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SUNUM PLANI

- Grazoprevir + Elbasvir * Ribavirin kombinasyonu

- Grazoprevir + Elbasvir + Sofosbuvir Kombinasyonu



HCV Yasam Déngusiinde
Direkt Etkili Antiviraller
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Direk etkili antiviral ilaglarin kombinasyonlari
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Kronik Hepatit C'li Genotip 1 veya 4 ile Infekte

Hastalarin tedavisinde Grazoprevir + Elbasvir
Ribavirin kombinasyonu etkili mi?




Clinical Infectious Diseases Adhrance Access published Seprtemibrer 14, 2015

Grazoprevir, Elbaswvir, and Ribavirin for Chronic
Hepatitis < Virus Genotvpe 1 Infection After
Failure of Pegvlated Interferon and Ribawirin
Wvith an Earlier-Generation Protease Inhibitor:
Final 24-"wWeelt Results From C-5ATNAGE

Maria Buti.' Swant C. Gordon® Eli Zuwckemman® Eric Lawsite® Jose L. Calke ja_® Harakld Hofer® Christopher Gilber™

John Palcza.” Anita Y. WM. Howre” Mark J. DiMobile.” Michael B Robertson” Janice Wahl " Eliavy Barr,” and Xawvier Fornes®
¥ B NS TS WS e e (ot B S eiorm, Srair ety Fond EASsith Sm e Teanoe . Bulchiagse I Serresd Bulesdtic i eeeT EhaiTa e v
o as Lines Inesttune, Urneeess i1y of Temas Health Sciormos Corier,. San Artormeo; THereic o che Gastncesrd ansioegia y Hematodongia, FHoaotal Uneer s taso Puacria
e Hiemo, Unieersiced Scedomoma de bdsdrid. Spairnc Plis ion of Gastnoenieroiogy arnd Hepaiolooy:. bAsdical Uniesrsiy of Wernna, suasiriac hderck ared Co
e, Heriineascrtb, B erer Jemseys Sared Pl Ui, Boaoital Clrec. Ins ot o ireeessiigeciors. Bicemedsdiopoess Masgurst P § Soervess ared Cerinn de Ireeesstigascied,
Someadica en Aed de Eniermedades Hepaicas v Noesiieas. Baceiona. Soan

 Tedavi deneYimli (Peginterferon/Ribavirin/Telaprevir-boceprevir-simeprevir)

79 olgu
Grazoprevir (100mg/giin)

+

Elbasvir (50mg/giin) 12 hafta

+

Ribavirin kiloya ayarli dozda

Tedavi sonu 24 _hafta KVY %96.2 (76/79)

Buti M, Clin Infect Dis. 2015 Sep 14. pii: civ722.



Genotip-1 olgularda (28/30) KVY %93.3
Virolojik olarak tedavi basarisiz (63/66) KVY 7%95.5

Tedavi baglangicinda NS3 ve/veya NS5 direngli
varyanti olan olgularda (33/36) KVY %91.7

Kompanse sirozlu olgularda (32/34) KVY 7%94.1

Buti M, Clin Infect Dis. 2015 Sep 14. pii: civ722.



Tedavi sonu KVY %98.7 (78/79)
24 hafta sonu KVY %96.2 (76/79)

Relaps olan 3 olgu dikkate alindiginda

— Relaps goriilen 3 olguda baseline NS3 direngli varyant %100 (3/3)
« NS3-A156T

— Relaps goriilen 3 olguda baseline NS5A direngli varyant %67 (2/3)
« NSH5A -Y93H

— Direngli varyantlar:
« NS3-A156T : 4.-8. haftalarda gikti tedavi sonunda yok
« NS5A -Y93H: 4.-8. haftalarda ¢ikti tedavi sonunda var

« NS3-Q80K,D168NR155T V36L,T54S baseline ve tedavi sonu pozitif
« NSHA- H58D, L31IM baseline ve tedavi sonu pozitif

Buti M, Clin Infect Dis. 2015 Sep 14. pii: civ722.



