ULUSAL VIRAL HEPATIT & TURK KLINIK MIKROBIYOLOJI VE .
SIMPOZYUMU T INFEKSIYON HASTALIKLARI DERNEGI



HCV OLGU

Nesrin Turker

IKCU Atatiirk Egitim ve Arastirma
Hastanesi



48 yasinda, erkek olgu

2011 yilindan itibaren KHC tanisi ile dis merkezde
takipte

2012 yili Eylul ayindan itibaren poliklinigimizde takipte
5-6 yaslarinda Hemofili A tanisi almis

11 yasindan itibaren EUTF Hematoloji Polikliniginde
takip edilmekte faktor eksikligi orta diizeyde

Hastanin ifadesinde rutin faktor 8 kullanimi yok

Travma sonrasi veya herhangi bir girisim oncesi ve
sonrasi faktor 8 uygulanmakta



* Olgunun 2011 yilinda dis merkezde 4 hafta
sure ile Pegile IFN ve Ribavirin tedavisi alma

ancak tolere edemedigi icin kesilme 6ykusu
mevcut

* 2012 yilinda hastanemize basvurdu
* Ek komorbid hastalik dyktsu yok



Basvuru Donemi Laboratuvar Testleri

WBC:5260 K/ulL
HGB:14.8 g/dL
PLT:202000 K/uL
AST:33 U/L
ALT:55U/L
T.Biluribin:0.8mg/dL
. Biluribin:0.5mg/dL

BUN:15mg/dL
Kreatinin:0.65mg/dL
Glikoz:108 mg/dL
Protein:7.7g/dL
Albumin:4.3g/dL



Basvuru Donemi Laboratuvar Testleri

HBsAg: Negatif

AntiHBclgG: Pozitif * AntiHCV:Pozitif
AntiHBs:Pozitif . HCVRNA:463000iu®
AntiHIV:Negatif

ANtiHAVIgG:Pozitif




Basvuru Donemi Laboratuvar Testleri

* Protrombin zamani: 12sn
* INR:1.09

APTT:96.1sn
* Faktor 8 dizeyi: % 2.7




Basvuru Donemi Laboratuvar Testleri

Anti Mitokondriyal Antikor: Negatif

Anti Ds DNA: Negatif

Anti Duzkas Antikoru (ASMA):Negatif
Liver Kidney Mikrozomal Antikor: Negatif
Anti Nikleer Antikor (ANA):Negatif



Basvuru Donemi Laboratuvar Testleri

* Tiroid Fonksiyon Testleri: Normal
 AFP: Normal
* Genotip: Genotip 1



Basvuru Donemi GoruntulemeTestleri

e Batin USG: Safra kesesi l[imeninde multiple
milimetrik taslarin bulunmasi disinda normaldi

* Portal Ven Doppler USG:

Karaciger kraniokaudal boyutu 12 cm olup normaldi
Konturlari duzgln, parankim ekojenitesi kaba idi

Portal ven capi normaldi
Portal ven patent olup akim yoniu hepatopedaldi



Bu bulgularla ne yapardiniz?

Faktor 8 replasmani yaparak hastaya biopsi
yaparim

Noninvaziv yontemlerle karaciger hastaligini
durumunu degerlendiririm

Biyopsi yapmadan bir kez daha pegile
interferon ve ribavirin tedavisini denerim

Direkt etkili antiviral tedaviler icin hastayi
bekletirim



KCFT normal

Bilirubinleri normal

Kan proteinlerinde ters donme yok
Trombositleri normal

S—

Portal dopler USG bulgulari normal _




ALT: 43 U/L

AST: 34U/L

Protein: 7.7g/dL
Albumin: 3.3g/dL
Total biluribin: 1mg/dL

Trombosit: 234000 K/ulL
HCVRNA: 850000 IU/mL
AFP: Normal

Batin USG: Normal

Ocak 2014

=)

