Sofosbuvirli Kombinasyon Deneyimi

Prof. Dr. Nese Saltoglu
Cerrahpasa Tip Fakultesi

Enfksiyon Hastaliklar ve Klinik Mikrobiyoloji AD




OLGU 1

¢ S.5., 72 yasinda, erkek hasta, emekli memur, Mersin
¢ Basvuru tarihi: 16. 07. 2014
¢ Yakinmalar: Halsizlik, yorgunluk

Oykui:

¢ 1999 yilinda ayni sikayetler nedeniyle bagsvurdugu hastanede
tetkikleri yapiimis ve anti-HCV ile HCV RNA'sI pozitif olan hastaya
karaciger biyopsisi onerilmis

— Hasta biyopsiyi kabul etmemis

— 2001 yilinda HCV RNA'’sI yuksek duzeyde (?) pozitif olan hastaya
karaciger biyopsisi yapilmis ve kronik karaciger hastaligi (?) tanisi
konulmus
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Oykui:
Hastaya PegINF+Ribavirin tedavisi onerilmis.

¢ Onerilen tedavileri - siire uzunlugu nedeniyle - kabul etmeyen
hasta hepatit tedavisinde yeni ilacglarin ¢iktigini duydugu igin
basvurmus




Ozgecmis ve soygecmis:

¢ 1990 ve 1999 yillarinda iki kez mesane operasyonu
(prekanseroz lezyon)

¢ Bu nedenle intravezikal BCG uygulamasi

— (say1?)

¢ 1999 yilinda kolesistektomi



¢ Aralik 2013 tarihinde basvurusunda:

— ALT 45 {U/1,
— AST 44 U/,
— HCV RNA: 17.200 IU/ml
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Sistemik muayenesi:
ZayIf gorinumde, boy: 172 cm, vlucut agirligr: 78 kg, S2 sert,

Sag hipokondriumda insizyon skari, diger muayene bulgulari
dogal

Laboratuvar bulgulari:
Hb: 15.6 g/dl, BK: 8.300/mm?3, trombosit: 200.000/mm?3,

Sedimentasyon hizi: 14 mm/saat, kantitatif CRP: 0.5 mg/dl
(stnirlar 0-10 mg/dl),

PTZ: 12.8 sn (sinirlar 9.4-12.5 sn), INR: 1.2 (sinirlar 0.9-1.1)
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Laboratuvar bulgularti:

ALT: 53 iU/1 (sinirlar 0-40 mg/d|),

AST: 50 iU/l (sinirlar 0-43 mg/dl),

GGT: 28 1U/I,

Total bilirubin: 0.89 mg/dl, direkt bilirubin: < 0.22 mg/dl,
Albumin: 4.2 mg/dl, globulin: 3.3 mg/dI,

Alfa feto-protein: 3.2 ng/ml
BUN: 19 mg/dI, kreatinin: 0.7 mg/dl,
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Anti-HAV ve anti-HCV pozitif
HBsAg ve AntiHBs (-)

HCV RNA: 251.633 iU/ml,
Genotip: 1b,

iL28B: CT

Batin USG ve ust endoskopi normal
Otoantikorlar negatif,

Tiroid fonksiyon testleri normal
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Hastaya karaciger biyopsi planlandi.

» Histopatolojik tani: Kronik hepatit

Modifiye Knodell skorlamast:

Piece meal nekroz: 2 ~
Genis nekroz: O 7/18
Fokal nekroz: 2 e
Portal iltihap: 3

L

Fibroz: 4/6

Fibro Test skoru: 0.79
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Klinik seyir:

¢ Hastaya SOF 400 mg/giin + PEG-iFN alfa 2b 1.5 pg/kg/hafta
+ RBV 1000 mg/gun kombinasyon tedavisi baslandi

¢ (Bir faz lll calisma nedeniyle)

14



Sofosbuvir

- Potent pangenotip ™%,
antiviral aktivite "¢ ) 7

— Yuksek direnc¢ bariyeri

— Gunde bir kez 400mg
kullanim

SOF
nukleotid

polimerase
inhibitor

SOVALDI®Y
(sofosbuvir 400mg tablets

NS5B polimeraz inhibitori

Lawitz E, et al. EASL 2011. Poster #1219.
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Sofosbuvir Faz 3 Calismalari

Population

GT 1, 4, 5, 6 Onceden tedavi

Total
Patients

Number (%)
with Cirrhosis

Lower Limit of
Platelets

NEUTRINO 327 54 (17) | 290,000/mm?3
almayan
GT23
VALENCE Treatment-Naive & 323 37 (11) 2 50,000/mm3
Treatment-Experienced
GT2,3
FISSION . 499 100 (20) 2 75,000/mm?3
Treatment Naive
POSITRON GT2,3 278 44 (16) No Lower Limit
IFN Unable
GT2,3
FUSION _ 201 68 (34) 2 50,000/mm?3
Treatment-Experienced
GT1,2,3
Treatment-Naive GT 1, 2, 3 and .
- & 192 12 (6 No L Limit
PHOTON-1 Treatment-Experienced GT 2, 3 with © o Lowertimi
HIV/HCV co-infection
Total 1,820 265 (15%)
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Sofosbuvir Faz 3 Calisma dizayni