Relaps gelisen 3 olguda direngli varyantlarin degerlendirilmesi

Vimbooe Falures Study Wesk

Cornogis Status Infsctng Sulr
and Typs of Falfure genotype and

on Pror Pl Type of Study Baseine Wisek 4 Wissk § Wesk 12 Wik 34
Treatment Falure HCV Paramsters Dy 0 Foliomeup Foliomeup Folioweup Folowiup
Patent 1: GT-1a Relapse  HCW RKA, IU/mL 273018 2BE3T3 45950 176 437 pi i
Eﬁ?&’ NS3 vanants with <5x GZR resistance | QB0K, D168N (80K, D165N (80K, D16sN (80K, D168N (0K, D188N
PR+ BOC NS3 varants with »5x GZR reaistance | R155T R1S5T, A156AT R155T R155T R155T
Na5A vanants with 5« EBR realstance
NaEA vanants with =5« EBR reaistance @ 30H, 1 30H. Y3 gl Q30H. Y gl Q30H Y4
Patent 2 Cernot GT-1a Relapse  HOW RMA, IU/mL 1 756 431 434344 ] H'Q.:b;“ Loat o for o after the veoloos B
oroke fhroug NS3 varants with <5x G7R reaistance | V3EL, R1SSK V6L RISEK, DI6BN V36L R156K Digsn® confrmaton vistat wesk

PR+ TLP after
TLP stoooed NS3 varants with »5x GZR resistance @ ' @
&

MS5A varants with <5x EBR resistance @

WS5A varants with =5x EBR resistance  HEED uﬁﬁFl. H380 (30R, HESTP
Patient 3: Cirhotiy GT-10 Aelapse  HCW RMA, ILmL L TR AGE THO 10 & 171 %8 ST
Croke througn NS3 variants with <Bx GZR resistance | T543 N T545 T545 TE45
PR + TLF aftar
TLP siogped hS3 varants with »5x GZA resistance @ WO ( A EETgB 1 1
WS5A varants with <5« EBR resistance @ WO 1] o o
MS5A varants with =5x EBR resistance| L3TW WO L3 1M, Y53H L3 M, Y5GH L3, 4H

Buti M, Clin Infect Dis. 2015 Sep 14. pii: civ722.



 Relaps olgularinda HCV-RNA nin tespit edilecek
diizeylerin altinda kaldigi fakat ¢ogalmaya devam
ettigi vurgulanmis.

* NS3 ve/veya NS5A direngli varyantlarin
Grazoprevir + Elbasvir tedavisindeki etkisini
tanimlamak igin zamana ihtiyag var

Buti M, Clin Infect Dis. 2015 Sep 14. pii: civ722.



Efficacy and safety of 12 weeks versus 18 weeks of treatment =@ "y W
with grazoprevir (MK-5172) and elbasvir (MK-8742) with or o
without ribavirin for hepatitis C virus genotype 1 infection

in previously untreated patients with cirrhosis and patients

with previous null response with orwithout cirrhosis

(C-WORTHY): a randomised, open-label phase 2 trial

Eric Lawstz, Echaard Gone Brion Peod maan, Edword Tam, Wayne Ghesgquierng, Dominigue Gupadar, Low ent Abic, lean-Piarre Bromoaicki,

Lawra Lester, William Sievert, Rean Ghalib, Luis Bolart, Fredrik Sond, MartinLagging, Fromt: Dotko, Melissa Sheughnessy PeggyH wang,
Anita ¥ & Howe, Janice Wohl, Michea Robartson, Bicw Bosr, Borbana Heber

Sumirmary
Background There i= a high medical need for an interferon-free, alloral, shortduration therapy for hepatitis © virus Lancet 2005 355 107 555

« Tedavi deneyimsiz siroz ve tedaviye yanitsiz siroz/non-sirotik
253 olguya;

« Grazoprevir (100mg/gn) + elbasvir (50mg/giin) ribavirinli veya
ribavirinsiz kombinasyonu 12 veya 18 hafta tedavi verilmis.

Lawitz E. Lancet. 2015 Mar 21;385(9973):1075-86.
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74-98) | (82-100) | (B4-100) | Fo-0a) | (7o-9a) | (76-28) | (82-100) | (B4100) | (91-97)
Virolojik basarisizlik digi 0 0 1 o 2 0 0 0 3
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Virolojik alevienme 1 0 o 0 o 0 0 1 2
Virolojik relaps : 1 @ : @ 3 o o g

Fiqure 3 12 haftalik takipten sonra KVY oranlari

Lawitz E. Lancet

. 2015 Mar 21;385(9973):1075-86.




 Grazoprevir (100mg/gtin)+ elbasvir (50mg/gin)
kombinasyonu,
— Hem ribavirinli hem de ribavirinsiz rejimlerde,

— Hem 12 haftalik hem de 18 haftalik tedavi siirelerinde,

— Hem tedavi almamis sirozlu olgularda hem de tedaviye
yanitsiz sirozlu/non-sirotik olgularda yiksek oranda etkili
oldugu bildirilmis.

