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KACE71CU

n 39y

n Erkek

n 1996 “pneumocystis carinii pnomonisi”
n 15 yil Almanya'da yasamis

n Heterosekslel korunmasiz cinsel temas
n 1V ilac kullanimi

n Anti HIV ve Anti HCV +

n CD4 210/mm 3




" B
1996 Yilinda Ulkemizde Bulunan
Antiretroviral Ajanlar

NRTI

n Zidovudin AZT —
n Lamivudin 3TC Proteaz inhibitori

n Zalcitabin ddC § Norvir

n Stavudin d4T
n Didanozin ddl

(CD4: 210) Retrovir + Hivid




Retrovir + Hivid+ Norvir (CD4: 420)

v

3 ay - karaciger toksitesi

Videx + Zerit




KACE/71CU
Yil CD4 |Viral yuk Tedavi
1996 210 Retrovir + Hivid
1996 | 420 Retrovir + Hivid + Norvir(Kc tok )
1997 Videx + Zerit
1999 245 |1.58X10* |Retrovir + Epivir
2000 124 12.14X10°> |Videx + Zerit+ Crixivan
2002 110 2.1 X10°> |Combivir + Viramun
2004
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Dtzch Med Wochenschr. 2010 Jun;135(23):1168-70. Epub 2010 May 31.

[Long-term efficacy of second-line treatment of HIV infection after class change following virological failure on protease
inhibitor-based therapy]

[Article in German]

Olgumuzda bagarisiz

Abstract
BACKGROUND here are no
comparative st nd-line strategies
after virological : on-nucleoside

PATIENTS AND METHODS: This cohort study retrospectively analyzed patient data documented for the Clinical Surveillance of HIV Disease project (Clinsury) between 1999 and
2008, run by the Robert Koch Institute in Berlin, Germany. Follow-up data for at least three months of a treatment switch after virological failure of the first-line regimen were
available for 157 patients out of the 14 377 patients in the ClinSurv cohort. Eighty-four (54%) of these had a Pl-based first-line regimen and were therefore included into the



Tedaviye Optimal Virolojik Yanit:

Maksimal virolojik baskilanma

- Tedavinin
24. haftasinda H1V RNA dizeyi <400 kopya/mL
48. haftada <50 kopya/mL




Inkomplet Virolojik Yanit

n24
n48

HIV- RNA
n12-24 hafta arasinda > 1000 kopya/mL

naftada > 400 kopya/mL

naftada > 50 kopya/mL

Blip

H1V- RNA dizeyinde her zaman olmayan dusik dizey bir
pozitifligin arada bir goérilmesi ("blips™) genellikle virolojik
basarisizligi gostermez ve tedavi degigikligi gerektirmez




Sunulan Olguda

n (Viral yuk: 2.1 X105 kopya/ ml): Virolojik basarisizlik

n (CD4 110): Immiinolojik basarisizlik

n Klinik progresyon

n 2 kez Zona
n Baziller anjiomatoz
n Pnomoni

Tedavi bagarisizligr




o
Tedavi Basarisizhiginin Nedenleri

Kigisel uyum eksikligi isel durum

SRR  Tlac teminindeki zorluklar kel

Dozun hatali ol 5 Toksite
Bireyin genetik Sosyal guvence }
yetersizligi

Absorsiyonun £ 1V ilagc bagimliligi
Ilacin farmako Hapishane

Aktarilan dire _ _
flac etkilesimle Hepatit C koenfeksiyonu

4
I

Sirencli virds

ART resistance testing. AETC National Resource Center.