IZLEME DEVAM




Ocak 2015

ALT: 45 U/L

AST: 35U/L
Protein: 7.8g/dL
Albumin: 4.5g/dL

Total biluribin: 0.59mg/dL :
Trombosit: 220 000 K/uL IZLEME DEVAM

HCVRNA: 433 000 IU/mL
AFP: Normal
Portal Ven Doppler USG : Normal




Temmuz 2016

ZALT: 62 U/L

AST: 42 U/L

LDH: 356 U/L

Protein: 7.9 g/dL
Albumin: 4.7 g/dL

Total biluribin: 0.7 mg/dL

SUT yayinlandi ve artik
olgumuzu tedavi
edebiliyoruz

Trombaosit: 221000 K/ulL
HCVRNA: 601 000 IU/mL

AFP: Normal

Portal Ven Doppler USG : Grade 1
henatcctaatoz

Genotip 1




Temmuz 2016 SUT degisimi ile hastanin yonetimini
nasil planlayalim?

Biyopsi yapmadan tedavi naiv non-sirotik hasta
olarak tedavi baslayabilirim

Biyopsi yapmadan tedavi deneyimli non-sirotik
hasta olarak tedavi baslayabilirim

Biyopsi yapmadan tedavi naiv sirotik hasta olarak
tedavi baslayabilirim

Biyopsi yapmadan tedavi deneyimli sirotik hasta
olarak tedavi baslayabilirim

Biyopsi yaparak tedavi baslayabilirim




SUT 2016: 4.2.13.3.2.C - Viral hepatit
tedavisinde genel prensipler

-PT de 3 sn den fazla uzama

-Trombosit cavisr <Q0 000 /mm3
-Kanama egilimini artiran hastaliklar
-Kronik bobrek yetmezligi

-Biyopsiye engel olacak konumda bir yer

kaplayici lezyonun varhgi

-Karaciger sirozu

-Gebeler

-Ciddi yeti yitimine neden olan psikotik
bozuklugu ve zeka geriligi olan hastalarda
-HCV RNA’s| pozitif tedavi deneyimli hastalarda

karaciger biyopsisi
kosulu aranmaz




SUT 2016: 4.2.13.3.2.C - Viral hepatit
tedavisinde genel prensipler

-HCV RNA’sI pozitif hastalarda genotip tayini yapilir
- Genotip ve subtipi (Laboratuvar tetkikinde genotip 1 subtipi

belirlenemedigi olgular genotip 1a olarak kabul edilir) raporda belirtilir




SUT 2016: 4.2.13.3.2.A.2- Tedavi deneyimli Kronik Hepatit C
hastalarinda yeniden tedavi

Daha 6nce peginterferon /peginterferon+ribavirin tedavisi alan

komplikasyonlar nedeniyle tedavisine 12. haftadan 6nce son
verilmis olan kronik hepatit C hastalari, tedavi almamis hastalar ile

ayni kurallara tabi olarak yeniden tedavi edilebilirler




SUT 2016: 4.2.13.3.2.A.1 — Daha once Kronik Hepatit C tedavisi
almamis Genotip 1 hastalarda tedavi

 Non-sirotik hastalarda tedavi

: (Ombitasvir+ Paritaprevir+Ritonavir) + Dasabuvir ile tedavi toplam
12 haftadir

(Ombitasvir+ Paritaprevir+Ritonavir) + Dasabuvir -- Ribavirin ile
tedavi toplam 12 haftadir




SUT 2016: 4.2.13.3.2.A.1 — Daha once Kronik Hepatit C tedavisi
almamis Genotip 1 hastalarda tedavi

* Sirotik hastalarda tedavi

: (Ombitasvir+ Paritaprevir+Ritonavir) + Dasabuvir ile tedavi
toplam 12 haftadir

:(Ombitasvir+ Paritaprevir+Ritonavir) + Dasabuvir + Ribavirin
ile tedavi toplam 24 haftadir

(Sofosbuvir + Ledipasvir) + Ribavirin ile
toplam tedavi siiresi 12 haftadir

Sofosbuvir + Ledipasvir ile tedavi siiresi
24 haftadir




Nasil tedavi edelim?

