health/sti_prevention/docs/ev_20101027_co03_en.pdf

Tedavi altinda olma / basarili tedavi
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ABD’de, ~600,000 HIV ile enfekte kisi
~1200 ART altinda DEGIL

HIV infected Diagnosed In care On ART Compliant on
ART

1. October 2008 CDC estimates as of the end of 2006.
2. 2. Synovate Healthcare U.S. HIV Monitor Q3 2011



Life Expectancy of HIV + Patients:
The ATHENA Study

Asymptomatic HIV+ Patients

- General Population
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van Sighem A, et al. CROI 2010. Abstract 526.



HIV Viral Hayat Dongusu
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Antiretroviral Hedefler ve llaglar - 2013
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ARV ilaclar

NRTI

= Abacavir (ABC)

= Didanosine (ddl)

= Emtricitabine (FTC)

= Lamivudine (3TC)

= Stavudine (d4T)

= Tenofovir (TDF)

= Zidovudine (AZT, ZDV)

NNRTI

= Delavirdine (DLV)
= Efavirenz (EFV)

= Etravirine (ETR)
= Nevirapine (NVP)
* Rilpivirine (RPV)

Pl

= Atazanavir (ATV)

= Darunavir (DRV)

= Fosamprenavir (FPV)
= Indinavir (IDV)

= Lopinavir (LPV)

= Nelfinavir (NFV)

= Ritonavir (RTV)

= Saquinavir (SQV)

= Tipranavir (TPV)

26 ilag

Integrase Inhibitor
(1)

= Raltegravir (RAL)

= Elvitegravir* (EVG)

= Dolutegravir (DTG)

Fusion Inhibitor
= Enfuvirtide (ENF, T-20)

CCR5 Antagonist
= Maraviroc (MVC)

* EVG currently available
only in coformulation with
cobicistat (COBI)/TDF/FTC)

Agu 2013



Guidelines for the Use of Antiretroviral Agents
in HIV-1-Infected Adults and Adolescents

http://aidsinfo.nih.gov/guidelines
E;*“ T Developed by the HHS Panel on Antirei;ruviral Guidelines for
(f — memmiEmece
Antiretroviral Treatment of Adult HIV Infection

2012 Recommendations of the Intemational
Antiviral Society-USA Pane

JAMA, July 25, 2012—Vol 308, No. 4 387

DOL: 10.1111/j.1468-1293.2012.01029_1.x
€ 2012 British HIV Association HIV Medicine (2012), 13 (Suppl. 2), 1-85

British HIV Association guidelines for the treatment of
HIV-1-positive adults with antiretroviral therapy 2012

RETROVIRAL DRUE
JR TREATING AND
NFECTIO

¢ ;’f Workd Health
{:_ Organization



Antiretroviral Tedavinin Hedefleri

= HIV ile iligkili morbiditeyi azaltmak, sagkalim suresini
ve kalitesini arttirmak

= Immunolojik fonksiyonlari onarmak ve korumak
= HIV-1 RNA'l en ust duzeyde uzun sureli baskilamak
— Tespit esigi alt (< 20-75 kopye/mL)

= HIV bulasini onlemek

DHHS Guidelines for Antiretroviral Therapy in Adults and Adolescents. March 2012.



ART baslama — yeni rehberler

Rehber Semptomati CD4+ 200- CD4+ 350-
k/ 350 500

AIDS
DHHS (2/2013) Evet Evet Evet Evet Evet
|IAS-USA
(7/2012) Evet Evet Evet Evet Evet
BHIVA (2012) Evet Evet Evet Ertele* Ertele*
EACS (10/2013) Evet Evet Evet Degerlendir  Degerlendir
WHO (6/2013) Evet Evet Evet Evet Evet*

* HIV gecisini onlemek Uzere farkl serolojisi olan ciftlere verilmeli



Baslangi¢ tedavisi (Son birkacg yildir):
Onerilen/tercih edilen ajanlar

ATV/IRTV

TDF/FTC +

DRV/RTV

DHHS Guidelines . October 2011; Thompson MA, et al. JAMA. 2010;304,;321-333.



2013 DHHS Rehbert
Baslangic tedavisi

Tercih edilen Alternatif

NNRTI « EFV + ABC/3TC
S ERVITDR/FETC « RPV/TDF/ETC or RPV + ABC/3TC

= ATV/RTV + ABC/3TC

= ATV/IRTV + TDF/FTC = DRV/RTV + ABC/3TC

* DRV/RTV + TDF/FTC = FPV/RTV + (TDF/FTC or ABC/3TC)
= | PV/RTV + (TDF/FTC or ABC/3TC)

Pl temelli

= RAL + TDFE/FTC
INSTI = EVG/COBI/TDF/FTC
temelli = DTG + ABC/3TC

= DTG + TDF/FTC

= RAL + ABC/3TC

DHHS Guidelines. February 2013. DHHS Recommendation on INSTIs. October 2013.




