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Mevcut ART rejimleri ile HIV infeksiyonu eradike edilemez x

Antiretroviral tedavinin hedefleri

v Plazma HIV-RNA dlzeyini azami diizeyde ve uzun sureli
baskilamak

v HIV ile iliskili morbiditeyi azaltmak

v" Yasam siresini uzatmak ve kalitesini arttirmak

v" Immuinolojik fonksiyonlar iyilestirmek ve korumak

v HIV bulasini 6nlemek



Antiretroviral ilaclar: 2011

NRTI/NtRTI NNRTI Proteaz inh. Fuzyon inh.
ZDV' Nevirapin Sakinavir Enfuvirtid
3TC? Efavirenz® Indinavir
Abakavir? Etravirin Nelfinavir Integraz inh.
Tenofovir Rilpivirin Ritonavir Raltegravir
FTC® Fosamprenavir

Lopinavir/r M :
antagonisti

Atazanavir Maravirok

Tipranavir

Darunavir

Combivir':2, Trizivir'2:3, Kivexa?3, Truvada*?®, Atripla*5°




ART baslarken dikkat edilmesi gereken durumlar

Komorbid hst (KVS, kc hst, psikiyatrik hst, renal hst, tbc)
llaclara bagl olasi yan etkiler

llac etkilesimleri

Gebelik veya gebelik gelismesi potansiyeli

Genotipik ila¢ direnc testi sonuclari

Nevirapin: cinsiyet, tedavi oncesi CD4

Abakavir: HLA-B*5701 testi

Maravirok: ko-reseptor tropizm testi

Hastanin uyum acgisindan degerlendirilmesi

U OO0 00000 oODo

llacin uygunlugu (hap sayisi, doz sikli§i, ac/tok, sivi ile, saklama
kosullarr)
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Guidelines for the Use of Antiretroviral Agents
in HIV-1-Infected Adults and Adolescents

October 14, 2041
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Onerilen Rejimler

EFV ATVIr

TDF/FTC

RAL DRV/r

Gebelerde LPV/r gunde 2 dozda + ZDV/3TC

Etkinligi en ust duzeyde ve kalicl,
lyi tolere edilen,

DHHS Ocak 2011 Toksisitesi kabul edilebilir,
Kullanimi kolay



Alternatif Rejimler

Etkili ve tolere edilebilir, ancak
bazi dezavantajlari olan
rejimler

Bazi hastalarda onerilen rejim
olabilir

DHHS Ocak 2011

ZDV/3TC

NNRTI bazli

EFV ABC/3TC

RPV TDF/FTC; ABC/3TC
Pl bazli

ATV/r ABC/3TC
DRV/r ABC/3TC
FPV/r qd / bid ABC/3TC; TDF/FTC
LPV/r qd / bid ABC/3TC; TDF/FTC

Integraz inhibitori bazli

RAL

ABC/3TC




Kabul Edilebilir Rejimler

Bazi hastalar icin secilebilecek,
fakat onerilen ya da

alternatif rejimlerden

daha az tatmin edici olan
rejimler

DHHS Ocak 2011

NNRTI bazli

EFV ZDV/3TC

NVP ZDV/3TC
ABC/3TC; TDF/FTC

RPV ZDV/3TC

Pl bazli

ATV ABC/3TC; ZDV/3TC

ATVI/r ZDV/3TC

DRV/r ZDV/3TC

FPVI/r ZDV/3TC

LPV/r ZDV/3TC

integraz Inhibitéri bazli

RAL ZDV/3TC

CCRS5 Antagonisti bazli

MVC

ZDVI/3TC; TDF/FTC; ABC/3TC




Kabul edilebilir ancak dikkatli kullaniimasi gereken rejimler

Bazi calismalarda

virolojik etkinligi gosterilmis,
ancak guvenlik, direng
veya etkinligi ile ilgili
endiseler olan rejimler

