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HIV klinik guncelleme

ART’nin daha erken baslanmasi

Integraz inhibitorleri — baslangic tedavisinde
Tedavi rehberlerinde tercih edilen ilaclarda
degisiklikler

Farmakolojik guclendiriciler — yeni jenerasyon
Test ve tedavi et stratejileri - kuresel HIV tedavisi
HIV asilari

Yasam beklentisi



Erken ART baslama



Ne zaman baslamali kararini
etkileyen calismalar (1)

SMART Qallgmasﬂll HR and 95% CI
CD4+ > 350/mm? Ol/Death
duzeyinde ART o
ba§|ayan ve bu Serious Non-AIDS

duzeyde kalanlarda, Composite
hem firsatcgl hastalik

0.1 1

hem de Clddl AIDS Favors Deferred HAART Favors Immediate HAART
disi olaylarda risk
azalmasi

1.Emery S, et al. J Infect Dis. 2008;197:1133-1144.



Ne zaman baslamali kararini
etkileyen calismalar (2)

« ART-CCl2]
— ART baslangici CD4+ > 350 h/mm? olanlarda < 350
h/mm? e gore daha az AIDS ve 6lim riski
« NA-ACCORDE!

— Erken ART baslayanlarda Gec¢'e gore sagkalim yarar
* Oliim riski % 69 fazla (CD4 < 350 h/mm3 vs 351-500 h/mm?3)
 Oliim riski % 94 fazla (CD4 < 500 h/mm3 vs > 500 h/mm?3)

2. When to Start Consortium. Lancet. 2009;373:1352-1363.
3. Kitahata MM, et al. N Engl J Med. 2009;360:1815-1826



Erken Antiretroviral Tedaviyi
Destekleyen Yeni Calismalar

 Dusuk CD4+ seviyesi ile birlikte
— HIV ile iligkili nérokognitif bozukluk oranlarinda artmal!l

— Kardiyovaskdler risk’e katkida bulunan arteriyal sertlik!2]
— Artmis Kkirik riskils]

Akut Ol'lu hastalar

— 2-misli yuksek Klinik ilerleme riski (ge¢ tedavi baglayanlarda
derhal tedavi baglayanlara gore)!

— Akut Ol esnasinda derhal HAART baslayanlarda geg
baslayanlara gére daha iyi immunolojik sonuglar!]

1. Ellis R, et al. CROI 2010. Abstract 429. 2. Ho J, et al. CROI 2010. Abstract 707. 3. Dao C, et al. CROI 2010. Abstract
128. 4. Miro J, et al. CROI 2010. Abstract 529. 5. Sanchez A, et al. CROI 2010. Abstract 509.



ARV baslayan serolojileri farkli
heteroseksuel ciftlerde HIV bulas riski

= Afrikali serolojileri farkli giftlerde, HIV ile infekte
partner ARV aliyor ise % 92 dusuk HIV bulas riski

= 3381 cift

= 103 yeni infeksiyonlu kiside gelisen infeksiyon genetik
olarak primer partnerle iliskili,

= 103 vakanin 102’si, HIV ile infekte partner ARV
almiyor ise olusmus durumda

Donnell D, et al. CROI 2010. Abstract 136.



Ne zaman baslamali: 2009 DHHS
Rehber!

= CD4+ hicre sayisi < 350 h/mm? = ART basgla

* CD4+ hucre sayisi 350-500 h/mm? = ART basla (55% giclii 6neriyor - 45% orta
duzeyde Oneriyor)

= CD4+ hucre sayisi > 500 h/mm?3 = Panel bolunmus durumda (50% tedavi baslama
yanlisi)

CD4+ Hucre Sayisina Bakilmaksizin Tedavi Baglanmasi Agir Basan Klinik Durumiar

= AIDS-belirleyici hastalik oykusu

» Bazi akut firsatgi infeksiyonlar

= Gebelik

= HIVAN

= HBV koinfeksiyonu (HBV tedavi endikasyonu varsa)
= CD4+ hiicre azalmasi > 100 h/mm3 / yil

= HIV-1 RNA > 100,000 kopya/mL

DHHS: http://aidsinfo.nih.gov/Guidelines.




