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Hepatit C: Dogal seyir
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Nakil sonrasi nuks

* Nakil sirasinda saptanabilir HCV RNA'si olan hastalarda niks hizli ve

evrensel

* Nakil sonrasi gelisen ntiks HCV infeksiyonu daha agresif, siroza ve
dekompanzasyona ilerlemesi nakil yapilmayan hastalara gére cok daha hizli

* Hastalarin %25-30’unda 5 yilda siroz

* Hastalarin %50’sinde 10 yilda siroz



Nakil sonrasi nuks

* Nakil karacigerin ntiks HCV infeksiyonu 2 farkli form halinde gorulebilir

* Nuks kronik hepatit C infeksiyonu

* Nakil yapilmamis hastalardakine benzer
* Yillik fibrozis orani biraz hizlanmistir (%0.2’ye karsin 0.5)

e Hastalarin %90’inda bu formdadir

* Hastalarin %10’undan azinda nuksun ciddi formu gelisir:

* Fibrotizan kolestatik hepatit



Fibrotizan kolestatik hepatit

Prognozu cok daha kot

 Kolestazla birlikte serum total bilirubini 6 mg/dl’den fazla, ALP en az 5 kat yiiksek, viral

yuk artmistir

» Karaciger histolojisinde kolestaz, sentrilobular balonlasma ve spotty hepatosit nekrozu,

Kupffer cell hipertrofisi ve portal kanal inflamasyonu bulunur
* Sikhkla nakili takiben ilk 6 ayda gorular

* Tedavi edilmezse ilerleyici greft kaybi sonucu karaciger yetmezligi ve 1-2 yil icinde 6lime

neden olur



Nakil sonrasi nuks HCV’'de tedavi

* IFN bazli rejimler
* QOzellikle ciddi formda tolere edilemez, etkinlik diisiik (%13-27) ve ilac etkilesimi fazla

* Uclii tedaviler
* Etkinlik biraz daha iyi (%47-61) ancak yan etki ve ilac etkilesimi daha fazla

* Retransplantasyon
e Geriye kalan secenek
* Zorla yapilmis oldugu icin uzun donem sonugclari ilk nakile gore daha kotu

* Daha potent, daha iyi tolere edilebilen ve daha az ilac¢ etkilesiminin oldugu
tedavilere ihtiyac var



Nakil ne zaman yapilmali?

Antiviral therapy

Liver

transplantation
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Figure 1: Strategies to prevent recurrence of HCV infection in liver

transplant recipients




Dogrudan Etkili Antiviraller

* Yeni DEA ilaclar, farkli hasta gruplarinda tedaviye izin vermekte

HCV’ye bagl nakil adaylari

llerlemis karaciger hastaligi olan hastalar

Nuks hepatiti olan alicilar

Hem HCV hem de nakille ilgili komorbiditesi olan hastalar



Sofosbuvir + ribavirin



Sofosbuvir + ribavirin

* 40 nakil sonrasi hasta
* 24 hf SOF + RBV (400 mg/giin baslanip tolere edilirse 1200 mg/giin)

Demografik dzellider | Wasta

Daha once tedavi alan 35
hasta 11 nakil 6ncesi
18 nakil sonrasi

6 hem nakil 6ncesi hem sonrasi tedavi alan hasta

Daha onceki tedavi 9 hasta Uclu tedavi
Ortalama yas 59

G1 %83

Siroz %40

Nakil sonrasi gecen siire 4,3 yil

Tacrolimus alan hasta %70

Charlton M. Gastroenterology 2015;148:108-17.
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Sofosbuvir Compassionate Use Program for Patients
With Severe Recurrent Hepatitis C After Liver
Transplantation

* Ciddi rekurren hepatit C
* Fibrotizan kolestatik hepatitis (FCH) ve
* Dekompanze siroz, 1 yildan az yasam beklentisi olan hastalar

* 52 hasta erken ciddi rekirrens (nakil sonrasi <12 ayda tani konan)
* 52 hasta siroz (nakil sonrasi >12 ayda tani konan)

* 12 hastaya yeniden transplantasyon
* Etkinlik analizi 92 hastada yapilmis

Forns X. Hepatology 2015;61:1485-149
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Sofosbuvir Compassionate Use Program for Patients
With Severe Recurrent Hepatitis C After Liver

Table 2.