DHHS Ocak 2011

Pl bazli
TDF/FTC
SQV/r ABC/3TC
ZDV/3TC




A B
FACS NNRTI bazli
i EFV ABC/3TC
TDF/FTC
v NVP TDF/FTC
Guidelines LUt I
versn - oceer 1 ATVIr ABC/3TC
i DRV/r TDF/FTC
LPV/r
Integraz inhibitérii bazli
RAL TDF/FTC
SQV/r ZDV/3TC
Alternatif FPV/r ddl/3TC veya
MVC FTC

A kolonundan 1 ilag ve B kolonundan 1 NRTi kombinasyonu segin



TDF/FTC

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘ 934 Ca||§m88|

Tenofovir DF, Emtricitabine, and Efavirenz vs.
Zidovudine, Lamivudine, and Efavirenz for HIV

Joel E. Gallant, M.D., M.P.H., Edwin Dejesus, M.D., José R. Arribas, M.D.,
Anton L. Pozniak, M.D., Brian Gazzard, M.D., Rafael E. Campo, M.D,, Biac Lu, Ph.D.,
Damian McColl, Ph.D., Steven Chuck, M.D., Jeffrey Enejosa, M.D,,

John J. Toole, M.D., Ph.D., and Andrew K. Cheng, M.D., Ph.D.,
for the Study 934 Group*

The NEW ENGLAND JOURNAL of MEDICINE

ACTG 5202

ORIGINAL ARTICLE

Abacavir—Lamivudine versus Tenofovir—
Emtricitabine for Initial HIV-1 Therapy

Paul E. Sax, M.D., Camlin Tierney, Ph.D., Ann C. Collier, M.D.,
Margaret A. Fischl, M.D., Katie Mollan, M.5., Lynne Peeples, M.S.,
Catherine Godfrey, M.D., Nasreen C. Jahed, M.P.H., Laurie Myers, M.S.,
David Katzenstein, M.D., Awny Farajallah, M.D., James F. Rooney, M.D.,
Belinda Ha, Ph.D., William C. Woodward, M.D., Susan L. Koletar, M.D.,
Victoria A. Johnson, M.D., P. Jan Geiseler, M.D., and Eric S. Daar, M.D.,
for the AIDS Clinical Trials Group Study A5202 Team*

ABSTRACT




934 Calismasi: TDF/FTC ile ZDV/3TC karsilastirmasi:

l 48. Hafta

TDF/FTC 300/200 mg/gun

+
/ EFV 600 mg/glin

) (n=255)
Daha once ART kullanmamis

HIV-1 RNA = 10.000 k/mL

CD4 hicre sayisi < ve = 200 hicre/mm3 olacak sekilde gruplama

HIV infeksiyonu olan
Ccr >50 mL/dk
(n=517)

ZDV/3TC 300/150 mg BID
+

EFV 600 mg/gln
(n=254)

Gallant, NEJM 2006
Arribas JR, JAIDS 2008



P=0.002: TDF ZDV’den Ustln

100
80 fh:\“*“*a —+— TDF +FTC +EFV
r / ' * _“:"———-—-——_.1,_______%’___’ (<400 copies/mL)
s 604 [2 e S A e
g " ZDV/3TC + EFV
o 401 (<400 copies/mL)
Nz ZDV/3TC + EFV
20 (<50 copies/mL)
0 - T T T T 1 T T T T T T T L 1 :
0 24 % 48 i 72 96 120 % 144
" Weeks
48. ve 144. Hafta sonuclari TDF ZDV P
HIV-RNA <400 k/mL; % 84 > 71 73 > 58 0.004
CD4 hicre artisi /mm3 190 - 312 150 > 217 0.09
llaci birakma (yan etki nedeniyle), % 425 9-> 11* 0.01
Ekstremite yag doku miktari, kg 7.9 5.4 0.001

Gallant, NEJM 2006
Arribas, JAIDS 2008




ACTG 5202: ABC/3TC ile TDF/FTC karsilastirmasi:

Randomize,

Cift kor*

Acik etiketliT

Faz lllb calismasi

HIV infekte
HIV-1 RNA
> 1000 k/mL
(n = 1858)

En fazla 7 gln
ART almis.
HLAB*5701
bakilmamis.