Lawitz E. Lancet. 2015 Mar 21:385(9973):1075-86.



Efficacy and safety of 8 weeks versus 12 weeks of treatment > @ & ®
with grazoprevir (MK-5172) and elbasvir (MK-8742) with or
without ribavirin in patients with hepatitis C virus genotype 1
mono-infection and HIV/hepatitis C virus co-infection

(C-WORTHY): a randomised, open-label phase 2 trial

Mark Sulkowski, Christophe Hezode, Jan Gerstoft, John MVierling, Josep Mallolas, Stanislas Pol, Marcelo Kugemas, Abel Murillo, Nina Weis,
Ronald Nahass, Oren Shibolet, Lawrence Serfaty, Marc Bourliere, Edwin Defesus, Eli Zuckerman, Frank Dutko, Melissa Shawghnessy,
Peqggy Hwang, Anita ¥ M Howe, [anice Wah( Michael Robertson, Eliav Barr, Barbara Haber

summary
Background Both hepatitis C virus (HCV) mono-infected and HIVVHCV co-infacted patients are in need of safe, Lancet 2015 285 108797

« HCV mono enfeksiyonlu genotip-1 ve HCV-HIV
koenfeksiyonlu 218 olgu

* Grazoprevir (100mg/giin) + elbasvir (50mg/glin)
ribavirinli veya ribavirinsiz kombinasyonlarla 8 veya 12
hafta tedavi verilmis.

Sulkowski M, Lancet. 2015 Mar 21;385(9973):1087-97.



Arm Infection HOW
status Genotype

Monsinfected | 1a+ib Gragoprevin +elbasvir (20 mag)+ ribawinin Efficay follkw-up
Monsinfected | la+ilb Grazoprevin+elbasvir (50 mg)+ ribevinin Efficacy follow-up
Maonzinferted ik Grazoprevin+elbasvir (50 mig) Efficany follow-up
Minoinfected 1a Grazoprevin+elbasvir (50 mg)+ ribawirin Efficacy fiod kows-up
Monsinfected | la+1hb Grazoprevir-+ e basir (50 mg )+ ribavirin Efficzsy follow-up
Monoinfected 1a Grazoprevin +elbasvir (50 mg) Efficacy follw-up

Cioi rifected la+1h Gragoprevin +elbasvir (50 ma)+ ribawinin Efficay follkw-up

Cioi rifected la+1h Gragoprevin+elbasvir (50 mig) Efficacy follow-up

I T T T T T T
Weeks after randomisation O 4 8 1z 14 20 24

Tedavi gruplari

Sulkowski M, Lancet. 2015 Mar 21;385(9973):1087-97.
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HCV mono infeksiyonu

Tedavi siiresi (hafta)

HIV/HCV co-inf

a3 12 1z 12 12
Ribavirin Ribavirin | Ribavirin | o M2 | Ribaviin | M2
(arm B1) | (armsAlL, | farms A3, | (arm B12) | jarm B13)
A2 EZ) Bz}
24/30, | 7orEs, | 43/44, | 2829, 2630,
KVYy 12 B Q3% Q8% a7% BT %
{E1-22) (8547 (EE-100) | (821000 {BO-0R)
Virolojik basarisizlik disi 1 3 0 0 2
nedenlerle takipten gikan-kaybolan
Virolojik alevienme o r o 0 2
Virolojik relaps 5 2t 1 1 o

Grazoprevir + elbasvir tedavisi sonrasi KVY 12 hafta sonuglari

Sulkowski M, Lancet. 2015 Mar 21;385(9973):1087-97.
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Sulkowski M, Lancet. 2015 Mar 21;385(9973):1087-97.




Sirozu olmayan HCV/HIV ko-enfeksiyonlu olgularda ve naif HCV
mono enfeksiyonlu genotip-1 olgularinda;

« Grazoprevir (100mg/giin) + elbasvir (60mg/giin) kombinasyonu,
ribavirinli/ ribavirinsiz rejimlerinde 12 hafta siireyle kullaniimasi
7%93-98 KVY olusturmaktadir.

Sulkowski M, Lancet. 2015 Mar 21;385(9973):1087-97.