Response (HCV RNA <25 IU/mL) During and After Treatment

Acute Hepatitis and Early

Compensated and Decompensated

Overall (N = 104) Severs Recurrence (N =52) Cirrhosis [N = 52)
During treatment, % (n/n) %*
At week 4 56/104 (54) 24/52 (46) 33/51 (65)
At week 12 B2/104 (T9) 42/50 (84) 40/49 (B2)
At week 24 T6/96 (73) 38/48 (1T9) 38/47 (B1)
In post-treatment follow-up, n (%)
At week 4 (SVR4) 62/93 (6T) 38/48 (1T9) 24/46 (52)
At week 12 (SVR12) 547921 (59) 35/481 (73) 19/447 (43)
Vireogical failure (%)
On-treatment failure 0 ] 0
Relapse 19/92 (21) 4/48 (8) 15/44 (34)
Lost to follow-up 2792 (2) 2/48 (4) ]
Discontinuation because of SAE 3792 (3) 1/48 (2) 2/44 (3)
Discontinuation because of nonadherence 1/92 (1) 0 1/44 (2)
Death 13/92 (14) 6/48 (13) 7/44 (16)
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70

50

Patients (%)
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57%

22% 509

w2t
All patients
{N=103)

W Improved
69% M Stable
» Worsened/died
45%

14%

n=7

Patients with ESR, FCH, or CH
(n=52)

28% 28%

nta

Patients with Cirrhosis
{n=51)

Forns X. Hepatology 2015;61:1485-149




Simeprevir/sofosbuvir
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Safety and Efficacy of Simeprevir/Sofosbuvir in
Hepatitis C—Infected Patients With Compensated

and Decompensated Cirrhosis

Table 1. Characteristics of Patlents Treated With SIM+SO0F by Basellne CP Class (B/C vs. A)

Characteristic at Start of Treatment

CP Class B/C (m = 55] CP Class A [n = 101) P Walus

Age, years, median (IQR) 61 (5B-64) 62 (3B-67) 0.14
Male, no. (%) 27 (49) 68 (67) 0.03
Race/ethnicity, no. {%) 0.01

White, non-Hispanic 31 (56) 68 (ET)

Hispanic 12 (22) 3 (3)

African American 9 (18) 17 (17)

Asian 0 (0} ]

(Other 3 (5) 3 (3)
Diabetes, no. (%) 15 (35) 40 (72) 0.84

Hemoglobin Alc, %, median (IQR) 6.9 (6.4-B.6) 6.5 (6.1-7.5) 0.13
Clinical diagnosis of HTN, no. (%) 1B (33) a1 (51) 0.03
Dyslipidemia requiring medication, no. {%) 24) 13 (13) 0.07
Genotype 1a (vs. 1b). no. (%) 32 (58) BE (E5) 0.41
(QBOK polymorphism, no. (%) [n=24] 3 (459) 6 (46} 0.97
Previous treatment, no. (%) 3 (62) 52 (51) 0.22

Telaprewir or boceprevir triple therapy, no. (%) T(21) 6 (12) 0.26

Mull/ partial responders, no. (%) 26 (TE) 37 (T1) 0.81
Total biliubin, mg/dL, median (IQR) 1.7 (1.2-2.4) 0.9 (0.7-1.2) <0.01
INR, median (IQR} 1.3 (1.2-1.4) 1.1 {1.0-1.2) «<0.01
Albumin, g/dL, median ()R} 3(2.7-33) 39 (3.5-4.2) =001
Platelet count, 1 K/mm?®, median (IQR) 78 (B2-107) 111 (B1-160) <0.01
Creatinine, mg/dL, median (IQR) 0.85 (0.7-1.05) 0.83 (0.70.97) 0.40
Creatining clearance®, mL/min/ 1.73 m?, median (M)R) 77 (53-91) 81 (67-97) 0.09
Baseline HCV VL, log IU/mL, median (IQR) 5.9 (5.4-6.4) 6.4 (6.1-6.7) <0.01
Any HE", no. (%) 27 (49) 8 (E) «<0.01
Any ascites®, no. (%) 35 (64) 3 (3) =001
Monbleeding or bleeding varices, no. (%) 19 (35) 5(3) <0.01
HCC, no. (%) 4(7) 12 (12) 0.37
MELD, median (IQR) 12 (10-14) B (7-9) =001

Saxena V. Hepatology 2015;62:715-725
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Safety and Efficacy of Simeprevir/Sofosbuvir in
Hepatitis C—Infected Patients With Compensated
and Decompensated Cirrhosis
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Table 3. Safety Outcomes In Patlents Treated With SIM+S0F