Sofosbuvir+Ledipasvir 12 hf

Sofosbuvir +Ledipasvir+ Ribavirin 12 hf
Sofosbuvir+Ledipasvir 24 hf
Paritaprevir/rit+Ombitasvir+Dasabuvir 12hf
Paritaprevir/rit+Ombitasvir+Dasabuvir + Ribavirin 12hf
Paritaprevir/rit+Ombitasvir+Dasabuvir 24hf



-Biyopsi kontrendikasyonu
olmasi nedeni ile biyopsi
yapamadik

-Ultrason bulgulari, klinik ve
laboratuvar bulgulari ile

olarak
degerlendirdigimiz
-Genotip 1 ancak subtipi
belirlenememis hastada

4 Agustos 2016'da
Ombitasvir/Paritaprevir/Ritonavir
Dasabuvir
Tedavisi basladik
12 haftalik

Ancak hasta siddetle
RiBAVIRIN kullanmak
istemedigi icin
EKLEYEMEDIK
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Kanama Bozukluklarinda Tedavi

*Hemofili A faktor 8 eksikligine ve hemofili B faktor 9 eksikligine bagl
gelisir

*Tedavi bu faktorlerin intravenoz olarak yerine konulmasi ile
gerceklesmekte ve cok yakin zamana dek bu lriinlerin plazma donasyonu
ile hazirlanmakta idi

*Bu nedenle bu hastalarda HCV ile infekte olma riski yuksektir

*Hemofili hastalarinda son donem KC hastaligina ilerleme genel
populasyondakinden farkli degildir

*Hemofili hastalarinda kronik KC hastaliginin arastirilmasi hemofilisi
olmayan bireylerden farkli degildir




Kanama Bozukluklarinda Tedavi

* Hemofili hastalarinda biyopsi yapilmasi gerekli ise transjuguler KC biyopsisi daha

glvenli olabilir
*Hemofili hastalarinda hastaligin progresyonu non-invaziv yontemlerle

degerlendirilebilir

eKanama problemi olan HCV (+) hastalarda KC yetmezligine bagl 6lim,

olim nedenleri arasinda en sik nedendir




Hepatit C tedavisinin hedefi

*Hepatik siroz gelisimini

*Sirozun dekompanzasyona gitmesini
*Hepatoselltler kanser gelisimini

*Ciddi ekstrahepatik bulgularin gelisimini
*Olimii

KUR SAGLAMAK




Non sirotik ve kompanze (Child-Pugh A) sirozu olan hastalarda
Kronik HCV tedavisi

Table 5. IFN-fre¢ combination treatment regimens available as valuable options for each HCV genotype.

Combination regimen Genotype 1 Genotype 2 Genotype 3 Genotyped  Genotypes 5and 6

T o -

Sofosbuvinladipasvir + ribavirin

ofosbuvinvelpatasvir £ ribavidp

Ombitasvir/pantaprevirritonavir + dasabuvir +
ribavirin

Yos Yas Yos Yos Yos

Yos

Ombitasvir/pantapmevirkitonavir £ ribavidn

@wmmun@

Sofosbuvir + dadatasvir + nbavirin Yos Yas Yeos Yeos Yos

Sofosbuvir + simeprevir £ Abavirin Yos




Tedavi naiv yada pegile interferon ribavirin deneyimli non-

sirotik Genotip 1 KHC hastalarinda tedavi onerileri

Table 6. Treatment recommend ations for HOV-monoinfected or HOV/HIV coinfected patients with chronic hepatitis Cwithout cirrhosis, induding treatmen t-naive
patients and patients who failed on a treatment based on pegylated 1FN-x and ribavirin (treatment-experienced, DAA-naive patients |

Patiants Treatmant-naive | Sofosbuvir/ Sofosbuvin Ombitasvir!
Or -axparienced ledipasvir velpatasvir paritaprevir/
ritonavir and
dasabiwir
Ganotype 1a | Treatment-naive | 8-12 wk, no 12 wk, no 12 wik with
ribay i ribavirin ribawirin
Traatmeant- ,12 wik with \
exparianced ribavirin®
ar
| 24wk, no /
N
Ganotype 1b | Treatment-naive | 812 wk, no 12 wk, no ( &12%.)1-0
ribavinin ribavirin j
Treatmant- 12 wk, no 12 wk, no
experienced ribavirin ribavirin

