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AASLD/IDSA. HCV Management. http://www.hcvguidelines.org.
K http://www.liverfoundation.org/abouttheliver/info/progression/
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Sirotikk Hast alllaren | Deijl er|l
Child-Pugh Skoru

Deji kkenl er 1 2 3
Ensefalopati derecesi yok Hafif,1-2 Ki dd3edt | i |
Asit yok Hafif-orta ki dddeitrlan -
Serum albumin (g/dL) > 3.5 2.8-3.5 <28

Protrombinz amané (sani ygl 4-6 >6
veya INR 1.7-2.3 >2.3
Serum bilirubin (mg/dL) 2-3 >3

\
€

Child-Pugh A: 5-6 Child-Pugh B: 7-9 Child-PughC: OQOuah0 p

Model for End-Stage Liver Disease (MELD) Skoru

MELD skoru = 0.957 x Log/dL) +0.378 x Log, (bilirubin mg/dL) +
1.120 x Log, (INR) > 14= dekompanse ??7?

Q’ugh RN, et al. Br J Surg. 1973;60:646-649.
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Hepatit Skorlama Sistemleri

KNODELL METAVKR

Prec=rkeal meknozu
0-1-2-3-4

Periportal Nk © pr ¢ | e k me
0-1-3-4-5-6A 10
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(2) Karacijer Dbiyopsi si il
skor |l anplsréena( pedi atri k |
Knodells k or | a nmp®réen)a bel irl e
(3) Kronik hepatit C tedavisi; ISHAK skoruna

g ° rfierozis3 ve ¢zer.i
bakl|l anér .

0-1-3-4

ISHAK
(modifiye Knodell)

Interface hepatit

hast al

dilrgzis K|i

ve Siroz
0-1-2-3-4-5-6

Knodell RG. Hepatology 1981;1:431-5. Ishak K. J Hepatol 1995;22:696-9.
French METAVIR Cooperative Study Group. Hepatology 1996;24:289-93
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- PEG-KFN + -/48Bafta—sRelaps( 2012 vyeéel &)
. PEG-KFN +-RBVhaft a Yianielt!slelzlll2
. PEG-KFN + RBVY3 2 B®MCt a Yanet s ez
Hal si zl 1 k dékénda bakka KIiI kayet
yeni | 1l a-1l arén -ékteéjéené duyduj
- ¥zZge-msoyge- m¥xel |l 1 K yok
Propranolol (dideral) ve spironolakton (aldakton) kul | anéy




Sistemik Muayene

- Obezg®°r ¢n¢ mde, boy: 1!
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LaboratuvarBul gul ar é

Hb: 13.7 g/dl,

BK: 5.540/mm?3

Trombosit: 86.000/mm?3

Sedimentasyonh éz é: 46 mm/ saat
CRP:125mg/dl( s é n el imgdi) O
Anti-HAV, anti-HBs ve anti-HCV pozitif

CT

HCV RNA: 539 gah@ip: KL mlKL28B:
ALT: 51. 7 |Albumin: 3.07 mg/dl BUN: 16 mg/dl
AST: 207 . 3|globulin: 4.1 mg/dl kreatinin: 0.83 mg/dI
GGT: 110. 5|PTZ:16.5sn eGFR: 133.1 ml/dk
Total bil: 3.42 mg/dl | INR: 1.57 alfa feto-protein: 8.26 ng/ml
D.bil:1.72 mg/dl Otoantikorlar negatif TFT:Normal




. MELD skoru:; 16

LaboratuvarBul gud ar é

[ Blatien|| WS Gl ||IKanacl||jer/| lbolyutu
d¢ zenparankimigr ang?egne¢gmde, dal
boyutu 13 cm

.1 st e n dBostd Mpertansif gastropati, 1I-1II.
derece® z a f avarisiesi

. Child-Pugh kategorisi: B (8 puan)

Dekompanse siroz (Child-Pugh B veya C, MELD>14)
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a. Hasta tedavisiz izlenmelidir

b. Karacijer Dbiyopsisi yape
c. Tedavi bakl anmal édeér
d Karacijer transpl antasyo




/ a. Hasta tedavisiz izlenmelidir

b. Karacijer biyop

Kl ml er Teda\c Tedavi bakl anma

Anti-HCV ve HCV RNA pozitif olan hastalarda

d. Karacijer trans
yenlendiril mel.

e dial v i gl gle oo

A Tedavi naiv veya deneyimli, nonsirotik veya sirotik (kompanse
veya dekompanse) t ¢m hastal ar (Al)
Amleld @l MiTdellr hial b blal ks n|mal )| e