HIV RNA >1,000 kopya/ml

§ Tlac direnci testi gonder
§ Ayni rejime devam edip sonuclari bekle

§ Farmakokinetik olarak daha etkin (P1/r)
darinovir atazanavir, fosamprenavir gibi bir
proteaz inhibitord ekle

EACS 2009
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Yil

CD4 | Viral yuk

Tedavi

1996 210 Retrovir + Hivid

1996 420 Retrovir + Hivid+ Norvir(Kc tok )
Videx + Zerit

1999 245 |1.58X10* |Retrovir + Epivir

2000 | 124 |2.14X10°> |Videx + Zerit+ Crixivan

2002 110 |2.1X10°> |Combivir + Viramun

2004 | Direnc testi




O Gunlerdeki Sorunlarimiz

n Direnc calisan merkez az

n Numunenin gonderilmesi - hastanin gonderilmesi
n Sosyal guvencenin testi karsilamamasi

n Sonuclarin gec alinmasi
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Clin Mizrobiol Infect. 2010 Oct;16{10):1511-7. doi; 10.1111/].1465-0691.2010.03353 x.
The use of human immunodeficiency virus resistance tests in clinical practice.
Ceccherini-Silberstein F, Cento V. Calvez V, Perno CF.

i, Rome, Haly.
ent of
ing HIV-1to
BSCape
transmit remains the
limiting f 5 focus on

the importance oftailoring antiretroviral therapy to the individual patient, on the basis onf HIV-1 genetic data, inteqrated with clinical, [aboratory and therapeutic information. The
aim of this review is to provide useful information to clinicians and virologists about how and when to use genotypic resistance testing in clinical practice, especially in the
management of the first stages of HIV-1 patient care and treatment decisions.

@ 2010 The Authors. Clinical Microbiology and Infection @ 2010 European Society of Clinical Microbiology and Infectious Diseases.



Diren¢ Testlerinin Klinik Kullanimi
(DHHS,2008)

Akut veya yeni tespit (<12 ay) HIV infeksiyonu

Bilinen HIV infeksiyonunda
antiretroviral tedaviye baglamadan once

Tedavi bagarisizligi

Gebelik (Plazma HIV RNA saptanabilir diizeydeyse)




Disclaimer:
sequence interpretations are for research use only, not for diagnostic or clinical purposes!

« All predictions below aim at predicting the in vitro resistance phenotype. Predicting in vivo
resistance or clinical utility is not intended.
« The atazanavir (ATV) model has been trained on samples derived from atazanavir-naive patients
only. Predictions are thus most reliable for this type of samples.
Phenotype Prediction

At ambiguous sequence positions (due to a mixed virus population) the resistance associated mutation has

been assumed if present.
z-score
- Predicted (number of Probability score
Decision tree standard ikelihood of
Drug | Cutoft classification’ SVYM . o deviati s
|confidence || classification? (resistance || Above mean resistant
factor| f 5 || of drug-naive subpopulation)
factor, RF) patients) more
more

ZDV 8.5 r?.“;;ln . resistant 108.6 2.9 1

ddc 2.5 r‘ﬁ"_}:r‘ resistant 4.3 10.3 1

aar || 2.5 —— ista 9.1 123 0.99

[0.78] resistant . = A

aar || 2.5 rel’:li’f.’,':;" resistant 3.7 8.3 1

3TC 8.5 re[’&’;;;" resistant 2623 20.0

asc | 2.5 "i;“;;]'" resistant 163 /K( 1

TDF 2.5 relsd!';;]nc susceptible 3.9 8.1 1

e ~ 4
resistant | —p——T |

NVP a.5 [0.94] 175.7 8.5 1

DLV 8.5 rel:)iﬁ)m resistant 18.3 6.7 1

erv || 8.5 "ﬁ]i"s':]"‘ resistant 25.9 75 1

sqQv 3.5 re[:]iﬁ;n resistant 4.8 53 1

1DV 3a.s r.is(:.!;;]m resistant 443 11.6 1

RTV 3.5 relsu“g?l" . resistant 60.8 14.0 1
wev || 3.5 "“I:)";:r‘ resistant 20.4 6.4 1
asv | 3.5 “?“‘]“’;:;“ resistant 8.3 5.4 1
v || 3.5 rel’:]'sgt?’;" resistant 45.3 12.8 1
ATV 3.5 resistant resistant 22.3 8.5 1

[0.94]

1: based on C5.0, RuleQuest Research Pty Ltd
2: based on LIBSVM, Copyright (¢) 2000, Chih-Chung Chang and Chih-Jen Lin