GT1,45,6 No response guided therapy

Hafta 07— 12 16 24
Tedavi-Naiv: NEUTRINO

PNAE SOF + PEG-IFN + RBV, n=327 SVR12

Historical Control: TVR or BOC + PEG-IFN + RBV

36

\\

_ SOF 400 mg/d; PEG-IFN 180 pg/wk; RBV 1000-1200 mg/d for SOF+RBV arms and 800 mg/d for PEG-IFN+RBV arm; 17
*SOF 400 mg/d + RBV 600-1000 mg/bid
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Klinik ve lab. takip Baslangi¢ 2. hafta 4.hafta
Hb (g/dl) 15.6 14.1 13.6
Notrofil (/mm?3) 5.800 4.200 2700
Trombosit (/mm?3) 200.000 234.000 229.000
ALT (ON) 53 28 31
AST (UN) 50 23 30
GGT (UN) 28 23 73

T. bilirubin (mg/dl) 0.89 1.12 0.71
D. bilirubin (mg/dl) <0.22 0.51 0.28
PTZ (sn) 12.8 13.1 13.3
INR 1.2 1.2 1.2
HCV-RNA (i0/ml) 251.663 Negatif* Negatif

* 1. haftadan itibaren




Klinik ve lab. Baslangi¢ 2. hafta 4.hafta 6.hafta
takip

Hb (g/dl) 15.6 14.1 13.6 12.4
Notrofil 5.800 4.200 2.700 3.300
(/mm?3)

Trombosit 200.000 234.000 229.000 206.000
(/mm?3)

ALT (0N) 53 28 31 35
AST (UN) 50 23 30 29
GGT (Un) 28 23 73 18

T. bilirubin 0.89 1.12 0.71 1.02
(mg/dl)

Direkt bil. <0.22 0.51 0.28 0.47
(mg/dl)

PTZ (sn) 12.8 13.1 13.3 12.4
INR 1.2 1.2 1.2 1.1
HCV-RNA 251.663 Negatif Negatif Negatif

(10/ml)




Klinik ve Baslangic 2. hafta 4.hafta 6.hafta 8. hafta
lab. takip

Hb (g/dl) 15.6 14.1 13.6 12.4 10.9
Notrofil 5.800 4.200 2700 3.300 3000
(/mm?)

Trombosit 200.000 234.000 229.000 206.000 194.000
(/mm3)

ALT (0N) 53 28 31 35 27
AST (UN) 50 23 30 29 23
GGT (Un) 28 23 73 18 16

T. bilirubin 0.89 1.12 0.71 1.02 0.69
(mg/dl)

Direkt bil. <0.22 0.51 0.28 0.47 0.43
(mg/dl)

PTZ (sn) 12.8 13.1 13.3 12.4 12.3
INR 1.2 1.2 1.2 1.1 1.1
HCV-RNA 251.663 Negatif Negatif Negatif Negatif

(i0/ml)




Klinik ve Baslangi¢ 2. hafta 4.hafta 6.hafta 8. hafta 10. hafta
lab. takip

Hb (g/dl) 15.6 14.1 13.6 12.4 10.9 11.1
Notrofil 5.800 4.200 2700 3.300 3000 1800
(/mm?3)

Trombosit 200.000 234.000 229.000 206.000 194.000 180.000
(/mms3)

ALT (ON) 53 28 31 35 27 28
AST (0N) 50 23 30 29 23 21
GGT (UN) 28 23 73 18 16 16

T. bilirubin 0.89 1.12 0.71 1.02 0.69 0.95
(mg/dl)

Direkt bil. <0.22 0.51 0.28 0.47 0.43 0.49
(mg/dl)

PTZ (sn) 12.8 13.1 13.3 12.4 12.3 12
INR 1.2 1.2 1.2 1.1 1.1 1.1
HCV-RNA 251.663 Negatif Negatif Negatif Negatif Negatif

(iU/ml)




Klinik ve | Baglangi¢ | 2. hafta 4.hafta 6.hafta 8. hafta | 10. hafta | 12. Hafta
lab. takip (TSY)
Hb (g/dl) 15.6 14.1 13.6 12.4 10.9 11.1 11.8
Notrofil 5.800 4.200 2700 3.300 3000 1800 1680
(/mm3)

Trombosit | 200.000 234.000 229.000 206.000 194.000 | 180.000 | 17/5.000
(/mm3)

ALT (UN) 53 28 31 35 27 28 35
AST (UN) 50 23 30 29 23 21 30
GGT (U/) 28 23 73 18 16 16 20

T. 0.89 1.12 0.71 1.02 0.69 0.95 0.69
bilirubin

(mg/dl)

Direkt bil. <0.22 0.51 0.28 0.47 0.43 0.49 0.36
(mg/dl)

PTZ (sn) 12.8 13.1 13.3 12.4 12.3 12 12
INR 1.2 1.2 1.2 1.1 1.1 1.1 1.1
HCV-RNA | 251.663 Negatif Negatif Negatif Negatif Negatif Negatif

(i0/miI)




Klinik ve Bas. 2. hafta 4.hafta 6.hafta 8. hafta | 10. hafta | 12. hafta | Takip 4.
lab. takip hafta
Hb (g/dl) 15.6 14.1 13.6 12.4 10.9 11.1 11.8 13
Notrofil 5.800 4.200 2700 3.300 3000 1800 1680 3800
(/mm3)

Trombosi | 200.000 | 234.000 | 229.000 | 206.000 | 194.000 | 180.000 | 175.000 | 210.000
t (/mm?3)

ALT (0N) 53 28 31 35 27 28 35 28
AST (0N) 50 23 30 29 23 21 30 25
GGT (0N) 28 23 73 18 16 16 20 15

T. 0.89 1.12 0.71 1.02 0.69 0.95 0.69 0.30
bilirubin

(mg/dl)

Direkt <0.22 0.51 0.28 0.47 0.43 0.49 0.36 <0.2
bil.