Hap sayisi




EFV/FTC/TDF - Tek tablet rejiminin ge¢c donemde kesilmesine
yol acan kalici noropsikiyatrik advers olaylar

Retrospective analysis of 472 ARV-naive HIV patients on first-line EFV/FTC/TDF
STR evaluating reason for discontinuing therapy

*89 (19%) discontinued EFV/FTC/TDF STR after median duration of 294 days
(IQR 108-495)

*CNS toxicity was the most common reason for switching therapy in 63 (71%) cases
— Most common reported findings were insomnia, nightmares, depression and dizziness

Time to Switch in those with CNS Toxicity
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The majority of cases of CNS toxicity leading to treatment modification
occurred after having been established on EFV/FTC/TDF STR
for more than 3 months

Scourfield A, et al. AIDS, 2012;26:1399-1401



Intihar diisiincesi zamani

0)
oY% 0.05 Hazard ratio (95% ClI) - Efavirenz
2.28 (1.27 to 4.10), p=0.006 — Efaviren Z-free
0.04 -
2
= 00 47 events/5817 PY*
E (8.08/ 1000 PY)
DS_ 0.02 A
15 events/4099 PY*
(3.66/1000 PY)
0.01
0 - *Person Years, sum of at-risk follow-up

I 1
As-treated HR 0 24 48 72 96 120 144 168 192
2.16 (1.16-4.00) Weeks to suicidality

Scourfield A, et al. AIDS, 2012;26:1399-1401



Lipid degisiklikleri




Tek tabletli rejim (STR)'lerin kullanimi ve
llgili sonuclar




Hasta Tarafindan Bildirilen Sonuglar
STR (Tek tablet rejimi), Hastalarin HAART'I Kabul Etme
Duzeyini ve Birey Tarafindan Bildirilen Uyumu Arttirmaktadir

Stabil HAART alan 230 hasta HAART yonundeki tutumlari, uyum duzeyi ve rejimlerini
kabul etme diizeyleri konusunda anketler doldurmustur!?

Hasta Tarafindan Bildirilen, Giincel HAART Hasta Tarafindan Bildirilen Uyumsuzluk?
Rejimini Kabul Etme Diizeyi?
40 -
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0 j , . - . STR QD> 1 Hap BID
STR QD> 1 Hap BID
B Asin/Cok [ Oldukga B Hicbiri degil Cok az+hig Optimum altinda uyum, SON hafta iginde en az bir

dozun atlandlglnln hasta tarafindan bildirilmesi olarak
tanimlanmistir

Daha kompleks rejimler alanlara kiyasla bir STR alan hastalarda daha yiliksek
dlizeyde rejim kabuli ve daha iyi uyum bildirmistir

1. Maggiolo F ve ark. HIV-11 2012. Glasgow. P18
2. Murri R ve ark. HIV-11 2012. Glasgow. P16



Portugal Cohort: Adherence Data

Retrospective analysis of a cohort of 1436 HIV-1 infected patients
between 2001 and 2011: Centro Hospitalar de Cascais

Complete Non Adherence

Selective Non Adherence

Total Non Adherence

Vera J, Aragao F. HIV11, Glasgow, UK 2012 #P5¢
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Portugal Cohort: Adherence Data

Retrospective analysis of a cohort of 1436 HIV-1 infected patients
between 2001 and 2011: Centro Hospitalar de Cascais
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COMPACT: Italya
Birden Fazla Hapli Rejimlere Karsi STR ile
Uyum, Klinik ve Ekonomik Sonuclar

1,604 HIV+ hastadan olusan gozlemsel, retrospektif bir kohortta sonuglarin degerlendirilmesi (2008-2010)

Hastalik maliyeti
16 7 €9,246 €11,906 €9,797 € 14,934

« Hastaligin genel maliyeti STR alan
hastalarda daha dusuk olmustur

« Secici uyum, hastaneye yatis riskinde
%39 artisla iligkili olmustur

Maliyet (€ 000’lar)

STR Pl NNRTI RAL

= Hastaneye yatiglar
= Antiretroviraller

“STR rejiminin kullanilmasi, SNA’dan kacinilmasinda ve sonug olarak virolojik
yetmezligin 6nlenmesi ve hastaneye yatislarin azaltilmasinda etkili bir terapotik
secenek olarak gériinmektedir.”