Dekompanse (Child-Pugh B veya C) olgular
Mikstk r i y o g | oimpun kompleks nefropatisi, non-Hodgkin L., KC

posttransplant HCVr ek ¢ r,r eHlDs ihast al ar é, homo

d¢ekenen hastal ar da

AMELD skoruO1-80i se ©°nce tteadsplani(ges.toay)r a

AKHC déeké nedenlerle yakam bekl

K EASL 2016 Journal of Hepatology 2016. article in press
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AHCV RNAOGSé& po zgenoiipft alya 1t ali dredad e

A Genotip ve subtipi (Laboratuar tetkikinde genotip 1 subtipi
bel i rl ene meaehotip la olarhkdgabul edilir) raporda belirtilir

Al SHAK skorfiorozia3 g9 e ei se tedaviye

Kompanse siroz  Dekompansesiroz KC bi yopsi Kokul u

(Child A) (Child B ve C)

| SHAK skor {Assits é v € s € né nTedad dehegiinléer | KC transplant, kitle

veya veya Gebeler KBY, renal transplant
PLT O100.30 (hepatik ensefalopati Psikiyatrik PLT 0O80.9®00
veya veya hastal ékl|veya Psany® 3
PT O 3 sani®°zof aaris s KC sirozu Kanama diyatezi

kanamasé ol

U

http://www.sgk.gov.tr/ /
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Kategori Faktorl er

Viral

Tedavi

Fibrozis evresi

Koinfeksiyon/komorbidite

Finansman

A HCV GT
A Viraly ¢ k
A Tedavi deneyimleriveyan A ¥nceki teo
etkileri yanét dur U
¢ PeglFN + RBV A Yaneétseéz
. A Késmi yané
¢ Proteaz |r_1h. A Relaps
¢ Sofosbuvir ADiren- - al
A Child-Pugh, MELDsk or | ar &
A KC biyopsisi ya da noninvazivy ° nt e ml er
A Sirotikse dekompansasyonk | i ni ji ve ©
AGerekliyse transplantasy
A HIV, HBV koinfeksiyonu
A Kar di y o yranslkmetab®lik durumlar
AKullandéejeée ila-Ilar ve KI
AResmi veya ©°zel sigorta
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predicted
Genotype:

Included N53

Sequence Information

Kayser,.....ccooeveieeenennes

region codons:

Mutations N53

region:

Used reference

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

135V, A39[n.d.], A40T, T42S, |48V, Te15, R62K, 164L, 566G,
V711, 1727, P86Q, QBOA, S91A, 1132V, A147S, N174L, L175M

Consensus seqguence from Strain HFCPLYFRE, HFCCGAA,

sequence . HPCJCG, HPCHUMR, HPCCGS and AY051292
Drug Resistance
Drugs Scored Resistance
mutations analysis
Boceprevir, none susceptible
Telaprevir none susceptible
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Tedayvi Se-enejl N e

Sofosbuvir/ledipasvir Nribavirin
Sofosbuvir/velpatasvir Nribavirin
Ombitasvir/paritaprevir/ritonavir + dasabuvirNribavirin
Grazoprevir/elbasvir Nribavirin

Sofosbuvir + daklatasvir N ribavirin

Sofosbuvir + simeprevir Nribavirin




EASL -2016
DEA Se-enekl er.

Table 5. IFN-free combination treatment regimens a\rw options for each HCV genotype.
Combination regimen / Genotype 1 \ Genotype 2 Genatype 3 Genotype 4 Genotypes 5 and 6
Sofosbuvir/ledipasvir + ribavirin Yes Yes Yes
Sofosbuvirfvelpatasvir + ribavirin Yes Yes Yes

Ombitasvirparitaprevirfritonavir + dasabufir +

ribavirin

Ombitasvirparitaprevirritonavir + ribawviri
Grazoprevir'elbasvir £ ribavirin
Sofosbuvir + daclatasvir + ribavirin

Sofosbuvir + simeprevir + ribavirin

Yes

U

EASL 2016 Journal of Hepatology 2016. article in press /




EASL -2016
GT1 ve PR Deneyimli

Table 6. Treatment recommendations for HOV-monoinfected or HCV/HIV coinfected patien is, including treatment-naive
patients and patients who failed on a treatment based on pegylated IFN-x and ribawv [treatment -experienced, DAA-naive patients).
Patients Treatment-naive Sofosbuvir/ Sofosbuvir/ Ombitasvir/ Ombitasvir/ Grazoprevir/ Sofosbuvir and | Sofosbuvir
or =experenced ledipaswvir velpatasvir partaprewvir/ paritaprevir/ elbasvir daclatasvir and
ritonavir and ritonawvir simeprevir
dasabuvir
Genotype 1a | Treatment-naive | 812 wk, no 12 wk, no 12 whk with 12 whk, no 12 wk, no
ribavirin ribavirin ribavirin ribavirin if ribavirin
HCV RNA
Treatment- 12 whk with 12 whk with
, = =800,000 (5.9 =
experienced ribawvirir® loa} IVl ribavirin®
or og) IW/m or
or
2wk, o towkwith | 2wk no
ribavirin ribavirin if Ll
Genotype 1b | Treatment-naj 812 wk, no 12 wk, no 8-12 wk, no 12 wk, no
ribavirin ribavirin ribavirin ribavirin
Treatment- \ 12 wk, no 12 wk, no
experienced hﬂ@ virin ribawvirin