(mg/dl)

PTZ (sn) 12.8 13.1 13.3 12.4 12.3 12 12 12
INR 1.2 1.2 1.2 1.1 1.1 1.1 1.1 1
HCV-RNA | 251.663 Negatif Negatif Negatif Negatif Negatif Negatif Negatif

(i0/ml)




Klinik ve Bas. 2. hafta 4.hafta 6.hafta | 8. hafta | 10. hafta | 12. hafta | Takip 4. | Takip 8.
lab. hafta hafta
takip

Hb (g/dl) 15.6 14.1 13.6 12.4 10.9 11.1 11.8 13 14.2
Notrofil 5.800 4.200 2700 3.300 3000 1800 1680 3800 4500
(/mms3)

Trombo. | 200.000 | 234.000 | 229.000 | 206.000 | 194.000 | 180.000 | 175.000 | 210.000 | 238.000
(/mms3)

ALT (UN) 53 28 31 35 27 28 35 28 29
AST (0N) 50 23 30 29 23 21 30 25 27
GGT 28 23 73 18 16 16 20 15 22
(Ony

T. 0.89 1.12 0.71 1.02 0.69 0.95 0.69 0.30 0.30
bilirubin

(mg/dl)

Direkt <0.22 0.51 0.28 0.47 0.43 0.49 0.36 <0.2 <0.2
bil.

(mg/dl)

PTZ (sn) 12.8 13.1 13.3 12.4 12.3 12 12 12 12.1
INR 1.2 1.2 1.2 1.1 1.1 1.1 1.1 1 1.2
HCV- 251.663 | Negatif Negatif Negatif Negatif Negatif Negatif Negatif Negatif
RNA

(i0/mI)




Kl. ve Bas. 2. hafta | 4.hafta 6.hafta | 8. hafta 10. 12. Takip 4. | Takip 8. Takip
lab. hafta hafta hafta hafta 12.
takip hafta
Hb (g/dl) 15.6 14.1 13.6 12.4 10.9 11.1 11.8 13 14.2 14.9
Notrofil 5.800 4.200 2700 3.300 3000 1800 1680 3800 4500 3870
(/mms3)

Trombo. | 200.000 | 234.000 | 229.000 | 206.000 | 194.000 | 180.000 | 175.000 | 210.000 | 238.000 | 270.000
(/mm3)

ALT (0N) 53 28 31 35 27 28 35 28 29 27
AST 50 23 30 29 23 21 30 25 27 22
(Ony

GGT 28 23 73 18 16 16 20 15 22 18
(un

T. 0.89 1.12 0.71 1.02 0.69 0.95 0.69 0.30 0.30 0.32
bilirubin

(mg/dl)

Direkt <0.22 0.51 0.28 0.47 0.43 0.49 0.36 <0.2 <0.2 <0.2
bil.

(mg/dl)

PTZ (sn) 12.8 13.1 13.3 12.4 12.3 12 12 12 12.1 12
INR 1.2 1.2 1.2 1.1 1.1 1.1 1.1 1 1.2 1.1
HCV- 251.663 | Negatif Negatif Negatif Negatif Negatif Negatif Negatif Negatif Negatif
RNA

(i0/mi1)




> 90% KVY 12. hafta tedavi Naiv GT 1, 2, 3, 4, 5,
SOF bazl tedavi
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GT1,4 GT 2 GT 3 GT 5/6
NEUTRINO FISSION & VALENCE NEUTRINO
VALENCE

Lawitz E, et al. N Engl J Med 2013;368:1878-87;
Jacobson IM, et al. N Engl J Med 2013;368:1867-77;
Zeuzem S, et al. N Engl J Med 2014;370:1993-2001.



Farkli gruplarda klinik calisma sonuclari

IFN-based SOF + RBV +
PEG-IFN

All-oral, IFN-free LDV/SOF + RBV All-oral, IFN-free SOF + RBV
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Specific Populations
Compensated
Cirrhosis
Decompensated
Cirrhosis

Liver Transplant - ﬁ) o o

Bleeding
Disorders

To view the data available in each patient population
click on the Genotype or Special Population

KEY: Dark green: data available supporting recommended treatment regimen; : data available; : no data available. 28



Direnc analizi

Study* SOF + PEG-IFN + RBV

NEUTRINO (n=31) 0%

FISSION (n=75)
POSITRON (n=46)
FUSION (n=75)
VALENCE (n=41)

PHOTON-1 (n=38)

*n=number of subjects with virological failure

¢ In Phase 3 trials, no patient had the NS5B substitution S282T detectable at baseline
— Evaluated 304 virological relapsers; 4 virological breakthroughs due to non-adherence
— S282T was not detected by deep sequencing in any patient analysed
— Phenotypic analyses demonstrated no new mutations and no reduction in susceptibility to SOF or RBV
¢ InPhase 2 trials, only 2 patients were identified to have developed the S282T substitution
at relapse

— One patient on SOF mono-therapy in ELECTRON, retreated with SOF+RBV x 12 weeks and achieved
SVR12

— One patient on LDV/SOF in LONESTAR, retreated with LDV/SOF+RBV x 24 weeks and achieved SVR12

Svarovskaia E, et al. AASLD 2013. Oral #1843; Zeuzem S, et al. N Engl J Med 2014;370:1993-2001; Sulkowski MS, et al. AASLD 2013. Oral #212.
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Integrated Safety Analysis of SOF Phase 3 Studies
Grad 2 advers etkl Gordon S, et al. EASL 2014. Poster #1171.

