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Hepatit C tedavisinde sorunlar

ǒ4ÅÄÁÖÉÎÉÎ ÙÅÔÅÒÓÉÚÌÉøÉ

ǒ+ÁÌąÃą ÖÉÒÏÌÏÊÉË ÃÅÖÁÐÔÁÎ ÓÏÎÒÁ ÄÅÖÁÍ ÅÄÅÎ 
sorunlar

ǒ4ÅÄÁÖÉÎÉÎ ÂÅËÌÅÎÍÅÙÅÎ ËÏÍÐÌÉËÁÓÙÏÎÌÁÒą



4ÅÄÁÖÉÎÉÎ ÙÅÔÅÒÓÉÚÌÉøÉ

ǒ+ÏÎÁËëąÙÁ ÁÉÔ ÆÁËÔĘÒÌÅÒ

ǒ6ÉÒÕÓ ÇÅÎÏÔÉÐÉÎÅ ÁÉÔ ÆÁËÔĘÒÌÅÒ

ǒ$ÉÒÅÎë ÇÅÌÉĥÍÅÓÉ



4ÅÄÁÖÉ ÙÅÔÅÒÓÉÚÌÉøÉÎÄÅ 
ËÏÎÁËëąÙÁ ÁÉÔ ÆÁËÔĘÒÌÅÒ

3d2/:



3d2/: (!34!,!2) (%0!4d4 # 4%$!6d3d.% 
.dKd. $!(! +v4­ #%6!0 6%2d2ȩ

ǒ dÌÁÃąÎ ÕÌÁĥÍÁÓąÎÄÁ ÂÏÚÕËÌÕË

ǒ dÌÁë ÕÐÔÁËÅ ÖÅ ÍÅÔÁÂÏÌÉÚÍÁÓąÎÄÁËÉ ÂÏÚÕËÌÕË

ǒ dÌÁë ÔÏËÓÉÓÉÔÅÓÉ ÒÉÓËÉ ÁÒÔÁÒ
É 9ÁÎ ÅÔËÉÙÅ ÔÏÌÅÒÁÎÓ ÁÚÁÌÍąĥÔąÒȢ

É 0ÒÏÔÅÁÚ ÉÎÈÉÂÉÔĘÒÌÅÒÉÎÉÎ ËÁÒÁÃÉøÅÒ ÔÏËÓÉÓÉÔÅÓÉ ÒÉÓËÉ ÁÒÔÁÒȢ

É 4ÒÏÍÂÏÓÉÔÏÐÅÎÉ ÖÅ ÈÉÐÏÁÌÂÕÍÉÎÅÍÉ ÔÏËÓÉÓÉÔÅ ÒÉÓËÉÎÉ ÁÒÔąÒąÒȢ

É (ÉÐÏÁÌÂÕÍÉÎÅÍÉ 0'%ς ÉÎÈÉÂÉÓÙÏÎÕÎÄÁ ÙÅÔÅÒÓÉÚÌÉË ÙÁÐÁÒÁË ÉÎÆÅËÓÉÙÏÎ ÒÉÓËÉÎÉ ÁÒÔąÒąÒ

ǒ dÍÍİÎ ÆÏÎËÓÉÙÏÎ ÂÏÚÕÌÕÒ
É -ÁÌÎÕÔÒÉÓÙÏÎ ÉÍÍİÎ ÃÅÖÁÂą ÂÏÚÁÒȢ

É TGF-b¬d&. ÓÉÎÙÁÌÉÎÉ ÂÏÚÁÒȢ

É .+ ÈİÃÒÅ ËÉÔÌÅÓÉÎÉÎ ÁÚÁÌÍÁÓą ÉÎÎÁÔÅ ÉÍÍİÎ ÃÅÖÁÂąȟ ÁÎÔÉÆÉÂÒÏÔÉË ÅÔËÉÙÉȟ ÁÄÁÐÔÉÆ ÉÍÍİÎ ÃÅÖÁÐ 
ÉëÉÎ ÇÅÒÅËÌÉ ÕÙÁÒąÙą ÂÏÚÁÒ

É !ÒÔÍąĥ ÓÁÆÒÁ ÁÓÉÔÉ ÄİÚÅÙÉ ÉÍÍİÎ ÃÅÖÁÂąȟ d&. ÙÏÌÁËÌÁÒąÎą ÂÏÚÁÒ

É !ÒÔÍąĥ ÏËÓÉÄÁÔÉÆ ÓÔÒÅÓ





%89,5 %68,0%80,4



"ÁĥÁÒąÓąÚÌąË ÓÅÂÅÐÌÅÒÉ

ǒ Relaps: %10,7

ǒ#ÅÖÁÐÓąÚÌąËȡ %0,43

ǒvÌİÍȡ %3,6

ǒ Takipsizlik: %3,4

"ÁĥÁÒąÓąÚÌąËÌÁ dÌÉĥËÉÌÉ &ÁËÔĘÒÌÅÒ

ǒGenotip

ǒ2ÉÂÁÖÉÒÉÎ ËÕÌÌÁÎąÍą%82,4 ᴁ72,5

ǒ6+d

ǒdËÉÎÃÉ ÈÁÆÔÁÄÁËÉ (#6 2.! ÐÏÚÉÔÉÆÌÉøÉ'σ ÃÅÖÁÐÓąÚÌąËȡ Ϸσπȟυ ᴁ10

ǒ9Áĥ

ǒ Albumin

ǒ Na+



4ÅÄÁÖÉ ÙÅÔÅÒÓÉÚÌÉøÉÎÄÅ
ÖÉÒÕÓÁ ÁÉÔ ÆÁËÔĘÒÌÅÒ

Genotip



.ÉëÉÎ ÇÅÎÏÔÉÐ σ ËĘÔİÄİÒȩ

ǒ(ąÚÌą ÉÌÅÒÌÅÍÅ

ǒ!ĥąÒą ÙÁøÌÁÎÍÁ ÖÅ ÓÉÔÏÐÁÔÉË ÅÔËÉ

ǒ+ÁÎÓÅÒ ÒÉÓËÉÎÄÅ ÁÒÔąĥ



.ÅÄÅÎ ÇÅÎÏÔÉÐ σ $!! ÔÅÄÁÖÉÌÅÒÉÎÅ ÄÁÈÁ ÄİĥİË 
cevap vermektedir

ǒ'σ ÄÁÈÁ ÈąÚÌą ÉÌÅÒÌÅÍÅ ÇĘÓÔÅÒÉÒ









9ÁøÌÁÎÍÁ ÖÅ 3ÉÔÏÐÁÔÉË %ÔËÉ





G3 + Normal BMI ҈пу ȅŀƐƭŀƴƳŀ
G3-ŘƤǒƤ+ Normal BMI ҈мм ȅŀƐƭŀƴƳŀ









Fakat!



Randomisation
2 : 1

Double-blind

җ18 years, HCV genotype 3
Treatment-ƴŀƠǾŜ

HCV RNA >1 000 IU/mL
No cirrhosis (Metavir Җ Cоύ
No HBV or HIV co-infection

ALT/AST < 10 x ULN, albumin > LLN

ǒDesign

N = 233

ENDURANCE-3 Study: glecaprevir / pibrentasvir versus 
sofosbuvir + daclatasvir in genotype 3 

SVR12GLE/PIB

Foster G. EASL 2017, Abs. GS-007

SOF + DCV
N = 115

SVR12

W12

Glecaprevir/pibrentasvir: 100/40 mg 3 tablets QD
Sofosbuvir: 400 mg 1 tablet QD + daclatasvir 60 mg 1 tablet QD

GLE/PIB SVR12

W8

N = 157
Third arm, non randomised, added after 

the completion of the phase 2 study

ÁObjective
ςNon-inferiority of SVR12 of GLE/PIB compared to SOF + DCV 

(lower bound of 95% CI of the difference: - 6%)



SVR12 by intention-to-treat analysis, %
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GLE/PIB 12W SOF + DCV 12W GLE/PIB 8W

Á Both GLE/PIB treatments met non-inferiority criteria (lower bound of the 95% confidence 
interval above - 6%)
Á GLE/PIB 12W vs SOF + DCV : -1.2% (95% CI: -5.6 to 3.1)
Á GLE/PIB 8W vs GLE/PIB 12W : -0.4% (95% CI : -5.4 to 4.6)

233 157115

Breakthrough/relapse (N)
Failure due to other reasons
Lost o follow-up/Missing SVR12

1 / 3 0/ 1 1 / 5
3 1 0
4 2 2

ENDURANCE-3 Study: glecaprevir / pibrentasvir versus 
sofosbuvir + daclatasvir in genotype 3 

Foster G. EASL 2017, Abs. GS-007







4ÅÄÁÖÉ ÙÅÔÅÒÓÉÚÌÉøÉÎÄÅ
ÄÉÒÅÎÃÉÎ ĘÎÅÍÉ



Her replikasyonda genom boyunca 1-о ƘŀǘŀƭƤ ƴǸƪƭŜƻǘƛŘ ƪƻŘƭŀƴƤǊ





Tƭŀœ ōŀǎƪƤǎƤ



zayĕf kĕsm´kuvvetli

ANTľVľRAL AKTľVľTE

viral replikasyonun baskĕlanmasĕnda artĕŀ
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Wild type