[ Protease | Reverse transcriptase | Subtype | Predicted phenotype | New sequence ]



Virolojik Basarisizhigin Yonetimi

Yeni antiviral rejim icin ideal olan daha 6nce
cihen 3 aktif

kullanilan grupl

| Tenofovir
llacin baslan

s Hasta

s Direnc testi

DHHS 2009
EASC 2009



Virolojik Basarisizhigin Yonetimi

<2 duyarl ilac varsa

Hastay: degerlendir

n CD4 >100/mm3

n Klinik tablo agir degil n Klinik tablo agir

n CD4 <100/mm3

Degisikligi ertele

Mekanizmasi farkli veya deneysel ilaclar




Bu durumda ne yaparsiniz?




n Hastanin kullanmakta olduqu ilaclarla tedaviye
devam ederim

n Tenofovir temin eder, tedaviye eklerim

n Tedaviyi keserim



JE
Gecmiste cok ilac deneyimli ve
yuksek ilac direnci olan HIV.

n Tedaviye aktif olan tek bir ajanin eklenmesi
onerilmez

n CD4 sayisi <100/mm3
Klinik progresyonu hizli olan olgularda

Tedaviye eklenen tek aktif ajan HIV -RNA vy
distrup CD4 sayisini gecici olsada yukselterek
hastaligin klinik olarak hizli ilerlemesini durdurmak
gibi bir faydasi olabilir. Ancak hizla direnc gelisme
riski yuksek



Pekl biz ne yaptik?




KACE71CU

n ART kesildi

86 ay slreyle CD 4 - VY stabil
§2. direncg testi



Disclaimer:
- All sequence interpretations are for research use only, not for diagnostic or clinical purposes!

.. « All predictions below aim at predicting the in vitro resistance phenotype. Predicting in vivo
resistance or clinical utility is not intended
« The atazanavir (ATV) model has been trained on samples derived from atazanavir-naive patients
only. Predictions are thus most reliable for this type of samples

Phenotype Prediction

At ambiguous sequence positions (due to a mixed virus population) the resistance associated mutation has
been assumed if present.
z-score
. (number of Probability score
Decision tree Pr:fllimd standard (likelihood of
Drug || Cuteff classification SVM eI deviations belonging to the
|confidence classification® (resistance above mean resistant
factor| f RF)? of drug-naive subpopulation)
WEART, REY patients) more
more
ZDV B.5 re[::g‘;lnt resistant 132.3 10.4 1 d d ( :

susceptible :
ddc 2.5< |] [0.81] ) susceptible 2.2 5.0 1
ddx 2.5 rel‘.:}l.s;:;]ll B resistant - 9.4 0.93 3 I ‘

d4aT 2.5 ”I';i”::;l . resistant 5.1 10.6 1

4 arc ) es ""’[;‘_’g{"il"" susceptible 5.7 5.2 5.5¢-05 S Q V
asc | 2.5 "Iﬁf;;]“‘ resistant 8.2 13.7 1

_ml? | EX: "i;‘_’;zi"‘ susceptible 3.6 7.6 1 I D V
we | e.s “’[%i_f;:;" resistant 2485 9.1 1
DLV 8.5 rﬁg:rt resistant 123 5.6 1 R TV
erv || 8.5 oy resistant 23.7 7.3 1
sov || 3.5 < S susceptible 0.6 25 9¢-06
v || 3.5 5“"::;':' ©™ M susceptible 1.7 0.4 0.0048
rrv) || 3.5 ’""I‘:]‘fg;ilb'e susceptible 1.3 0.2 0.0011




"
Bu duyarlilik paternine gore hangi
kombinasyonu tercih edersiniz?