Annals of Internal Medicine OrIGINAL RESEARCH

Grazoprevir-Elbasvir Combination Therapy for Treatment-Naive
Cirrhotic and Noncirrhotic Patients With Chronic Hepatitis C Virus

Genotype 1, 4, or &6 Infection

A Rancdomized Trial

Stofam FTouram . MO RBacm Ghalib. MO K. Rajsndsr Raddy, MDD Fawl ). FPocloro=s,. MO fiv Boen Ari. MDD, Yas fhao,. PhD:
Db orzh O Broswen,. BES; Shouyan Wan, PhD: Mark 1. DiNRHokils,. MD; Bach-Yen Mguysn,. BMO: Michasl M. RBobsrtsoon, B
N T Wahl MO Eliaw BEarr, MDD and Joam B. Buttsrtaom,. RMD

« Tedavi deneyimi olmayan(naif,) siroz veya non-sirotik
genotip 1, 4 ve 6 olan 421 olguya:;
— Grazoprevir (100mg/giin) + elbasvir (50mg/giin) kombinasyonu
— 12 hafta

Zeuzem S.Ann Intern Med.2015 Jul 7;163(1):1-13




¢alismanin planlanmasi

Kor periyot Agik etiketli periyot
+ » % : »
Randomization TW12 P4 FNB FW12 FW24
Tedavi grubu -
aroup (1 = 315) GZR-EBR | FU Follow-up
Plasebo grubu ||, hoto GzR/EsR| FU | Defered GaR/ERR Defered follow-up
group (n = 105)
DTW12 DFW24

Zeuzem S.Ann Intern Med.2015 Jul 7:163(1):1-13



Tedavi tamamlandiktan 12 hafta sonra KVY12 oranlari
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298/31&; 144/157; 128/131; 18/18; a/10;
SVR12 (95% CI), n/N; % 95% 92 0% 99% 100% 0%
(92%-07 %) | (86%-96%) | (95%=100%) | (82%-100%) | (44%-58%)
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y /\
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Zeuzem S.Ann Intern Med.2015 Jul 7:163(1):1-13




Alt grup analizi
Subgroup Patlents, /N SWR12 (95% CI)*, %
Owverall 299/316 94.6 (91.5-96.8) —L—
San
CinsiyeT Male 1597171 93.0 (88.1-96.3) —a
yas Femnale 1407145 96.6 (92.1-98.9) —T
. A g
ETn'k YGPI . 265 years 29/29 100.0 (88.1-100.0) ——n
IL 828 GCHOTIP =65 years 2707287 94.1 (90.7-96.5) —a—
farkliliklar: [Race
KVY yaniti etkilemiyor | wnie 180/191 94.2 (89.9-97.1) — -
Black or African American 574559 96.6 (88.3-99.5) —r
Aslan 51/54 94.4 (84.6-98.8) —_—
Other 11412 91.7 (61.5-99.8) * =
IL288 genotype
CC genotype 29/106 93.4 (86.9-97.3) —a—
Mon-CC genotype 19%/208 95.7 (91.9-92.0) —m—
Clrrhosls
Mo 2317246 93.9 (90.1-96.5) ——
Yes GE/TO 97.1(90.1-89.7) —
Baseline HCWV RNA
Low (<BOO0 000 IU/mL) 94/94 100.0 (96.2-100.0) —=n
High (=800 000 IU/mL) 205/222 92.3 (BB.0-95.5)
IFN treatment ellglbllity status n NSHA direngli varyant orani yiiksek 1
Eligible 2937310 94.5(91.4-96.8) —l—
Ineligible &6 100.0(54.1-100.0) = |
Diisiik HCV-RNA T I L & .
Sirozlu olgularda SVR12 (95% CI)*, %
KVY yiiksek

Zeuzem S.Ann Intern Med.2015 Jul 7:163(1):1-13



Genotip-1 olgularinda KVY %95
— Genotip-1b KVY %99
— Genotip-4 olgularinda KVY %100 (18 olgu)

Sirozlu olgularda KVY %97
Non-sirotik olgularda KVY %94
Virolojik basarisizlik 13 olgu(7%4) bildirilmis.

