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* 61 yasinda erkek

* Vietham'da dovme yaptirma sonucunda HCV ile enfekte
oluyor

Green V, Roytman M. Treatment-Resistant Hepatitis C Viral Infection: A Case Report and Literature Review. Case
Reports Hepatol. 2022
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* Intravendz uyusturucu kullanimi éykusi yok

e Kan transfiizyonu oykusu yok
 Alkol tuketimi mevcut

* 30 paket/yil sigara icme 6ykisi var (glinde yarim paket
icmeye devam ediyor)

* Aile oykisunde karaciger hastaligl veya karaciger kanseri
bulunmuyor



OLGU

Ik klinik muayenede;
 Vital bulgular stabil
« 74,8 kg, vicut kitle indeksi 23,68 kg/m?

Fizik muayenesinde;

 Hepatosplenomegali var

e Skleral ikter, sarilik, periferik 6dem veya asteriks tespit
edilmedi
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TasLe 1: The evolution of pertinent lab results: pretreatment, during treatment, and posttreatment. ‘

Labs

AST, U/L
ALT, U/L
ALP, U/L
Total
bilirubin,
mg/dL
PT/INR
Platelets,
10*/uL
Albumin,
g/dL
Creatinine,
mg/dL
¢GFR, mL/
min/
1.73m"
Sodium,
mmol/L

Hepatit Markerlari

o HBs Ag negatif

Anti HBc Ig M-G negatif
Anti Delta

Anti HAV Ig M-G negatif
Anti HCV poazitif

v" HCV RNA 338000 IU/ml
v HCV genotip 3

O
O
O
O

NT, not tested; ND, not detected.




2019 yili basinda yapilan
v’ Batin ultrasonografi karaciger parankimi hafif
heterojen, az miktarda asit

|

v’ Kronik HCV'ye bagli kompanse siroz Child-Pugh A



Sofosbuvir (SOF) ve Velpatasvir (VEL) 12 hafta

!

* Tedavi stirecinde HCV RNA negatif
* Ancak KVY-12'de viral yuk pozitiflesiyor



TasLe 1: The evolution of pertinent lab results: pretreatment, during treatment, and posttreatment.

Labs
Apr-19 Aug-19§ Dec-19
AST, U/L 107 47 72
ALT, U/L 73 27 44
ALP, U/L 53 53 57
Total
bilirubin, 1.5 1 1.0
mg/dL
PT/INR 1.2 1.2 NT
Platelets ,
’ 5
10° /(,d_ 115 197 67
Albumin,
3 -

g/dL 3.6 4.2 3.5
Creatinine, 0.8 1.4 0.7
mg/dL
¢GFR, mL/
min/ >90 62 52
1.73m’
Sodium,
mnalL 136 137 136

7R}
HCV-RNA 338,000 NT 16,510,00
quant (IU)

NT, not tested; ND, not detected.

Ne diistinelim?
Yeniden tedavi
baslayallm mi ?
Ne baslayalim?

»HCV genotip >>GT3

»Hastanin o donemde yeniden enfeksiyon i¢in
risk faktorleri yok




» Tekrarlanan HCV genotip
testinde yine GT3 olmasi
‘ olasiligini azaltan

»Hastanin o dénemde yeniden bulgular
enfeksiyon icin risk
faktorlerinin olmamasi

Yeniden enfeksiyon



Tedavinin amaci
Tedavi tamamlandiktan sonraki 12 hafta icinde kalici
virolojik yanit (KVY-12) elde etmek

KVY'ye ulasmak

v’ Genel sagkalimi iyilestirir

v’ Karaciger yetmezligi, fibrozis ilerlemesi, karaciger nakli
ve hepatoseliler karsinom (HCC) insidansi riskini azaltir




Hepatit C enfeksiyonunda DEA yanitsizlik orani %1-7

Tedavi Basarisizligi Nedenleri

Tedavi uyumsuzlugu

Yeniden enfeksiyon

Siroz

Genotip 3 enfeksiyonu

Baslanan kombinasyonlar

llac etkilesileri

| llac direnci (Direncle iliskili mutasyonlar (RAS'lar)

