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1978-1979 Yillarinda Dogu Almanya’da Gebelikten Sonra Legal Olarak
Verilen Anti-D’lerden Sonra Yasanan Buyuk Genotip 1b HCV salgini

Recipients of
HCV (1b)-contaminated anti-D immunoglobulin 1978/79
(n=2867)

25-year follow-up
(n=1980)

>

Patients lost to follow-up
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35-year follow-up
(n=718)
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718 recipients of
HCV (1b)-contaminated anti-D immunoglobulin

l l l l

Self-limited HCV infection Treaitment naive Non-SVR SVR
(m=189) (n=197) (n=183) (n=149)
* Cirrhosis!: n=2 * Cirrhosis!?: n=28 * Cirrhosis: n=28 = Cirrhosis!: n=90
* Death total: n=9 * Death total: n=13 * Death total: n=7 = Death total: n=1
- Cirrhosis-related death’: n=1 - Cirrhosis-related death: n=9 - Cirrhosis-related death: n=5 - Cirrhosis-related death!: n=1
- Dther causes of death?: n=8 - Dther causes of death?: n=4 - Other causes of death®: n=2 - Other causes of death®: n=0

Fig. 4. Liver cimhosis and death at 35 years after infection. !Including patients with alcoholic liver cirrhosis (n = 1 in the group of patients
with self-limited HCV infection; n = 7 in the treatment-naive group and n= 1 in the SVR group). “Three patients underwent LT for decompen-
sated liver cirrhosis. Three patients developed an HCC. ®Death was the result of complications of alcoholic liver cirrhosis. *Other causes of death
comprised cardiac failure, nonliver malignancy, apoplectic insult, and accident.



RNA negatve patients. US signs suggesting liver cirrho-
sis were reported in 10.3% of treatment-naive patents,
13.1% of non-SVR patients, and 5.4% of SVR patents.
We noticed an increased proportion of patients exhibit-
ing a body weight exceeding the normal range according
to the actual WHO classification. In total, only 37% of
the women exhibited a normal weight with a body mass
index (BMI) <25 kgfmz, which was in sharp contrast
to our previous reports at 20 years after infection with
90% normal-weight women. Approximately every fifth
woman in our cohort was currently obese, sometimes of
an extreme degree (BMI >40 kgf'mz).

Clinical Outcome at 35 Years After Infection. Clini-
cal signs of liver cirrhosis were detected in 67 patients
(9.3%) of the overall cohort (Fig. 2). Further subgroup
analysis revealed the highest proportion of patients

with clinical signs of cirrhosis in the non-SVR group
(15.3%) and treatment-naive patients (14.2%). Only
6% of patients in the SVR group showed clinical signs
of liver cirrhosis rates (= 0.021; naive vesus SVR:
P=0.021; non-SVR wversus SVR: P=0.008). Com-
parison of clinical outcome at 20, 25, and 35 years
after infection unravelled a slowly accelerating disease
progression over the observation period (Supporting
Fig. 1). Advanced fbrosis stages (F3) increased from
0% at 20 years to 1.5% at 25 years and 1.5% at 35
years after infection. The proportion of patients with
clinical signs of liver cirrhosis increased from 0.4% at
20 years to 0.5% at 25 years and 7.8% at 35 years
after infection (P=1.1 X 10~ 7°; 20 years after infec-
tion versus 25 years after infection: P = 0.783; 25
years after infection versus 35 years after infection:

35 yilda klinik olarak siroz bulgulari 67 hastada (%9,3) saptanmis

Subgruplara bakildiginda en ¢cok SVR elde edilemeyen %15,3 ve tedavi naif grupta %14,2

gorulmus
SVR grubunda ise %6;
Naif versus SVR p=0,021

SVR elde edilemeyen SVR elde edilen ile karsilastiriidiginda p=0,008
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Hangl hasta tedavi edilecek ?