k EASL 2016 Journal of Hepatology 2016. article in press /




EASL -2016
Kompanse Siroz

Table 7. Treatment recommendations for HOV-monoinfected or HOV/HIV coinfected patients with chronic hepatitis C

yith compensated (Child-Pugh A) drripsis,

U

EASL 2016 Journal of Hepatology 2016. article in press

including treatment-naive patients and patients who failed on a treatment based on pegylated IFN-2 and ribavinn (trea = Datents).
Patients Treatment-naive or Sofosbuvir/ Sofosbuvir/ Ombitasvin Ombitaswvir/ Grazoprevir/ Sofosbuvir Sofosbuwvir
-experienced ledipasvir velpatasvir partaprevir/ paritaprevir/ elbasvir and and
ritonavir and ritanavir daclatasvir simeprevir
dasabuvir
Genotype 1a | Treatment-naive 12 wk, no 12 wk, no 24 wk with 12 wk, no 12 wk, no
rib&awvirin ribawirin ribavirin ribavirin if ribavirin
Treatment-experienced |12Wkiwith gﬂ‘g E&"&*‘ o q |12 W with
ribavirin® 000 (59 | ipayirins
or log) IL/mi or
24 wk, no or 24 wk, no
ribavirin 1 wkwith | Gipavirin
ribawirin if
HCW RMA
=800,000 (5.9
=]
Genotype 1b | Treatment-naive /’Em 12 wk, no 12 wk, no 12 wk, no 12 wk, no
Treatrrent-experie}mid rib@awirin ribawirin ribavirin ribawvirin ribawvirin
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EASL -2016

DAY e e s e D e

Talsle 9 Treatment recsm mend ations for reirea e nt of HOW- moneinfecied or HOWHL coinfected patienis with chronic hepatitis C who failed to achieve an 5VE on prior anthviral the apy containing one

or several DAA(s) Currently, there i limited daia to firmly support these reireaiment recommendations, which are based on indirect evidence and considertion of HOV genotype, known resisian ce
profiles of the previowsly adminstered dregs, number of dregs used, wse of ribavirin, reatment duraton.

Faled treatmant | Geno- | Sofosbundiy’ | Sofosbarvi’ | Ombitsssin’ | Ombitasvid | Grezopeevin’ | Sofosboni Sanfoabanir S bandr Saodoa bundr Sodochandr Sanfosbanvir
type besclipaavir welpataair partaprevin’ | pariteprevin’ | Elbesvic and and plus plus pluz plus
ritonendr and | ionewvie declstesvir | aimeprevie ombitssvin’ | ombitasvin | grazoprenin) | declstsswir
dissabundr partsprevin’ | paritsprevin | elbasar plus
rionewvir and | rilonsawvic Simeprevin
oaambUnIr
PeglFH-o with {1 12wk waith 12 wi with
kvl rim and ribeirin ribviirin
telap revir, or
bocepmevir, or
simeprevir

K EASL 2016 Journal of Hepatology 2016. article in press /




EASL -2016
Dekompanse Siroz

Orta vehemtkygjeémezl i k, CTB seé
Peg-IFN ve proteaz inh. kontrendike

EASL: Dekompanse siroz rehberi

Genotip Tedavi Rejimleri

LDV/SOF+ RBV* 12 hf Velpatasvir + SOF+RBV* 12 hf DCV + SOF+RBV* 12 hf

@/SOF 2@ @ + SOF 24 hf

* RBV kil oyal 20y0a rmge (,1 6000 mgtolerdeed elr askel admoézru, ahratsétra

GT1,4,5,6

K EASL 2016 Journal of Hepatology 2016. article in press
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AASLD/IDSA DekompanseSi r oz Ol gu

Tedavi
Orta vehemtkygjeémezl i k, CTB seé
HSK dahil transplanta d ay | ar é

Kontrendike tedaviler:
- IFN, TVR, BOC, SMV, OMV/PTV/RTV + DSV,
- RBV veya DEA monoterapileri