Ombitasvir!
pan tapnenvin!
ritonavir

Grazoprevin Sofosbuvir and | Sofosbuvir

albasvir daclatasvir and
sirmepravir

12 wk, no 12 wk, no

ribawirin if i

HCW RNA :

<800,000 (5.9 /] 12 wh with

log) IU/mi Ahavinre

or

16wkwith 24 Wk no

ribavirin if UL

HCY RMA

=800,000 (5.9

log) 1L/ mE

12 wk, no 12 wk, no

ribavirin ribavinin
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Genotype la Treatment-Naive Patients Without Cirrhosis - Recommended
Recommended regimens are listed in groups by level of evidence, then alphabetically.

Daily fixed-dose combination of elbasvir (50 mg)/grazoprevir (100 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype 1a infection who

do not have cirrhosis and in whom no baseline NS5A RASs’ for elbasvir are detected.
Rating: Class I, Level A

Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype 1a infection who
do not have cirrhosis. Rating: Class |, Level A. An 8-week duration is Recommended for
treatment-naive patients without cirrhosis who are non-black, HIV-uninfected, and whose
HCV RNA level is <6 million IU/mL. Rating: Class |, Level B

Daily fixed-dose combination of paritaprevir (150 mg)/ritonavir (100 mg)/ombitasvir (25

mg) with dasabuvir (600 mg) as part of an extended-release regimen or plus twice-daily
dosed dasabuvir (250 mg), with weight-based ribavirin for 12 weeks is a Recommended
regimen for treatment-naive patients with HCV genotype la infection who do not have
cirrhosis.

Rating: Class I, Level A

Daily simeprevir (150 mg) plus sofesbuvir (400 mg) for 12 weeks is a Recommended
regimen for treatment-naive patients with HCV genotype la infection who do not have
cirrhosis.

Rating: Class I, Level A

Daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir (100 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype la infection who
do not have cirrhosis.

Rating: Class I, Level A

Daily daclatasvir (60 mg*) plus sofosbuvir (400 mg) for 12 weeks is a Recommended
regimen for treatment-naive patients with HCV genotype la infection who do not have
cirrhosis.

Rating: Class I, Level B

* Includes Gla substitutions at amino acid positions 28, 30, 31, or 93. Amino acid substitutions that

confer resistance.

*The dose of daclatasvir may need to increase or decrease when used concomitantly with
cytochrome P450 34/4 inducers and inhibitors, respectively. Please refer to the prescribing
information and the section on HIWV/HCV coinfection for patients on antiretroviral therapy.




Genotype 1b Treatment-Naive Patients Without Cirrhosis - Recommended
Recommended regimens are listed in groups by level of evidence, then alphabetically.

= Daily fixed-dose combination of elbasvir (50 mg)/fgrazoprevir (100 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype 1b infection who
do not have cirrhosis.

Rating: Class I, Level A

= Daily fixed-dose combination of ledipasvir (20 mg)/sofosbuvir (400 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype 1b infection who

do not have cirrhosis. Rating: Class |, Level A. An 8-week duration is Recommended for
treatment-naive patients without cirrhosis who are non-black, HIV-uninfected, and whose
HCV RNA level is <6 million IU/mL. Rating: Class |, Level B

Daily fixed-dose combination of paritaprevir (150 mg)/ritonavir (100 mg)/ombitasvir (25
mg) with dasabuvir (600 mg) as part of an extended-release regimen or plus twice-daily
dosed dasabuvir (250 mg) for 12 weeks is a Recommended regimen for treatment-naive
patients with HCV genotype 1b infection who do not have cirrhosis.

Rating: Class I, Level A

Daily simeprevir (150 mg) plus sofesbuvir (400 mg) for 12 weeks is a Recommended
regimen for treatment-naive patients with HCV genotype 1b infection who do not have
cirrhosis.

Rating: Class I, Level A

Daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir (100 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype 1b infection who
do not have cirrhosis.

Rating: Class I, Level A

Daily daclatasvir (60 mg*) plus sofosbuvir (400 mg) for 12 weeks is a Recommended
regimen for treatment-naive patients with HCV genotype 1b infection who do not have
cirrhosis.

