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% H.U.,
% 52 yasinda, bayan hasta, ev hanimi,
% Basvuru tarihi: 08.01.2000

% Yakinmalar: Halsizlik ve gabuk yorulma o

- 1998 yilinda sirt agrisi, yorgunluk ve halsizlik nedeniyle
basvurdugu hastanede

* Anti-HCV ve HCV RNA'si pozitif bulunmus

» Karaciger biyopsisi yapilmis ve kronik hepatit bulgulari saptanmis

- 1999-2000 arasinda bir yil Klasik IFN ve ribavirin tedavisi almis
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Ozgec¢mis ve soyge¢mis:

# Dort yil once histerektomi

Sistemik muayene:

% Obezite (89 kg, 170 cm) diginda patolojik bulgu yok

Laboratuvar bulgulari:(tedavi bitiminden 7 ay sonra)

BK: 4520 /mm3 ALT: 75 TU/I,
Hb: 15.2 g/dI, AST: 63 TU/I,
Trombosit: 259.000/mm3 Protein: 7.8 g/dl,

Sedimentasyon hizi: 12 mm/saat Albiumin: 4.3 g/d|
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# Otoantikorlar negatif,
% Tiroid fonksiyon testleri normal

# Anti-HAV Ig 6, anti-HBc total, anti-HBe, anti-HBs ve
anti-HCV pozitif,

# HBsAg, HBeAg, anti-HBc IgM, anti-HDV ve testleri negatif
# HCV RNA: 8.92x106 IU/ml
# Genotip 1b

% Batin USG: Karaciger ekosunda minimal artis
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Laboratuvar bulgular::
% Alfa-fetoprotein: Normal
% Protein elektroforezi: Normal

% Ust GIS endoskopi: Normal
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Biyopsi

Histopatolojik tani: Kronik hepatit

Modifiye Knodell skorlamasi:

Piece meal nekroz: 2
Genis nekroz: O
Fokal nekroz: 2
Portal iltihap: 2

Fibroz: 1/6

\

(.

6/18



Bu Olguya Yaklasimimiz Nasil
Olmalidir ?

% Tedavisiz izlem yapilmali?
% IFN + ribavirin kombinasyon tedavisi verilmeli

% PegIFN + ribavirin kombinasyon tedavisi
verilmeli



AASLD/IDSA: F3/F4 Fibrozisi olan
Hastalarda HCV Tedavisi Oncelikli

# Kronik HCV infeksiyonu olan olgularin timii tedavi edilmeli (AI)

# Kaynaklarin kisith oldugu durumlarda HCV olgularinda tedavi onceligi
s Ileri fibrozisi olan (Metavir F3)
# Kompanze sirozu olan (Metavir F4),

# Hepatit C'nin ciddi ekstra hepatik bulgusu olan olgulara verilmeli

AASLD/IDSA HCV Management Guidance. October 2014.
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2020 yilinda Amerikada HCV'ye bagl
1 milyon siroz gelisecegi tahmin ediliyor

# Projection based on multicohort natural history model
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Davis GL, et al. Gastroenterology. 2010;138:513-521.
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HCV Tedavisinde:

Gegmis, Bu gln ve gelecek

Ribavirin

Interferon

1990 2000 2005 2010 2011 2012 2013 2014  2015-

Pegylated
interferonlar
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Tedavi Onerisi

22. Retreatment with peginterferon plus ribavirin
can be considered for non-responders or relapsers who
have previously been treated with non-pegylated in-
terferon with or without ribavirin, or with peginter-
feron monotherapy, particularly if they have bridging
fibrosis or cirrhosis (Class Ila, Level B).

Daha once Klasik interferonla tedavi almis
Cevapsiz veya relaps hastalar

Pegileinterferon ve ribavirin ile tedavi edilmeli

Ghany MG. etal. AASLD PRACTICE GUIDELINES.Diagnosis, Management, and Treatment of Hepatitis C:An Update
HepatologyVolume 49, Issue 4, 2008



http://onlinelibrary.wiley.com/journal/10.1002/(ISSN)1527-3350
http://onlinelibrary.wiley.com/doi/10.1002/hep.v49:4/issuetoc

.
Olgu
Tedavi: pegIFN alfa-2a (180 pg/hafta) + ribavirin (1200 mg/giin)

Tedavi oncesi

% ALT: 75 IU/I . -
% AST: 63 TU/ Tedavi kesildi

sCHCV RNA: 8.92 x 106 TU/ml >

Tedavinin 3. ayi
% AST: normal
% ALT normal

GE_HCV RNA 147 x10° T0/ml™>
Tedavinin 6. gy

% ALT: 80 IU/I,
#AST: 67 TU/I,
FHCV RNA: 7.41 x 105 T0/mD




Table 8. Virological Responses During Therapy and Definitions

Virological Response

Definition

Clinical Utility

Rapid virological response (RVR)

Early virological response (EVR)

End-of-treatment response (ETR)