AASLD/IDSA: Dekompanse siroz rehberi

RBV verilebilirse RBYV verilemezse
DCV + SOF LDV/SOF DCV + SOF

12 hf + 12 hf +
GT1/4 d¢ K¢ KRBYVD z d¢ K¢ k RBW z
GT1/4, SOF 5t s 6 20 N 24 ht*= 0 i | me z
: yanétseéezoner | med(‘,K(‘,kRB’.VZ ner i me z

TRBVI||6(00 | imal |l letobraxd emsee ,idddzsar@t el ellelr
Ttproteaziinht ||| vl & (n|e|t s|@(z|l||a/n|d@||||dga

Genotip

K AASLD/IDSA Rehberi 2016 (http://www.hcvguidelines.org) /
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Te da v DInontlialkiioiliieliiim el s) e

a. LDV-SOF 1 12 hafta
b. LDV-SOF + RBV i 12 hafta
c. LDV-SOF T 24 hafta
d. LDV-SOF + RBV i 24 hafta
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07.102016-Dej i ki k1 i k

Tedavi naif
(P ve P/R tedavisi PROD

2013 SWUM

Nonsirotik CPA

= 0 ol

Kompanse Sirotik Dekompanse siroz

CPBCPC

ISHAKFG2 ISHAK F3 ISHAKF& e ¢zeri

GT1b12 hafta GT1b12 hafta
GT1lal2 hafta+RBV|GT1la24hafta+RBV

komplikasyon

nedeniylel2 _ _
RN I Sofosbuvir/Ledipasv

kesi |l miL)

GT1:12 hafta+RBV ve
24 hafta

PegINF veya PROD

GT1b12 hafta GT1b12 hafta
GT1lal2 hafta+RBV GT1la24 hafta+RBV

PegINF/RBV
deneyimli Sofosbuvir/Ledipasv

GT1 12 hafta+RBV veya 24 hafta

PROD
TLV/BOC

deneyimli _ _
Sofosbuvir/LedipasV

GT112 hafta+RBV veya 24 ha

PROD

GT1:24hafta + RBV

Posttransplant

Sofosbuvir/LedipasV

GT1:12 hafta veya 12 hafta+RB\¥3T1 12 hafta+RBV veyahafta

k http://www.sgk.gov.tr/




Klinik seyir:

- Hastaya LDV-S O F

bakl|l andaé

+

OLGU

RBV 600

mg/ g¢n

k on

,1




Ledipasvir/SOF: Tek tablet rejimi

A Ge¢gnde
I nhi bit 2

A Sofodbuvir
A G¢gmnde boral, 400-eg
N(SEXB [l [ ([l b 0| &)|9]r] &

A Ledipasvir/Sofosbuvir FDC

AG¢ende bir kedoz, o
(90/400 mg) kombinasyon tableti

WU

LDV
NSIYA
I nhi bi t g

nekl eot i
polimeraz
I nhi bit?

SOF
nekl eot i

NS5A polimeraz
I nhi bl t°4 i nhibit?

FDC: sabit doz kombinasyon

Genotip

Wi {rl R e K s (@] n]u)n

=

T,
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K EASL 2016 Journal of Hepatology 2016. article in press

D E A K -

Table 4A Drug-drug interactions between HCV DAAs and HIV antireirovirals.

E t-1k |

e K I

\
I

SOF SOFLDV SOFNEL 3D GZR/EBR DCv SIm
Abacavir * + + + + + +
E Emiricitabine & & & & & & &
% Lamivudine » * * * * +* +*
Tenofovir L m m L d L d L L
Efavirenz » n* ]
E Etravirine » » [ ]
% Mevirapine » & u
Rilpivirine + * *
o o | Atazanavir; atazanavir/r; atazanavir/cobicistat L 3 ** [ ]
g g Darunavir/r; darunaviricobicistat *» L +*
E € Lopinavirr * * e
Dolutegravir * * * *
g 0 Eilgﬁgor:jr}r:nrszgimﬂemmmmbineﬂenofm'ir * _— - ]
g % Elvitegravir/cobicistat'emiricitabine tencfovir ]
E- € | alafenamide * * *
(o Maraviroc *» * * ] » * *
Ralte gravir * * * * * * *

S0F, sofosbuvir; SOF/LDV, sofosbuvir plus ledipasvir; SOFVEL, sofosbuvir plus velpatasvir; 3D, ritonavir-boosted paritaprevir, plus ombitasvir and dasabuvir; GZR/EBR,

grazoprevir plus elbasvir; DCV, daclatasvir; SIM, simeprevir; r, ritonavir.

Colour legend

*
| |

MNo clinically significant interaction expected.