Safety Dutcome CP Class B/C (n = 55) CP Class A {n=101) P Value
CP score change from baseline fo end of treatment, median (range) 0(-2 5 0i-1,2) 0.46
MELD score change from baseline to end of treatment, median (range) 0(-4 7 0i-3,8 0.36
Early treatment discontinuation, no. (%) 6 (11) 1(1) <0.01
Early treatment discontinuation owing to AE, no. (%) 3(9) 1(1) 0.01
Hospitalization owing to AE. no. (%) 12 (22) 2(2) <0.01
Infection requiring antibiotics, no. (%) 11 (20) 1(1) <0.01
Hepatic decompensation, no. (%) 11 (20) 3i3) <0.01
Death, ne. (%) 1(2)* 11y 0.66

*Liver-related death.
TNt liver selated death

Saxena V. Hepatology 2015;62:715-725
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Safety and Efficacy of Simeprevir/Sofosbuvir in
Hepatitis C—Infected Patients With Compensated
and Decompensated Cirrhosis

Table 2. Unl- and Multivariate Predictors of SVR12 In Patlents Treated With SIM+SOF Table 5. Unl- and Multivarlate Predictors of Hepatic Decompensation In Patlents Treated With SIM+SOF
All Patients (n = 160) Univariate* Multhariate 17 Multivariate 2%

Univariate* Multivariate 1'* Multivariate 2% Baseline Covariate OR (95% ©1) P Valwe OR [95% CI) P Walue OR [35% CI) P Walue
Basaline Covariate OR (95% CI) P Value OR (35% 1) P Value OR (35% C1) P Value CP-B/C cimhosis 8.12 (2.17-30.7) <0.01 10.5 (2.03-54.1) <0.01 - -
CP-8/C cimhasis 026 (0.11.0.65) —oo1 027 (0.09.080) 0.0z — — Total bilinbin >1.3 mg/dL 9.81 (2.63-36.5) <0.01 - ~ 7.29 (1.7231.0) <0.01
Total biliubin 1.3 mg/dL 0.45 (0.19-1.068 0.07 - - - - IR 1.3 L8 (0.74-3.01) <0.01 - -
Albumin =35 g/dl 525 (1.95-14.1) =001 - - 4.17 (L44-10.8) 0.01 Alumin 234 gl 0.17 {0.05.0.63) <001 - - - -
Platelets =100 K/mm? 2.73 (1.06-7.01) 0.04 2.19 (1.17-6.45) 0.02 2.42 (1.09-7.12) 0.04 Platelets =100 K/mm 0.48 {0.16-1.47) 0.19 - - - -
Any HE 041 (0.16-1.04) 0.06 ~ _ - _ Any HE 6.56 (2.15-19.8) <0.01 = = 482 (1.27-18.4) 0.02
Any ascites 0.47 {0.19-1.18) 0.11 - _ _ _ Any astites 4.20 (1.41-12.5) 0.01 - - - -
MELD, per 1 unit 0.90 (0.77-1.04) 0.15 - - - - MELD, per 1 unit 1.34 {1.13-1.59) <0.01 - - - =

Saxena V. Hepatology 2015;62:715-725




Transplant International

ORIGINAL ARTICLE

Efficacy and safety of simeprevir and sofosbuvir
with and without ribavirin in subjects with
recurrent genotype 1 hepatitis C postorthotopic
liver transplant: the randomized GALAXY study
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Tolerability and effectiveness of
sofosbuvir and simeprevir in the post-
transplant setting: systematic review
and meta-analysis

Nguyen NH. BMJ Open Gastro 2016;3:e000066.
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Open

Gastroenterology

Tolerability and effectiveness of
sofosbuvir and simeprevir in the post-
transplant setting: systematic review
and meta-analysis
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Simeprevir/sofosbuvir

* Simeprevir iceren rejimler dekompanze sirozu olan nakil sonrasi ntiks

HCV infeksiyonunda onerilmemekte



Paritaprevir/ritonavir/ombitasvir +
dasabuvir



Th: NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

An Interferon-free Antiviral Regimen
for HCV after Liver Transplantation

34 nakil sonrasi hastada PROD+RBV, 24 hafta

Meither tacrolimus nor cyclosporine substan-
Table 2. Response during and after Treatment. tially altered the trough concentrations of ombit-
Oueama Patiants wilh Culcoms asvir, P.B'[nalﬁl], dasabuvir, or ribavirin. The I:rclauglh
concentrations of the study drugs were within
e % (95% Cl) the range observed in phase 2 and 3 studies of
HCW RMA <25 IU/ml this regimen. 73134
During treatment period
At wh 4 34 100 (30-100)
Atwh 24 14 100 (30-100)
After end of treatmient
Atwk4 1 57 (85-100)
Atwk 12 13 97 (85-100)
Atwk 24 i3 97 (85-11
Virologic failure during treatment 0 0 (0-10)
Relapse® 1 3 [0-15)

Metavir fibrosis score — no. (%)

FO 6 (18)
F1 13 (38)
F2 15 [44)

Kwo PY. N Engl J Med 2014;371:2375-82.