Buti M. Management of direct-acting antiviral agent failures. J Hepatol. 2015
Alghamdi AS. SASLT guidelines: Update in treatment of hepatitis C virus infection, 2024. SaudiJ Gastroenterol. 2024



Tedavi Basarisizligi Nedenleri

GENOTIP 3 HCV ENFEKSIYONU

‘ lyilesme oranlari
disuk

Alghamdi AS et all. SASLT guidelines: Update in treatment of hepatitis C virus infection, 2024. Saudi J Gastroenterol. 2024




Tedavide Rehber

Onerileri
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Hepatitis C Guidance 2023 Update: American Association
for the Study of Liver Diseases— Infectious Diseases Society
of America Recommendations for Testing, Managing,

and Treating Hepatitis C Virus Infection

Dobiks Bhnttacharyn, ' Andrew Aronzohn,” Jennifer Price.” and Vinceant Lo fle 1117 the A tcan A ] for the y of Livaer DI int
Disvasex Society of America HCV Guidance Panael®™

Recommendations for Retreatment of Hepatitis C Virus—Infected Adults by Prior Exposure

Regimen Genotype Classification Duration Rating

Caveats and Other Considerations

Sofosbuvir-based treatment failure without cirrhosis or with compensated cirrhosis
o110 U Z1je v B ;

For genotype 3 infection with compensated cirrhosis, add weight-based
ribavirin if there are no contraindications.

Not recommended for patients with prior exposure to an NS5A inhibitor
plus NS3/4A protease inhibitor regimen (eg, elbasvir/grazoprevir).

voxilaprevir

Glecaprevir/pibrentasvir 1,2,4,5, Alternative 16 wk I, A

ecaprevir/pibrentasvir + 6 Recommended 6 Wi a, B
sofosbuvir + weight-based
ribavirin
Sofosbuvir/velpatasvir/ 1-6 Recommended 12 wk lla, B For patients with compensated cirrhosis, addition of weight-based
oxilapre N s re

, B xtension to 24 wk should be considered in extremely difficult cases (eg,
sofosbuvir + weight-based genotype 3 infection with compensated cirrhosis) or failure following
ribavirin sofosbuvir + glecaprevir/pibrentasvir therapy.

Sofosbuvir/velpatasvir/ 1-6 Recommended 24 wk lla, B
voxilaprevir + weight-based
ribavirin

S ow initial dose of ribavirin (600 mg) is recommended for patients with
CTP class C cirrhosis; increase as tolerated.

weight-based ribavirin

Ledipasvir/sofosbuvir + 1,4,5,6 Recommended 24 wk I, cP

Low initial dose of ribavirin (600 mg) is recommended for patients with
weight-based ribavirin

CTP class C cirrhosis; increase as tolerated.
Recommendations are listed by recommended vs alternative and by genotypic activity, evidence level, and alphabetically.

Abbreviations: CTP, Child-Turcotte—Pugh score; NS3/4A, hepatitis C virus nonstructural protein 3—4A; NS5A, hepatitis C virus nonstructural protein 5A.
“*Only available data for genotypes 5 or 6 infection are in a small number of persons with compensated cirrhosis.
“Only available data for genotype 6 infection are in persons with compensated cirrhosis.




Nonsirotik

Tedavi Naiv veya Deneyimli :
Kr. Hepatit C Hastasinda Tedavi Onerisi

SOF/VEL GLE/PIB SOF/VEL/VOX SOF/LDV GZR/EBR OBV/PTV/r+ DSV
12 weeks (HCV RNA
TN 12 weeks 8 weeks 8-12 weeks <800,00 1U/mL)
12 weeks (HCV RNA
TE 12 weeks 8 weeks <800,00 1U/mL)
8 weeks (FO—F2) 8 weeks (FO—F2)
i 12 weels Bzl 12 weeks (F3) 12 weeks (F3)
TE 12 weeks 8 weeks 12 weeks 12 weeks
TN 12 weeks 8 weeks
TE 12 weeks 8 weeks

TN 12 weeks 8 weeks
TE 12 weeks 12 weeks

12 weeks (HCV RNA

TE 12 weeks 8 weeks
TN 12 weeks 8 weeks
TE 12 weeks 8 weeks
TN 12 weeks 8 weeks
TE 12 weeks 8 weeks

>~
o

<

§A§mﬁL¢v EASL CPG HCV. J Hepatol 2018;69:461-511.