Sustained virological response (SVR)

HCV RNA negative at treatment week 4 by a sensitive PCR-
based quantitative assay

= 2 log reduction in HCV RNA level compared to baseline HCV
RNA level (partial EVR) or HCV RNA negative at treatment
week 12 (complete EVR)

HCV RNA negative by a sensitive test at the end of 24 or 48
weeks of treatment

HCV RNA negative 24 weeks after cessation of treatment

May allow shortening of course for genotypes
2&3 and possibly genotype 1 with low viral
load

Predicts lack of SVR

Best predictor of a long-term response to
treatment

Breakthrough Reappearance of HCV RNA in serum while still on therapy

Relapse Reappearance of HCV RNA in serum after therapy is
discoptinued

Nonresponder Failure to clear HCY RNA from serum after 24 weeks of therapy

Null responder

Partial responder

Failure to decrease HCV RNA by < 2 logs after 24 week of
therapy

Two log decrease in HCV RNA but still HCV RNA positive at
week 24

Ghany MG. etal. AASLD PRACTICE GUIDELINES.Diagnosis, Management, and Treatment of
Hepatitis C:An Update HepatologyVolume 49, Issue 4, 2008
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Klinik seyir:
*Hastanin kombine tedavisi kesildikten sonra

#Periyodik kontrollere devam edildi

#2012 yilina kadar ALT diizeyleri normalin 1.5-2 kat
#HCV RNA diizeyleri 105-107 IU/ml arasinda

#Siroz agisindan klinik ve laboratuvar bulgular: dogal seyretti
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03.04.2012 tarihinde karaciger biyopsisi tekrarlandi

Histopatolojik tani: Kronik hepatit

Modifiye Knodell skorlamas:

Piece meal nekroz: 2 A
Genis nekroz: O 6/18
Fokal nekroz: 2 >
Portal iltihap: 2

L

Fibroz: 4-5/6
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Table 7. Comparison of Scoring Systems for Histological Stage

Stage IASL5! Batts-Ludwig52 Metavir53 Ishak5

0 No fibrosis No Fibrosis No fibrosis No fibrosis

1 Mild fibrosis Fibrous portal expansion Periportal fibrotic expansion Fibrous expansion of some portal areas with or without short fibrous
septa

2 Moderate fibrosis Rare bridges or septae Periportal septae 1 Fibrous expansion of most portal areas with or without short fibrous

(septum) septa
3 Severe fibrosis Numerous bridges or Porto-central septae Fibrous expansion of most portal areas with occasional portal to
septae portal bridging

4 Cirrhosis Cirrhosis Cirrhosis Fibrous expansion of most portal areas with marked bridging (portal
to portal and portal to central)

B Marked bridging (portal to portal and portal to central) with
occasional nodules (incomplete cirrhosis)

6 Cirrhosis




Tablo 1VB. Modifiye Knodall Siniflamast (Ishak), Kronisite indeksi (22).

Skor

Fibrozis izlenmedi 0
Bazi portal alanlarda fibréz genisleme, kisa fibréz septa ile birlikte

veya degil 1
Portal alanlarin ¢cogunda fibréz genisleme, kisa fibroz septa ile birlikte

veya degil 2
Portal alanlarin ¢cogunda fibréz genisleme ve eglik eden nadir

porto-portal (P-P) képriilesme 3
Portal alanlarda fibroz genigleme ve eslik eden belirgin porto-portal

(P-P) ve ayni zamanda porto-sentral (P-C) kopriilesmeler 4
Belirgin (P-P) ve (P-C) kopriilesmeler ve nadir nodiil formasyonu 5
Siroz, agikca veya bliylik olasilikla 6

Ishak, K., Baptista, A., Bianchi, L., Callea, F., De Groote, J., Gudat, F. et al.
Histological grading and staging of chronic hepatitis. J Hepatol. 1995; 22: 696—699



Tablo 1. Child-Turcotte-Pugh Siniflamasi

Child C (CTP-C): 10-15 puan

Puan
1 2 3
Ensefalopati Yok orta Ileri
Astt Yok Az Cok
Bilirubin (mg/dl) 2< 2-3 >3
Albumin (g/dl) 2,8-3.5 <2.,8
PTZ uzamasi (saniye) 4-6sn >0sn
Child A (CTP-A): 5-6 puan N
Child B (CTP-B): 7-9 puan Kompanze siroz Dek‘;'{:g‘;nze



http://www.google.com.tr/url?url=http://tr.clipartlogo.com/image/lady-face-cartoon-clip-art_414784.html&rct=j&frm=1&q=&esrc=s&sa=U&ei=bwVuVPbpFcLsaJuhgeAP&ved=0CDAQ9QEwDg&sig2=ojFolV3-19vacWJ02q2G2g&usg=AFQjCNF1JIdNHByiVPXxXf0yjLbtMowStQ

The MELD formular is:
3.8 ¥ log (e) (bilirubin mg/dL) + 11.2 x log (e) (INR) + 9.6 log (e) (creatinine mg/dL)

try: "Wells" or "Pulmonary Embolism" or "PE"

MELD Score (Model For End-Stage Liver Disease) (12 and older)

Calculates the MELD score to quantify end-stage liver disease for transplant planning.