SOF +

PEG-IFN+
Plasebo WB RBV*
12 wk 12 wk
Hastalar,% n=71 n=327
Yorgunluk 6 18 13
Anemi 0 6 14
Bas agrisi 3 7 9
Uykusuzluk 1 9 6
Notropeni 0 10 12
Bulanti 1 5 6
Depresyon 0 7 2
Irritabilite 0 6 4
Kasinma 0 3 2
Grip benzeri hastalik 0 5 3

Thrombositopeni 1 8 2

832




Istenmeyen etkiler

SOF +
PEG-IFN+
Plasebo WB RBV*
12 wk 12 hf
Hastalar , % n=71 n=327
Herhangi AE 78 96 o5
Grade =23 AE 1 15
Tedavi
kesilmesini 4 11 2
gerektiren AE
Siddetli AE 3 1

*RBV dose was 1000-1200 mg/day with SOF-containing regimens and 800 mg/day with PEG-IFN+RBV regimen
Gordon S, et al. EASL 2014. Poster #1171. WB: weight-based; D/C: discontinuation 33



Klinik ve 2. hft 4. hft 6. hft 8. hft 10. hft 12.hft
lab. takip
Yan Halsizlikte
etkiler Kons. Halsizlik, Halsizlik, | artma (Hb:| Halsizlik | Halsizlik
semp. deri | deride deride 10.9
kurulugu | kuruluk | kuruluk, hafif | gr/dl),
kaginti deride
kuruluk,
hafif
kasinti
Yapilan
uygula | Parasetam | Nemlendir | Nemlendirici, | RBV dozu | RBV 600 | RBV 600
malar ol tablet, ici antihistaminik | 600 mg’ye | mg verildi mg
nemlendiri dasuraldu verildi

Cl




Advers etkiden dolayi tedavi sonlanmasi

SOF Phase 3 gall§ma analizi

Calisma adi SOF + PEG-IFN + RBV

NEUTRINO (n=327)

FISSION (n=256)

POSITRON (n=207)

FUSION (n=201)

VALENCE (n=334)

PHOTON-1 (n=182)

1.5%

Lawitz E, et al. N Engl J Med 2013;368:1878-87; Jacobson IM, et al. N Engl J Med 2013;368:1867-77;

Zeuzem S, et al. N Engl J Med 2014;370:1993-2001; Sulkowski MS, et al. AASLD 2013.Oral #212.
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¢ SOF direng bariyeri yuksek

¢ HCV NS5B S282T mutasyonu in vitro duyarlihgi
azaltmakta

¢ RBV+PegINF lu ya da INF suz tedavi uygulanan
2600 hastada direnc¢ gelismemis

36



Sofosbuvir iceren rejimleri degerlendirme

— SOF- temelli rejimler 1yi tolere edildi.

— |stenmeyen etki profili RBV veya PEG-IFN
+ RBV tedavisine benzer

— Virolojik breakthrough tedaviye
uyumsuzlukla iligkili bulundu.

— Kombinasyon tedavi ile direng
gozlenmedi.

— Hastamizda da tedavi sonucu basarili bulunmustur.

37
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D.E., 48 yasinda, erkek hasta, c¢iftci, Nigde

Basvuru tarihi: Aralik 2014

Yakinmalar: Halsizlik, cabuk yorulma, bacaklarinda sisme
Oykui:

2005 yilinda sirt agrisi, yorgunluk ve halsizlik nedeniyle Nigde'de
basvurdugu hastanede tetkikleri yapiimis

Anti-HCV ve HCV RNA'sI pozitif saptanan hastaya karaciger
biyopsisi sonucunda siroz tanisi konulmus
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Oyki
Onceki tedavileri:
— PEG-IFN + RBV - 48 hafta—— Relaps (2012 yih)
— PEG-IFN + RBYV - 24 hafta—> Yanitsiz (2013 yih)
— PEG-IFN + RBV + BOC- 32 hafta—> Yanitsiz (2013 yih)

¢ Halsizlik disinda baska sikayeti olmayan hasta hepatit tedavisinde
yeni ilaclarin ¢iktigint duydugu i¢gin basvurmus

¢ Ozgecmis ve soygecmis:
— Ogzellik yok
¢ Aldigi tedaviler:

— Propranolol (dideral) ve spironolakton (aldakton) kullaniyor
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Sistemik muayene:

Obez gorunumde, boy: 171 cm, vucut agirhgi: 100 kg,
yuzde ve govdede “spider” anjiomalar,

ellerde palmar eritem

konjuktivalar hiperemik,

traube kapali

alt ekstremitelerde gode birakan (1+) 6dem
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Laboratuvar bulgularti:

Hb: 13.7 g/dl,

BK: 5.540/mm3,

trombosit: 86.000/mm3,

sedimentasyon hizi: 46 mm/saat,

kantitatif CRP: 12.5 mg/dl (sinirlar 0-10 mg/dl)
ALT: 51 1U/1,

AST: 207 iU/,

GGT: 110 iU/,

alfa feto-protein: 8.26 ng/ml,

® & & 6 O O o o o
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total bilirubin: 3.42 mg/dl, direkt bilirubin: 1.72 mg/dl,
albumin: 3.07 mg/dl, globulin: 4.1 mg/dI,
PTZ: 16.5 sn, INR: 1.57,

BUN: 16 mg/dl, kreatinin: 0.83 mg/dl, eGFR: 133.1
ml/dk,

Otoantikorlar negatif,

tiroid fonksiyon testleri normal
Anti-HAV, anti-HBs ve anti-HCV pozitif
HCV RNA: 539.000 |U/ml,

genotip: 1b, IL28B: CT
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Batin USG: Karaciger boyutu 15 cm, konturlari hafif duzensiz,
parankimi granuler gorunumde, dalak boyutu 13 cm

Ust endoskopi: Portal hipertansif gastropati, II-11l. derece
ozafagus varisleri

Child-Pugh kategorisi:8, Child B: (7-9 puan)
MELD skoru: 16

Dekompanse siroz
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¢ Hastanin “insani amacli erken erisim programi” ile
SOF/LDV + RBYV tedavisine ulasma sansi oldul!