Zeuzem S.Ann Intern Med.2015 Jul 7;163(1):1-13



G6+E tedavi basarisizligi olan olgularda baseline ve tedavisi sirasinda gelisen direngli varyantlar

Direngli varyantlarda tedavi sonu KVY-12

—)

%97 (83/86)

%58 (11/19)

Category of  HCV Cirrhosis  HCVRNA Level  Day of Variants
Virologic Sub-Genotype at Basaline Virologic
Failura (10 mL) Failure At Baseline At Failure
Diagnosis
[ Ns3 NS5A NS3 NS5A
Breakthrough 1a Yes 1238923 R D71 ‘l QEDEFEEG LI1L/M V3IEM, (Q80K, CUI0R, (L31M)
12250
QSOK. pozitif olgularda Slmepr'_e\-/.lr‘llo ° WT LM [WT) Q30R, (L3TM)
QB0K Mzav, Q2oL | (Qeok), D1ssa | (M2evia, Q3oL
Ombitasvir+paritaprevir+dasabuvir kombinasyon ¥93H * L3TV, (Y93H)
tedavisinde basarisiz olan olgularda basarili olanlara wT MZEMAV, | D168
.. PTTN HESH/Ty
gore Q80K pozitifligi 2 kata daha fazla WT L31M W Q30R, (L21M)
Relapse Ta M 1846427 U D54 WT WT WT 220R, L21M
Relapse la Mo 1937424 AU Dad WT WT Ta6H, D168 TRIN
Relapse 1k Mo 4475338 R Dag T545 Y7aH [T545), W17 LITF, (Y73H)
Relapse 1a Me 3913374 /U D29 VEEA Q30R, (VE5A), D16EA | (Q30R, LIIM)
L3 1L/M
Relapse & Me 15489194 F/U D25 [EUHKZ] V28l [QC99]WT | ([EUHEZ]ivasl, | [QC99](WT)
LA, 51221, La00, 51227,
320, 70V 1132L), DA&AY,
{170V)
Relapse la Ma 1574151 F/ D54 WT mM28V ['WT) M280G
Relapse & Mo 15054901 /U D25 [EUHKZ]LEDK,  [EUHKZ] [EUHK2]YS&Y/H]  [EUHKEZ]
N7 F2aL (LedkK), D14&RE, (F2aL) L31M
(17e01
Tedavi oncesi baseline direngli varyant orani s | %57 (86/151) %12 (19/154) 0o
R

Zeuzem S.Ann Intern Med.2015 Jul 7:163(1):1-13




Tedavi deneyimi olmayan siroz/ non-sirotik genotip 1,4 ve
6 olgularinda yiiksek oranda KVY elde edilmistir.

En sik goriilen yan etkiler bas agrisi, halsizlik ve bulanti
ALT, AST yiikselmesi (>5 kat) %1.3, geri donisli

Glinde tek doz G+E ile 12 hafta tedavi kronik HCV
enfeksiyonda yeni bir tedavi segenegidir

Zeuzem S.Ann Intern Med.2015 Jul 7:163(1):1-13



Grazoprevir plus elbasvir in treatment-naive and wr®
treatment-experienced patients with hepatitis C virus
genotype 1 infection and stage 4-5 chronic kidney disease

(the C-SURFER study): a combination phase 3 study

David Roth, David R Nelson, Annette Bruchfeld, AnnMarie Liapakis, Marcelo Silva, Howard Monsour Jr, Paul Martin, Stanislas Pol,
Maria-Carlota Londofo, Tarek Hassanein, Philippe | Zamor, Eli Z uck erman, ShuyanWan, Bet h Jadkson, Bach-Yen Nguven, Michael Robert son,
Eliaw Bar, Janice Wahl, Wayne Greaves

Summary
Background Chronic hepatitis C virus (HCV) infection in patients with stage 45 chronic kidney disease increases the Lancet 2015; 386: 153745

« Evre 4-5 kronik bébrek hastaligi olan tedavi
deneyimli/naif genotip-1 HCV'li 224 olguya,

« Grazoprevir (100mg/giin) + elbasvir (60mg/gtin)
kombinasyonu (111 olgu) veya plasebo (113 olgu) 12
hafta sireyle verildi.

Roth D.Lancet.2015 Oct 17:386(10003):1537-45



* Olgularin;
— %76(179/235) hemodiyalize giriyor
— %81 (191/235) Evre-4-5 bobrek hastasi
— %34 Diabetes mellitus
— %41 Kardiovaskiiler Hastalik
— %52 Genotipl HCV olgusu
— %80 HCV tedavisi acisindan naif
— %6 Sirotik