FRA :fimiueintzze & Drug Safety Communications

FDA Drug Safety Communication: FDA warns of serious liver injury risk with hepatitis C
treatments Viekira Pak and Technivie

Safety Announcement

[10-22-2015] The U.S. Food and Drug Administration (FDA) is warning that hepatitis C
treatments Viekira Pak and Technivie can cause serious liver injury mostly in patients with
underlying advanced liver disease. As a result, we are requiring the manufacturer to add new
information about this safety risk to the drug labels.

FDA emphasizes that Viekira Pak and Technivie are contraindicated in moderate and severe
hepatic impairment (Child-Pugh Class B & C). Technivie is not indicated for use in patients
with cirrhosis. Some of the postmarketing cases of hepatic failure occurred in patients for whom
Viekira Pak and Technivie are contraindicated or not recommended. Some cases provided
insufficient data to definitively assess baseline liver status.

Nakil sonrasi ileri diizey karaciger hastaligi olan alicilarda PROD kontrendike

Ayrica ilag-ilag etkilesimleri ydniinden de sorun var




Daclatasvir/sofosbuvir



HEPATOLOGY, VOL. 63, NO. 5, 2016

Daclatasvir With Sofosbuvir and

Ribavirin for Hepatitis C Virus Infection
With Advanced Cirrhosis or Post-Liver

Transplantation Recurrence ALLY-1

TABLE 1. Demographics and Baseline Discase C| istics
Advanced Cirthosis Cohort {n = 60) Postiransplantafion Cohort (n = 53)
Age, years, medion (range) 58 (19-75) 09 (22-82)
Sex, n (%)
Female 22 (37) 15 (28)
Male 38 (63) 38 (72)
Race, n (%)
White 57 (95) 51 (96)
Black/African American 3 () 1(2)
Asian 0 1(2)
Ethicify, n (%)
Hispanic/Lafing 25 (42) 13 (25)
Non-Hispanic/Lating 35 (68) 40 (75)
Body moss index, n (%)
<25 kg/m? 13 (22) 10 (19)
25 fo <30 ky/m? 27 (45) 27 (51)
=30 kg/m® 20 (33) 16 (30)
Hemoglobin, g/dl. median (ronge) 12.80 (8.7-16.3) 13.40 (7.9-16.6)
Creafinine, mg/dL, median (range) 0.84 (0.51-1.81) 1.18 (0.63-2.23)
HCV genotype, m (%)
1 45 (75) 01
Ta 34 (57) 31 (58)
b 11 (18) 10 (19)
2 5 (8) ]
3 6 (10} 11 (213
Estimated METAVIR fibrosis score, n (%)*
FO MA B (11}
F1 MA 10 (19)
F2 NA 7(13)
F3 NA 13 (25)
F4 NA 16 (30)
Not reported NA 1(2)
A NA 10 019)
F2 NA 7(13)
3 NA 13 (25)
F4 MA 186 (30)
Mot reporied MNA 1(2
MELD score, medion {range) 13 (8-2T) NA
Immuncsuppressive agents, n (%)
Tacrolimus MNA 44 (83)
Cyclosporing MNA B (11)
Sirolimus NA 3 (6)
Mycophenoi acid N 10(9) Poordad F. Hepatology 2016;63:1493-150




HEPATOLOGY, VOL. 63, NO. 5, 2016

Daclatasvir With Sofosbuvir and

Ribavirin for Hepatitis C Virus Infection
With Advanced Cirrhosis or Post-Liver

Transplantation Recurrence

TABLE 3. 5VR12 by Bascline Discase Characteristics
ddvanced Cirhosis Cohort Postiransplantation Cohaort
%% (N 95% Cl %% (N'N) 95% Cl
All patients 83 (50ve0)* ' 71.5%-91.7% 84 (bvb3) B4 3%-98.8%
Child-Pugh closs

A a8z (112 — — —

B 84 (3032 — — —

C 68 (6] —_ — —
Genotype 1 B2 (3745 BA%-92% a5 (3041 B4 %-09%
Genofype 1a 78 (26534) —_ a7 (33N —
Genofype 1b 100 (11117 — 80 (310) —

Child-Pugh class

A a1 {1win —_ — —

B 82 (22124, —_ — —

C 50 (5107 — — —
Genotype 2 80 (4/5) — — —
Genotype 3 83 (be)* —_ a1 (111 —
Genotype 4 100 (4047 — — —
Genotype 6 — — 100 (1) —

Poordad F. Hepatology 2016;63:1493-150



Daclatasvir Combined With Sofosbuvir

or Simeprevir in Liver Transplant
Recipients With Severe Recurrent

Hepatitis C Infection

FONTANA ET AL.