Naif daha once tedavi gormemis hasta
Pegile interferon + Ribavirin ile basarisiz
Telaprevir / Boseprevir ile basarisiz



HCYV, virus replikasyonu i¢cin en az dort enzim
kodlamaktadir.
NS2/3 otoproteaz,
NS3 helikaz,
NS3/4A serin proteaz
NS5B RNA’ya bagli RNA polimeraz

Ozellikle son iki tanesine yonelik spesifik inhibitorler
gelistiriimesi icin calisiimaktadir



Yeniler

NS3/4 Proteaz inhibitorleri
-previr
NS5A inhibitorleri
-asvir
NS5B polimeraz inhibitorleri
-buvir



NS3/4 Proteaz inhibitorleri

e Telaprevir

e Boseprevir

e Digerleri
e Danoprevir
e Vaniprevir
e Asunaprevir
e MK-5172
e Simeprevir
e Faldaprevir
e Paritaprevir



NS5A inhibitorleri

NS5A membranla iliskili fosfoprotein olup, virus
yasam siklusunda bulunur

Ledipasvir
Daklatasvir
Ombitasvir

Butun genotiplere etkili, diger DAA ile sinerjistik



NS5B polimeraz inhibitorleri

* Nukleosid analoglari
—Sofosbuvir

* Non-nukleosid analoglar
* Tegobuvir
* Filibuvir




EASL 2014: GENOTIP 1 TEDAVI OPSIYONLARI

PEG-iFN (1x/hafta)

Ribavirin (1000-
1200mg/giin)

Sofosbuvir (400mg/giin)

12 hafta

PEG-IFN (1x/hafta)

Ribavirin (1000-
1200mg/gun)

Simeprevir (150mg/gun)
(genotip 1a disi)

Uclii 12 hafta+ 12
hafta PEG-IFN+RBV= 24
hafta

PEG-IFN (1x/hafta)

Ribavirin (1000-

Daklatasvir (sadece

Uglii 12 hafta+ 12

1200mg/glin) genotip 1b) (60mg/gin) hafta PEG-IFN+RBV= 24
hafta
PEG-IFN kullanilamiyorsa | Ribavirin (1000- Sofosbuvir (400mg/giin) | 24 hafta
ve bagka bir interfonsuz 1200mg/guin)
tedavi opsiyonu yoksa
Sofosbuvir (400mg/giin) | Simeprevir (150mg/glin) | £Ribavirin (1000- 12 hafta

(genotip 1a disi)

1200mg/giin)

Sofosbuvir (400mg/giin)

Daklatasvir (sadece
genotip 1b) (60mg/gun)

tRibavirin (1000-
1200mg/qiin)

12 hafta naif hasta

24 hafta cevapsiz hasta
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Antiviral Research

jJournal home page: wwie elsevier.com/flocatefantiviral

Commentary

Antiviral therapy of hepatitis C in 2014: Do we need resistance testing?

Maximilian David Schneider, Christoph Sarrazin ©
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@ Crasskdari

Q80K mutasyonu sadece onceden Genotip 1a’da Guney Amerika

%9, Avrupa’da %19, Kuzey Amerika’da %48; nadiren genotip 1b’de
(9%0,5) bulunuyor

Simeprevir acisindan onemli
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Birinci dalga yeni nesil ajanlar ile
gercek yasam verileri



HCV-TARGET :I:

Demografik Ozellikler

SOF+ PEG+RBV SOF+RBV SOF+SMV SOF+SMV+RBV Total *
(n=366) (n=645) (n=697) (n=205) (n=1913)

Yas

18-40 7 3 3 6

41-64 73 72 79 75

65-79 20 25 18 19
Irk

Beyaz 80 73 77 75

Siyah 6 13 16 12
Tedavi durumu

Naif 56 41 37 48

Deneyimli 44 59 63 52

- DAA basarisiz 4 7 14 8

*Total, tedaviye baglayanlar

15
Nelson D, et al. AASLD/EASL Special Conference on Hepatitis C 2014.



HCV-TARGET

Ozel hasta grubu

SOF+
PEG+RBV
(N=366)

SOF+RBV SOF+SMV SOF+SMV+RBV Total

(N=645) (n=697) (N=205) (n=1913)

Siroz 32

HSK 10 11 12 10 10
Karaciger

transplantasyon 8 13 12 10
sonrasi

Bobrek

transplantasyon 1 2 0 1
sonrasil

DIEloEiEe 21 24 29 23
mellitus

HIV 3 1 3 2

*Total, tedaviye baslayanlar

Nelson D, et al. AASLD/EASL Special Conference on Hepatitis C 2014.