‘ EACS

e (CDC stage B and C: treatment recommended

PEMETONMATIC e [f Ol, initiate as soon as possible*
e (CD4 < 200: Treatment recommended, without delay.
e CD4 201-350: treatment recommended.
e CD4 350-500:
- Treatment recommended if hepatitis C co-infection, hepatitis
B co-infection requiring therapy, HIV-associated nephropathy
or other specific organ deficiency;
- Treatment should be considered if VL>10° ¢/ml and/or CD4
decline >50-100/mm?/year or age >50 or, pregnancy, high
ASYMPTOMATIC cardiovascular risk, malignancy.

e CD4 > 500:

- Treatment should generally be deferred, independently of
plasma HIV RNA; closer follow-up of CD4 if VL > 10° ml.

- Treatment can be offered if presence of = 1 of the above
co-morbid conditions (CD4 350-500).

e Whatever CD4 and Plasma HIV RNA, treatment can be offered
on an individual basis, especially if patient is seeking and ready
for ARV therapy




Integraz inhibitorleri — ilk tedavide



STARTMRK Faz Ill: RAL x EFV
Tedavi-Almamis Hastalarda

« Randomize, plasebo-kontrollu ¢alisma

— Primer sonug noktasi: HIV-1 RNA < 50 kopya/mL - 48.haftada Hf. 96
Hf. 48 - primer sonug nok. planfanmig
takip

)

HIV ile infekte, tedavi -
almamis HIV-1 RNA

> 5000 kopya/mL ve EFYV, n =281
TDF veya FTC direnci / ( )

olmayan hastalar \

(N = 563)

RAL 400 mg 2x1 + TDF/FTC

EFV 600 mg tek doz + TDF/FTC
(n = 282)

« Baslangicta hastalarin % 53’Unde HIV-1 RNA > 10° kopya/mL; % 47’sinde
CD4+ < 200 h/mm3



STARTMRK: 96. haftada virolojik ve
Immunolojik etkinlik

<
= < 100 A 86% 819
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-*g‘ = Noninferiority ® RAL
o
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Number of Contributing Patients Study Week
RALn= 281 281 281 279 278 280 280 281 281 280 281

EFVn= 282 282 281 282 280 281 281 282 282 281 282

Significantly shorter time to virologic response with RAL vs EFV (P = .001)
Similar CD4+ cell count increases with RAL vs EFV

— +240 vs +225 hiicre/mms3. a: 15 celisimm? (95% Cl: -13-42)

Lennox J, et al. Lancet 2009; 374: 796—-806



STARTMRK: 96. haftada advers etkiler

- llacla iligkili klinik advers olaylar EFV ile RAL’e gore
daha sik (78% - 47%; P < .0001)
— Ciddi klinik advers olay (14% - RAL , 12% - EFV (P = .457)
« 8. hf'da RAL ile EFV’e gore daha az SSS eftkileri
(10.3% vs 17.7%; P = .015)

« Kanser gelisimi (RAL 3 hasta - EFV 11 hasta)

— Kaposi’'s sarcoma (n = 7), anal cancer (n = 1), B-cell non-Hodgkin's
lymphoma (n = 1), bone cancer (n = 1), lung cancer (n = 1), basal cell
cancer (n = 3)

Lennox J, et al. Lancet 2009; 374: 796—-806



Mean Change (mg/dL)

STARTMRK: Metabolik ve Vucut
Kompozisyonu Degisiklikleri - RAL vs EFV,
96. hafta

B RAL
| -
50 - EFV % % 40
)
= -
40 4P <001 P <.001 ig 30
L 9\ 20 A
< w
C{0 (_3_) @’ 10 -
P <.001 5 % |
20 g O 0
)
P <.001 2— ol T T 1
10 -~ P =.025 0 48 96
Wks
0 Contributing Patients, n
®RAL 55 40 37
10 - HDL-C LDL-C Glucose ®EFy 56 46 38

Deldesus E, et al. CROI 2010. Abstract 720.