Dialysis at least twice in the past week O Yes ©O No

Creatinine

Bilirubin

INR




MELD Score (Model For End-Stage Liver Disease) (12 and older)

Calculates the MELD score to quantify end-stage liver disease for transplant planning.

Diah | MELD Skoru = 10 [ 0.957 Log( Serum kreatinin) + 0.378 Log(Total biluribin) + 1.12 Log (INR) + 0.643]
MELD skoru Mortalite
Crec
<9 %2
B 10-19 %5
Bilir 20-29 %20
30-39 %50
N >40 %70

Her parametre icin minimum kabul edilebilir deger 1, serum kreatinin igcin maksimum kabiul edilebilir
deger 4 dir. Maksimum MELD skoru 40 olabilir.
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Rehber Onerilerine Gore Sirozlu
Hastalarda Interferon Bazli Tedaviler

Table 2

Suggested guidelines for the use of interferon-based therapy in patients with
cirrhosis (International liver transplantation society expert panel, 2003)

Consider treatment CTP score MELD score

Strongly consider <7 <18
Possibly consider 8-11 18-25
No, avoid treatment >11 > 25

lacobellis A, Ippolito A, Andriulli A. Antiviral therapy in hepatitis C virus cirrhotic patients in
compensated and decompensated condition.World J Gastroenterol. Nov 14, 2008; 14(42):
6467—-6472.
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Kompanze Sirozlu Olgulara
Tedavi Vermezsek

* % 3.6- 6/yil dekompanzasyon
ﬁé O/o 1.4 "3/Y|| HCC Annual risk (% per vr) of decompensation of liver disease, develop-

ment of hepatoma (HCC), or death in patients with compensated

% % 2.6/y1l iginde 6lim crrhosi

Reference Annual risk (%e/yr)
Decompensa- HCC (%) Death (%)
tion (%)

12 3.6 1.4 2.6

13 5.0 3.3 4.0

14 44 2.0 3.6

15 6.0 24 3.8

Range 3.6-6.0 1.4-3.3 2.6-4.0

Gregory T. Everson Management of cirrhosis due to chronic hepatitis C
*Journal of Hepatology 42 (2005) S65-574
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Tarama ve DAA tedavisi HCV-Tliskili

Transplant geregini azaltabilir

Matematik modelleme

180,000 - 162,559
160,000 - 150,617

140,000 = 126,296
120,000 =

100,000 - 91,310 _— _ % 25 tedavi
80,000 / % 50 tedavi

Tedavisiz

Karaciger transplantasyonu (n)

60,000 - e — —>— — -3¢ %75 tedavi
40,000 =
@ —0— o— -@— TiUmi tedavili
20,000 = ®
27,175 26,207 24,258 21994
O ] n n ’
2013 2028 2033 2038 2043
yillar

1. Davis GL, et al. Gastroenterology. 2010;138:513. 2. Desai AP, et al. AASLD 2013. Abstract 1427.
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Hepatit C 'de Sirozlu Hastanin

Tedavisi
HCV +Kompanze siroz Dekompanze siroz
Genotip 1b Genotip 1b

% Tedavi glivenli ve etkin || Tedavide kullanilan

 Biyokimyasal ve virolojik|| ajanlarin yan etkileri
yanit disik nedeniyle tartismali

% Kalici virolojik yanit # Kalic virolojik yanit
orani diisiik (%40-50) orani digik (%12.5)




Recommendations

47. Patients with HCV-related compensated cir-
rhosts (CTP class A), can be treated with the standard
regimen of pegylated interferon and ribavirin but will

require close monitoring for adverse events (Class 1,

Level A).
48. Patients with HCV-related decompensated cir-

rhosis should be referred for consideration of liver
transplantation (Class I, Level B).

HCV' ye bagl kompanze siroz olgulari
Pegile interferon ve ribavirinli standart
rejim ile tedavi edilebilir

HCV' ye bagl dekompaze olgular
transplantasyon yapan iinitelere
yonlendirilmeli

Ghany MG. etal. AASLD PRACTICE GUIDELINES.Diagnosis, Management, and Treatment of Hepatitis C:An Update

HepatologyVolume 49, Issue 4, 2008
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HCV Tedavisinde:

Gegmis, Bu glin ve Gelecek

Ribavirin
Direk Etkili
Antiviral
Interferon calismalari
DDA (PI)

1990 2000 2005

Pegylated
interferonlar

HCV'nin DAA
kombinasyonlari
ile baskilanmasi

(PT + NI)