Kompanse Sirotik

Genotip 3 ile Enfekte

Tedavi Naiv veya Deneyimli .
Kr. Hepatit C Hastasinda Tedavi Onerisi

Patients infected with HCV genotype 3 with compensated cirrhosis

Availability/
performance of

HCV NS5A
resistance testing
Results of HCV NS5A
resistance testing*

Not available/
not performed

SOF/VEL/VOX

available and affordable

i SOF/VEL/VOX for
12 weeks

SOF/VEL/VOX
not available or
affordable

SOF/VEL + RBV for
12 weeks

SOF/VEL-based regimen GLE/PIB-based regimen

GLE/PIB
available

GLE/PIB for 12 weeks in TN or
16 weeks in
TE patients’

Available and

GLE/PIB for 12 weeks in TN or

performed

Presence of Y93H RAS at SOF/VEL/VOX for SOF/VEL + RBV for .
. 16 weeks in
baseline 12 weeks 12 weeks N
TE patients
GLE/PIB for 12 weeks in TN or
. SOF/VEL for SOF/VEL for .
No Y93H RAS at baseline / / 16 weeks in
12 weeks 12 weeks

TE patients’

*The presence of the NS5A RAS Y93H at baseline is by population sequencing or >15% by deep sequencing;

*Data with 12 weeks of treatment with GLE/PIB in TE patients with cirrhosis are needed

EASL. J Hepatol 2018; doi: 10.1016/j.jhep.2018.11.004;
EASL CPG HCV. J Hepatol 2018;69:461-511.



SUT >> RG-01/06/2022- 31853/9 md. Yururluk: 09/06/2022

Daha 6nce NS5A Daha 6nce NS5A Daha dnce NSSA Daha énce NS5A

inhibitorii olan T T Inhibitori veya inhibitérii veya
ilaclar haricindeki ilaclar haricindeki proteaz inhibitori proteaz inhibitori
ilaclar ile tedavi ilaclar ile tedavi olan ilaclar ile olan ilaclar ile
deneyimli, deneyimli, tedavi deneyimi tedavi deneyimi
nonsirotik hasta kompanse sirotik Olan’ nonsirotik Olf_in d_@kompanse
J sirotik hastalarda 1a.1b. 4.5, 6
hastalarda

Sofosbuvir +
\elpatasvir +
\oxilaprevir

12 hf

(Glekaprevir +

Sofosbuvir +
\elpatasvir +

Sofosbuvir +
\elpatasvir +
\oxilaprevir

(Sofosbuvir +
Ledipasvir )+
Ribavirin

\oxilaprevir
12 hf

12 hf

Pibrentasvir)
+Ribavirin

Glekaprevir + Glekaprevir +

Pibrentasvir Pibrentasvir veya

(Glekaprevir +
Pibrentasvir)

16 hf

8 hf 12 hf




Tiim Genotipler i¢in veya Genotip Degerlendirilmesi Yapilmadiginda

Tedavi Deneyimli* Sirozu Olmayan ve Kompanse Sirotik Hastalarda Tedavi
Onerileri

SOF/VEL GLE/PIB SOF/VEL/VOX GRZ/EBV
Sirozu yok 12 hafta 8 hafta 12 hafta x Onerilmez
Kompanse sirotik 12 hafta 12 hafta 12 hafta Onerilmez

SOF: Sofosbuvir, VEL: Velpatasvir, VOX: Voxilaprevir, GLE: Glekaprevir, PIB: Pibrentasvir, GRZ: Grazoprevir, EBV:
Elbasvir

* Tedavi deneyimli;