SOVALDI®Y
(sofosbuvir 400mg film- tablet)

HARVONI®Y
(ledipasvir 90mg/sofosbuvir 400mg

film-kaph tablet)



Ledipasvir/Sofosbuvir: Tek tablet rejimi (STR)

¢ Ledipasvir

. N . LDV o W
— Multipl HCV genotiplerine etkili A 4 N
piHEV genatip NS5A DA P

— NS5B RAV S282T? inhibitor e
— Gunde 1 kez , oral, 90 mg

¢ Sofosbhuvir

— Potent antiviral aktivite HCV GT 1-6 SOF - NS5B

— Etkili NS5A RAVS3 ik = nukleotid
poimerase

inhibitor

H H'ﬁ\n/o\
o

— Direng nbariyeri yuksek
— GuUnde 1 kez, oral, 400-mg tablet

¢ Ledipasvir/Sofosbuvir

SOF - NS5B
STR NS5A nukleotid

— Once-Gunlik oral, fiks doz (90/400 inhibitor polimerase
mg) inhibitor

RBV-siz kombine tablet
— ,yiyecekle etkilesmez

1. Lawitz E, et al. EASL 2011. Poster #1219; 2. Cheng G, et al. EASL 2012. Poster #1172; 3. SOVALDIY® Gilead Sciences, Summary of product Characteristics, March 2015 46



LDV/SOF WAVE 2
Genotip 1 Hastalar

UYGUN TEDAViI SECENEKLERI

F4 F4 F4

FO-F1 CTP A CTPB CTPC

[

Ledipasvir / Sofosbuvir
Tek Tablet Regimi

P'Hi T

GT 1 patients with decompensated cirrhosis or who are pre-/post-liver transplant require addition of RBV
12 weeks LDV/SOF without RBV for GT 1 decompensated and post-liver transplants
is not an approved treatment duration in the EMA SmPC

1. Afdhal N, et al. N Engl J Med 2014;370:1889-98; 2. Afdhal N, et al. N Engl J Med 2014;370:1483-93;
3. Kowdley KV, et al. N Engl J Med 2014;370:1879-88; 4. Reddy KR, et al. Hepatology 2015; doi: CTP: Child-Turcotte-Pugh score; F: fibrosis score; GT'8
10.1002/hep.27826; 5. Flamm S, et al. AASLD 2014, Oral #239; 6.Reddy R, et al. AASLD 2014. Oral #8 genotypé



Wave 2: LDV/SOF

ION-1 (TN)
12-24w

ELECTRON-2
SYNERGY
LONESTAR
ERADICATE

Filling gaps

ION-2 (TE)
12-24w

Re-
treatment

337-1118

ION-3 (TN) ION-4
8—-12w (co-infection)

Pre-transplant
Post-transplant
(US)
Pre-transplant
Post-transplant
(EV)

E
failures

(France)

GT 4,5
(France)

|
Ozel durumlar
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Hastanin tedavileri

Onceki tedavileri:

— PEG-IFN + RBV - 48 hafta  Relaps (2012 yili)
— PEG-IFN + RBV - 24 hafta  Yanitsiz (2013 yil1)

— PEG-IFN + RBV + BOC- 32 hafta

— Tedavi oncesi degerleri:

¢ HCV RNA: 539.000 iU/ml,
¢ genotip: 1b, IL28B: CT

¢ Dekompanse Siroz

Yanitsiz (2013 yili)
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Japanese GT 1 Study (LDV/SOF*RBYV x 12 weeks)

(Pl + PEG-IFN + RBYV ile tedavi alan, onceki basarisiz ) Japanese GT 1 hastalar

Wk 0 Wk 12 Wk 24 Wk 36

n=171 RAV/Ele)= ¢ SVRI2 SVR24

n=170 ERV/EeIZEN=I:1Y] ¢ SVRI12 SVR24

Demographics

Mean age, y (range) 59 (28-80)

Age 265y, n (%) 112 (33)

Male, n (%) 142 (42)

Mean BMI, kg/m? (range) 23 (16-36)

:\(IJE/’r?]rll_ IEISCD\; RNA, log,, 6.6 (0.5)

Cirrhosis, n (%) 76 (22)

IL28B non-CC, n (%) 176 (52)

HCV GT 1b, n (%) 330 (97)

Mizokami M, et al, AASLD 2014, Poster #1929. TE: treatment-experienced; TN: treatment-naive o1



Japanese GT 1 Study (LDV/SOFxRBV x 12 weeks)

Virolojik yanit

W LDV/SOF
SVR12
100 o6 100 100 100 98
100 -
~ 80 -
>
g)l' 60 -
< 40
> |
20 -
0 83/83 @ 80/83 88/88 87/87 171/171 167/170
) Treatment- Treatment- Overall
Naive Experienced

100 -

80

SVR12 (%)
S )
o o

N
o

o

B LDV/SOF+RBV

SVR12Siroz varliginda

* *

100 97 100 92 100 100 100

100

70/70 | 69/71 13/13 11/12 60/60 64/64 28/28 23/23

No Cirrhosis Cirrhosis No Cirrhosis Cirrhosis

Treatment-Naive Treatment-Experienced
* Treatment naive, no cirrhosis: SVR > 63% control SVR rate, P<0.001

100% of subjects achieved SVR after LDV/SOF STR for 12 weeks (RBV provided no additional benefit)

Mizokami M, et al, AASLD 2014, Poster #1929.