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

These drugs should not be co-administered
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Table 4B. Drug-drug interactions between HCV DAAs and illicit recreational
druogs.

s0OF S0F S0F 3D GZR/ DGV SIM
LDV VEL EEBR

Amphetamine
Cannabis

Cocaine
Diamorphine
Diazepam
Gamma-
hydroxybutyrate
Ketamine

MDMA (ecstasy)
Methamphetamine
Phencyclidine (PCP)
Temazepam

® 4 4+ 4% 4 444
® 4 4 4% ¢ 4%
* ¢+ 44 ¢ ¢ e
HE B B B H B B R BN
® 4 4% ¢ ¢ e
* & 4+ & 4 400
HE N 0B &

¢ B & 40

L

SOF, sofosbuvir; SOF/LDV, sofosbuvir plus ledipasvir; SOFVEL, sofosbuvir plus
velpatasvir; 3D, ritonavir-boosted paritaprevir, plus ombitasvir and dasabuvir;
GZR/EBR, grazoprevir plus elbasvir; DCV, dadatasvir; S5IM, simeprevir.
Colour legend
» No clinically significant interaction expected.
] Potential interaction which may require a dosage adjustment, altered
timing of administration or additional monitoring.
These drugs should not be co-administered.

*

K EASL 2016 Journal of Hepatology 2016. article in press /
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LD AN R B e

Table 4C. Drug-drug interactions between HCV DAAS and hipid lowering drugs.

S0F SOF/  SOF/ 3D GZR/ DCV SIM

LDV VEL EEBR
Atorvastatin L [ ] [ ] [ ] [ ] [ ]
Bezafibrate * L 2 » L 2 » *
Ezetimibe + + L 2 + L 2 +
Fenofibrate * m | ] » *
Fluvastatin » | | | | »
Gemfibrozil L L 2 » ] » L
Lovastatin L [ ] [ ] [ ] [ ] [ ]
Pitavastatin & | | & | |
Pravastatin * ] L 2 L 2 m m
Rosuvastatn ¢ [N = = = =
Simvastatin L 4 [ ] [ ] [ ] [ ] [ ]

SOF, sofosbuvir; SOFJLDV, sofosbuvir plus ledipasvir; SOFVEL, sofosbuvir plus
velpatasvir; 3D, ritonavir-boosted paritaprevir, plus ombitasvir and dasabuvir;
GZR(EBR, grazoprevir plus elbasvir; DCV, daclatasvir; SIM, simeprevir.
Colour legend
* No clinically significant interaction expected.
| Potential interaction which may require a dosage adjustment, altered
timing of administration or additional monitoring.
These drugs should not be co-administered.

& EASL 2016 Journal of Hepatology 2016. article in press /




DEA KI| a- Et4i

Table 4D. Drug-drug interactions between HCV DAAs and central nervous
system drugs.

SOF S0F/ S0F 3D GZR/ DCV  SIM
LDV  WEL EER

Amitriptyline
Citalopram
Duloxetine
Escitalopram
Fluoxetine
Paroxetime
Sertraline

Anti-de pressants

Trazodone
Trimipramine
Venlafaxine
Amisulpiride
Aripiprazole
Chlorpromazine
Clozapine
Flupentixol
Haloperidol
Olanzapine
Paliperidone

Anti-psychotics

Quetiapine
Risperidone
Zuclopentixol

SOF, sofosbuvir; SOF/LDV, sofosbuvir plus ledipasvir; SOFVEL, sofosbuvir plus
velpatasvir, 3D, ritonavir-boosted paritaprevir, plus ombitasvir and dasabuvir;
GZR(EBR, grazoprevir plus elbasvir; DCV, daclatasvir; SIM, simeprevir.
Colour legend
& Mo clinically significant interaction expected.
| Potential interaction which may require a dosage adjustment, altered
timing of administration or additional monitoring.
These drugs should not be co-administered

H B E & EH % B % E % % %0 9% % 9% % %

L R R R R R BE R IR IR R B B BRI R O R R
LR K N BE K IR JE B N B SR R R R I K R R B A
L I R R R R R BE R IR IR R BRI R R R O R AR
IIIIIIIIIIOIOIIOOGOOI
S 0 H 0 49040 & 4904944+
L R O N BRI R BE R IR IR R B B BRI R O R R

+

K EASL 2016 Journal of Hepatology 2016. article in press
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DEA Kl a- Et5kil e