» PeglFN-a+RBV

» PeglFN-o+RBV+SOF

» SOF+RBV ile tedavi edilmis hastalar

Aygen B et al. KHC Yonetimi: Uzlasi Raporu. Klimik Dergisi 2023



Genotiplere Gore Tedavi Deneyimli* Sirozu Olmayan ve Kompanse Sirotik

Hastalarda Tedavi Onerileri

Genotip Siroz Durumu SOF/VEL GLE/PIB 50&’)‘;(5” GRZ/EBV
: Yalnizca genotip 1b icin
Sirozu yok 8 hafta L
Genotip 1a, 1b, 2,4,5,6 12 hafta 12 hafta 12 hafta verilebilir
Kompanse sirotik 12 hafta Onerilmez
Sirozu yok 12 hafta 12 hafta 12 hafta )
Genotip 3 Onerilmez
Kompanse sirotik 12 hafta RBVle kombine** 16 hafta 12 hafta**
11, 4r, 3b, 3g, 6u ve 6v Alt Tipleri Sirozu yok Bilinmiyor Bilinmiyor 12 hafta
veya Bir veya Birden Fazla Onerilmez
NS5A RAS Iceren Alt Tip Kompanse sirotik Bilinmiyor Bilinmiyor 12 hafta

SOF: Sofosbuvir, VEL: Velpatasvir, VOX: Voxilaprevir, GLE: Glekaprevir, PIB: Pibrentasvir, GRZ: Grazoprevir, EBV: Elbasvir

*Daha 6nce PeglFN-a+RBV veya PeglFN-a+RBV+SOF veya SOF+RBV ile tedavi edilmis hastalar
** Direnc testi yapilirsa

» NS5A Y93H mutasyonu olan hastalar SOF/VEL+RBYV ile veya SOF/VEL/VOX ile tedavi
edilmeli

Aygen B et al. KHC Yonetimi: Uzlasi Raporu. Klimik Dergisi 2023




Sofosbuvir/Velpatasvir/Voxilaprevir (SOF/VEL/VOX) ve
Ribavirin (RBV)
12 hafta

b

* Tedavi sirecinde HCV RNA negatif
* Ancak yine KVY-12 elde edilmemis




Labs

Pretreatment
Apr-19 Aug-19 Dec-19 Jan-20

Jul-20  Sep-20 Jan-21

AST, U/L 107 47

ALT, U/L 73 27
ALP, U/L 53 53
Total
bilirubin, 1.5 1
mg/dL
PT/INR 1.2 1.2
Platelets .
’ 5
10%/uL 115 197
Albumin
’ 2

g/dL 3.6 4.2
Creatinine, ,
mg/dL 0.8 1.4
¢GFR, mL/
min/ >90 62
1.73m”
Sodium,
mmol/L 26 L

7-R}
HCV-RNA 338,000 NT
quant (IU)

72
44
57

1.0

136

6,510,00

87
51
78
1.1

NT
54

33

NT, not tested; ND, not detected.

108 94 93
64 55 48
81 112

1.9 1.2

1.1

135

1,550,000

v Hasta, her iki tedavi turunda da
tedavi uyumu tam

v’ Her iki tedavi girisiminde de, tedavi
sirasinda viral yuk saptanamaz
duzeyde

v Ancak yine KVY-12’de viral yiik
yeniden pozitif




Rehber tedavi verilen hastada yanit yoksa

direnc testlerinin yapilmasini dneriyor

Tedavi deneyimli hastalarda
* NS5A direnc testi onerilir

* NS5A inhibitorine dayali tedavi basarisiz oldugunda
%90'ina kadarinda NS5A RAS'lari ortaya cikar

* Bunlarin cogu birkac yil boyunca devam eder

* NS5A RAS'In etkisi gorecelidir ve genellikle tedavi siresini
uzatarak veya RBV ekleyerek lGstesinden gelinebilir

* HCV genotip 3'te klinik acidan en dnemli NS5A RAS'1, VEL'e
yuksek dizeyde direnc kazandiran Y93H



DEA ile Kalici Virolojik Yanit Elde Edilemeyen Hastalardaki (IFN

kullanmamis) RAS Bélgeleri ile in Vitro Calismalarda ilag Siniflarina Gore
Azalmis Duyarlilik Kazandiran RAS Bolgeleri*