Telaprevir ve
boceprevir

2010 2011 2012 2013

2014

2015-




(OMMENTY FROMTHE EDITORS

Hepatitis C Drug Development at a Crossroads

F l Yhe introduction of specifically targeted antiviral
therapy (STAT-C) to peginterferon (PEG-IFN)
and ribavirin (RBV) is soon at hand and will offer

new treatment opportunities to patients infected with

hepartitis C. The recently released Protease Inhibition for

Viral Evaluation (PROVE, evaluating telaprevir) and

Serine Protease Inhibitor Therapy (SPRINT, evaluating

boceprevir) studies suggest that protease inhibitors in

combinaton with PEG-IFN/RBV can produce sustained
viral response rates (SVR) approaching 70% to 75% in
genotype 1, treatment-naive patents and the potential to

resistance to protease and polymerase inhibitors can be
seen almost 10% of patients with genotype 1.° Another
important finding with significant clinical implications
from the PROVE trials is the different rates of resistance
mutations detected between genorype la and 1b (much
higher for 1a). The most likely explanarion for these ob-
servations is a relative difference in the genetic barrier to
resistance between subtypes. For example, the V36M or
R155K muration that can confer drug resistance to tela-
previr requires only one nucleotide change from genotype

la consensus sequence, whereas two substitutions are re-

sho ub-
res . . . lect
intg PT ilaglar telaprevir ve boceprevir op-
o] Hem naive, hem tedavi deneyimli hastalar icin cevap oranlari v
is e, ile umut vadeden ilaglar olarak yerlerini aldilar i

tance, steatosis, cirrhosis). A small cohort of African

Hepatology Volume 50, Issue 4, Article first published online: 5 AUG 2009

neg ho
“?it WMMﬂmmmﬂmmJi L-h

low-dose RBV (400-1000 mg) in the SPRINT-1 trial had
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Efficacy and salety of telaprevir, a new protease inhibitor, for
difficult-to-treat patients with genotype 1 chronic hepatitis C

N. Havashi,! T. Okanoue,” H. Tsubouchi,’ ]. Tovota,* K. Chayama’ and H. Kumada®

' Kansai-Rosai Hospital, Hyogo, Japan; llkmrtrrmrtr of Gastroenterology and Hepatology, Saiseikai Suita Hospital, Osaka, Japan; JU-I‘,]:IHF‘HPHTH:[’ af
Digestive and Life-style Related Disease, Kagoshima University Graduate School of Medioal and Dental Sdences. Kagoshima, Japan; 4Ihuﬂﬂrnru?rtr af
Gastroenterology, Sapporo Kosel General Hospital, Hokkaido, Japan; *Department of Medical and Molecular Science, Division of Frontier Medical Science,
Programs for Biomedical Research, Graduate School of Biomedical Science, Hiroshima University, Hiroshima, Japarn; and “Department of Hepatology,

Toranomon Hospital, Tokyo, Japan

Received June 200 1; accepted for publication July 2011

e SVR rates

for relapsers and nonresponders were 88.1% (96/109) and

34.4% (11/32), respectively.

SUMMARY. The aims of this phase I1I study were to assess the
efficacy and salety of telaprevir in combination with pegin-
terferon alla-2b (PREG-IFN) and ribavirin (RBV) for difficult-
to-treat patients who had not achieved sustained virological
response (SVR) to prior regimens in Japan. The subjects were
109 relapsers (median age of 57.0 years) and 32 nonre-
sponders (median age ol 57.5 years) with hepatitis C virus
genotype 1. Patients received telaprevir (750 mg every 8 h)

Tor 12 weeks and PEG-IFN RBV lor 24 weeks. The SV rales
for relapsers and nonresponders were 88.1% (96/109) and
34.4% (11/32), respectively. Specified dose modifications of

RBV that dillered from that [or the standard of care were
introduced to alleviate anaemia. RBV dose reductions were
used for 139 of the 141 patients. The SVR rates for relapsers

did not depend on RBV dose reduction for 20-100% of the
planned dose (SVR rates 87.5-100%, P < (0.05). Skin dis-
orders were observed in 82.3% (116/141). Most of the skin
disorders were controllable by anti-histamine and/or steroid
ointments. The ratios of discontinuation of telaprevir only or
of all the study drugs because of adverse events were 21.3%
(30/141) and 16.3% (23/141), respectively. A Irequent
adverse event leading to discontinuation was anaemia.
Telaprevir in combination with PEG-IFN/RBV led to a high
SVR rate for relapsers and may offer a poteniial new therapy
[or nonresponders even with a shorter treatment period.

Keywords: direct-acting antiviral, peginterferon, ribavirin,
sustained virological response, treatment failure.
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Role of interleukin-28B polymorphism as a predictor of sustained virological response in patients with chronic
hepatitis C treated with triple therapy: a systematic review and meta-analysis.