Baslanacak Yeni Tedavinin Hedefi

n HIV RNA
n 3 ayda < 400 kopya /mL
n 6 ayda < 50 kopya/mL



S
Gecmiste Cok Sayida Ilaci Kullanmig
ve Ilac Direnci Olan Olgular

8 Hedef HIV RNA nin maksimum diizeyde
baskilanmasi (<50 kopya/mL)

8 Pek cok yeni antiretroviral ilac ve, farkl etki
mekanizmasi olan ilaclarla bu hedefe ulagsmak
mumkun

§ Viral baskilanma saglamanin zor oldugu
durumda hedef immunolojik fonksiyonlarin
korunmasi ve klinik ilerlemenin 6nlenmesi



S
Yeni Baglanacak Tedavi Rejiminin

Secimi
Yeni baglanacak rejimlerde

n Ritonovir ile guclendirilmis bir proteaz
iInhibitora (P1/r)

n NNRTI, genotipik testi yapilarak (etravirine)
n Flzyon/integraz inhibitori/CCR inhibitori



[E [Etravirine in highly treatment-experienced patien... [... ] l ﬁ‘ b Bl
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Enferm Infecc Wicrobiol Clin. 2009 Dec 27 Suppl 2:6-11.
[Etravirine in highly treatment-experienced patients]
[Article in Spanish]

Palter DP, Corbera EF, Tiraboschi JM.
Hospital Universitari de Bellvitge, L'Hospitalet de Liobregat, Barcelona, Ezpaiia. dpodzamczer@belvitgehospital. cat

Abstract
Etravirine { troviral
drugs. Mos dentical

designs th
admission
2%. There egimens
are now av navirir)
with excell lerated
and is the with
firstgeneration NMRTI. Moreover, its long half-life allows once daily administration in patients requiring a QD regimen.

of hospita
nin anly

2009 Elsevier Espania S.L. All rights reserved.

PMID: 20116622 [PubMed - indexed for MEDLINE]



S
Yenl Baglanacak Tedavi Rejiminin

Secimi

§ Integraz inhi
(ENF) daha 0
kabul edilir

n CCR5 antagor
degerlendirill

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

Virus uses CCRS5 co-receptors
to enter the CD4+ cell.

Activity of
CCRS5 antagonist
anticipated?

@ YES
NO

INhibItori
1lerde aktif

N
[ropism Assay)


http://www.aidsinfo.nih.gov

Disclaimer:
I All sequence interpretations are for research use only, not for diagnostic or clinical purposes!
-l « All predictions below aim at predicting the in vitro resistance phenotype. Predicting in vive
resistance or clinical utility is not intended.
s The atazanavir (ATV) model has been trained on samples derived from atazanavir-naive patients
only. Predictions are thus most reliable for this type of samples.

Phenotype Prediction

At ambiguous sequence positions (due to a mixed virus population) the resistance associated mutation has

been assumed if present.
z-score
e Predicted (number of | Probability score
Decision tree standard likelihood of
classification’ SVM ool deviations bilon ing to the
Drug || Cutoff % . 7| resistance ging
|confidence || classification (resistance above mean resistant
factor| f 5 || of drug-naive || subpopulation)
actor, RF) patients) more
more
v || 8.5 ";;"9';}‘“ resistant 1323 10.4 1
aac || 2. ‘“’[“':::i]""" susceptible 22 5.0 1
dd1 2.5
dar || 2.5
/-_—a-.___‘

Al 3zc 8.5
ABC 2.5 0.89] resistant 8.2 13.7 1
<32 resistant
TDF 2.5 suscepftible 3.6 7.6 1

\ "‘r 10.76]
we | 8.5 "i':]'.’;;“ resistant 248.5 9.1 1
DLV 8.5 "ﬁ{::r : resistant 12.3 5.6 1
EFV 8.5 re;l;t;nt resistant 23.7 73 1

|’_ sov 3.5 su«:’e.gnble susceptible 0.6 -2.5 9e-06
v || 3.5 ’“1’;:5;" € ) susceptible 1.7 0.4 0.0048

P Susceptible™

RIV)[ 3.5 ms[‘l’)fgl] 3 |) susceptible 1.3 -0.2 0.0011

ddC

IDV
RTV



KACE71CU
n 2005 Retrovir + Hivid + Kaletra

CD4 76/mm3 HIV-RNA 1.52X 104

Karaciger enzim yiksekligi
Laktik asidoz
LOokopeni

Tedavi kesildi
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Lancet Infect Diz. 2004 Jul4({7).437-44.