Protocol 004: 192-Wk Virologic Response to
RAL vs EFV in Naive Patients (NC = F)

< 100 A~ * 84%
Z , 8% 74%
S = o
= 80111 TV I 1 1 T TR
2 g | T
% 60 K: 0
£ . e
= g 40 -
2 3 Using observed failure approach: RAL
oy 20 91% and EFV 88% at Wk 192
g 0 h L L) L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]
0O 8 24 48 96 144 192
Contributing Patients, n Wk
~%¥=—= RAL100 mgBID 39 39 39
—&— RAL200mgBID 40 40 40
—#— RAL400mgBID 41 41 41 159 158 160
—é— RAL600mMgBID 40 40 40
" EFV600mgQD 38 37 38 38 38 38




Tercih edilen ilaglar — rehber
degisiklikleri



ARTEMIS: Daha once tedavi almamis
hastalarda DRV/RTV vs LPV/RTV
96.hafta

Randomize, acik, Wk 4811 Wk 962!

96-hflik calisma g 1007 ot
DRV/RTV 800/100 mg tekdoz £ s0- 78 %
(n = 343) vs LPV/RTV tb veya 3 [
kap 400/100 mg 2x1 veya g 607
800/200 mg tek doz* (n = 346) B 10
v ]
+ TDF/FTC 300/200 mg tek doz <
DRV/RTV 48. hfda o 207
LPV/RTV'den asagi degil; 96. % .

haftada ustun DRV/ LPV/ ' DRV/ LPV/

RTV  RTV RTV RTV
CD4+ artigi: +171 (DRV/RTV) vs

+188 (LPV/RTV), 06. hf TNoninferiority, P < .001; superiority, P = .062

¥Noninferiority, P < .001; superiority, P < .012

*Depending on availability; switch allowed.

1. Ortiz R, et al. AIDS. 2008:22:1389-1397. 2. Mills A, et al. AIDS. 2009:23:1679-88



CASTLE: Daha once tedavi almamis
hastalarda ATV/RTV vs LPV/RTV
96. hafta

« Randomized, open-label, Wk 48l Wk 962
96-wk study < 1997
. ATV/RTV 300/100 mg QD 2 s 7 7 o
(n = 440) vs LPV/RTV E
800/200 mg QD* (n = 443) S 607
— Plus TDF/FTC 300/200 mg QD B 40
Vv
« ATV/RTV noninferior to LPV/RTV <
at Wk 48; superior %209
at Wk 96 % 0 | |
+ CDA4+ gain: +268 (ATV/RTV) vs anvie Ak By

+290 (LPV/RTV) at Wk 96

1— H ¥ 0, ) - 0, 0/a" - :t H
*SGC until Wk 48; tablet formulation after Wk 48. SSEOUIE Lo (E20 (ClF S0ty (ol 0y [ S NS A1l

6.1% (95% CI: 0.3% to 12.0%; P < .05).
1. Molina JM, et al. Lancet. 2008;372:646-655. 2. Molina JM, et al. ICAAC/IDSA 2008. Abstract 1250d.



ACTG 5202: Baslangic tedavisi
ABC/3TC vs TDF/FTC + EFV vs ATV/RTV

Stratified by HIV-1 RNA
<or = 100,000 copies/mL Wk 96

'

Antiretroviral-naive patients
with HIV-1 RNA /
= 1000 copies/mL and

any CD4+ cell count \

(N = 1857)

*Double blind.
TOpen label.

Tenofovir/Emtricitabine* 300/200 mg QD

+ Efavirenzt 600 mg QD
(n = 464)

Abacavir/Lamivudine* 600/300 mg QD

+ Efavirenzt 600 mg QD
(n = 465)

Tenofovir/Emtricitabine* 300/200 QD
+ Atazanavir/Ritonavirt 300/100 mg QD
(n = 465)

Abacavir/Lamivudine* 600/300 mg QD

+ Atazanavir/Ritonavirt 300/100 mg QD
(n=463)

Daar E, et al. CROI 2010. Abstract 59LB.



ACTG 5202: Virolojik Basarisizlik
ATV/IRTV vs EFV

e Benzer Viro|0jik 96. Hf'da virolojik basarisizlik olmamasi
basarisizliga dek gecgen W ATV/RTV
zaman, ATV/RTV vs EFV o ERY
- ABC/3TC veya TDF/FTC 1007 ., g3 89.0 89.8
Ile kombine edildiginde 5 807
~ ABC/3TC, HR: 1.13 (95% £2 g0
Cl: 0.82-1.56) g5 40
— TDF/FTC, HR: 1.01 s3
(95% CI: 0.70-1.46) > 28

ABC/3TC TDF/FTC

Daar E, et al. CROI 2010. Abstract 59LB.