Rating: Class I, Level B

*The dose of daclatasvir may need to increase or decrease when used concomitantly with
cytochrome P450 3A/4 inducers and inhibitors, respectively. Please refer to the prescribing
information and the section on HIV/HCV coinfection for patients on antiretroviral therapy.




Tedavinin 1. haftasinda

ALT: 16 U/L
AST: 24 U/L
Total Bil: 0.64 mg/dL

HCVRNA: 183 IU/ mL
Hemogram: Normal

Tedavi devam
Herhangi bir yan etki yok



Tedavinin 4. haftasinda

ALT: 12 U/L
AST: 19 U/L
Total Bil: 0.92 mg/dL

HCVRNA < 15 U/ mL
Hemogram: Normal

Tedavi devam
Herhangi bir yan etki yok



Tedavinin 8. haftasinda

ALT: 12 U/L

AST: 22 U/L Tedavi devam

Total Bil: 0.94 mg/dL Herhangi bir yan etki yok
HCVRNA : Negatif

Hemogram: Normal




Tedavi sonu yanit

Tedavinin 12. haftasinda
HCVRNA negatif idi

Kalici Virolojik
Yanit

Tedavi sonu 12. haftada
HCVRNA negatif idi




* Tedavi sonu ve tedavi sonu 12. haftada
olgunun AntiHBs pozitifligi ve AntiHBclgG
pozitifligi devam etmekte idi



Research Article

| iﬂL‘]TJi’ﬂ:L']lt]l:i_l"_i M. Elaine Eyster, Lan Kong, Menghan Li,lan R., Schreibman
Long term survival in persons with hemophilia and chronic hepatitis C:

40 year outcomes of a large single center cohort
Volume 91, Issue 9, September 2016 Pages E335-E340

* 1973 yilindan itibaren tek bir merkezde 222 hemofili ve Von
Willebrand hastasinda HCV’ye bagli kronik KC hastaliginin
klinik seyri izlenmis

* Bu hastalarin %10’unda son donem KC hastaligi gelismis

* Son donem KC hastaligina bagli 6lim—>%8.8

* Kanamaya bagh 6lim—>%8.3

 Toplam 60 olgu 79 tedavi epizodunu tamamlamis

* Yillara gore KVY oranlari;

-1990-2001 yillari arasinda—>% 33

-2002-2011 yillari arasinda—>% 58
2012’den sonra—> % 93



http://onlinelibrary.wiley.com/doi/10.1002/ajh.v91.9/issuetoc

Hematology

Research Article
M. Elaine Eyster, Lan Kong, Menghan Li,lan R., Schreibman

Long term survival in persons with hemophilia and chronic hepatitis C:

40 year outcomes of a large single center cohort
Volume 91, Issue 9, September 2016 Pages E335-E340

+ SONUC

-HCV infeksiyonunun suresi uzadikca son donem KC hastaligina ve
kanamaya bagli 6lim riski artmaktadir

-Bu nedenle hemofili hastalarinda HCV’ye yonelik taramalar
artinlmahdir ve olgular erken fibrozis doneminde yakalanarak
%95’lere ¢ikmis olan kir sansi olan tedaviler uygulanmalidir



http://onlinelibrary.wiley.com/doi/10.1002/ajh.v91.9/issuetoc

Review Article
M. L. Witkop, K. Peerlinck,B. A. Luxon

Medical co-morbidities of patients with haemophilia: pain, obesity and hepatitis C
Volume 22, Issue S5 July 2016 Pages 47-53

* Hemofili hastalarinda medikal komorbiditelerin incelendigi bir
derleme

+ SONUC

* Hemofili hastalarinda kronik HCV infeksiyonu siktir
e Uzun sureli infeksiyon ciddi hepatik fibroza neden olur

* KHC’nin tedavisinde bircok oral tedavi secenegi vardir
* Bu tedavi seceneklerinin Hemofili hastalarinda ¢ok az yan
etkileri vardir ve kiir orani %95’lerin Gzerindedir



http://onlinelibrary.wiley.com/doi/10.1111/hae.2016.22.issue-S5/issuetoc

C-EDGE IBLD: Efficacy and Safety of Elbasvir/Grazoprevir in Patients With
Chronic Hepatitis C Virus Infection and Inherited Blood Disorders