HCV-TARGET :I:

Sirotik hastalarin demografik ozellikleri

SOF+ PEG+RBV SOF+RBV SOF+SMV SOF+SMV+RBV  Total Enrolled*

(n=117) (n=291) (n=377) (n=122) (n=907)

Erkek

Yas > 65 20 22 16 19
Irk

Beyaz 80 78 84 79

Siyah 6 9 7 9
MELD 10-15 46 33 36 37
MELD > 15 12 7 10 9
gﬁiﬁg?pensasyon 51 55 52 43
Tedavi oncesi

Naif 40 39 37 38

Deneyimli 60 61 63 62

- DAA basarisiz 10 11 23 16

Nelson D, et al. AASLD/EASL Special Conference on Hepatitis C 2014. 17



HCV-TARGET

GT1’de etkinlik: SVR4

100

80

60

40

SVR 4 (%)

20

Siroz yok

Siroz

SOF+PeglFN+RBV
= “Viral Breakthrough” 0%

18



TRIO Health: Bazal hasta ve klinik demografik ozellikler

Regimen - no. (%)

Yas- ortalama deger
Erkek, n (%)
Afrika kdkenli Amerikali, n (%)
Trombositler <100 K/ml, n (%)
Siroz, n (%)
Tedavi deneyimli, n (%)
Onceden PegIFN + RBV + PI
Genotip, n (%)
la
1b
2
3

SOF + RBV SMiVR+B%/OF Total*
227 (24%) 320 (34%) 955 (100%)
55 (18-78) 58 (17-86) 59 (23-82) 57 (17-86)
236 (61%) 126 (56%) 191 (60%) 565 (59%)
73 (20%) 16 (7%) 53 (17%) 146 (16%)
28 (9%), n=321 26 (13%), n=193 76 (25%), n=301 132 (16%), =835
83 (22%) 57 (25%) 145 (45%) 291 (30%)
163 (42%) 66 (29%) 167 (52%) 407 (43%)
45 (28%) 1 (2%) 35 (21%) 82 (20%)
240 (63%) 10 (4%) 200 (63%) 462 (48%)
84 (22%) 3 (1%) 88 (28%) 179 (19%)
5 (1%) 203 (89%) 2 (1%) 212 (22%)
2 (1%) 5 (2%) 0 7 (1%)

*24 patients on non-standard therapies are included in total counts but not detailed in above
table. Q80K status not indicated as only provided for ~5% of 1A patients.

Dieterich, AASLD, 2014, Oral #46
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SVR12, %

TRIO: Gergek Yasam Verileri

SOF ve SMV-Bazli Rejimlerin Degerlendirilmesi

150 merkezde (%21 akademik merkez; %79 toplum merkezi) 1 Nisan 2014’ten once tedaviye
baslamis 1211 hastalik heterojen gercek yasam populasyonu belirlenmistir

100
90
80
70
60
50
40
30
20
10

GT 1, 2, 4-6 igin SVR12

Tedavi deneyimli GT 1 i¢in SVR12

(ITT) 100 (ITT)
77 82 84 90 81 81
67 80 12 71
70
50 S 60
~ 50
E‘ 40
> 30
N 20
10
SOF SOF  SOF SOF SOF 0 SOF SOF SOF SOF SOF
+PeglFN +RBV  +SMV +RBV +PeglFN +PeglFN  +SMV +PeglFN  +SMV +PegIFN
+RBV +RBV +RBV +RBV  *RBV +RBV ~ *RBV +RBV
Nedenine gore D/C , n GT1 GT1 GT 2
(%) SOF+PeglIFN+RBV SOF+SMV *RBV SOF+RBV
AQ’lar 6 (2) 4 (1.4) 0
Uyumsuzluk 12 (4.1) 5(1.8) 4(2.2)
Maddi 0 1(0.4) 0
Toplam 18 (6.1) 10 (3.6) 4 (2.2)