Table 4E. Drug-drug interactions between HOV DAAs and cardiovascular

drugs.
SOF SOF S0F 3D GZR/ DCYV  3IM
LDV VEL EBR
| Amiodarone n - |
E
ﬁ Digoxin » | | m| » m| |
Elfkcainide & ¢ 4 ®m & ¢ =
=
Z|Vemakalant # ® @ ®m & & #
Tu|Clopidogrel ® @ ¢ = & = =
mCc
B % Dabigatran * u | O | O |
o
gl o * | | | * n
—é_% icagrelor -
< ®| Warfarin +* L 2 * L L L *
w | Atenolol * » * » * * *
o
E Bisoprolol * + 0+ E O+ e ]
gl
.S .
é Propranaolal * » * » » » *
EE E Amlodipin
% E —*3‘ Diltiazem * | | O » i ]
© 3| Nifedipine ¢ ¢+ + = &+ = =
g E | Aliskiren » ] ] - » o =
E8micandesatan ® # 4 ®H  EH 4+ #
25 &
€ o §| Doxazosin * * * O * * |
E‘E Enalapril * L 2 L i L » *

SOF, sofosbuvir; SOF[LDV, sofosbuvir plus ledipasvir; SOF/VEL, sofosbuvir plus
vel patasvir; 3D, ritonavir-boosted paritaprevir, plus ombitasvir and dasabuvir;
GZR[EBR, grazoprevir plus elbasvir; DCV, daclatasvir; SIM, simeprevir,
Colour legend
& Mo clinically significant interaction expected.
] Potential interaction which may require a dosage adjustment, altered
timing of administration or additional monitoring.
These drugs should not be co-administered.
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Table 4F. Drug-drug mmteractions between HCOV DAAS and Immuno-

SuUppressants,
SOF SOF/ SO0OF 3D GZR/ DCV  SIM
LDV  WVEL EBR
Azathioprine & & L L L L L
Cyclosporine » * 4 _ - L -
Etanercept & &* L L | & &»
Everolimus & | | - | | |
Mycophenolate » & * u * * *
Sirolimus & & » | u & |
Tacrolimus L 4 & » | u L 4 |

SOF, sofosbuvir; SOF/LDV, sofosbuvir plus ledipasvir; SOF/VEL sofosbuvir plus
velpatasvir; 3D, ritonavir-boosted paritaprevir, plus ombitasvir and dasabuvir;
GZR/EBR, grazoprevir plus elbasvir; DCV, daclatasvir; SIM, simeprevir.
Colour legend
& Mo clinically significant interaction expected.
H Potential interaction which may require a dosage adjustment, altered
timing of administration or additional monitoring
These drugs should not be co-administered.
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Kul | anél an KI a- SOF SIM LDV  PTV/IRTV/ DCV GZR/EBV
OBV + DSV

Asit de¢egkiyregcel er X X

Amiodaron X X X X X X
Antikonvulsanlar X X X X X X
Digoksin X X X X
Etinil estradiolii - er en i | a- X

Glukokortikoidler X X X X
PDES inhibitorleri X X X
Rifampisin X X X X X X
Sedatifler X X X
StJohnds wort X X X X X X
Statinler X X X X X

\
I

*proton pompa inh.

KAASLD/IDSA Rehberi 2016 (http://www.hcvguidelines.org)
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a. %60-70
b. %70-80
c. %380-90
d. %90-100

LDV-SOF + RBV ile beklenen KVYor ané neg
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ION¢C al ek mal ar é

A- ék et i kranddmize- aflaézk malllar

ION-1: Genotip 1 ile infekte naiv hastalarda LDV + SOF NRBV

kombinasyon tedavisi
Fi ks doz kombinasyon, 2| [(v]elwial|l]124]]]h
Ol gul ar én %2kKoropareesirdza z | as é
Sonl aném noktasé KVY12

ION-2: Genotip 1 ile infekte tedavi deneyimli (PEG-KFN + RBYV
veya PEG-KFN + PRr8t¥azi+nhi bi t°r ¢) hast al
NRBV kombinasyon tedavisi

Fi ks doz kombinasyon, 12 veya 24 hia
Ol gul ar én %2 kontpanze sfrazz | as é

Sonl aném noktasé KVY12 I
ION-3: Genotip 1 ile naiv, sirozu olmayan hastalarda LDV + SOF N
RIBIM 1181111 @ (& N DR 22 [

Afdhal N, et al. N Engl J Med. 2014;370:1889-98. Afdhal N, et al. N Engl J Med. 2014;370:1483-93. Kowdley, K, et al. N
Engl J Med. 2014;370:1879-88.
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Hafta 0 12 24 36

I ] |
IRV n = 109 |LDV-SOF ,

deneyimli

n=111 |LDV-SOF + RBV|

n =109 |LDV-SOF

Genotip-1
deneyimli

n=111 [ LDV-SOF + RBV

LDV/SOF: 90/400/ g ¢fiks; tek doz tablet

RBV: Kiloya ayar |l & <7%kgyle00 img/d ¢.0n n7¢5k kdgo|zl
mg/g ¢ n)