Roth D.Lancet.2015 Oct 17:386(10003):1537-45



Alt gruplarda KVY12 oranlarinin irdelenmesi

Cins iye-l- nfrm SWR12 (w[959% CIF])
All 115116 @91 {95 J—100- 0 —i
yas S
. Male S8/Eg @0 (2301003
ETn' k dUI"Uh’\ Fermale T 1000 (BF-2=100-) g
Genotip g vea | _
<hE =T D00 (D4 3-100-0]) —1
IL B 2 8 =55 20020 1000 (B3 2-100-0)
. Race
S IrcZ o l masi White =T -3 (G0 G-100-0) q
er .. African- American £1/gl L0000 {0 - OO0
HCV_RNA yu ku Asian 5K 1000 (47-B—1000) "
. . . HOV genotype
D Iyal I Ze 9' r‘me 1a BLY 61 1000 {11 0030 q
E 4 5 h ik c4/co QE-2 (20310000
Vr‘e - asar IL288 genotypet
= i 2828 1000 (57 - F-100-0])
Durumundan bagimsiz NencC aere 56.5 (035-200.0 I
o
KVY oranlari %97.6-100 || cimoss |
M 109110 @0-1 (95 C—100-0) —‘
Wes &6 1000 { G4 A-100-0]) -
Baseline viral load
=800 000 LY mL SO G 1000 {(B2-G-100-0) :.-
d . d . I I d = B 000 1Ll ELIEER fart= ol = 2 U T )
Te GVI eneyl m I er‘ e Presricus HOW treatmeant status
Kvy O/ 95 Maive AT 100-0 {26 2-100-0) —
o Experienced 16020 050 (751-00-3) . L
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» Tedavi grubunda 12 hafta sonunda KVY %99

olarak bildirildi. Bir olguda (Genotiplb, evre-5 bobrek
hasarl) tedavi bitiminden 12 .hafta sonra relaps goriildd.

» 12 hafta G+E tedavisi, yan etkilerinin az
olmasi, KVY oraninin yiiksek olmasi nedeniyle
evre 4-5 kronik bobrek hastaligi olan genotipl
HCV olgularinda etkili bulundu.

Roth D.Lancet.2015 Oct 17:386(10003):1537-45



Kronik Hepatit C'li Genotip 1 ile Infekte Hastalarin

tedavisinde Grazoprevir + Elbasvir + Sofosbuvir
kombinasyonu etkili mi?




AASLD 2014 - LB-33. C-SWIFT: MK-5172 + MK-8742 +
Sofosbuvir in Treatment-Naive Patients With Hepatitis C
Virus Genotype 1 Infection, With and Without Cirrhosis,
for Durations of 4, 6, or 8 Weeks

« Tedavi deneyimi olmayan sirotik/non-sirotik
genotip- 1 olgularinda 4, 6 ve 8 hafta sireyle
grazoprevir (100mg/gin) + elbasvir (50mg/gtin)
+ sofosbuvir (400mg/glin) kombinasyonunun
etkinligi arastirildi.

Lawitz E, AASLD Annual Meeting Abstracts 2014:LB-33
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Tedavi deneyimsiz Genotip 1 olgularinda

8 haftalik tedavide KVY oranlari daha yiiksek

Lawtiz E, et al. Abstract #1 B-33, AASLD 2014




Sirotik olgularda ise 8 haftalik tedavide %94.7 KVY
bildirilmigtir.

Uglii kombinasyonda 4 haftalik tedavi siiresi etkin
degildir.

Virolojik basarisizlik relapsa bagl gelismektedir

Bu verilerin daha fazla sayida olguyla yapilacak
calismalarda degerlendirilmesi gerektigi
vurgulanmaktadir.

Lawitz E, AASLD Annual Meeting Abstracts 2014:LB-33



Grazoprevir + elbasvir ozet

— Naif sirozlu ve tedaviye yanitsiz sirozlu/non-sirotik
olgularda 12 hafta,

— Genotip-1 olgularda 12 hafta ribavirinsiz kullanimi,

— Kronik bébrek hastaligi olan tedavi deneyimli/naif
genotip-1 olgularda 12 hafta kullanimi

— %90-100 KVY olusturmaktadir.



Grazoprevir + elbasvir ozet

 Kullaniminin kolay, yan etkilerinin az, tedavi siresinin
kisa (8-12 hafta), KVY orani yiiksek olmasi bu
kombinasyonun en 6nemli avantajidir.

 Tedaviye baslarken veya tedavi sirasinda tanimlanan
direngli varyantlarin, kalici virolojik yanit ve relaps
lizerindeki etkisi arastirilmasi gereken bir alandir.



Istisnalar kaideyi bozar
ama istisnalar her zaman
daha ilgingtir.

Carlos Fuentes
- ""i TN —V