Bota S', Sporea |, Sirli R, Neghing AM, Popescu A, Strain M

(# Author information

Abstract
BACKGROUND AND OBJECTIVE: Chronic hepatitis C represents an important health problem. The aim of our meta-analysis was to establish the role of
reference single nucleotide (rs) 12979860 allele of interleukin-28B (IL28B) CC versus CT+TT genotype (the most researched allele of IL26B) as a predictor

of sustained virological response (SVR) in patients with chronic hepatitis C treated with triple therapy.

METHODS: The PubMed, MEDLINE, Lilacs, Scopus, Ovid, EMBASE, Cochrane and Medscape databases as well as abstract books from important
gastroenterology and hepatology meetings were searched for all studies published until 15 July 2012 that analysed the relationship between the
polymarphism of IL26B and SVR in patients with chronic hepatitis C, genotype 1, treated with pegylated interferon + ribavirin + direct antiviral agents
{telaprevir or boceprevir). The following keywords were used: IL28B polymaorphism, chronic hepatitis C, sustained virological response, SVR, triple therapy,

telaprevir, boceprevir.

patients: OR = 3.99 [95 % CI 1.67-9.91], p < 0.0001; and previously treated ones: OR =2.12[92 % Cl1 1.35-3.43], p = 0.001).

CONCLUSION: IL28B polymorphism seems fo influence the SVR rate in patients with chronic hepatitis C treated with triple therapy, but further studies are
needed to clarify the mechanism and the influence of other factors on the SVR rates.



gequence |n|ormation

Identifier:

predicted
Genotype:

Included NS3

region codons:

Mutations NS3

region:

Used reference

Kayseri,.....cccoeevevviinnnnnns

33 - 181 (amino acid similarity to reference = 88.51%)

135V, A39[n.d.], A40T, T42S, 148V, T61S, R62K, 164L, S66G,
V711, I72T, P86Q, Q89A, S91A, 1132V, A147S, N174L, L175M

Consensus sequence from Strain HPCPLYPRE, HPCCGAA,

sequence : HPCJCG, HPCHUMR, HPCCGS and AY051292
Drug Resistance
Drugs Scored Resistance
mutations analysis
Boceprevir| none susceptible
Telaprevir hone susceptible

TL28B genotipi: CT




(6)

Kronik hepatit C've bagh karacijer kompanse sirozu (karacijer biyopsisinde ISHAK skoruna gdre evre 4 ve
tizerinde olanlar veya trombaosit sayisi 100.000 altinda olanlarda veya protrombin zaman kontroliin 3 saniye
tizerinde olanlar) olan genoctip I hastalarda;

a)

Daha dnce hepatit C tedavisi almig hastalarda tedavi 4.2.13.E-3 maddesi kurallanina tabidir.

b)

Daha Gnce hepatit C tedavisi almans hastalarda ise peginterferon + ribavirin tedavisi veya peginterferon +
ribavirin + telaprevir/bocepravir tedavisi baslanabilir. Peginterferon + ribavirin + telaprevir/bocepravir
tedavisi baslanacak ise asadidaki tedavi semalanndan yalnizca biri kullarilabilir.

Peginterferon + ribavirin + telaprevir

1) Peginterferon + ribavirin + telaprevir (iicli) tedavisi 12 haftaya, devaminda peginterferon + ribavirin ile
tedavi toplam 48 haftaya tamamlanir. Ancak tedaviye baslandiktan sonra 4 (nci hafta sonunda HCWV RMNA
=1.000 IU/ml olanlarda tedavi 8 haftay, 12 nci hafta sonunda HCV RMA =1.000 IU/ml olanlarda tedavi 16
haftay gegemez. 24 iinci haftada HCV RMNA pozitiflifi devam eden hastalarda tedavi en geg 28 inci hafta
sonunda kesilir.

Peginterferon + ribavirin + bocepravir

2) Peginterferon + ribavirin + bocepravir {lcli) tedavisine 4 hafta peqgileinterferon + ribavirin ile basglanir,
dardiincii haftadan sonra tedaviye bocepravir eklenerek (clii tedavi 48 haftaya tamamlanir. Ancak tedavinin
12 nci hafta sonunda HCYV RMNA =100 IU/ml olanlarda tedavi 16 haftay gecemez. 24 iinci haftada HCV RNA
pozitifliji devam eden hastalarda tedavi en geg 28 inci hafta sonunda kesilir.”