HIV-1 RNA
< veya 2 100,000 kopya/mL
olacak sekilde gruplanmis

TDF/FTC* 300/200 mg QD +
EFVt 600 mg QD
n=464

ABC/3TC* 600/300 mg QD +
EFVT 600 mg QD
n=465

TDF/FTC* 300/200 QD +
ATV/rt 300/100 mg QD
n=465

ABC/3TC* 600/300 mg QD +
ATV/rt 300/100 mg QD
n=463

l 48. Hafta*

HIV-RNA
16-24 hafta
>1000k/mL

> 24 hafta
>200 k/mL

*Randomizasyon sonrasi VB gelisene kadar gecen zaman

Sax PE, NEJM 2009



ACTG 5202: 48. hafta sonuclari

TDF | ABC | Istatistik
Virolojik basarisizlik (VB), n 26 | 57" HR=}J>9\<
VB veya diger nedenlerle ilag deg, n 68 | 114 /"‘/
c\v“)\d\)
48 haftadan sonra VB olmama ihtimali, % )3~ \)6&,@
(\)\O oF
Post hoc analiz: hesaplanan sonraki VB, n- @\g@eﬁ X _P=0.25
. PP
llag iligkili herhangi bir yan etki, n \q\"‘)@@‘(‘* 0
: o \OO \O\
Yan etki (evre 4), n \(\\,\Q \ﬂ’&“ / 24* | P<0.001
<
48. hafta: HIV-RNA <50 y/ \\\@Q@\@ 80 | 75
<
CD4 hicre saylsmg7/ @0 199 | 194
Major direng rp/ 10 25

ABC grubundaWyUksek; erkek cinsiyet, tedavi oncesi genotip

analizinin yapilmans olmasi, dustk CD4 ve yuksek viral yuk ile iligkili

* Daha erken ortaya cikmakta

Sax PE, NEJM 2009



NRTI: dikkat edilmesi gerekenler

Tenofovir

« Renal fonksiyonlar izlenmeli: kreatinin artisi, glikozuri, hipofosfatemi,
akut tubuler nekroz

« Risk: ileri HIV, onceki ART suresi, altta yatan bobrek hst,
« Ccr <50 mL/dk ise doz azaltilmali veya baska ila¢ kullaniimall
« Kemik yogunlugunda azalma

Abakavir

« Tedavi oncesi HLA-B*5701 testi (asiri duyarhlik)

« HIV-RNA >100,000 k/mL ise virolojik yanit daha duguk
 Miriski? D:A:D calismasinda risk artmis

. FDA analizinde (n=26 ¢alisma) fark yok

Zidovudin

* Anemi, kemik iligi baskilanmasi

« Daha cok ekstremite yag doku kaybi
« Mitokondriyel toksisite
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DRV/r ATV/R
Artemis Castle




ACTG 5142

Randomize
Faz Il -
Acik etiketli EFV 600 mg/giin QD
+
/ 2 NRTI
(n=250)

Daha once ART kullanmamis
HIV-1 RNA >2000 k/mL
HIV infeksiyonu olan —

CD4: kisitlama yok LPV/r 400/100 mg BID
(n=753) o
2 NRTI
(n=250)

HIV-RNA >100,000 ~ %50 LPV/r 400/100 mg BID

Ort CD4 178-190 hiicre +
EFV 600 mg/giin QD

(n=250)

Riddler, NEJM 2008



ACTG 5142: 96. hafta sonuclari
Virolojik baskilanma EFV + 2 NRTI grubunda daha basarili
CD4 hiicre artisi LPV/r + 2 NRTI grubunda daha iyi