Antinori A ve ark. HIV-11 2012; Glasgow. P14



STARTMRK: ART almamis hastada
TDF/FTC + (RAL vs EFV), 192-hf

sonuclari | .
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20 A (RAL-EFV) = +9.0 (95% CI: 1.6-16.4;
noninferiority P < .001)
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® RAL Belirgin Virolojik cevaba daha kisa surede ulagim RAL vs EFV (P = .001)
® EFV Benzer CD4+ artisi RAL vs EFV

Lennox J, et al. Lancet 2009; 374: 796-806,
Rockstroh J, et al. EACS 2011. Abstract. PS 1/1 +240 vs +225 cells/m m?3



Cobicistat

= Ritonavir benzeri bir CYP3A inhibitoru

— Diger sitokrom P450 enzimlerini ritonavire gore daha
zayIf inhibe eder

— Yag hucresi fonksiyonlarina (lipid birikimi, insulin
cevabl gibi) daha az etki

— Bazi renal transporterlari inhibe eder

— Baz! ilac etkilesimlerine acik



Elvitegravir/Cobicistat vs EFV or ATV/RTV +
TDF/FTC in Treatment-Naive Pts

= Randomized, double-blind, active-controlled phase lIll studies
= Primary endpoint: HIV-1 RNA < 50 copies/mL at Wk 48

EVG/COBI/TDF/FTC QD
(n = 348)

Study 102
(N = 700)
Treatment naive;

HIV-1 RNA = 5000 copies/mL,;
any CD4+ cell count;

/\

EFV/FTC/TDF QD
(n = 352)

susceptible to TDF, FTC, and EFV, or ATV, EVG/COBI/TDF/FTC QD
eGFR 2 70 mL/min / (n = 353)
Study 10302
(N=708) ™~ ATVIRTV + TDF/FTC QD

(n = 355)

1. Sax P, et al. Lancet. 2012;379:2439-2448. 2. DeJesus E, et al. Lancet. 2012;379:2429-2438.



HIV-1 RNA’s1 <50 c/mL olan katilimcilar (%)
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Calisma 102 — Hafta 144
HIV-1 RNA < 50 ¢/mL (M=F)
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—&@— STB (n=348)
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BL 24 48 72 96 120 144
Hafta
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Birincil Sonlanim Noktasi: HIV-1 RNA <50 ¢/mL
Calisma 102/103 - Birincil (Hafta 48) ve Ikincil (Hafta 96/144)

M STB (n=701) m EFV/TVD (n=352)
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CD4 Hucrelerinde Degisim
Calisma 102 — Hafta 144
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CD4 Hucrelerinde Degisim
Calisma 103 - 144. Hafta
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Integraz mutasyonlar

MUTATIONS IN THE INTEGRASE GENE ASSOCIATED WITH RESISTANCE TO INTEGRASE STRAND TRANSFER INHIBITORS

E G 0
Dolutegravir® 138 140 148
A S H
K A
T E T 50 N
Elvitegravir® 66 92 97 147148 155
| Q A G R H
A G H
K K
L E | E 0 Y Q N
Haltegravi re il ] 92 a7 138 140 143 148 155
M 0 A A A R H H
K 5 H K
C R

1 Pathway: Q148H/K/R +-174M+E138A, E138K, G1408

2 Pathway: N1SSH +/-174M. £92Q. T97A, E92Q+T97A
Y143H. G163K/R. V1511 D232N

3 Pathway: Y143R/H/C less common



n (%)

Analiz Edilen

144 Hafta Boyunca Diren¢ Geligimi
Calisma 102/103 -144. Hafta

+6 (%0.9)

+5 (%1.4)

+2 (%+0.3)

+4 (%+1.1)

+1 (%+0.1)

+4 (%+1.1)

Topluluk

Diren¢ Geligimi

Birincil

INSTI-R

veya NNRTI-R E92Q

veya PI-R N155H
Q148R
T66I
TO7A

Birincil

NRTI-R
M184V/I

K65R

K103N
K101E
\V108I

Y 188F/H/L
M230L
VOOl
G190A/S
P225H

+4
+2
+2
+1
+0
+0
+0
+0

N88S

+2 (%+0.3)

+1 (%+0.3)

+2
0

M184V/I
K65R

+1
+0

M184V/I
K65R

+3 (%0.8)

+2 (%+0.6)

+2 (%+0.6)

+2
0




AO’ll hastalar (%)

Calisma 102 — Hafta 144
Sik Gorlilen Noropsikiyatrik AO’larin Insidans/Prevalansi

M STB (n=348) M ATR (n=352)

Anormal Ruyalar Bas donmesi
14% 14% 15%
% 8% 8%
5%
5% 4%
1% 1% 1%
Hafta Hafta

- Insidans (cubuk): Her 4 haftalik aralikta yeni baslayan AO’lu hastalar

* Prevalans (¢izgi): Her 4 haftalik aralikta AO’lu hastalar

iki grupta da, cogu anormal rilya (STB %96 vs. ATR %86) ve bas
donmesi (%93 vs. %87) Evre 1 idi.