Error bars represent 95% confidence intervals.

1,



Dekompanse siroz olgularinda tedavi?

Tedavi Rejimi

Genotip 1ve 4 LDV/ SOF + RBV* LDV/ SOF **
12 hafta 24 hafta

Alternatif Rejim

Genotip 1ve 4 LDV/ SOF + RBV*
24 hafta***
Genotip 2ve 3 SOF + RBV

48 hafta****

» Orta veya agir hepatik yetmezlik, CTB sinif B veya C, HSK dahil transplant
adaylari

*RBV 600 mg ile baslanir, hasta tolere ederse doz artirilir!
** Anemisi veya RBV intoleransi olanlarda :
*** SOF temelli tedavilerde basarisizlik yagsanan hastalarda AASLD. Hepatology 2015;
**** Hastanin kreatinin klerensi ve Hb duzeyi dikkate alinmalidir 62:932-54.



Dekompanse siroz olgularinda tedavi?

Tedavi Rejimi

Genotip 1,4,5ve 6 LDV/ SOF SOF + DCV + RBV
12 hafta 12 hafta
Genotip 1,2,3,4,5ve 6 SOF + DCV + RBV
12 hafta
Genotip 2 SOF + RBV
16-20 hafta
Alternatif Rejim*
Genotip 1,4,5ve 6 LDV/ SOF
24 hafta
Genotip 1,2,3,4,5ve 6 SOF + DCV
24 hafta

¢ Child-Pugh B veya C, transplantasyon igin bekleyenler ve komorbid durumu olmayanlar
* RBV kullanimi kontrendike ise veya intolerans varsa

EASL. J Hepatol 2015; 63:199-236.



SOLAR-1

Hastalarin %96'sinda KVY12

TP A'da %96 KVY12 CTP
‘de %85 KVY12CTP Cde

LOV/SOF +RBY, | GT 1 veya G 4 hastalar, karaciger
12 hafta nakli sonras, sirozu olmayan
(FO-F3)
G 1veya GI 4 hastalar, karaciger
nakli sonrasl, sirozu olan (CTP A,
Bveya ()
LOV/SOF +RBY, | GT 1 veya G 4 hastalar, karaciger
24 hafta nakli sonras, sirozu olmayan

(FO-F3)

G 1veya GI 4 hastalar, karaciger
nakli sonrasi, sirozu olan (CTP A,

Bveya ()

‘de %83 KVY12CTP C'de
67 KVY12




LDV/SOF WAVE 2 ~: DD
GT 1 F4 and Liver Transplant
I

F4

CTPB

A 24 hafta - Dekompanse siroz

ctPe LDV/SOF + RBV ~veyatransplant
- -

HARVONIY (ledipasvir/sofosbuvir), Summary of Product Characteristics, November 2014,



LDV/SOF WAVE 2

F4

CTP A

12 hafta riski diisiik

hastalar

F4

CTP A

g’"’"KIinik progresyon

Dusuk risk
Trombosit 2 75,000
/mms3

Diger fktorler:

Portal HT yok:

HC dekompansasyon
epizodu yok

HARVONIY (ledipasvir/sofosbuvir), Summary of Product Characteristics, November 2014,

“PROGRESYON
RISKI YUKSEK

Trombosit < 75,000
/mm?3

Diger faktoerler

<Portal HT, varisler
Onceki HCV
dekompansasyon epizodu
hikayesi

o



SIRIUS: PEG-IFN + RBV ve
Pl + PEG-IFN + RBV ile basarisiz tedavi edilen sirotik hastada yeniden
tedavi

Albumin ALT
12 Weeks 24 \Weeks 12 Weeks 24 \Weeks
6] P<0.001 1 P<0.001 3501 P<0.001 1 P<0.001
5 | 300+ 1
= 250+
S 41 . S
g ° S 1501 .
8 21 1 < 100- .
= 1 50
11 = 1]
0 . . — . 0 . .
Baseline FuU12 Baseline Fy12 Baseline FU12 Baseline FU12
Bilirubin INR
12 Weeks 24 Weeks 12 eeks 24 Weeks
37 P<0.001 - 257 P=0.45 .
-~ P=0.001 |
8 c 2
> 27 3 P=0.44
£ 5
D157
5 | | = I
'O -
g l_ | I | L T | L | | L | |
T
0 | | !
0

Baseline FU12 Baseline FU12 Baseline FU12 Baseline FU12

Labaratuvar.parametrelerinde degisiklikler -



Klinik ve lab. takip Baslangig 2. hafta 4.hafta 6.hafta 8. hafta
Hb (g/dl) 13.7 13.5 13.3 13.7 14.8
Notrofil (/mmg) 2300 2150 1950 2440 2470
Trombosit (/mm3) 86.000 98.000 110.000 141.000 119.000
ALT (0N) 51.7 29 17.2 15.8 14.8
AST (UN) 207.3 85 53.6 49.7 55
GGT (UN) 110.5 93.7 87.1 72.4 66.5
T. bilirubin (mg/dl) 3.42 2.96 2.17 2.40 1.65
Albumin/Globulin 3.07/4.1 3.34/4.82 3/5,08
mg/dL

Direkt bil. 1.72 1.60 1.31 1.23 1
(mg/dl)

PTZ (sn) 16.5 17.5 18.1 21.9 19
INR 1.57 1.71 1.66 1.78 1.69
HCV-RNA (iU/ml) 539.000 Bakilmadi 208 Bakilmadi Negatif
Yan etkiler Yok Yok Yok Yok yok
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Klinik ve Bas. 2. hafta 4.hafta 6.hafta 8. hafta 10. hafta | 12. hafta | 16. hafta
lab. takip