EFV + 2NRTI | LPV/r + 2NRT]
HIV-RNA <200 k/mL %93* %86* %92
HIV-RNA <50 k/mL %89** Y% 77** %83
CD4 hucre artisi/mm3 273*** 287*** 230
*P=0.041
**P=0.003
“*P=0.01

Virolojik basarisizlik LPV/r grubunda daha kisa surede

Riddler, NEJM 2008




The NEW ENGLAND JOURNAL of MEDICINE

A All Patients

B HIV-1 RNA =100,000 Copies

100 100+
90- v 90—
" »
& 30- ° 80—
2 S o
> = 70- zO & 70—
o & w« B
Z g c 3
55 2T 7
£s 3
= 50— a 50—
i g
] a
a A = Efavirenz A = Efavirenz
30— —_— !.»o_p_ipavir—gritonavir 30 — !_p_pipaviriritonavir
) = NRTI-sparing Y ~— NRTI-sparing
0 T T T T T ] 0 T T T T T ]
0 24 48 72 96 120 144 0 24 48 72 96 120 144
Weeks since Randomization Weeks since Randomization
No. at Risk No. at Risk
Efavirenz 250 210 186 173 142 73 19 Efavirenz 121 108 96 90 76 40 11
Lopinavir- 253 210 185 168 140 74 14 Lopinavir— 123 105 90 81 67 32 6
ritonavir ritonavir
NRTI-sparing 250 215 189 181 149 73 17 NRTl-sparing 122 102 86 81 66 35 9
Virolojik basarisizlik
Riddler,

NEJM 2008




EFV ile LPV/r karsilastirmasi

48. Hafta Birincil sonlanim

Randomize l
Acik etiketli
EFV 600 mg/gun QD
+
ZDV/3TC 300/150 mg BID
Daha once ART kullanmamis (n =95)
HIV-1 RNA = 1000 k/mL
HIV infekSiyonu olan CD4 hiicre sayisi < ve = 100 hicre/mm?3 olacak sekilde gruplama
CD4< 200 hiicre/mm3
(n=189) LPV/r 400/100 mg BID
+
ZDV/3TC 300/150 mg BID
(n =94)

Sierra-Madero, JAIDS 2010



48. Hafta sonuclari EFV LPV/r p

ZDV/3TC ZDV/3TC

n =95 n =94

HIV-RNA <50 k/mL, % 70 93 0.013
- CD4<100 hiicre/mm?3, % 47 38 0.03
HIV-RNA <400 k/mL, % 73 65 0.25
Virolojik basarisizlik, n 7 17 0.02
CD4 hicre artist, /mm?3 234 239
T. kolesterol artisi, mg/dL 50 63 0.24
Trigliserid artisi, mg/dL 48 /’IJ:/C\a

- VB, EFV grubunda NRTI ve/
- VB, LPV/r grubunda yan etkil

Sierra-Madero, JAIDS 2010



Seven-Year Efficacy of a Lopinavir/Ritonavir-
Based Regimen in Antiretroviral-Naive
HIV-1-Infected Patients

Robert L. Murphy,! Barbara A. da Silva,2 Charles B. Hicks,?
Joseph J. Eron,* Roy M. Gulick.? Melanie A. Thompson,® Florence McMillan 2
Martin 5. King,? George J. Hanna,? and Scott C. Brun®

'Morthwestern University, Chicago, finois, USA; *Abbott Laboratones, Abbott Park, ilinois, USA; *Duke University;
Durham, North Caroling, USA; *University of North Caralina, Chapal Hill, North Carolina, USA; *Waill Maadical Collage
of Cornall Univarsity, New York, New York, USA; SAIDS Research Consartium of Atlanta, Atlanta, Gaorgia, USA