TABLE 1. BL Characteristics of Evaluable Patients
All Pafients DCV + SOF = RBV DCV 4 SMV + RBV
Pafient Characteristics (n=97* n=77) (n=18)
Age, mean (500, yeors 59.3 (8.2) 596 (B.4) 58507
Sex, male, n (%) 65 (67) 53 (69) 10 (56)
Race, n (%)
White 79 (81) 60 (78) 18 (100)
Africon American B (B) 6 (8) /]
Asian 1(1 0 0
Other 1611 11 (14 0
Time from most recent 44.5 (55.0) 427 (52.8) 55,1 (66.1) »
LT to sfart of DCV therapy, Ya k|a§| k %40 |
mean ({S0), monkhs
HCV genotype, n (%)
la 38 (39) 36 (4T) 2(1n CP B/C
1b 46 (4T) 79 (38) 16 (89)
1 (subfype unknown) 6 (6) 6 (8) 0
2 1(1) (N 0 (0
3 202 23 0 (0
4 4 (4 34 0
HCV RNA, mean (S0), = 6 log,q IU/mL 14.3 (68.8) 16.3 (76.9) 7.013.0
ALT, mean (SD), UL 142 (357) 157 (398) 85 (76)
Alkaline phosphatase, mean (S0, 1L 189 (114) 187 (118) 200 (104)
Total bilirubin, mean (SD), mg/dL* 3800 43T 17(1.2)
Hemoglobin, mean (SD), g/dl 11.6(2.1) 11523 11.7 (1.5)
INR, mean (50)* 1.2 (0.3) 1.2{(0.3) 1.1 (0.2)
Creatinine, mean (3D), mg/dL 1.1 (0.4) 1.1 (0.4) 1.1 (0.3) ‘
CTP score, mean (S0) 7.0 (2.0) 7.2(2.0) 66 (1.7)
CTP closs, n (%)
& (5-8) 43 (51) 36 (4T) 12 (67)
B (7-9) 30 (31) 24 (31) 5{28)‘ %40 FCH
C(10-18) 12 (12) 11 (14 1(8)
Missing 6 (B) B (8) 0 (0
MELD score, mean (SD) 13.0 (6.0) 135 (6.3) 11.0 (4.3)
Biopsy-proven cinhosis, n (%) 30 31 19 25) 11 (61) ‘
HIV coinfecion, n (%) 9 () B (8) 2(11)
Severe cholestatic HCV, n (%) 36 (37) 31 (40) 4(22) .
Time from LT fo stort of DGV fheropy. mean (SO0, months 16.8 (19.5) 17.4{20.3) 141158 @

Fontana RJ. Liver Transplantation 2016;22:446-458



Daclatasvir Combined With Sofosbuvir
or Simeprevir in Liver Transplant
Recipients With Severe Recurrent
Hepatitis C Infection

FONTANA ET AL.

TABLE 2. BL Characteristics and Virological Outcome in Patients With and Without Severe Cholestatic HCV

Patients With Severe
Cholesiatic HCV (n = 36)

Patients Without Severe
Cholestalic HCV® (n=61)

DCV-bosed regimen, n (%)

DV + SOF 23 (64)
DCY + S0F + RBY 821
DCY + SMY 13
DCV + SMV + RBY 38
DCY + SMV + S0F + RBY 13
RBV users 12 (33)
Treatment duraficn, mean (S0}, weeks 22.5 (b.6)
SVR12, n (%)
Undebectable 21 (&)
Detected, but < 43 IU/mL 10 (28)
Mot available {any reason)** 5(14)

%86

34 (56)
12 (20)
5 (8)

9 (15)
1(2)
22 (36)
24 3 (7.4)

44 (77
9 (15)
6 (10)