Kompanse sirozlu tim hastalarda doz
uygulama siiresi

TVR

Peg-IFN + RBV
+ Peg-IFN + RBV

>1000 IU/mL: =>1000 IU/mL: Tespit edilebilir: Tespit edilebilir:
3 ilaci kesin 3 ilaci kesin PR’yi kesin PR’yi kesin

BOC+ Peg-IFN + RBY

2100 IU/mL: Tespit edilebilir:

3 ilaci kesin 3 ilacl kesin
I 1 | | | 1
0 4 |12 24 36 48

IRIAMIZNF™SsS Ffo e oo 8 % g § g 6 gy | Fp oSSR =y g g W R g g g R
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Klinik seyir:
# Hastaya u¢li kombinasyon tedavisi baslandi

# Periyodik kontroller sirdirdldi

# Tedaviden 1 hafta sonra oral parasetamol tedavisine yanit veren
sistemik semptomlar ve gegici kasinti sikayetleri

% Tedaviden 2 hafta sonra

# Hb: 15.9 g/dI —> 13 g/dl

# Not: 3950 /mm3 —— 3100 /mm3

% PIt: 230.000 /mm3 —> 229.000 /mm3

% ALT: 48IU/I __, 221U/l

% AST: 43 TU/I ., 19TU/I

% Siddetli bas, kas ve eklem agrilari, ates basmasi, viicutta kasinti, kuruma ve orta
derecede dokinti
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Yaklasim nasil olmalidir?

% Tedavi kesilmeli
% Telaprevir kesilmeli, pegIFN + ribavirin
kombinasyonu ile tedavi sirdirilmeli

% Semptomatik tedavi ile beraber hepatit tedavisi
surdirdlmeli
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Telaprevir'i ne zaman kesmeliyiz

# Tedavinin 4. veya 12. haftasinda HCV RNA nin >1000
TU olmasi durumunda tim tedavi kesilir

% 24. haftada HCV RNA nin pozitif olmasi durumunda
tim tedaviler kesilir

# Negatif olan HCV RNA tedavi altinda pozitiflesirse
tim tedaviler kesilir

# Kontrol edilemeyen yan etki durumunda telapravir
kesilir
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CI“’ Daokintilerinin Degerlendirilmesi

Mild rash
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Hafif dokinti: viicut yiizey alaninin <%30'da lokalize ve/veya
sinirli dokiintisi ( viicutta birkag izole bélgede)

Oneri: Yakin izlem

Tedavi: Antihistaminik ve lokal steoidli merhemler

Orta dokiinti: Viicut yiizey alaninin % 50'sinde
veya daha azinda diffiiz dokinti

Oneri: Yakin izlem

Tedavi: Antihistaminik ve lokal steoidli merhemler

Ciddi Dokiinti: Vicut ylizey alaninin % 50'den fazlasinda

veya onemli sistemik semptomlar; Mukoza lserasyonu,

hedef lezyonlar veya epidermal ayrilma ile beraber

Oneri: Telapreviri kes. (doz azaltma yok. Yeniden baglama yok)
7 gunizle
Dizelme yoksa tim tedavileri kes
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Klinik seyir:

% Tedaviye devam edildi ve yan etkilere yonelik
tedaviler baslandi

# Anal jezik, anti-enflamatuvar ve mide koruyucu ilaglar

# Emoliyan krem, anti-histaminik tablet ve lokal kortikosteroid
% Yaklasik 3-4 giin iginde sikayetler geriledi ve bir hafta iginde lezyonlar diizeldi
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Tetkik Bazal 1. hafta 4.hafta
Hb 15.9 13.6 119
Notrofil 3950 5380 5500
Trombosit 239000 229000 233000
AST 48 N N
ALT 43 N N
HCV-RNA 107 negatif
Telaprevir
Pegasys 180
Rib 1200mg

Yaygin agri, agizda metalik tat ve bulant




Tetkik Bazal 1. hafta 4.hafta 6. hafta
Hb 15.9 13.6 11.9 9.8
Notrofil 3950 5380 5500 2460
Trombosit | 239000 229000 233000 151000
AST 48 N N N
ALT 43 N N N
HCV-RNA | 107 negatif

Telapravir

Pegasys 180

Rib 1200mg




Kan Tablosundaki Degisikliklere gére Onerilen Tedavi Modifikasyonlari

Tetkik Deger Interferon | Ribavirin
Hemoglobin <10g/dI - 200mg azalt
<8.5 g/d| Kes Kes
Lokosit 1500 /mm3 % 50 azalt -
1000 /mm3 Kes Kes
Nétrofil 750 /mm3 %50 azalt -
500 /mm3 Kes Kes
Trombosit 80 000 /mm3 | %50 azalt -
50 000 /mm3 | Kes Kes




Tetkik Bazal 1. hafta 4.hafta 6. hafta
Hb 15.9 13.6 11.9 9.8
Notrofil 3950 5380 5500 2460
Trombosit | 239000 229000 233000 151000
AST 48 N N N
ALT 43 N N N
HCV-RNA | 107 negatif
Telapravir Ribavirin
Pegasys 180 azaltildi
Rib 1200mg

Hg diisukligi nedeniyle ribavirin dozu azaltildi
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Tetkik Bazal 1. hafta 4.hafta 6. hafta 7.hafta
Hb 15.9 13.6 119 9.8 11
Notrofil 3950 5380 5500 2460 3300
Trombosit 239000 229000 233000 151000 120000
AST 48 N N N N
ALT 43 N N N N
HCV-RNA 107 negatif
Telaprevir Ribavirin Ribavirin
Pegasys 180 azaltildi hormal doz
Rib 1200mg