Objective: Evaluate efficacy and tolerability of lopinavir/ritonavir (LPV/r) plus stavu-
dine and lamivudine long term in antiretroviral-naive patients. Design: Open-label
follow-up of prospective, randomized, multicenter trial. Method: Antiretroviral-naive
HIV-1-infected subjects (N = 100) received 1 of 3 doses of LPV/r plus stavudine and
lamivudine for 48 weeks then recesived LPV/r soft-gel capsules 400/100 mg plus
stavudineg and lamivudine. After & years, subjacts replaced stavudineg with tenofovir.
Results: At 7 years, by intent-to-treat analysis, 61% had plasma HIV-1 RNA <400
copies/mL and 59% had < 50 copigs/mL. Thirty-nine subjects discontinued treat-
ment due to adverse events (n = 16), personal/other reasons (10), loss to follow-
up (@), and noncompliance (4). Among 28 subjects qualifying for drug resistance
testing, no protease inhibitor or stavudine resistance was observed and 4 showed
lamivudine resistance. Most commeon drug-related moderate or severe adverse
events were diarrhea (28%), nausea (16%), and abdominal pain (11%). Subjects
who received stavudine (median 6.6 years) and switched to tenofovir demonstrated
significant improvements in total cholesterol (p = .009), triglycerides (p= .023), apo-
lipoprotein C-lll (p < .001), adiponectin (p = .008), fasting insulin (o = .04), and leptin
p = .03). Conclusion: LPV/r-based therapy demonstrated sustained efficacy with
no protease inhibitor or stavudine resistance through 7 years in antiretroviral-naive
patients. Switching from stavudine to tenofovir resulted in significant improvements



LPV/r bazl rejimler: 7 yillik sonuglar

KART ile HIV infeksiyonunun uzun sire baskilanmasi mumkunddr.

Daha once ART kullanmamis hastalar (n=100)
« LPV/rtb + stavudin + 3TC (ilk 48 hafta)
« LPV/ryumusak kapsul + stavudin + 3TC (6 yila tamamlanmis)
« LPV/ryumusak kapsul + TDF + 3TC (6. yildan sonra..)
HIV-RNA <400 k/mL: %61
HIV-RNA <50 k/mL: %59
Yan etki nedeniyle tedaviyi birakma: n=39
Direnc testi yapilan hastalarda
- Pl veya stavudin direnci yok
- 4 hastada 3TC direnci saptanmis
llac iligkili yan etki (orta-siddetli)
- ishal %28, karin agrisi %11

TDF’e gecildikten sonra metabolik parametreler
dlzelmis (kolesterol, TG, aclik insulin)

Murphy, HIV Clin Trials 2008



The Safety and Efficacy of Tenofovir DF
in Combination with Lamivudine and Efavirenz
Through 6 Years in Antiretroviral-Naive
HIV-1-Infected Patients

Isabel Cassetti, MD," José Valdez R. Madruga, MD,? Jamal Muhamad A.H. Suleiman, MD,®
Arnaldo Etzel, MD 2 Lijie Zhong, PhD,® Andrew K. Cheng, MD, PhD,® and Jeffray Engjosa, MD,®
for the Study 303E Team”

Fundacion Centro Estudios Infactologicos, Buenos Aires, Argentina; *Centro de Referdncia e Trainamento

DSTYAIDS, 580 Paulo, Brazl; *Brasimead Assisténeia Médica e Pasqguizas, 580 Paulo, Brazil; 4Hospital
Guitherme Alvaro, Santos, Brazl; and *Gilead Sciences, Fostaer City, California, UISA