ACTG 5202: Virolojik Basarisizlik
ABC/3TC vs TDF/FTC

96. Hf'da virolojik basarisizlik olmamasi

VL < 100,000 k/mL olan hastalar

* Benzer virolojik basarisizliga dek
gecen zaman - ABC/3TC vs
TDF/FTC, ATV/RTV veya EFV lle

— ATV/RTV, HR: 1.26 (0.76-2.05)
— EFV, HR: 1.23; (0.77-1.96)

VL 2 100,000 k/mL hastalar

« ABC/3TC ile daha kisa VB’a dek
gecen zaman (TDF/FTC’e gore)
EFV veya ATV/RTV ile kombine

— EFV, HR: 2.22 (1.19-4.14)
— ATV/RTV, HR: 2.46 (1.20-5.05)

VL < 100,000 k/mL

B ABC/3TC
B TDF/FTC

1007

o
1

o
1

Patients Without
Virologic Failure (%)

N DO
S

o
1

gg.3 90.3 g7.4 89.2

-

ATVIRTV EFV

Daar E, et al. CROI 2010. Abstract 59LB.
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This slide is an illustration only and not meant to be a cross-study comparison.

48. haftada lipid degisiklikleri
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1. Eron J Jr, et al. Lancet. 2006;368:476-482. 2. Walmsley SL, et al. J. Infect Dis. 2009;50:367-374. 3. Nelson M, et al. Inter Congress on Drug Therapy
in HIV Infection 2008. Abstract P127. 4. Reprinted from The Lancet, v 372, Molina JM, et al, pp 646-655, Copyright 2008, with permission from Elsevier.



2009 DHHS Rehberi
Baslangic tedavisi: Tercih edilen

NNRTI temelli *EFV/TDF/FTC:2

Pl temelli *"ATV/r + TDF/FTC?
*DRV/r (QD) + TDF/FTC?

Il temelli *RAL + TDF/FTC?

Gebeler L PV/r (BID)®* + ZDV/3TC

1. EFV should not be used during the first trimester of pregnancy or in women trying to
conceive or not using effective and consistent contraception.

2. 3TC can be used in place of FTC and vice versa.
December 2009




2009 DHHS Rehberi
Baslangic tedavisi: Alternatifler

NNRTI temelli "EFV' + (ABC/3TC) or (ZDV/3TC)?
*NVP4+ ZDV/3TC

Pl temelli *ATV/r + (ABC/3TC) or (ZDV/3TC)?3

*FPV/r (QD or BID) + (ABC/3TC) or (ZDV/3TC) or
(TDF/FTC)?3

=L PV/r (QD or BID) + (ABC/3TC) or (ZDV/3TC) or
(TDF/FTC)?3

*SQV/r + TDF/IFTC?

1. EFV should not be used during the first trimester of pregnancy or in women trying to conceive or not
using effective and consistent contraception.

2. 3TC can be used in place of FTC and vice versa.

3. ABC should not be used in patients who test positive for HLA B*5701; caution if HIV RNA >100,000
copies/mL, or if high risk of cardiovascular disease.

4. NVP should not be started if pre-ARV CD4 >250 in women or >400 in men.
December 2009




2009 DHHS Rehberi
Baslangic tedavisi: Kabul edilebilir

NNRTI temelli |=EFV'+ddl + (3TC or FTC)

Pl temelli *ATV + (ABC/3TC) or (ZDV/3TC)?3

1. EFV should not be used during the first trimester of pregnancy or in women trying
to conceive or not using effective and consistent contraception.

2. 3TC can be used in place of FTC and vice versa.

3. ABC should not be used in patients who test positive for HLA-B*5701; caution if
HIV RNA >100,000 copies/mL, or if high risk of cardiovascular disease .

December 2009




Baslangic tedavisi: Kabul edilebillir,
fakat daha kesin bilgiye ihtiyac var

Pl temelli *DRV/r + (ABC/3TC) or (ZDV/3TC)1,2
=SQV/r + (ABC/3TC) or (ZDV/3TC)12

CCR5 *MVC + ZDV/3TC!3

Antagonist

temell

Il temell *RAL + (ABC/3TC) or (ZDV/3TC)!