Conclusions

* A 12-week regimen of EBR/GZR was highly efficacious among patients with

*Kalitimsal kanama bozuklugu (KKB) olan genotip 1 / 4 HCV ile infekte olgularda 12 haftalik
EBR/GZR tedavisi yiksek derece etkili
*Bircok onemli hasta subgruplarinda (sirotik, HIV koinfeksiyonu ve tiim KKB ) yliksek

etkinlik elde edilmistir
*KKB olan HCV ile infekte hastalarda tedavi son derece iyi tolere edilmistir

treatment of the underlying blood disorder

Reported by Jules Levin
EASL 2016 April 14-17 Barcelona



Once daily ledipasvir/sofosbuvir fixed-dose combination with ribavirin in patients with

inherited bleeding disorders and hepatitis C genotype 1 infection
Volume 22, Issue 2, March 2016, Pages 214-217

Kalitimsal kanama bozuklugu ve Hepatit C genotip 1
infeksiyonu olan hastalarda ribavirinle birlikte gtinde tek doz
ledipasvir/sofosbuvir kombinasyonunun etkinliginin
incelendigi bir calisma

Toplam 14 hasta tedavi naiv yada deneyimli
Tum hastalarda tedavi sonu 12. haftada KVY elde edilmis

Tedavi iyi tolere edilmis, tim hastalar tedaviyi sonlandirmis,

altta yatay

rastlanm: SONUC
HCV ile birlikte kalitimsal kanama bozuklugu olan hastalar 12

haftalik LDV/SOF +RBV tedavisi ile giivenli ve etkin bir sekilde
tedavi edilebilirler




Efficacy and Safety of Ombitasvir/Paritaprevir/r and Dasgt
Wlth a Hlstory of Bleedlng D|sorders Results Fra

*SAPPHIRE-I,II / PEARL-II,111,1V ve TURQUOISE-II
calismalarina katilan altta yatan kanama problemi
olan 35 hasta
RESULTS *Hastalarin %34°U genotip 1a, %66 genotip 1b
PARTICIPANTS *% 57 hasta tedavi naiv

" 35 (1.5%) hed = history ¢ *% 26 hasta sirotik
" thoce idndue Sre s *En sik gorilen kanama problemi hemofili (%86)
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Efficacy and Safety of Ombitasvir/Paritaprevir/r and Dasabuvir + Ribavirin in HCV Genotype 1-Infected Patients
With a History of Bleeding Disorders: Results From Phase 3 Trials

4" Christo

-Yan etkiye bagl tedavi sonlanimi /
olim yok

-3 6nemli yan etki ancak tedavi ile
iliskilendirilmemis

-En sik gorilen yan etkiler
Halsizlik, bulanti, basagrisi

-Kanama iliskili yan etkilerin hepsi
thmli diizeyde

-Birer hastada anemi, hemoglobinde
disme , rektal hemoraji, deride
hemoraji ve hemofilik arthropati
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Efficacy and Safety of Ombitasvir/Paritaprevir/r and Dasabuvir + Ribavirin in HCV Genotype 1-Infected Patients
Wlth a Hlstory of Bleedlng D|sorders Results From Phase 3 Trlals

Presented at the 66th Annual Meeting of the American Association for the Study of Liver Diseases, November 13-17, 2015, San Frandisca, California

*Kanama bozuklugu oykisi bulunan HCV ile infekte genotip 1 hastalarda
OBV/PTV/r+DSV #* RBV tedavisi ile SVR 12.hf 2%100

*Tedavi iyi tolere edilmistir, laboratuvar anormallikler nadiren gézlenmis

* Anemi ve kanama problemi nadiren gelismis olup destek tedavisi gerekmemistir
*Guvenlik profili kanama problemi olmayan hastalardakine benzerdir




Sabriniz icin tesekkurler




ULUSAL VIRAL HEPATIT
SIMPOZYUMU

TURK KLINIK MIKROBIYOLOJIVE .
INFEKSIYON HASTALIKLARI DERNEGI