Background: Study 803 is a phase 2 trial with a completed 144-week, double-
blind phase comparing tencfovir DF (TDF) to stavudine (d4T) in combination with
lamivudine (3TC) and efavirenz (EFVY) and an ongoing additional 336-week open-label
extension phase. Method: Patients in Brazil, Argentina, and the Dominican Republic
who completed the 144-week double-blind phase on TDF were eligible to roll over to
the extension phase (weeks 144-480). Results from an interim week 288 analysis are
presented. Results: Eighty-six patients (62% male, 70% white) initially randomized
to the TDF arm continued treatment with TDR At the end of the 144-week, double-
blind phase, 85 of the 88 had HIV-1 RMA <400 copies/mL, of whom 84% maintained
virologic suppression through week 288. CD4 counts continued to improve with a
mean increase of 135 cells/mm?® from entry into the open-label extension to week
288. No patient discontinued due to renal adverse events. Small changes in bone
mineral density at the lumbar spine and hip were seen in the first 48 weeaks but were
nonprogressive through 288 weeks. Mean limb fat increased from 8.0 kg at week 96
to 8.8 kg at week 288. Conclusion: Through 288 weeks, once-daily TDF+3TC+EFV
demonstrated sustained antiretroviral activity with continued immunclogic recovery.
TDF treatment was not associated with renal adverse events or limb fat loss in

HIV Clin Trials 2007



EFV bazli rejimler: 6 yillik sonuclar (GS 903)

Randomize, cift kor, faz Il (144 hf) = acik etiketli fazi devam
etmekte (366 hf)

Daha once tedavi kullanmamis hastalar
TDF + 3TC + EFV

288. haftada, hastalarin cogunlugunda virolojik baskilanma ve
immunolojik duzelme surmektedir

— HIV-1 RNA < 50 kopya/mL: %80 (E = K)
— CD4+ hicre sayisindaki ortalama degisiklik: +410 hicre/mm?

« Bobrek iglevinde onemli bir degisiklik yok (Cockcroft-Gault)

Cassetti I, HIV Clin Trials 2007



Hangi proteaz inhibitoru?

ARTEMIS Calismasi 48. Hafta
: Birincil
Randomize l sonlanim
Acik etiketli
Faz Il

DRV/R 800/100 mg/gun QD +
TDF/FTC 300/200 mg/gun

Daha 6nce ART kullanmamis (n=343)
HIV-1 RNA > 5000 k/mL
HIV infeksiyonu olan
CD4: kisitlama yok
(n=698) \
LPV/R 800/200 mg/gun QD veya BID
TDF/FTC 300/200 mg/gun +
(n=346)

Ortiz, AIDS 2008



ARTEMIS Calismasi: 48. hafta sonuclari

DRV/r | LPV/r
HIV RNA <50 k/mL %84 %78
CD4 hucre artisi/mm3 +137 +141

P =0.001
Esdeger



ARTEMIS Calismasi: 96. hafta sonuclari

DRV/r | LPVIr o)

HIV RNA <50 k/mL, % 79 71 0.012*
CD4 hicre artisi/mm3 +171 +188

llaca bagli nedenlerle tedaviyi kesme, % 4 9

Ishal (evre 2-4), % 4 11 <0.001
Dokuntu (evre 2-4), % 3 1

Trigliserid artigi (evre 2-4), % 4 13 0.0001
Total kolesterol artisi (evre 2-4), % 18 28 0.0001
Virolojik basarisizlik, % 12 17 0.0437

*ITT analiz

DRV/R daha ustun
Mills AM, AIDS 2009



ARTEMIS Calismasi: 96. hafta
Hastalar baglangigtaki HIV RNA duzeyine gore gruplandirildiginda
DRV/r ylksek viral yuki olan hastalarda daha basarili

o, P =0.174

<50 k/mL 20
80

70-
60-
50
40
30-
20+
101

0_

0 DRVIr
M LPV/r

HIV HIV
RNA RNA
<100,000 2100,000



ARTEMIS Calismasi: 96. hafta
Baslangigtaki CD4 hicre sayisi dusuk olan hastalarda DRV/r daha
basarili

P=0.009
%

<50 k/'mL 80+
7011

60-

50-

40+

30-

20-

10+

0_

0 DRVI/r
M LPV/r

CD4 CD4
hiucre hucre
sayisl sayisl
<200 =200



CLINICAL SCIENCE

Once-Daily Atazanavir/Ritonavir Compared With
Twice-Daily Lopinavir/Ritonavir, Each in Combination
With Tenofovir and Emtricitabine, for Management of
Antiretroviral-Naive HIV-1-Infected Patients: 96-Week