Ribavirin dozu normale ¢ekildi
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Tetkik Bazal 1. hafta | 4.hafta 6. hafta 7.hafta 8. hafta
Hb 15.9 13.6 11.9 9.8 11 10.1
Beyaz kiire | 3950 5380 5500 2460 3300 2930
Notrofil
Trombosit | 239000 229000 | 233000 151000 120000 105000
AST 48 N N N N N
ALT 43 N N N N N
HCV-RNA | 107 negatif negatif
Telaprevir Ribavirin | Ribavirin
Pegasys 180 azaltildi normal doz
Rib 1200mg

Mide agrisi mide bulantisi, H2 reseptér antagonisti +anti emetik




1200mg

"

Tetkik Bazal 1. hafta | 4.hafta |6. hafta |7.hafta |8. hafta |10.hafta
Hb 15.9 13.6 11.9 9.8 11 10.1 9.6
Beyaz 3950 5380 5500 2460 3300 2930 1830
kiire
Notrofil 1830
Trombosit | 239000 |229000 [233000 |151000 |120000 |105000 |105000
AST 48 N N N N N N
ALT 43 N N N N N N
HCV-RNA | 107 negatif negatif

Pegasys Ribavirin | Ribavirin

180 azaltildi | normal

Rib doz
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Tetkik Bazal 1. hafta | 4.hafta |6. hafta |7.hafta |8. hafta |10.hafta
Hb 15.9 13.6 11.9 9.8 11 10.1 9.6
Beyaz 3950 5380 5500 2460 3300 2930 1830
kiire
Notrofil 1830
Trombosit | 239000 |229000 [233000 |151000 |120000 |105000 |105000
AST 48 N N N N N N
ALT 43 N N N N N N
HCV-RNA | 107 negatif negatif
Pegasys Ribavirin | Ribavirin Ribavirin
180 azaltildi | normal 400 mg
Rib doz
1200mg

Ribavirin dozu 400 mqg' a inildi




Tetkik Bazal 1. hafta | 4.hafta 6. hafta 7 .hafta 8. hafta 10.hafta 12. hafta

Hb 15.9 13.6 11.9 0.8 11 10.1 9.6 10

Beyaz 3950 5380 5500 2460 3300 2930 1830

kure

Notrofil 1830 1610

Trombosit | 239000 229000 | 233000 151000 120000 105000 105000 100000

AST 48 N N N N N N N

ALT 43 N N N N N N N

HCV-RNA | 107 negatif negatif negatif
Telaprevir Ribavirin | Ribavirin Ribavirin | Ribavirin
Pegasys 180 azaltildi | normal 400 mg 400 mg
Rib 1200mg doz

Telaprevir 12. hafta tamamlanip kesildi

Ribavirin dozu 400 mg seklinde devam edildi
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Tetkik Bazal 1. 4. hafta | 6. hafta | 7.hafta | 8. hafta | 10.hafta |12. hafta | 16.hafta
hafta
Hb 15.9 13.6 119 9.8 11 10.1 9.6 10 10.2
Beyaz kire | 3950 5380 | 5500 2460 3300 2930 1830
Notrofil 1830 1610 1600
Trombosit | 239000 | 22900 | 233000 | 151000 |120000 | 105000 | 105000 100000 | 98000
0
AST 48 N N N N N N N N
ALT 43 N N N N N N N N
HCV-RNA | 107 negatif negatif negatif
Pegasys Ribavirin | Ribavirin Ribavirin | Ribavirin
180 azaltildi | normal 400 mg 400 mg
. doz
Rib
1200mg

Ribavirin dozu 400 mg seklinde devam edildi
Hasta 10 kg kaybetti




Tetkik Bazal 1. hafta | 4.hafta 6. hafta | 7.hafta 8. hafta 10.hafta 12. hafta | 16.hafta | 20.haft
a

Hb 15.9 13.6 11.9 9.8 11 10.1 9.6 10 10.2 11.2
Beyaz 3950 5380 5500 2460 3300 2930 1830
kure
Notrofil 1830 1610 1600 3300
Trombosi | 239000 | 229000 | 233000 151000 120000 105000 105000 100000 | 98000 87000
AST 48 N N N N N N N N N
ALT 43 N N N N N N N N N
HCV-RNA | 107 negatif negatif negatif

Pegasys Ribavirin | Ribavirin Ribavirin | Ribavirin

180 azaltildi | normal 400 mg 400 mg

Rib doz

1200mg

Trombosit 87 000’ e indi




Tedavi ile ilgili onerileriniz nelerdir?