%87

HIV koinfekte hastalarda KVY %78
HIV koinf olmayan hastalarda KVY %88

Paasls Wilh HEW RMA Lindalecabn

o < 43 IimilL, &

L - mAll evaluabla patients (n = 97}
a4
e L 7 o WDCV +SOF £ RBY [ = 77)
DOV + S £ RBY (n = 18)
& - -
|:]] -
41 -
p<0,047
.?'] -

EQT SYRIZ

Fontana RJ. Liver Transplantation 2016;22:446-458




Clinical Gastroenterology
and Hepatology

The Downsides of

Treating

Efficacy of Sofosbuvir and Daclatasvir in Patients with Fibrosing Cholestatic A

Hepatitis C After Liver Transplantation

Vincent Leroy, Jérdbme Dumortier, Audrey Coilly, Myléne Sebagh, Claire Fougerou-
Leurent, Sylvie Radenne, Danielle Botta, Frangois Durand, Christine Silvain, Pascal
Lebray, Pauline Houssel-Debry, Nassim Kamar, Louis d’Alteroche, Ventzislava
Petrov-Sanchez, Alpha Diallo, Georges-Philippe Pageaux, Jean-Charles Duclos-
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SOF + RBV # Peg-IFNa. SOF + DCV + RBV SOF + RBV = Peg- SOF + DCV = RBV Total

(n=8) (n=15) IFNa(n=8) (n=15) (n=23)
Hepatic encephalopathy 0 1(7%) After treatment (n, %)
Hemoglobin (g/dL) 12.2 (10.9-13.3) 0.2 (9.0-12.5) Week 4
Neutrophil count (G/L) 28(2.1-47) " 1.7 (1.3-4.1) HCV-RNA ND 7 (88) 15(100) 22(96)
Platelet count (G/L) 130 (82-218) 100 (79-158) Week 12
Total bilirubin (umol/L) 86.7 (26.5-166.2) 128.0 (62.4-202.0) HCV-RNAND 7(88) 15 (100) 22 396)
INR 1.2 (1.1-1.3) T 1.0 (1.0-1.1)* o
Albumin (g/L) 24.4 (17.0-31.8) ! 36.0 (29.1-38.0) 2

36 ay siiren takip

boyunca ayni
oran korunmus

Leroy V. Clin Gastroenterol Hepatol 2015;13(11):1993-2001
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Sofosbuvir and Daclatasvir in Mono- and HIV-coinfected
Patients with Recurrent Hepatitis C After Liver Transplant

Lluis Castells,*T Jordi Llaneras,” Isabel Campos-Varela,* Itxarone Bilbao,’ Manel Crespo,!
Oscar Len, |l Francisco Rodriguez-Frias, Y Ramon Charco, Teresa Salcedo,** Juan Ignacio Esteban,* Rafael Esteban-Mur*-t

Table 2. Response (HCV RMNA < 15 IU/mL) during and after antiviral therapy by HIV serostatus.

Overall (n = 22) HCV-monoinfected (n = 16) HCV/HIC-coinfected (n = 6)
Histology, n (%)
Ishak F3-F4 6 (33) 4 (33) 2 (33)
Ishak F5-F6 10 (56) 7 (59) 3 (50)
Cholestatic hepatitis 2 (11) 1 (8) 1 (17)
At week 4 (SVR4) 22 (100) 16 (100) 6 (100)

At week 12 (SVR12) 22 (100) 16 (100) 6 (100)




Ledipasvir/sofosbuvir



SOLAR-1

Gastroenterology 2015;149:649-659

Ledipasvir and Sofosbuvir Plus Ribavirin for Treatment of HCV ~ ®
Infection in Patients With Advanced Liver Disease

Michael Charlton,’¥ Gregory T. Everson,” Steven L. Flamm,® Princy Kumar,”

SOLAR-2

Ledipasvir and sofosbuvir plus ribavirin in patients with W
genotype 1 or 4 hepatitis C virus infection and advanced liver
disease: a multicentre, open-label, randomised, phase 2 trial

Michael Manns, Didier Samuel, Edward | Gane, David Mutimer, Geoff McCaughan, Maria Buti, Martin Prieto, José Luis Callgja, Lancet Infect Dis 2016




SOLAR-1
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Hepatol Int (2016) 10:749-761



SOLAR-1 ve 2

LDV/SOF + RBV [l 12 Weeks ] 24 Weeks
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CTPB CTPC FO-F3 CTPA CTPB CTPC FCH

Pretransplant Posttransplant
Overall: 48/56 48/52  36/43 39/48 102/107104/105 58/60 56/58  43/48 46/49 48 719 7T 4/4
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SOLAR-2

Among the 226 posttransplantation patients in
cohort B included in the efficacy analysis, the most com-
monly used immunosuppressants were tacrolimus or
tacrolimus monohydrate in 144 patients (64%), mycopheno-
late mofetil, mycophenolate sodium, or mycophenolic acid
in 100 patients (44%6), and cyclosporine in 63 patients (28%6).
Less commonly used immunosuppressants were sirolimus
(11 patients [5%]) and everolimus (nine patients [496]). No
patients had changes in immunosuppressant medications
thatwere attributed to drug interaction with study treatment.
Ten patients required an increase in immunosuppressant
dosing (tacrolimus for all ten), possibly because of altered
hepatic function after viral clearance.