Hb (g/dl) 13.7 13.5 13.3 13.7 14.8 14.6 14.8 13.4
Notrofil 2300 2150 1950 2440 2470 2380 2400 2390
(/mm3)

Trombosit | 86.000 98.000 110.000 141.000 119.000 110.000 112.000 117.000
(/mm3)

ALT (0N) 51.7 29 17.2 15.8 14.8 17.7 16.1 16.5
AST (0N) 207.3 85 53.6 49.7 55 52 55.7 48.8
GGT (0N) 110.5 93.7 87.1 72.4 66.5 59.1 60.2 50.4
T.bilirubin 3.42 2.96 2.17 2.40 1.65 1.70 1.68 2
(mg/dl)

Direkt bil. 1.72 1.60 1.31 1.23 1 1.04 1.03 0.88
(mg/dl)

PTZ (sn) 16.5 17.5 18.1 21.9 19 18.6 19 18
INR 1.57 1.71 1.66 1.78 1.69 1.70 1.69 1.69
HCV-RNA | 539.000 Bakilmadi 208 Bakilmadi | Negatif | Bakilmadi | Negatif | Bakiimadi
(i0/ml)

Yan Yok Yok Yok Yok Yok Yok Yok Yok
etkiler
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¢ Hastamiz 18. haftada ALT, AST enzim
normal sinirda

¢ HCV RNA negatif devam etmekte

61



F4 F4 :I:
CTPB CTPC

LDV/SOF WAVE 2

LDV/Slth:‘ RBV %85 87 SSOLARL and 2
(22126 ; 26/30)

LDV/SOF + RBV
24 hf %89 966"8OLAR
(24127 ; 24125) %

and 2
Pre-Tx

Trandpalnt oncesi

LDV/Slth;‘ RBV %81'86C"SOLAR_E?£CT1X2
(17/21 ; 19/22)

LDV/SOF + RBV %70 87@’

24 hf

OLAR-
(14/20 ; 20/23)

and 2
Pre-Tx
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Charlton M, et al. Gastroenterology Published Online May 2015; Flamm, AASLD, 2014, Oral #239; Manns, EASL, 2015, GO2; Data on File, Gilead Sciences, Inc.



ELECTRON-2 SP 04

GT 1 Dekompanse hastalar: LDV/SOF x 12 hf

: : 12 weeks

S

>

g

8 HCV GT 1 Treatment-naive SVRL2
< nd experienced — LDV/SOF 90 /400 mg/day >
wn . 0

@ CTHR class B cirrhotics

S n=20 Study Week 0 12 24
é No response guided therapy

(&)

5

I 100 -

()

3 N

) —

5 g 80 -

§ n 65%

S = 60 -

= =

g 2

8 c 40 -

@ 2

£ IS

2 o 20 -

c X

=}

5 13/20

s 0 .

|_

Overall

Gane E, et al. EASL 2014. Oral #6;

Data on file — Gilead Sciences EAME — (HCV1300045). 63
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GT 1+ 4 Dekompanse hasta
LDV/SOE +RBV. x12hafta

: : 12 weeks

HCVGT1+4 LDV/SOF 90 /400
aiv ve deneyimli mg/day + SVR12
Klas B and klas C RBV 1000-1200 mg/day
irotikler, n=52
Study Week 0 No response guided therapy 12 24

100

87% 87% 86%

To return to the Special Populations overview click on the Sp Pops chevron
% Patients with SVR12

Overall CTP-B CTP-C
SOLAR-1

Data on file — Gilead Sciences EAME — (HCV1300116)
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KVY 12: hafta: Trombosit < 90,000/mms3

V%

100% 92%
80%
60%

40%

% of Patients

20%

0%

SVR12

ION-2 (LDV/SOF£RBYV x 12 or 24 hafta

Data on File, Gilead Sciences *The one patient who did not achieve an SVR, took 1 dose and withdrew consent 65



SIRIUS: PEG-IFN + RBV ve Pl + PEG-IFN + RBV ile
basarisiz tedavi edilen sirotik hastada yeniden tedavi

96 97
100 I
80 -
£ 60 -
N
Y
> 40 1
7))
20 -
0 75177
LDV/SOF + RBV LDV/SOF
12 hafta 24 hafta

Tedavi deneyimli sirotik hastalarda da 12 ve 24. haftada benzer sonuglar

Bourliére M, et al. Lancet Infect Dis 2015;15:397—404. Error bars represent 95% confidence intervals 66



SD
MELD Skoru Baslangictan tedavi sonu 4. 141e

haftaxa kadar Week 4

24 wk (n=29)* 24 wk (n=26)*

(+10)

4 4

2 2
@
o
O n=5 n=5 n=2 n=3
n — T I —
n O 0
_
L
=

2 2

4 4

-6 -6 &

(-8)
SOLAR-1: LDV/Skorunda degisiklikDekompanse sirozda

Flamm M, et al. AASLD 2014. Oral #239 *Missing FU-4: n=2 CTP B 12 wk; n=4 CTP B 24 wk; n=2 CTP C 12 wk; n=7 CTP C 24 wk 67