HIV and hepatitis C virus co-infection.
Rockstroh JK, Spengler U

HIV Qutpatient C

commentin:

Lancet |

Abstract

Since the decline in HIV-related morbidity and mortality after introduction of highly active antiretroviral therapy (HAART) in 1996, liver disease caused by chronic infection with
hepatitis C virus (HCV) has become an increasingly important cause of morbidity and mortality amaong HIV-infected patients infected parenterally with HCV in more developed
countries. A third of HIV-infected individuals in Europe and the LSA have HCV co-infection. HIV accelerates HCV liver disease especially when HIV-associated
immunodeficiency progresses. With the introduction of pegylated interferon in combination with ribavirin, greatly improved treatment options for patients with HIV and HCV co-
infection have become available and have led to sustained virological response rates of up to 40%. Furthermare, recent cohort analyses have shown that immune
reconstitution induced by HAART can improve the course of hepatitis C leading to a decline in liver-related mortality. However, patients with HCV co-infection are atincreased
risk of hepatotoxicity from HAART. Owing to the high rates of HIV and HCV co-infection worldwide, new improved treatment strategies and guidelines for the management of co-
infection remain a major future goal.
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Curr Opin Infect Dig. 2005 Dec;18(6).550-60.
New paradigms in the management of HIV and hepatitis C virus coinfection.

Soriano ¥V, Martin-Carbonero L Maida |, Garcia-Samaniego J, Nuriez M.

Department of In

Abstract
PURPOSE OF
and intravenous drug users.
individuals.

emaophiliacs

g DIdirectonal INtenerences DETWEEN NePaMs L VIrUS an ave clinical consequences and complicate the management of coinfected

RECENT FINDINGS: There is an increased rate of liver complications among coinfected patients due to the decrease in opportunistic infections resulting from the use of potent
antiretroviral therapy and accelerated progression to liver cirrhosis in the HIV setting. Conversely, the risk of hepatotoxicity of antiretrovirals is higher in the presence of chronic
hepatitis C. While the standard therapy for hepatitis C in HIV is the combination of pegylated interferon plus ribavirin, overall treatment responses are lower in HIV-coinfected
than in hepatitis C virus-monoinfected patients. Moreover interactions between ribavirin and HIV drugs (i.e. didanosine, zidovuding) are associated with higher risks of side
effects.

SUMMARY: Given the accelerated progression to end-stage liver disease in coinfected patients, freatment of hepatitis C should be a priority. While hepatitis C therapy should
not be denied in the absence of contraindication, it should be re-assessed atweek 12 and therapy continued only in patients showing more than 2 log drops in viremia, to

Aunid mida affrrte Mact racarnt dats cniaaactthiat adamnsta calacdtinn Af candidater rveadt rmansanrmant Af cida affrcte Aand rraeerintian AF ArmrarriAta rikAuirn Aaeae il
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semin Liver Dis. 2005 Feb;25(1):33-51.

Treatment of chronic hepatitis C in human immunodeficiency virus/hepatitis C virus-coinfected patients in the era of
pegylated interferon and ribavirin.

Mount Sinai School of Medicine, Bronx Veterans Affairz Medical Center, Infectious Dizeazes Section (111F), 130 West Kingzbridge Road, New York, NY 0468, USA. norbert.brau@med.va.gov

Abst

Asign of HIV-
infecte d
SV ]
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have shown that HCV does notinfluence progression of HIV infection to AIDS or death. HCV therapy with peginterferon alfa (2a or 2b) plus ribavirin can achieve a sustained
viral response in HIVIHCY-coinfected patients of up to 38% in HCY genotype 1 and up to 73% in genotypes 2 and 3. The safety profile is largely similar to therapy in HIV-
monoinfected patients, but there is a higherincidence of mitochondrial toxicity in patients taking didanosine or stavudine and of anemia in patients taking zidovudine. There is
no proven anti-HCV therapy for HIVIHCY-coinfected patients with end-stage liver disease (ESLD). Liver transplantation is being investigated as a potential therapeutic option for
HIV-infected individuals with ESLD, and initial reports are encouraging. Given that pegylated interferon and ribavirin have been shown to be safe and effective for HIVIHCY

coinfection as well as HCV monoinfection, all HIVHCV-coinfected patients should be evaluated for therapy.