Efficacy and Safety Results of the CASTLE Study

Jean-Michel Molina, MD,*7 Jaime Andrade-Villanueva, MD,} Juan Echevarria, MD,§
Ploenchan Chetchotisald, MD, Jorge Corral, MD,Y Neal David, FCFR#
Graeme Moyle, MD,** Marco Mancini, BS,T1 Lisa Percival, MS,77F Rong Yang, PhD, 17
Victoria Wirtz, MS, 71 Max Lataillade, DO, MPH, 77 Judith Absalon, MD, MPH, +7
and Donnie MeGrath, MD, MPHT Y for the CASTLE Study Team

Randomize, acik etiketli
Daha once ART almamis
HIV-RNA 25000 k/mL

CD4: kisitlama yok

48. hafta

14) and esdeder =R n-a0)

100 - l LPV/RTV (n = 443)

) *P < 0.05
1t 1n the L 80 - .
re week e —— .
ey © 60-
eceived 2
greater @ 40+ ATV/r | LPVIr

itonavir - ' HIV RNA <50 copies/mL: 74% ATV/RTV vs 68% LPV/RTV
consent § 30 Difference estimate: 6.1% (95% CI, 0.3% to 12.0%)" 48 hf %78 %76
. e - -
itonavir @ 20 96 hf | %74 | %68
mpared 0 42— , . . . T . .
sco_ntln- B/L 12 24 36 48 60 72 84 96
3 48 dl]d Weeks

Baslangic tedavisinde ATV/r QD ile LPV/r BID esdeger

Molina, JAIDS 2010




CASTLE Calismasi: 96. hafta sonuclar

ATV/r | LPV/Ir
CD4 hucre artisi (ort) 268 290
CD4<50 ise: <50k/mL % 78 58
CD4<50 ve HIV-RNA >100,000 k/mL ise: <50k/mL % 71 61
Virolojik basarisizlik % 7 14
llact birakma % 16 22
ishal % 7 |7
Bilirubin artigi >2.5X ULN % fa4: | 1
Total kolesterol 2240 mg/dL % 11

Molina, JAIDS 2010




STARTMRK calismasi: RAL ile EFV karsilastirmasi

48 hf 96 hf
birincil sonlanim planlanan
Randomize izlem
Faz 1
HIV infeksiyonu olan RAL 402 mg 2x1
ART almamis TDF/ETC
HIV-1 RNA > 5000 k/mL / (n =281)
EFV, TDF, veya FTC
direnci yok \
(n=563) EFV 600 mg+gece tek doz
TDF/FTC
(n =282)

Bazal degerlendirme:

*%53 hastada HIV-1 RNA >10° kopya/mL;

%47 hastada CD4+ hiicre sayisi <200 hiicre/mm3
Lennox J, Lancet 2009



STARTMRK: Virolojik ve immunolojik etkinlik

192 hf: HIV-RNA <50 k/mL: RAL %76.2; EFV %67
+CD4: RAL 361; EFV 301 hlicre/mm3 EACS 2011

80

60

40 | '; 3 ® RAL
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Katilan hasta sayisi. n
RALn= 281 281 281 279 278 280 280 281 281 280 281
EFVn= 282 282 281 282 280 281 281 282 282 281 282

 RAL ile daha kisa surede virolojik baskilanma (P = .001)

 RAL ile CD4+ hucre sayisi artisi da daha fazla
« +240 vs +225 hiicre/mm3; A: 15 hiicre/mm3 (95% CI: -13-42)

Lennox J, ICAAC 2009. Abstract H-924b.




STARTMRK: Lipidler Uzerine etki / 96 hf

P < 0.001 tim lipid
parametreleri icin

Ortalama degisim (Oran)
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Lennox J, et al. ICAAC 2009. Abstract H-924b.