1. 3TC can be used in place of FTC and vice versa.

2. ABC should not be used in patients who test positive for HLA-B*5701; caution if HIV
RNA >100,000 copies/mL, or if high risk of cardiovascular disease.

3. Tropism testing required before treatment with MVC; use only if only CCR5-tropic virus
IS present.

December 2009



EACS 11/2009

SELECT 1 DRUG IN
COLUMN A AND 1

NRTI COMBINATION = a AR ER Ko
IN COLUMN B
NNRTI TDF/FTC - TDF/FTC co-formulated
e EFV! ABC/3TC?34 |- ABC/3TC co-formulated
e NVP- - EFV/TDF/FTC co-formulated
Recommended SEHiOavc
boosted PI - ATV/r: 300/100 mg qd
e ATV/r® - DRV/r: 800/100 mg qd
e DRV/re - LPV/r:400/100 mg bid or
o LPV/r’ 800/200 mg qd
e SQV/r - SQV/r:1000/100 mg bid
SQV/r e ZDV/3TC® |- SQV/r: 2000/100 mg qd
FPV/r e ddlI/3TC or |- FPV/r:700/100 mg bid or
Alternative FEES 1400/200 mg qd
RAL? - RAL: 400 mg bid
- ZDV/3TC co-formulated




Farmakolojik guclendiriciler —
yeni jenerasyon



GS-9350 - ile guclendiriimis Elvitegravir +
FTC/TDF, tedavi almamis hastalarda
EFV/FTC/TDF'dan daha az etkin degil

* Cobicistat (GS-9350).

deneysel CYP3A inhibitord

Wk 24
primary endpoint
EUEWSS
Treatment-naive pts 1
with CD4+
= 50 cells/mm3,
HIV-1 RNA

= 5000 ¢/mL, no

GS-9350/EVG/FTC/TDF
(n=48)
/V

Wk 48

}

NRTI, NNRTI, or P| N\ e
resistance
(n=23)

(N = 71)

= Elvitegravir: deneysel

Integrase inhibitoru

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

100 T

(0]
o
|

(o)}
(@]
|

N
o
L

N
(@)
|

-@- GS-9350/EVG/FTC/TDF
-8 EFV/FTC/TDF

90
83

Wk 24 stratum-weighted difference:
+5%
(95% CI: -11.0% to 21.1%)

4 8 12 16 20 24
Wk

Cohen C, et al. CROI 2010. Abstract 58LB.



GS-9350 - ile guclendirilmis ATV: tedavi almamis
hastalarda ATV/RTV’e benzer virolojik etkinlik

* Faz Il calisma: atazanavir + guclendirici olarak
cobicistat (GS-9350) ile ritonavir karsilastirmasi

Wk 24
primary 100 -@®- (GS-9350
endpoint Wk 48 < - RTV 86
Treatment-naive pts i 1 i/ 50 - 84
with CD4+ =
>5000 c/mL,no A7 n =20 Y
NRTI, NNRTI, or PI RTV-Boosted ATV > 407
: [v4
TESEENEE + FTC/TDF e i 24 stratum-weighted difference: -
(n = 29) < 20 0
= 1.9%
(N=79) T

(95% CI: -18.4% to 14.7%)

0 4 8 12 16 20 24
Wk

Cohen C, et al. CROI 2010. Abstract 58LB.



Test ve tedavi et stratejilert,
kuresel HIV tedavisi



Kuresel gonullu HIV testi ve derhal HAART

verilmesi strate]iSI ranich RM, Lancet 2009; 373:48-57

Present phase Roll-out
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Genisletilmis HIV testi stratejisinin
sonuclari: Washington, DC

3.7-fold increase in number of publicly
funded HIV tests performed in
Washington, DC, from 2004-2008

— 2004: 19,766

— 2008: 72,866

17% increase in number of new
HIV/AIDS name-based case reports from
2004-2007

Significant reduction in time to
progression to AIDS following

HIV diagnosis from 2004-2008
(P <.0001)

Median CD4+ at Time of HIV
Diagnosis Over Time

P < .05 for trend

N

o

o
[ |

Median CD4+ (cells/mms3)

o

336 343
300- 275 296
216
200+
100+
Time interval between diagnosis - - - -

to entry into care significantly improved 200 2iUs 2005 20Uy ZOCR
from 2004-2008 Yr of Diagnosis

Castel A, et al. CROI 2010. Abstract 34.