S
HIV/Hepatit C

n Karaciger biyopsisi
HAI 3/18, Fibrozis 3/6 (18.08.2005)
HCV RNA:107

Pegile interferon + ribavirin (LOkopeni- trombositopeni)

Genotip bakilamiyor ( Enfeksiyon orijini Almanya)

Tedavi slresi 6 ay
Kalici viral yanit



KACE71CU

n Combivir+ Crixivan (2007)
n CD 61/mm?3
n HIV RNA 7.8X 104



Mekanizmasi Farkli veya Deneysel Ilaclar




" S
2008 TMC 114

COMBIVIR+ CRIXIVAN +DARUNOVIR/Y
cb4 10/mm3 - VY 7.8x 104

CD4 109- VY <450 kopya/mL

Vicut killarinda dokilme
Istahsizlik
Cilt alti yag dokusunda erime

Crixivan kesildi
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Drugs. 2008,68(16):2257-67. doi: 10.2165/0003495-200865160-00001.

Double-boosted protease inhibitor antiretroviral regimens: what role?
Ribera E, Curran A.

Infectiouz Dizeazes

Abstract
Despite the clinical
failing regimens m
inhibitors (Pls) to b
higher plasma con
transcriptase inhibi
of more convenient
however, the publis
saquinavir and oth
tolerated and have | trials, evenin
patients with exten ive drugs, achieving
success rates similar to those obtained in treatment-naive patients with recommended regimens. In this context, it is unthinkahle that double-boosted Pls could play any
role.Double-boosted Pls may be an alternative for those patients with limited therapeutic options in resource-poor settings, where new expensive drugs are not currently
available. The fixed combination of lopinavirfritonavir tablets makes it easier to boost with another Pl at the same time, without requiring ritonavir refrigeration, and this may be
particularly useful in this setting.

ly available drugs to
-boosted protease
[\ (ii) to achieve
reverse

and the availability
d Pl regimens;
itonavir plus

ses that are better

PMID: 18973352 [PubMed - indexed for MEDLINE]



N
Darunavir: a review of I1ts use In

the management of HIV infection In
adults.

n Oral H1V-1 proteaz inhibitora

n DlUslk doz ritonavir ile guclendirilmis

n Dirence karsi genetik bariyeri yuksek

n Cok tlaca-direncli HIV isolatlarina etkili

n Darunavir 600 mg/ritonavir 100mg gunde Iki

kez
Drugs. 2009;69(4):477-503
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TMC 114

COMBIVIR
CRIXIVAN
DARUNOVIR/r

COMBIVIR
DARUNOVIR/r

arih CD4 HIV-RNA
12.2008 189 negatif
03.2009 |134 131 k/mL
108.2009 182 negatif
11.2009 204 negatif
06.2010 121 negatif
09.2010 o8 negatif




Sonuc¢ Olarak

n ART naiv hastalarin %10’ unda primer direncli viral varyantlar
gorulebilmekte bu nedenle tedavi baglanmadan once viral
direnc testi yapiimali

n Farmakoekonomi calismalari ART naiv ve deneyimli olgularda

fenotipik testlerin yapilmasinin “cost effective” oldugunu
gostermis

n Tum rehberler bu testlerin yapilmasini dneriyor
n HIV/HCV birlikteliginde HCV tedavisi gerekli

n Coklu ilac deneyimi ve ila¢ direnci olan olgularda tedaviye yeni
grup ajanlarin eklenmesi etkili olabilir



Ilac Secenekleri Artiyor

Entry A9
inhibitors & b |

Reverse
transcriptase
inhibitors

Mature
virus

Pls

Darunavir
Tipranavir

‘,y)

Integrase
inhibitors

N‘ Raltegravir