STARTMRK Calismasi: Istenmeyen klinik etkiler

EFV RAL

llac iliskili klinik yan etkiler (toplam) %78 %47
Orta - ciddi %32 %16
Ciddi <%?2 <%?2

SSS toksik etki (8 hafta) %17.7 %10.3
Malinite (48 hafta) n=9 n=1
Malinite (96 hafta) n=11 n=3

- Kaposi sarkomu (n = 7)
- Anal kanser (n = 1)

- B-hucreli lenfoma (n = 1)

- Kemik kanseri (n = 1)
- Akciger kanseri (n = 1)

- Bazal hicreli kanser (n = 3)

P=.015



Rilpivirin ile EFV karsilastirmasi

Faz Il 48. Hafta Birincil sonlanim
Randomize l
Cift kor
Esdegerlik calismasi RPV 25 mg/giin QD
+
2 NRTI*
Daha once ART kullanmamis (n =340)

HIV-1 RNA = 5000 k/mL
HIV infeksiyonu olan
(n=947)

EFV 600 mg/giin QD

+
2 NRTI*
(n =340)

*2 NRTI arastirmaci tarafindan segcilmis.
Duyarlilik testi sonucuna gore karar verilmis.
Cohen, Lancet 211



p<0.0001

48. Hafta sonuclari RPV EFV
HIV-RNA <50 k/mL, % 86 82
Virolojik basarisizlik, % 14 3
CD4 hicre artisi, /mm3 Fark yok

llaci birakma (y.e.), % 4 7
Yan etki (evre 2-4), % 16 31

- Virolojik basarisizlik RPV grubunda daha yuksek
(6zellikle bazal HIV-RNA yUksekse)
- Dokuntu, sersemlik, lipidlerde yukselme
RPV grubunda anlamli olarak daha az (p<0.0001)

Yuksek dozda kullanildiginda QT uzamasi

Yemekle alinmali

Antiasid, H2 bloker ile dikkatli kullaniimali

PPI ile kullaniimamali

Cohen, Lancet 2011



Gelecek

Daha ¢ok ARV ilag Turkiye

Daha ¢cok kombine tek tablet

rejimleri - NRTI: TDF/FTC, ZDV/3TC,
| ABC, 3TC

Yeni NNRTI « NNRTI: EFV, NVP

ETR/TDF/FTC « Plleri: RTV, IDV, LPV/r

Yeni integraz inhibitorleri

EVG/COBI/TDF/FTC « DRVI/r...

DOL/ABC/3TC « RAL

. Etra\./i;in. . m
AIDS
NOW!



2 NRTI + P

Klinik sonlanimi olan ve ileri donem hastalara ait veri ¢cok

Uzun sureyi kapsayan veri mevcut

Genetik direng bariyeri yuksek

Hap sayisi gok

llac etkilesimi sik

Capraz direng olabilir

XIX|X| X[+ |+ ]|+

Uzun sureli toksik etkiler: dislipidemi, lipodistrofi

DHHS EACS

Onerilen ATV/r, DRV/r ATV/r, DRV/r, LPV/r, SQV/r




2 NRTI + NNRTI

Pl ile esdeger, hatta Ustiin virolojik baskilama

Hap sayisi az, gunde tek doz kullanilabilir

Pl secenegi korunmus olur

Klinik etkinlik kanitlanmamis, surrogate gostergeler kullaniimig

lleri ddnem hastalarla ilgili veri daha az

Direnc¢ hizl gelisir, capraz direng var

XIX|X| X[+ |+ ]|+

Yakin izlem: allerjik reaksiyon

DHHS EACS

Onerilen EFV EFV, NVP

Alternatif RPV




2 NRTI + Integraz Inhibitori

Etkinligi yuksek, iyi tolere edilir

llac etkilesimi az

Diger secenekler korunmus olur

Uzun sureli veri yok

Raltegravir: gunde tek doz kullanimi uygun degdil

Pahall

XIX|X| X[+ |+ ]|+

Direncg bariyeri nisbeten dusuk