U /




KVY12 (%)

JCOMN-A 2N o o R Sl

102/109 107/111 108/109 110/111

LDV-SOF LDV-SOF + RBV LDV-SOF LDV-SOF + RBV

12haftal ek tedawvi haftal ék




KVY12 (%)

ION-2

I AHHHEE Rt R AR TR TN

83/87 19/22

LDV-SOF

haft al

H Siroz olmayan

viain et

| H Siroz olan

T,

89/89 18/22

LDV-SOF + RBV
e K

86/87 22/22

LDV-SOF

tedavdd

88/89 22/22

LDV-SOF + RBV

haft al
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SIRIUS(CUPICTekr ar tedayirEc- a

KEN+RBV NPI (boseprevir, telaprevir, simeprevir veya faldaprevir) ile

sonu- al énmayan GT LDV/SOFtedazisi hast i

Ge-mi kte Pl etkisi z%Wdanns®2sk\Y ham

Bourliere M, et al. AASLD 2014. Abstract LB-6. Lancet Infect Dis. 2015;15:397-404.

¢ i -K ¢ randomize, plasebo-k ont r ol | ¢ -CaJPd kChda e(n%3 (
96 97
100 T -
80 -
N
o 60 -
—
>.
>
X 40 -
20 -
0~ LDV/SOF+RBV LDV/SOF/Plasebo
12 Hafta 24 Hafta

)

)
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l SOLAR-1: Dekompanses i r oz hast EDI

LDV/SOF + RBV tedavisi

Klinik dekompanse sirozu olan CPT B (N=59) veya CPT C (N=49) naiv ve tedavi deneyimli
H GV TG A v el el s el (] e e miai@ L@ eyl @) 2] ] f |t &
mer kezl i -al ek ma

Hf O Hf 12 Hf 24 Hf 36

NEXill | DV/SOF + RBV ¢ KVY12
NSl | DV/SOF + RBV *KVY12

108 |[lals tllalll|d|2|vielyialll| @4 hiaflitlallit e dealyi B A

GT 1 veya 4 dekompanse sirozu ol an tedavi
( CPT s é-9welya CHskdr 01 12],CP T s kofll5arod aln3 hast al ar

Hast al aren -al é&kmaya alénma kriterl eri
Karacijer dahil bieyidl kiitorigiamiiina Kiliilieyikiiels el oflfinma
Hepatosel ¢l er karsinom ol mamasé
Tloka bl | p] @ mel A d i e imia gl el Bl in] | Q]11e]] b/

KIeL LI LT L i ol o]l Ik e R ol ol o s e L 8L 1O1Q1 o] Tl

k Flamm S, et al. AASLD 2014. Abstract O239.
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SOLAR-2: Dekompanse Siroz veya Transplant
Hast al dDW3OH &4 RBV Tedavisi

12 hafta 24 hafta
v v

GT1 veya 4 HCV ile

LDV/SOF + RBV

infekte dekompanse 1 (n = 164)
siiozveya kafga LDV/SOF + RBV
transpl ant as (n = 164)

tekrarlayan HCV
infeksiyonu (N = 328)

Hast al arén -al ékmaya al énma kriterl eri

Kia i (alclil(flelr| 1d@blilililielemiekioliglamnlfimelbiilemvklds e
He pat o skardingthelrma mas é
Total bilirubinO1 0 dng/hemogl odlin O 10 g/
Kr.klO 4 0dk, tndmbosit > 30,000/ml

RBV dozu
METAVIRFOiF3 ve CPT A si(r©z75 Kkd oy al (aOy(a r mhg;
CPT B ve C siroz: 600 mgAHtlgz¢Onm0, nsgd ngréan )d o z

Manns M, et al. EASL 2015. Abstract GO2.
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SOLAR-1/2: Dekompanse Siroz ve Transplant
v S A=A fRER = YA s VAR AR =06 o = A 0 o 000 o D S

M LDV/SOF + RBV 12 Hafta " LDV/SOF + RBV 24 Hafta

100 1
80 1
S 60 1
o
< 40 -
M
20 -
| 26/ | 24 19/ | 18/ 20/ | 22 17/ | 183
(ithli | 30 | 27 22 | 20 23 | 28 20 | 18
CTP B | CTP C CTP B CTP|C
SOLAR-1: GT 1 ve 4l SOLAR-2: GT 112

Kl. Flamm SL, et al. AASLD 2014. Abstract 239. 2. Manns M, et al. EASL 2015. Abstract G02. /
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b it 08 St 0 3 YAt RO <A A (A2