Dieterich, AASLD, 2014, Oral #46

80

SOF
+SMV
*RBV

20



“Per protokol” ve “Intent to treat” analizleri

Biyoistatistik calismaya katilan deneklerin tamamini ¢esitli
nedenlerden dolayi calisma sonuna kadar tasinamayabillir

Per-protokol analiz: Calismaya baslayanlar deqgil,
tamamlayabilenler uzerinden degerlendirilir

Intent-to treat analiz: Calismaya baslayanlardan
tamamlayip tedavi olanlar olarak degerlendirilir



TRIO Health: Genotip 1 hastalarda SVR12 (Per Protokol)

Naif Tedavi deneyimli
99%
100% 92% 89% A 100% 94%
85% 84%
80%
80% 80% 65% I
60% 60%
40% 40%
20% 20%
0% - 0%
f 122 28 - 69 48 M 37 77 - 70 65
SOF + PEG/RBV SMV + SOF +/- RBV SOF + PEG/RBV SMV + SOF +/- RBV
m non-cirrhotic cirrhotic m GT1, non-cirrhotic GT1, cirrhotic
Discontinuation Rates GT1 GT1
by Reason SOF + PeglFN + RBV SMV + SOF £ RBV
Adverse Events 2.0% (6) 1.4% (4)
Non-Adherence 4.1% (12) 1.8% (5)

Dieterich, AASLD, 2014, Oral #46 22



Trio Calismasi Sonug

291 hastadan 12 haftalik tedavi rejimini 264 (%91) hasta
tamamladi

%95’'i devam etmedi, %1’i yan etkiden birakti, %22’si de takipden
cikti

%98’i Sofosbuvir iceren rejim kullaniyordu; %50’si
sofosbuvir+simeprevir

Gercek yasam sirozlu hastalarda kalici viral yanit oranlari
ITT %72, per protokol %81

Dieterich, AASLD, 2014, Oral #46



Trio Calismasi Sonug

Sirotik Genotip 1:
PEG + RBV + SOF ve SMV + SOF +/- RBV igin “SVR”

(ITT) 70% ve 75% saptandi

GT1lb, Hem PEG + RBV + SOF hem de SMV + SOF +/- RBV
icin SVR ~80%.

Sirotik GT 2, RBV + SOF ile SVR 70%

Dieterich, AASLD, 2014, Oral #46 Author ’s Last Name , Conference Name , Year, Presentation #



Gercek yasam verilerinden cikarilacak mesajlar

Faz caligsmalarinda gercek yasama yakin hasta profillerinin alinmasi gergek
yasam verileri ile pivot calismalar arasinda olusabilecek farkhliklari azaltir

SOF faz calismalarinda hastalarin;
%20 si sirotikti,
Beden kitle indeksi ve yas ust siniri yoktu,
Siyahi ve hispanik hastalara yer verildi
FO-F1 hastalar gercek yasama uygun oranlarda ¢alismalara alindi

Dusuk trombosit ve notrofil alt sinirt uygulandi.

Gergek yasam verileri ile SOF faz calismasi sonuglari birbiri ile uyumlu idi.

25




Yeni Nesil Ajanlar
I



Yeni ajanlara genel bakis...

Etkinlik

Direnc Profili

Pangenotipik
etki

Yan etkiler

ilag-ilag
etkilesimleri

1. Jenerasyon PI
(Telaprevir,
Boceprevir)

K6t profil

2. Jenerasyon PI
(Simeprevir,
Paritaprevir,
Asunaprevir)

1. Jenerasyon

inhl}ltit%ﬁeri 2. Jenerasyon NS5B nikleotid NS5B non niikleotid
(Ledipasuvir, NS5A inhibitdrleri Ar;a'°g'ar.' 'nh'b'tborléﬂ
Ombitasuvir, (Sofosbuvir) (Dasabuvir)

Daclatasvir)

Orta profil ‘ iyi profil

27



Yeni tedaviler kombinasyonlar halinde kullaniimaktadir
Potensi yuksek bir omurgasi olan tedavilerde ikinci bir DAA nin

tedaviye eklenmesi yeterli olmaktadir

]
00“...'0, “".."
* L4 * *
Q * o* .
* L4 *
o .'0 o* “0
*
K ‘e, R * Proteaz Proteaz
K R R %, Inhibitorii Inhibitorii