3% VISACFIGIUM  VIBAICIGAM Va6l
Genotip/Subtip a Q4R Q4R Q4K Q41R QUIKR
ltag Sinf Aminoasit
(&mm mm 4 FansSN RSN Fa3v
1a b 2 3 4 5 6 54 TS4A/S TSANICIGIS
5 VS5t VSSA VS5AI
150 AL1SOV
56 YS6H YSEHILIF YSEHIF VS5H YS6H VS6M
159 L159F L159F L15GF L15%F 80 Q8O/LR QBOMALR QaoKR Q8 LBOK/Q
N 7
Nilkleotid — s 122 s S12MOIGN S
Analogu (NSSB) a2 S2B2G/RIT S2B2GMRIT SIB2GIRIT S2B2G/RT S2B2C/GRIT S2RAGIRIT SIBIGRIT m't:l:;ﬂeﬂ
] RISSGAKIMI  RISSCIGKILS
(SOF, vb.) e S A (NS3) 155 QRTINS RISSK R1SSCK R1S5K
20 L320UFN 156 AISEGRISTV AISEGRISITN  AISBUMITV  ATSGGIPITIV “m"" ATSETIV AISETV
n V321A vati VaziA VR2A = E e
24 K24E/QRIT Q24K T24A5 S24F Q24M 166 AVGESIT/Y
% K26 o DOrKL: e DISBAERG o oo DIGNEG/  DIGSNEM/  DIGBAE/
R | Loy | HavsnNe W KIRNY GIMNIY
FA28ANL s b
8 M2BAG/STIV L2BAMIT LFIBCS M2BT/K LIBM/STN L2381
MmN 170 INT70TIV IN170MUT "7V
29 P29R PGS, def29 P295 175 MI75L
34 (314K
Q30C/D/E/GM/
30 KIUNRITY,  RIDGMPIQS LI0MS A3DD/EN/S LI0F/GIMIRSS Q30M RIDEMINS 316 C316Y CIEMNNW
dei30 368 S368T
NSSB
IahiiAers 3 CHUFMPN  LSIEVMAMW  LIWWMN BIEUWPN MASIW L31FAN 1M »s A25G
an N4T1S
2 PR PRFUS deR PRL  PRAMURS ponaddeat
Palm-1 414 MAAUTIY  MATANTAV
E S38F inhibitérd
(NSSB) ass CA4SFIY
8 HSEBC/D/UPR  PSBA/DILSAT TSBAPIS TSEBAIGHINS (Dasabuvir, vb.)
46 E446K/Q
62 Q/E620 SeaL a8 YA4BOM YA4BCM
92 AT ARENTN CRRISTN E92K E92T 553 ASSITV AS53V
YIIC/EMHILIN YO3CMHIN/ 554 A58 GESAS
a RISITIW YICMINRIST YOIFENM YOIMNIS SIRAW TRAMINGS = —"

Aygen B et al. KHC Yonetimi: Uzlasi Raporu. Klimik Dergisi 2023



Hepatit C direncle iliskili varyantlar

Varyantlarin kalici olup olmamasi ise tirlere bagli
* NS3-4A >> tedavi bittikten sonra kademeli olarak kaybolurken

* NS5A >> 2 yildan uzun sire kalici olma egiliminde

Alghamdi AS. SASLT guidelines: Update in treatment of hepatitis C virus infection. Saudi J Gastroenterol. 2024




v'Genotip 3 === NS5A direnc iliskili RAS testi yapilmal

» RAS testi mevcut degilse / bakilamiyorsa tedaviye RBV
eklenmesi onerilir

* Pan-genotipik rejimlerde bazal diren¢ mutasyonlarinin varhginin KVY

etkisi yoktur
* Bazal diren¢c bakmak yerine, direncten etkilenmeyen tedavilerin

uygulanilmasi

* Glaile enfekte hastalarda
v’ Grazoprevir/Elbasvir
v DEA deneyimlilerde Sofosbuvir/Ledipasvir verilmemeli

Alghamdi AS. SASLT guidelines: Update in treatment of hepatitis C virus infection. Saudi J Gastroenterol. 2024
TURKIYE-HEPATIT-C-TANI-VE-TEDAVI-KLAVUZU-2023



NS5A direnc testi

»VEL ve Daclatasvir (DCV) direncini 6ngoren S62A ve Y93H

mutasyonlari tespit ediliyor



* HCV viremisi devam ederken NHL (diffiiz blytk B hicreli

lenfoma) tanisi konuluyor

-

e Rituximab, siklofosfamid, doksorubisin, vinkristin (onkovin)

ve prednizolon (R-CHOP) tedavisi planlaniyor



* HCV tedavisini nasil planlayalim?