AOlu hastalar(%)

Calisma 102 — Hafta 144
Sik Goriilen Gastrointestinal AQ’larin Insidans/Prevalansi

M STB (n=348) M ATR (n=352)

Diyare Bulanti
7%
6%
5% 4% 5% 4%
. 6%
4% % 4% A9,
3%
Haftalar Haftalar

- Insidans (cubuk): Her 4 haftalik aralikta yeni baslayan AO’lu hastalar
* Prevalans (¢izgi): Her 4 haftalik aralikta AO’lu hastalar

Iki grupta da cogu diyare ve bulanti (> %90) Evre 1 idi.



Sik Goriilen Gastrointestinal AO’larin Insidans/Prevalansi
Caligma 103 - 96. Hafta

STB (n=353) ATV+RTV+TVD (n=355)

35 . 25
_ Diyare Bulanti
i:n 0
L
15 15 1
:‘E 9% 9% a0/
§n1u SR
= 4% 0
8 . . 4% 3%
@)
< . o

Haftalar Haftalar

- insidans (cubuk): Her 4 haftalik aralikta yeni gelisen AQ’lu hastalar
* Prevalans (gizgi): Her 4 haftalik aralikta AO’lu hastalar

Cogu diyare (STB %68 vs. ATV+RTV+TVD %69)
ve bulanti (%84 vs. %86) Evre 1°di.



Baslangigtan ve 4. Haftadan itibaren Serum Kreatinin

Degisiklikleri
Study 102 and 103 — Week 96
Change from BL in Serum Cr (mg/dL) Change from Wk 4 in Serum Cr (mg/dL)
(Median [IQR]) (Median [IQR])
STB —bh— ATVIr + TVD ATR
0.4 - 0.4
L 30 -30
0.3 1 0.3
0.2 20 45 20
0.1 0.1 |l 108
| L L do.os Jood| €
0.0 4 0.0 TFFFFFEZ ---F—‘ =0
-0.1 - -0.1 10
-0.2 v v v v -0.2 ' T ' r
0 24 48 72 96 0 24 48 72 96
Week Week

In STB group, the increase in serum Cr occurred in the first few
weeks and then stabilized
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144. Haftada Medyan Degisiklik (mg/dL)

251

P=0.007

1

Total
Kolesterol

Aclik Lipidlerindeki Degisim
Calisma 102 — Hafta 144
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Aclik Lipidlerindeki Degisim

Calisma 103 — Hafta 144

P=0.30 P=0.98 P=0.39
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Calisma 102 — Hafta 96 ve 144
Calisma llacinin Kesilmesine Yol Acan Advers Olaylar

Calisma Ilacinin Kesilmesine Yol Acan
AQ’lar*

Renal olaylar
Depresyon
Yorgunluk
Anormal ruyalar
Anksiyete
Uykusuzluk

Dokuntu ve ilaca kargi asiri duyarlilik

"144. haftada her tedavi grubunda >1 hasta
796. haftadan sonra bir STB hastasinin Kr artisi sebebiyle tedavisi kesildi.

42



Calisma 102 — 144 Hafta Boyunca
Calisma llacinin Kesilmesine Yol Acan Renal Olaylar

Baslangi¢ (Hafta) 0-24

Proksimal Renal Tubulopati 4 (%1.1)
Kreatininde izole artis 2 (90.6) +1 (%0.3) +1 (%0.3)

24. Haftadan sonra proksimal renal tubulopati vakasi yok.

43



Sonuglar
Calisma 102 ve 103

STB 144 hafta boyunca guclu ve surekli etkinlige sahipti

— EFVITVD ve ATVI/r + TVD ile karsilastirilabilir
STB dusuk direng oranlari ile iligkili

— 96. haftadan sonra, hicbir STB hastasinda direng¢ gelismedi.
STB 144 hafta boyunca iyi tolere edildi.

— 48. haftaya kiyasla:
— Cok az yeni AO
— Yeni proksimal tubulopati vakasi yok
— Serum kreatinininde daha fazla artis yok

Genel uzun donem etkililigi, guvenliligi ve tolerabilitesi, STB’yi tedaviye
naif HIV hastalarinda etkili bir rejim olarak desteklemektedir