Asllar



Etkinlik calismalan (Faz llb, lll): Aday HIV-1 asilar -
HIV-1-seronegatif gonullulerde

HIV Infection HIV Infection Vaccine

Vaccine

AIDSVAX B/B

AIDSVAX B/E

STEP Study

Phambili Study

Sample Size

Location

North America,

Netherlands

Thailand

North America,

Caribbean,
Australia

South Africa

Target
Population

MSM; sexual
exposure

Sexual exposure

Rate in Vaccine Rate in Placebo Approach; HIV-1

Group (%)

Stopped
early

Group (%)

Stopped
early

Strains

rgpl120: MN,
GNES8

rgpl20: MN,
A244

Ad5 gag/pol/nef:

clade B gag-

CAM-1, pol- 1lIB,

nef-JR-FL

Ad5 gag/pol/nef:

clade B gag-

CAM-1, pol- llIB,

nef-JR-FL

Vaccine
Developer

VaxGen

Lancet 2008; 372:1881-1893., Lancet 2008; 372:1894-1905.


http://www.mdconsult.com/book/player/linkTo?type=bookPage&isbn=978-0-443-06839-3&eid=4-u1.0-B978-0-443-06839-3..00130-2--tn0010&appID=MDC
http://www.mdconsult.com/book/player/linkTo?type=bookPage&isbn=978-0-443-06839-3&eid=4-u1.0-B978-0-443-06839-3..00130-2--tn0015&appID=MDC

Immune

Hazirlama — iteleme asi stratejisi

Response

[\

|

Prime Boost




The N EW ENGILAIN D
JOURINAL of MEDICIN E

Vaccination with ALVAC and AIDSVAX
to Prevent HIV-1 Infection in Thailand

« canarypox ALVAC vektoru (HIV-1 E gpl120, B Gag ve
proteaz) - 0,1,3 & 6 ay. ve AIDSVAX B/E 3 & 6 ay.
iteleme

* n: 16402 (18-30y, E & K)

* Asi etkinligi: % 31.2

« Hastalarin cogu - heteroseksuel, yuksek riskli guruplarda
degil

 Etkinligin cogu ilk yil icinde goruluyor

* Halk sagligina yonelik fayda beklenmiyor
Rerks-Ngarm S, NEJM 2009;361: 2209-20.




Genis notralizan antikorlarin kesfi ve
ters muhendislikle Ag yapimi

V1-V2 loop
Glycan shield PG9, PG16
2G12 " g

v 4 V3 loop
" :

"’&’; v ‘ PG9, PG16
CD4 binding site ' i/ 3

g “ay
b12, VRCO1, HJ16 | 8

]

s

MPER
2F5, 4E10, Z13el

Vulnerable Targets for Potential Vaccines on the Trimeric HIV Envelope Spike Glycoproteins (gp120 and gp41).

Broadly neutralizing monoclonal antibodies have been identified that target the CD4 binding site (b12, VRCO1, HJ16) on glycoprotein

120 (gpl120), the membrane proximal external region (MPER) (2F5, 4E10, Z13el) of gp41l, the glycan shield (2G12), and epitopes
that reside in the variable loops 1, 2, and 3 on gp120 (PG9, PG16).

Koff WC, Berkley SF. NEJM 2010;363(5):e7
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ART-CC
1134 olum / 29.935 hasta

« Kaba olum orani 0.95/ 100 hasta yili
« Kaba SMR: 3.36

« Standardize mortalite oranlart:
— 6.ayda CD4 sayisi dusuk ise
— 6.ayda VL > 500 ise
— Baslangicta AIDS var ise
—DIIB > Homo & hetero
Ise artiyor
International Journal of Epidemiology 2009;38:1624-1633



Ortalama serokonversiyon yasi 33'den itibaren
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Hollanda — Athena kohort

Tanidan 24 hf sonra tedavi almayan ve AIDS olayi olmayan
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van Sighem, AIDS 2010;24:1527-35.