Resistance Associated Substitutions
(RASs)

Polymorphism

Mutant



YƻƭŀȅŎŀ ǎŜœƛƭƳŜƪǘŜŘƛǊDǸœƭǸƪƭŜ ǎŜœƛƭƛǊ

wŜǇƭƛƪŀǎȅƻƴ ƪŀōƛƭƛȅŜǘƭŜǊƛ ŘǸǒǸƪǘǸǊ
Tƭŀœ ōŀǎƪƤǎƤ ƪŀƭƪƤƴŎŀ ƪƤǎŀ ǎǸǊŜŘŜ ŜƭƛƳƛƴŜ ƻƭǳǊƭŀǊ

wŜǇƭƛƪŀǎȅƻƴ ƪŀōƛƭƛȅŜǘƭŜǊƛ ȅǸƪǎŜƪ
(Relative fitness)
Tƭŀœ ƪŜǎƛƭŘƛƪǘŜƴ ǎƻƴǊŀ ȅƤƭƭŀǊŎŀ ǎŀǇǘŀƴŀōƛƭƛǊƭŜǊ



2!3ȭÌÁÒąÎ ĘÎÅÍÉ

ǒ+ÌÉÎÉË ÏÌÁÒÁË ÅÎ ĘÎÅÍÌÉ 2!3ȭÌÁÒ

É'ÅÎÏÔÉÐ ρÁ ÖÅ σȭÔÅ .3υ! ÐÏÚÉÓÙÏÎÕÎÄÁÄąÒȢ

ǒ2!3ȭÌÁÒ ÖÉÒÏÌÏÊÉË ÂÁĥÁÒąÓąÚÌąË ÄÕÒÕÍÕÎÄÁ ÄÁÉÍÁ 
ÓÁÐÔÁÎąÒÌÁÒȢ

É.3σȾτ! ÍÕÔÁÎÔÌÁÒą ÔÅÄÁÖÉ ËÅÓÉÌÄÉËÔÅÎ ÂÉÒ ËÁë ÈÁÆÔÁ 
sonra saptanamazlar

É.3υ! ÍÕÔÁÎÔÌÁÒą ÔÅÄÁÖÉ ËÅÓÉÌÄÉËÔÅÎ ÙąÌÌÁÒÃÁ ÓÏÎÒÁÓąÎÄÁ 
saptanabilirler

ǒ2!3ȭÌÁÒąÎ 362ȭÙÅ ÅÎÇÅÌ ÏÌÁÂÉÌÍÅÓÉ ÉëÉÎ ÖÉÒÕÓ 
ÐÏÐÕÌÁÓÙÏÎÕÎÕÎ ÅÎ ÁÚ ϷρυȭÉ ËÁÄÁÒ ÏÌÍÁÌÁÒą 
gerekir.



2!3ȭÌÁÒ ÎÁÓąÌ ÔÁÎąÎąÒȩ
Genotipik analiz

ǒPopulation based sequencing

É+ÌÁÓÉË ÓÅËÁÎÓÌÁÍÁ ɉ3ÁÎÇÅÒ ÔÅËÎÉøÉɊ

É&ÌÏÒÅÓÁÎ ÉĥÁÒÅÔÌÉ ÄÉÄÅÏËÓÉÎİËÌÅÏÔÉÄÌÅÒÌÅ ÏÔÏÍÁÔÉË 
ÃÉÈÁÚÌÁÒÄÁ ÙÁÐąÌąÒȢ

É-ÕÔÁÓÙÏÎÕÎ ÓÁÐÔÁÎÁÂÉÌÍÅÓÉ ÉëÉÎ ÔÏÐÌÁÍ ÈÁÖÕÚÄÁ ÅÎ ÁÚ 
%15-ςυ ÏÒÁÎąÎÄÁ ÏÌÍÁÓą ÇÅÒÅËÉÒȢ

ǒNext generation sequencing (Deep sequencing)

ÉϷρȭÅ ËÁÄÁÒ ÏÒÁÎÄÁ ÍÕÔÁÎÔ ÐÏÐÕÌÁÓÙÏÎÕ ÓÁÐÔÁÙÁÂÉÌÉÒȢ

É+ÌÉÎÉË ÏÌÁÒÁË ÁÎÌÁÍÌą 2!3ȭÌÁÒą ÓÁÐÔÁÍÁË ÉëÉÎ ÈÁÓÓÁÓÉÙÅÔÉ 
ϷρπȭÁ ÁÙÁÒÌÁÎąÒȢ



2!3ȭÌÁÒ ÎÁÓąÌ ÔÁÎąÎąÒȩ
Fenotipik analiz

ǒSaptanan mutasyonlar, standart HCV genomuna 
sahip relikonlara sokulur.