* Erteleyelim mi?
* HCV tedavisi vereceksek hangi ajani tercih edelim?

R-CHOP baslansin mi?
Ne zaman?



* Duslk dereceli lenfomalarda, yalnizca
antiviral tedavi lenfomanin gerilemesini
saglayabilmekte

Son 20 yilda yapilan calismalar; B huicreli

non-Hodgkin lenfoma (NHL)'nin HCV ile
iliskili oldugu gostermekte

Direct/indirect/others?

e Agresif B hicreli NHL'li hastalar
baslangicta kemo-immunoterapi
rejimleriyle tedavi edilmeli

Cytokines | i-CDR1 TR Bcel HCV-induced
ylokines [2-C : 3-ce mutagenesis
(BAFF) = binding | proteins| infection -_— > 4

4

t(14;18)/others?
Bcl-2 overexpression
B-cell apoptosis inhibition

bl Kemo-immunoterapi tamamlandiktan

sonra tam remisyon elde edilen
hastalarda antiviral tedavi diistintlmeli

environmental factors

L

Mixed cryoglobulinemia

{ Genelic aa/or +  prolonged B-cell survival ‘

Dependence on antigenic stimulation

« HCV ve NHL hastalarinda Kemoterapi ile
birlikte uygulanan DEA tedaviler agresif
lenfomalarin remisyonu etkilemede
guvenli ve etkili

Khaled H.Hepatitis C virus and non-Hodgkin's lymphomas: A minireview. J Adv Res. 2017
Persico M. Efficacy and safety of new direct antiviral agents in hepatitis C virus-infected patients with diffuse large B-cell non-Hodgkin's
lymphoma. Hepatology. 2018



v' 1-2 haftada bir ALT
v' 4 haftada bir HCV RNA

Khaled H. Hepatitis C virus and non-Hodgkin's lymphomas: A minireview. J Adv Res. 2017



Rehber ne diyor?

Practice Guidelines ) JOURNAL
' s OF HEPATOLOG)

EASL recommendations on treatment of hepatitis C:
Final update of the series

European Association for the Study of the Liver”

HCV ile iliskili lenfoma, olasi ilac-ilac etkilesimleri dikkate
alinarak, genel 6nerilere gore, spesifik kemoterapi ile birlikte

pangenotipik DEA rejimleriyle tedavi edilmelidir (B1).
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Hepatitis C Guidance 2023 Update: American Association
for the Study of Liver Diseases— Infectious Diseases Society
of America Recommendations for Testing, Managing,

and Treating Hepatitis C Virus Infection

Dobiks Bhnttacharyn, ' Andrew Aronzohn,” Jennifer Price.” and Vinceant Lo fle 1117 the A tcan A ] for the y of Livaer DI int
Disvasex Society of America HCV Guidance Panael®™

Recommendations for Retreatment of Hepatitis C Virus—Infected Adults by Prior Exposure

Regimen Genotype Classification Duration Rating Caveats and Other Considerations
Sofosbuvir/velpatasvir/ 1-6 Recommended 12 wk I, A For genotype 3 infection with compensated cirrhosis, add weight-based
voxilaprevir ribavirin if there are no contraindications.
Glecaprevir/pibrentasvir 1,2,4,5, Alternative 16 wk I, A

Not recommended for patients with prior exposure to an NS5A inhibitor
plus NS3/4A protease inhibitor regimen (eg, elbasvir/grazoprevir).

ecaprevir/pibrentasvir + 6 Recommended 6 Wi a, B
sofosbuvir + weight-based
ribavirin
Sofosbuvir/velpatasvir/ 1-6 Recommended 12 wk lla, B For patients with compensated cirrhosis, addition of weight-based
oxilapre N s re

, B xtension to 24 wk should be considered in extremely difficult cases (eg,
sofosbuvir + weight-based genotype 3 infection with compensated cirrhosis) or failure following
ribavirin sofosbuvir + glecaprevir/pibrentasvir therapy.