Elbasvir/grazoprevir



Elbasvir/grazoprevir

* Nakil sonrasi hastalarda veri yok

* Elbasvir/grazoprevirin farmakokinetiginin immunsupresan ilaclarla

nasil etkilendigi bilinmiyor

* Bu nedenle nakil alicilarinda tedavide kullanilmasi bugtn icin

dnerilmiyor



Sofosbuvir/velpatasvir



Sofosbuvir/velpatasvir

* Nakil sonrasi hastalarda calisma yok

* Velpatasvir, ledipasvir ile benzer farmakokinetige sahip

e ilac-ilac etkilesimi az

* Nakil alicilarinda pangenotipik etkinligi olabilecek bir secenek olmasi

nedeniyle etkinlik ve etkilesim calismalarinin yapilmasi gerekli



lag Etkilesimleri

Table 1 Drug interactions of second generation DAAs with tacrolimus, cyclosporine and in patients with renal impairment

Drug Cyclosporine

Tacrolimus

Renal impairment

3.74 fold increase in Cmax and 4.8 fold
increase in AUC of cyclosporine. This
co-administration is not recommended
[89]

No clinically relevant interaction. High
cyclosporine levels can increase

sofosbuvir by four-fold but are rarely a
clinical problem

No clinically relevant interaction

Simeprevir

Sofosbuvir

No drug interaction with cyclosporine
[92]

Ombitasvir/paritaprevir- Increases cyclosporine levels
ritonavir/dasabuvir significantly. Reduction of cyclosporine
to 1/5th of its dose
Ribavirin No significant drug interaction

79 % increase in Cmax and 85 %
increase in AUC of simeprevir.
This combination can be
considered [90]

No clinically relevant interaction

No clinically relevant interaction

No drug interaction with
tacrolimus

Increases tacrolimus levels
significantly. Consider weekly
tacrolimus dosing (eg. 0.5 mg
weekly)

No significant drug interaction

In severe renal impairment,
increase in Cmax by 34 % and
AUC by 62 %. No dose
adjustments required [91]

No dose recommendation in severe
renal impairment (eGFR <30).
Trials ongoing with 200 mg per
day

No recommended dose in severe
renal impairment

No adjustment required but limited
data

No dose adjustments required but
insufficient data

200 mg daily in patients with
severe renal impairment

Most information obtained from the product monographs

Hepatol Int (2016) 10:749-761



AASLD-2016
Nakil sonrasi nuks hastalar

Gl-4 Ledipasvir + SOF + RBV 12 hf
Kompanze siroz Daclatasvir + SOF + RBV 12 hf
G1l-4 Ledipasvir + SOF 24 hf
Kompanze siroz Daclatasvir + SOF 24 hf

RBV kullanilamiyor

G1l-4 Ledipasvir + SOF + RBV 12 hf
Dekompanze siroz

Gl Simeprevir + SOF £ RBV 12 hf
Kompanze siroz, alternatif

G1 PROD + RBV 24 hf

FO-F2



AASLD-2016
Nakil sonrasi nuks hastalar

G2 Daclatasvir + SOF + RBV 12 hf
Kompanze siroz SOF + RBV 24 hf
G2 Daclatasvir + SOF 24 hf

Kompanze siroz
RBV kullanilamiyorsa

G2 SOF + RBV 24 hf
Dekompanze siroz



AASLD-2016
Nakil sonrasi nuks hastalar

G3 Daclatasvir + SOF + RBV 12 hf
Kompanze siroz
G3 Daclatasvir + SOF 24 hf

Kompanze siroz
RBV kullanilamiyorsa



HCV'ye Bagli
Dekompanse Sirotik Hastalar

Dekompanze siroz,
¢ Nakilden 6nce tedavi edilebilir

HCC olmayan, e Tedaviye bir an 6nce baglanmalidir

MELD skoru<18-20

Dekompanze siroz,

e Sofosbuvir ve ledipasvir+RBV, 12 hf RBV kullanilamiyorsa
HCC olmayan, * Sofosbuvir ve velpatasvir+RBV, 12 hf 24 hf
MELD<18-20 G1.4.5. 6 e Sofosbuvir ve daclatasvir+RBV, 12 hf