GT1 HCV (N= 1685)
12-hf LDV/SOF, OBV/PTV/RTV + DSV, veya SMV + SOFA 2014-2015

D¢ kKeéek KVY Ned(jlteel:r)1jle

PLT s &ij06.c0emm? <.001
Siroz <.001
Erkek cinsiyet .008

LDV/SOF LDV/SOF SMV + OBV/PTV/
+ RBV SOF RTV + DSV
+ RBV

KAfdhaI NH, et al. AASLD 2015. Abstract LB-17 /




HCV GT 1/3 Dekompanse Sirotik Hastalarda
SOF + NS5AKn hi b i NPBW Tedaviieri

K n g kohortizN = 467) GT1 (n =235) GT3(n=189)Di | e r(n =&3)

[ 12-hf SOF/LDV + RBV [ 12-hf SOF/LDV
100 1

[ 12-hf SOF + DCV + RBV M 12-hf SOF + DCV

86

81 82 P< .05

|
1O |(LL7a

N 252 B28° 172 15 164 | 21 | 45

Tém hast al a

Dijer genoti pl eSO#&¢LDVKRNBY (no=r28 #89aS0E + DCV + RBV (n = 13) %85 ve
SOF + DCV (n = 3) %100

KFoster GR, et al. EASL 2015. Abstract O002. /




/Klinik ve Bakl an g2 hafta 4.hafta 6.hafta 8. hafta 10. hafta \
lab. takip
Hb (g/dl) 13.7 13.5 13.3 13.7 14.8 14.6
N°trofl]i | 2300 2150 1950 2440 2470 2380
(/mm?)
Trombosit 86.000 98.000 110.000 141.000 119.000 128.000
(/mm?)
ALT (|| %17 29 17.2 15.8 14.8 17.7
AST ( |/ 1207.3 85 53.6 49.7 55 52
GGT (}|/ I110.5 93.7 87.1 72.4 66.5 59.1
T. bilirubin 3.42 2.96 2.17 2.40 1.65 1.70
(mg/dl)
Direkt bil. 1.72 1.60 1.31 1.23 1 1.04
(mg/dl)
PTZ (sn) 16.5 17.5 18.1 21.9 19 18.6
INR 1.57 1.71 1.66 1.78 1.69 1.70
HCV-RNA 539.000 Bakél ma d288 Bakél maNkgatif Bakél m
( Ki/ mlj)
Yan etkiler Yok Yok Yok Yok Yok Yok /




/Klinik ve

Bakl| andke2. hafta 16.hafta 20.hafta 24. hafta son
lab. takip
Hb (g/dl) 13.7 14.8 13.4 15.1 14.1 16.1
N°trofl]i | 2300 2400 2390 2430 2610 2800
(/mm?)
Trombosit 86.000 112.000 117.000 126.000 130.000 116.000
(/mm?)
ALT (|| %17 16.1 16.5 17.6 16 10
AST ( |/ 1207.3 55.7 48.8 52 55 50
GGT (}|/ I110.5 60.2 50.4 46.8 69
T. bilirubin 3.42 1.68 2 1.91 1.7
(mg/dl)
Direkt bil. 1.72 1.03 0.88 0.91 0.8
(mg/dl)
PTZ (sn) 16.5 19 18 15 17
INR 1.57 1.69 1.69 1.18 1.21
HCV-RNA 539.000 Negatif Negatif Negatif Negatif
( Ki/ mlj)
Yan etkiler Yok Yok Yok Yok Yok Yok
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SOLAR-1: Sirotik G° st er g e |l eejridkeikr

CTPB CTP C

LDV/SOF + RBV LDV/SOF + RBV LDV/SOF + RBV LDV/SOF + RBV
12 hf (n = 30 24 hf (n = 29 12 hf (n = 23) 24 hf (n = 26)

(+10)

dej i Ki m

skorunda

MEL D

KFlamm SL, et al. AASLD 2014. Abstract 239. /
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SOLAR-2: Sirotik G° st er g el eejridkeikn

MELD puande j i Ki mi CTPséenéf eadedaki m

. (+8) C (101 12)
n=54

n=95

67 (96) 31 (35) 2 (5)
Takip

4. hafta |B(719) 3(4) 57(65)  20(48)
CTP

C (10i 12) 0 0 20 (48)

MELD pu a n & n deaj kimk

Dej er | e olamayam€TP A 3 hasta, CTP B 12 hasta,
CTP C 12 hasta
+ (-12)
s (-17)
*Takip 4. hafta: n=24

Hast alb ay €mj unMELDvwe CTPskorl ar drnyd d etaymk oy mukt ur

k Manns M, et al. EASL 2015. Abstract G02.