Sofosbuvir/velpatasvir/ 1-6 Recommended 24 wk lla, B
voxilaprevir + weight-based
ribavirin

S ow initial dose of ribavirin (600 mg) is recommended for patients with
CTP class C cirrhosis; increase as tolerated.

weight-based ribavirin

Ledipasvir/sofosbuvir + 1,4,5,6 Recommended 24 wk I, cP

Low initial dose of ribavirin (600 mg) is recommended for patients with
weight-based ribavirin

CTP class C cirrhosis; increase as tolerated.
Recommendations are listed by recommended vs alternative and by genotypic activity, evidence level, and alphabetically.

Abbreviations: CTP, Child-Turcotte—Pugh score; NS3/4A, hepatitis C virus nonstructural protein 3—4A; NS5A, hepatitis C virus nonstructural protein 5A.
“*Only available data for genotypes 5 or 6 infection are in a small number of persons with compensated cirrhosis.
“Only available data for genotype 6 infection are in persons with compensated cirrhosis.




llac-ilac etkilesimi; HCV’de DEA ve

immunsupresif ilaclar arasindaki

SOF SOF/ SOF/ OBVI GZR/ SOF/ GLE/ Drug-Drug Interaction

Lbv  VEL PTVr EBR VEL/ PIB

Azathioprine * L * * * + +

Cyclosporine * * L ] | _ [ ]

Etanercept * L 2 L ] * * * *

Mycophenolate * * L | + L 2 L 4

Sirolimus * ¢ 'S ] m m n Possible Effects

o

& | Noclinically significant interaction expected

| Potential interaction which may require a dosage adjustment, altered timing of administration or
additional monitoring

. These drugs should not be coadministered

EASL CPG HCV. J Hepatol 2018



Glecaprevir/Pibrentasvir (GLE/PIB 100-40 mg ) ile
SOF 400 mg ve
RBV 1200 mg
16 hafta

!

e KVY -12’de; HCV RNA saptanmadi

* |leri karaciger hastaliginin komplikasyonlari (Sarilik,
spontan bakteriyel peritonit, varis kanamasi veya hepatik
ensefalopati) gozlenmedi



e KVY-12 tamamlanmadan Rituximab, siklofosfamid,
doksorubisin, vinkristin (onkovin) ve prednizolon (R-CHOP)
tedavisi baslaniyor



Labs

Dates

During treatment

Apr-19 Aug-19 Dec-19 Jan-20 Jul-20 Sep-20 Jan-21 Feb-21 Mar-21 Apr-21
AST, U/L 107 47 72 87 108 94 93 109 81 49
ALT, U/L 73 27 44 51 64 55 48 66 50 36
ALP, U/L 53 53 57 78 81 80 112 99 83 77
Total
bilirubin, 1.5 1 1.0 1.1 1.9 1.5 12 1.2 23 2.6
mg/dL
PT/INR 1.2 12 NT NT NT 1.2 1.1 12 1.2 1.1
Platelets, 115 197 67 54 78 100 106 108 103 107
107/uL
Albumin, 3.6 42 35 33 34 36 33 36 36 3.5
g/dL
Creatinine,. 4 1.4 0.7 0.6 0.9 08 08 10 09 0.8
mg/dL
eGFR, mL/
min/ 590 62 52 >90 85 92 95 85 85 85
1.73m"
Sodium, 136 137 136 135 135 13¢ 134 135 136 135
mmol/L
HCV-RNA © 330000 NT 651000 NT 1550000 NT NT NT ND ND
quant (IU)

NT, not tested; ND, not detected.




* Immiinosupresif tedavi sirasinda HCV'nin klinik durumunda
anlamli alevlenme gorulmuyor

* En son pozitron emisyon tomografisi taramasina gore su
anda kanser tedavisinde kur elde ediliyor