Dekompanze siroz,

e Sofosbuvir ve velpatasvir+RBV, 12 hf

H |
CC olmayan, e Sofosbuvir ve daclatasvir+RBV, 12 hf

MELD<18-20, G2

Dekompanze siroz,
e Sofosbuvir ve velpatasvir+RBV, 24 hf

HCC olmayan, e Sofosbuvir ve daclatasvir+RBV, 24 hf

MELD<18-20, G3

EASL Recommendations on Treatment of Hepatitis C 2016



HCV'ye Bagl
Dekompanse Sirotik Hastalar

Dekompanze siroz, )
e Once nakil yapilmali

HCC olmayan, . - :
Y e Nakil sonrasi antiviral tedavi

MELD skoru>18-20

Dekompanze siroz,

e Ancak bekleme siiresi 6 ay!
HCC olmayan, asacaksa nakil oncesi antiviral

NV tedavi verilebilir

EASL Recommendations on Treatment of Hepatitis C 2016



EASL-2016
Nakil sonrasi nuks hastalar

G1-4-5-6 Ledipasvir + SOF + RBV 12 hf
Kompanze veya dekompanze siroz Daclatasvir + SOF + RBV 12 hf
G2 Daclatasvir + SOF + RBV 12 hf
Kompanze veya dekompanze siroz

G3 Daclatasvir + SOF + RBV 12 hf
Tum genotipler Velpatasvir + SOF + RBV 12 hf
Non-sirotik, kompanze veya (G3 ve dekompanze ise 24 hf)

dekompanze siroz

EASL Recommendations on Treatment of Hepatitis C 2016



Table 5. Summary of regimens not currently recommended for treatment of

hepatitis C virus (HCV) recurrence in post-liver transplant recipients.

Regimens not recommended regardless of degree of
liver disease

Sofosbuvir + ribavirin

Peg-IFN monotherapy

Peg-IFN + ribavirin

Peg-IFN/sofosbuvir

Peg-IFN/simeprevir

Peg-IFN/telaprevir

Peg-IFN/boceprevir

Ribavirin monotherapy

Any DAA as monotherapy

Regimens not recommended in patients with compensated
cirrhosis

Elbasvir/grazoprevir-containing regimens

Regimens not recommended in patients with decompensated
cirrhosis

Simeprevir-containing regimens

Paritaprevir-containing regimens

Elbasvir/grazoprevir-containing regimens

Evidence rating

Class llb, level A
Class lll, level A
Class llb, level A
Class llb, level A
Class llb, level A
Class llb, level A
Class llb, level A

Class Ill, level A
Class Ill, level A
Class Ill, level C
Class Ill, level B
Class Ill, level B
Class Ill, level C




SUT ne diyor?

4.2.13.3.2.C- Karaciger nakli olan hastalarda tedavi
(1) Karaciger nakli olan HCV RNA pozitif olan hastalarda;

a) Sofosbuvir+Ledipasvir ile tedavi; genotip 1 ve 4 non-sirotik hastalar
icin tedavi suresi ribavirin ile birlikte veya ribavirinsiz toplam 12 haftadir.
Kompanse sirotik ve dekompanse sirotik hastalarda tedavi suresi ribavirin ile
birlikte toplam 12 hafta veya ribavirinsiz toplam 24 haftadir.

b)(Ombitasvir+Paritaprevir+Ritonavir)+Dasabuvir +Ribavirin ile
tedavi; genotip 1 hastalarda tedavi stiresi toplam 24 haftadir.

c) (Ombitasvir+Paritaprevir+Ritonavir)+Ribavirin ile tedavi; genotip 4
hastalarda tedavi suresi toplam 24 haftadir”



Nakil sonrasi nuks HCV

* NuUks hastalarin tedavisinde iki rejim one cikiyor

* Ledipasvir/sofosbuvir

* Daclatasvir/sofosbuvir

* Ancak nakilin ne zaman yapilmasi gerektigi ile ilgili net bir oneri

bulunmamakta



ULUSAL VIRAL HEPATIT TURK KLINIK MIKROBIYOLOJI VE . -
SIMPOZYUMLU Al INFEKSIYON HASTALIKLARI DERNEGI