ǒ7ÉÌÄ ÔÉÐÅ ËÁÒĥą ÒÅÐÌÉËÁÓÙÏÎ ËÁÐÁÓÉÔÅÌÅÒÉ ÖÅ 
%#υπȭÌÅÒÉ ËÁÒĥąÌÁĥÔąÒąÌąÒȢ

ǒ2ÕÔÉÎÄÅ ËÕÌÌÁÎąÌÍÁÚȢ

ǒdÌÁë ÄÉÒÅÎÃÉÎÅ ÓÁÈÉÐ ÍÕÔÁÎÔÌÁÒ ÂÅÌÉÒÌÅÎÄÉËÔÅÎ 
ÓÏÎÒÁ ÇİÎÌİË ÐÒÁÔÉËÔÅ ÄÏøÒÕÄÁÎ ÂÕ ÍÕÔÁÓÙÏÎÌÁÒ 
ÁÒÁÎąÒȢ 'ÅÎÅÌÌÉËÌÅ ÌÉÎÅ ÐÒÏÂÅ ÁÓÓÁÙ ɉ,)0!Ɋ ÉÌÅȢ



2!3ȭÌÁÒąÎ ÐÒÅÖÅÌÁÎÓą

Lhb œŀƭƤǒƳŀƭŀǊƤƴŀ ƪŀǘƤƭŀƴ нмпп ƘŀǎǘŀƴƤƴ ŀƴŀƭƛȊƛ



"ÁÚÁÌ .3υ! ÍÕÔÁÓÙÏÎÌÁÒą ÐÒÅÖÅÌÁÎÓą



"ÁÚÁÌ .3υ! ÍÕÔÁÓÙÏÎÌÁÒąÎąÎ ËÌÉÎÉË ĘÎÅÍÉ



"ÁÚÁÌ .3υ! ÍÕÔÁÓÙÏÎÌÁÒąÎąÎ ËÌÉÎÉË ĘÎÅÍÉ

Naive Tedavi deneyimli



.3σ ÖÅ .3υ" ÍÕÔÁÓÙÏÎÌÁÒą



!!3,$ȭÙÅ ÇĘÒÅ 2!3 ÔÅÓÔÌÅÒÉ ÉëÉÎ ÔÁÖÓÉÙÅÌÅÒ

Tƭŀœ ƪƻƳōƛƴŀǎȅƻƴǳYƛƳŘŜ ȅŀǇƤƭƤǊΚ{ŀǇǘŀƴƤǊǎŀ ƴŜ ȅŀǇƤƭƤǊΚ

Elbasvir/Grazoprevir G1a tedavi deneyimli veya 
ƴŀƛǾŜΣ b{р! ƳǳǘŀǎȅƻƴƭŀǊƤ

Tedaviye RBV eklenir ve 
ǎǸǊŜǎƛ мс ƘŀŦǘŀȅŀ ǳȊŀǘƤƭƤǊ
.ŀǒƪŀ ƪƻƳōƛƴŀǎȅƻƴ 
ƪǳƭƭŀƴƤƭŀōƛƭƛǊ

Ledipasvir/Sofosbuvir G1a tedavi deneyimli, NS5A 
ƳǳǘŀǎȅƻƴƭŀǊƤ
Ҕмлл ƪŀǘ ŘƛǊŜƴœ ǾŀǊǎŀ

{ƛǊƻȊ ŘŜƐƛƭǎŜ мн ƘŀŦǘŀ w.±Ωƭƛ
{ƛǊƻȊǎŀ нп ƘŀŦǘŀ w.±Ωƭƛ

Sofosbuvir/Velpatasvir G3 tedavi deneyimli siroz veya 
ŘŜƐƛƭΣ b{р!
G3 tedavi naive siroz, NS5A

¸фоI ǎŀǇǘŀƴƤǊǎŀ w.±Ωƭƛ

Daclatasvir+Sofosbuvir G3 tedavi deneyimli siroz 
olmayan, NS5A
G3 tedavi naive siroz, NS5A

¸фоI ǎŀǇǘŀƴƤǊǎŀ w.±Ωƭƛ
Siroz olmayanlar 12 hafta
Siroz olanlar 24 hafta



+ÌÉÎÉË ÏÌÁÒÁË ĘÎÅÍÌÉ ÂÁĥÌąÃÁ ÍÕÔÁÓÙÏÎÌÁÒ ÖÅ 
etkileri