Integrated Safety Analysis of Phase 3 ION Trials

Advers etki profili LDV/SOF * RBV

LDV/SOF LDV/SOF LDV/SOF
8 Weeks 12 Weeks 24 Weeks
n (%) (N = 215) (N = 539) (N = 326)
(Yorgunluk 45 ( 21%) 116 ( 22%) 79 ( 24%) 75 ( 35%) 124 ( 38%) 132 ( 40%)
Bas agrisi 30 ( 14%) 113 ( 21%) 79 ( 24%) 54 ( 25%) 75 ( 23%) 99 ( 30%)
@ulantl 15 ( 7%) 61 ( 11%) 36(11%)) 38 (18%) 57 (17%) 57 (17%)
Insomnia 11 ( 5%) 41 ( 8%) 30 ( 9%) 26 ( 12%) 63 ( 19%) 66 ( 20%)
Diarrhoea 15 ( 7%) 40 ( 7%) 33 ( 10%) 13 ( 6%) 23 ( 7%) 31 ( 10%)
Irritability 3( 1%) 22 ( 4%) 21 ( 6%) 29 ( 13%) 30 ( 9%) 36 ( 11%)
[Rash 3 ( 1%) 23 ( 4%) 21 ( 6%) 19 ( 9%) 32 ( 10%) 43 ( 13%) ]
Arthralgia 9 ( 4%) 32 ( 6%) 27 ( 8%) 11 ( 5%) 27 ( 8%) 28 ( 9%)
Cough 3( 1%) 18 ( 3%) 21 ( 6%) 12 ( 6%) 37 (11%) 41 ( 13%)
Pruritus 2 ( 1%) 21 ( 4%) 10 ( 3%) 16 ( 7%) 32 ( 10%) 30 ( 9%)

Algahtani S, et al. AASLD 2014, Poster #1944,
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 KV, et al. N Engl J Med 2014;370:1879-88.



Guvenirlik LDV/SOF £ RBV

n (%)

AE
Treatment-related AE
Grade =2 3 AE
Serious AE

Treatment-related serious AE

AE leading to study drug
modification/interruption

AE leading to treatment D/C

Death

LDV/SOF

n=1080

800 (74)
484 (45)
46 (4)
34 (3)
4 (<1)
6 (<1)
6 (1)

0

LDV/SOF+RBV
n=872

745 (85)
617 (71)
45 (5)
17 (2)
1(<1)
118 (14)
7 (1)

0

Total

N=1952

1545 (79)
1101 (56)
91 (5)
51 (3)
5 (<1)
124 (6)
13 (1)

0

Algahtani S, et al. AASLD 2014, Poster #1944,
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 KV, et al. N Engl J Med 2014;370:1879-88.

D/C, discontinuation 69



SIRIUS:
PEG-IFN + RBV ve Pl + PEG-IFN + RBV basarisiz Sirotik hastalarin yeniden

tedavisi

& L1 |

Overall

Safety

Bourliére M, et al. Lancet Infect Dis 2015;15:397-404.

Subjects, n (%)

Placebo 12 Weeks

— LDV/SOF + RBV 12 Wk

AEs

Grade 3-4 AEs

SAEs

Treatment-related SAEs

Treatment D/C due to AEs

Death

Grade 3-4 lab abnormalities
Haemoglobin < 10 g/dL

Haemoglobin < 8.5 g/dL

Placebo LDV/SOF+RBV
1n2=\;v7k 1n2=\%k
63 (82) (66 (87)
1(1) 5(7)
1(1) 3 (4)

0 1(1)
1(1) 0
0 0
18 (23) 8 (11)
1(2) 1(2)
1 (1) 1(1)

Overall
Period
n=77

74 (96)
6 (8)
4 (5)
1 (1)

1(1)

24 (31)
2 (3)
2 (3)

LDV/SOF

66 (85)

2(3)
3(4)

0

24 Wk

Overall
Period
n=78

68 (87)
10 (13)
8 (10)

0

0

0
15 (19)

1(1)
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[ JFaz310N calismalannda siroz durumuna gére giivenlilik profili™**

n (%) LDV/SOF LDV/SOF +RBV
Siroz yok Siroz Siroz yok Siroz
(N=969) (N=111) (N=759) (N=113)
AQ 715(73.7) 85 (76.6) 646 (85.1) 99 (87.6)
Tedaviye bagh AO 438 (45.2) 46(41.4) 528 (69.6) 89(78.8)
Derece 23 AO 39 (4.0) 7(6.3) 35 (4.6) 10(8.8)
CAO 29(3.0) 5(4.5) 14(1.8) 3(2.7)
Tedaviye bagh CAO 3(03) 1(0.9) 0 1(0.9)
Calisma ilacinin 5(0.5) 1(0.9) 95 (12.5) 23(20.4)
degistirilmesine/ calisma
ilacina ara verilmesine
neden olan AO
Advers olaylar nedeniyle 6(0.6) 0 11(1.5) 0
tedaviyi birakma
Oliim 0 0 0 0

0, advers olay; LDV, ledipasvir; RBV, ribavirin; CAQ, ciddiadvers olay; SOF, sofosbuvir
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ION-2 (LDV/SOFXRBYV x 12 ye karsi 24 hafta SD 27

Dekompanse sirozda tedavi etkisi

¢ PEG-IFN + RBV z PI tedavisine yanitsiz G1 hastada LDV/SOF 12
hafta tedavide KVY orani %94

¢ LDV/SOF STR iyi tolere edilen, RBV iceren kolda AE ve lab.
anomali insidans yuksek bulunmustur.

LDF/SOF +RBV tedauvisi lyi tolere edildi.

Relaps orani kompanse sirozla benzer

Tedavi suresinin 24 haftaya uzamasi yaniti arttirmadi

24 hafta boyunca tedavi birakma orani <%3 altinda saptandi.

® & & o

Afdhal N, et al. EASL 2014. Oral #109;
Afdhal N, et al. N Engl J Med 2014;370:1483-93.



Sonug¢ olarak,

¢ G1 ile enfekte olan dekompanse sirozu

olan tedavi deneyim
boyunca LDV/SOF+
saglamaktadir.

| hastalarda 24 hafta

RBV etkin tedavi
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