. Proteaz Yeu, of NS5A "
N Inhibitéri R inhibitori . |
L]
: K

. jasjSsssssssssss *

. . NS5A

] NS5A
S°(f|‘\’|§';g"" RE1 o

. 'i niikleotid analogu)

non-niikleotid
inhibitori

non-niikleotid
inhibitori

3 yada 4’lu
kombinasyon

2’li kombinasyon

Nettles R, et al. Hepatology 2011; 54(6): 1956-65
Asselah T, et al. Liver International 2015; 35(Suppl. 1):56-64

inhibitori

NS5B niikleotid analogu (Sofosbuvir)

olmaksizin ¢aligilan ikili kombinasyonlar,
suboptimal ve kisith sonuglari mevcuttur.




Yeni nesil ajanlarin onay surecleri

SOF/5816

FDA’da ruhsat iglemleri, “hizlandiriimis”
kategoriden gikarilmigtir (Subat 2015)

DCV
i i SMV+SOF
Abbvie “s5D” (combination
_ with SOF or P/R) (OPTIMIST)

DCV+ASV+

(cosmos) + RBV MK-8742

2015

- . Ekim’14 tarihinde, BMS Asunaprevir icin FDA basvurusunu geri ¢ekti

SMV {combination Kasim’14 tarihinde, FDA diger antiviraller ile kombinasyon olarak
with P/R or SOF) kullanilmasina yonelik ek data istedigini belirten bir yanit mektubunu

BMS’e iletti

DCV Subat’15 tarihinde, Daclatasvir FDA ruhsat islemleri, “hizlandirilmis”

Abbvie “5D" kategoriden cikarildi

(combination with
SOF & P/R)



HCV tedavisinde ilk tek tablet rejimi
LDV+SOF



Ledipasvir+Sofosbuvir ile HCV tedavisinde ilk’

_ tek tablet opsiyonu

2011-2013 2014

31



Ledipasvir/Sofosbuvir: Bir Tek Tablet Rejimi (STR) ~ e

¢ Ledipasvir LDV
_ Giinde bir kez, oral, 90-mg NS5A NSSA
Cu ey syes inhibitoru
inhibitoru

¢ Sofosbhuvir

— Glinde bir kez, oral, 400-mg nukleotid

NS5B inhibitoru

polimeraz
inhibitoru

¢ Ledipasvir/Sofosbuvir FDC

— Gunde bir kez, oral, sabit-doz ﬁi(j)lfleotid
(90/400 mg) kombinasyon tableti NS5A polimeraz

— Hepatit C icin tek tablet rejimi(STR) inhibitori inhibitorii

Turkiye Onayi 4 Mar 2015

FDC: sabit doz kombinasyon. 32



LDV/SOF Clinical Development Program

Russia

/ ION-4 |
HCV/HIV , French ANRS

HCV/HIV

Co-infection / Co-infection /

/

LONESTAR

. GT1 GT 1/3
@ GT 1, incl. Pl failures @ GT4s
@®cr @ Special populations

& crua

® cruy2se




LDV/SOF Clinical Development Program
962 Cirrhotic Patients Enrolled

ION-4
HCV/HIV French ANRS RUssia

_ . HCV/HIV
Co-infection Co-infection

LONESTAR

. GT1 GT 1/3
O GT 1, incl. PI failures GT 4/5
@®cr @ Special populations

& crua o Enrolling cirrhotics

® cruy2se




LDV/SOF Faz 3 Programi

LDVISOF Faz 3 Programi (ION-1, ION-2, ION-3)

Hf O Hf 8 Hf 12 Hf 24
l | l ]

ION-1 LDV/SOF + RBV
Tedavi
Almamis
N=865 LDV/SOF
ION-2
Tedavi Almig
N=440 LDV/SOF + RBV

LDV/SOF

N=1952 toplam hasta

ON-3 L DV/SOF + RBV P
Tedavi
Almamis
N=647

LDV/SOF

35



Nalv hastalar
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ION-1 (LDV/SOF+RBYV x 12 veya 24 hafta) I