#  Tedavi kesilmeli
% Peg IFN dozu azaltiimali
% Ribavirin ve pegIFN dozu azaltilmali



Kan Tablosundaki Degisikliklere gére Onerilen Tedavi Modifikasyonlari

Tetkik Deger Interferon | Ribavirin
Hemoglobin <10g/dI - 200mg azalt
<8.5 g/d| Kes Kes
Lokosit 1500 /mm3 % 50 azalt -
1000 /mm3 Kes Kes
Nétrofil 750 /mm3 %50 azalt -
500 /mm3 Kes Kes
Trombosit 80 000 /mm3 | %50 azalt -
50 000 /mm3 | Kes Kes




Tetkik Bazal 1. hafta | 4.hafta 6. hafta 7.hafta 8. hafta 10.hafta | 12. hafta | 16.hafta | 20.hafta
Hb 15.9 13.6 11.9 9.8 11 10.1 9.6 10 10.2 11.2
Beyaz 3950 5380 5500 2460 3300 2930 1830
klre
Notrofil 1830 1610 1600 3300
Trombosi | 239000 229000 | 233000 151000 120000 105000 105000 | 100000 | 98000 87000
AST 48 N N N N N N N N N
ALT 43 N N N N N N N N N
HCV-RNA | 107 negatif negatif negatif
Pegasys Ribavirin | Ribavirin Ribaviri | Ribavirin pegasys
180 azaltildi | normal n 400 mg 135 mg
Rib doz 400 mg
1200mg

Pegileinterferon dozu 135 mg'a inildi.




Tetkik Bazal 1. hafta 4.hafta 6. hafta 7.hafta 8. hafta 10.hafta 12. hafta 16.hafta 20.hafta 24 .hafta
Hb 15.9 13.6 11.9 9.8 11 10.1 9.6 10 10.2 11.2 8.8
Beyaz kiire 3950 5380 5500 2460 3300 2930 1830
Notrofil 1830 1610 1600 3300 5500
Trombosit 239000 229000 233000 151000 120000 105000 105000 100000 98000 87000 177.000
AST 48 N N N N N N N N N N
ALT 43 N N N N N N N N N N
HCV-RNA 107 negatif negatif negatif negatif

Pegasys Ribavirin Ribavirin Ribavirin Ribavirin pegint

180 azaltildi normal doz 400 mg 400 mg 135 mg

Rib

1200mg

Pegileinterferon dozu 180 mikrog'a ¢ikildh.
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Anemi tedavisi i¢in ne yapilmahdir?

#  Eritrosit transfiizyonu yapilmali

#  Eritrosit transfiizyonu yapilmali ve ribavirin
kesilmeli

* Eritropoetin tedavisi uygulanmali
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Klinik seyir:

% Tki nite eritrosit sispansiyonu verildi ve Hb 10.1 g/dl
oldu

% Tedavinin 25. haftasinda Hb 9,8 g/dl olunca iki unite
daha eritrosit sispansiyonu verildi ve Hb degeri 11.3
g/dl oldu

% Tedavinin 32-48 haftalari
# Hb dizeyi 10.5-11.7 g/dI arasinda seyretti ve ribavirin dozu artirilmadi

# Karaciger fonksiyon testleri normaldi
% Tedavi sonu HCV RNA negatifti

# KVY alindi



HCV genotip 1 hastalarinin
tedavisinde gelismeler
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Direk- Etkili Antiviral Ajanlar

r )
C El E2 p7 NS2 NS3 || NS4A || NS4B [ I NS5B

NS3/4A Proteaz Inhibitorleri (PI)

Yiiksek potens

Sinirl genotipik kapsama

Distk direng bariyeri

NS5B Nonnukleozid Inhibitorleri (NNI)

Orta potens

Sinirl genotipik kapsama

Distk direng bariyeri



HCV Tedavisi icin Gelistirilen Secenekler

% 2013: baginda onay olan tim-oral tedaviler
% Sofosbuvir
* Simeprevir

% 2014 ve 2015 basinda: tim-oral tedavi secenekler
# Sofosbuvir/ledipasvir (naive ve cevapsiz Genotip 1)
% Paritaprevir/ritonavir/ombitasvir + dasabuvir (genotip 1)
% Daclatasvir

# Yeni ¢calismalar devam ediyor.
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HCV Tedavisinde:

Gegmis, Bu gln ve gelecek

~ Genotip1de
- Farkh Interferonsuz DDA
HCV'nin DAA . :
. kombinasyonlari popiilasyonlarda kombinasyonlar
Ribavirin ile baskilanmasi IFN suz
(PT + NI) tedaviler
: - Onay alma
Direk Etkili potansiyeli olan
Antiviral Telaprevir ve diger IFN'lu ‘
Interferon calismalari boceprevir DAA'ler ¥
DDA (PI) (6rn: faldaprevir) i
|—I *Tek tablet

1990 2000 2005 2010 2011 2012 2013 2014 2015- Perfectovir

%100 SVR

HCV'nin = Simeprevir ve sofosbuvirin
Pegylated Interferonsuz IFN'la k'—'““”'f“ onay!
interferonlar tedavi » Tlk onay alan interferonsuz
edilebilirligi tedavi: Genotip 2/3 igin

SOF + RBV



Tesekkiirler |