LDV/SOF GT 1 Naif hastalar

Phase 3, randomized, open-label study in US and EU, stratified by GT1a/l1b
subtype and compensated cirrhosis/non-cirrhosis

Study Weeks 0 12 24 36
XAl | D\//SOF 90/400 mg + RBV > SVR 12
(\EZXVAN | DV/SOF 90/400 mg » SVR12
N = 865
TNGT1 EZArAlll | D\//SOF 90/400 mg + RBV > SVR 12

n=214 . SVR 12

RBV 1000-1200 mg/d
HCV RNA analyzed by COBAS® TagMan® HCV Test v2.0 HPS, with LLOQ of 25 IU/mL

Primary endpoint: SVR 12

Secondary endpoints: SVR 4, SVR 24, safety and tolerability, viral resistance to LDV and SOF
during and after treatment

Expanded inclusion criteria
Cirrhotics enrolled, no upper limit of age or BMI, platelets = 50,000/mm3
Opiate replacement therapy permitted

Mangia A, EASL, 2014, 0164
Afdhal N, et al. N Engl J Med 2014; 2014 Apr 12 [Epub ahead of print] 37



ION-1 (LDV/SOF+RBV x 12 veya 24 hafta)

Genel demografik ozellikler

12 hafta 24 hafta

LDV/SOF LDV/SOF+RBV LDV/SOF LDV/SOF+RBV
n=214 n=217 n=217 n=217

Ortalama- Yas araligi 52 (18-75) 52 (18-78) 53 (22-80) 53 (24-77)
Erkek, n (%) 127 (59) 128 (59) 139 (64) 119 (55)
Siyah, n (%) 24 (11) 26 (12) 32 (15) 26 (12)
ispanyol, n (%) 26 (12) 20 (9) 29 (13) 26 (12)
Boélge Avrupa, n (%) 89 (42) 99 (46) 85 (39) 80 (37)
Ortalama BMI, kg/m? (range) 27 (18-41) 27 (18-42) 27 (18-48) 26 (18-48)
CTP A Siroz, n (%) 34 (16) 33 (15) 33 (15) 36 (17)
IL28B non-CC, n (%) 159 (74) 141 (65) 165 (76) 144 (66)
Interferon alamayan, n (%) 14 (7) 20 (9) 19 (9) 14 (7)
GT 1a, n (%) 144 (67) 148 (68) 146 (67) 143 (66)
ggf‘c:?&?n'l'_'?a\ﬁ;';'p" 6.4 (1.6-7.5) 6.4 (4.4-7.6) 6.3 (3.7-7.4) 6.3 (3.2-7.5)
HCV RNA =800,000 1U/mL 169 (79) 173 (80) 168 (77) 173 (80)

Mangia A, EASL, 2014, 0164

Afdhal N, et al. N Engl J Med 2014; 2014 Apr 12 [Epub ahead of print]



ION-1 (LDV/SOF+RBV)

Primer sonlandirma ve Virolojik yanit (ITT)

L[H/SOF 12 weeks LDV/SOE+ RBV 12 weeks LDV/SOF 24 WePis LDV/SOF + RBV 24 wegks
100 99 100 100 100 100 99 100
100 99 97 98 99

80
< 4
< 60
(04
-
- 40 -
VvV
<
Z 20
z i
5
I 0

213/213 215/217 216/216 217/217 213/213 214/214 213/214 216/216 211/214 211/217 212/217 215/217

4 hafta Tedavi sonu SVR 12

Tedavi altinda

= All four treatment arms met the primary endpoint of superiority over the historical response rate of
60% (P < 0.001 for all comparisons)

= 16% had NS5A RAVs at baseline, with 96% achieving SVR

Error bars represent 95% confidence intervals.
Afdhal N, et al. N Engl J Med 2014; 2014 Apr 12 [Epub ahead of print]



ION-1 (LDV/SOF£RBYV x 12 veya 24 hafta)

Siroz varliginda SVR12

2 I siroz yok
100 100 100
100 - 97
80 -
S 60 -
(q\
—i
T 40 -
7))
20 -
32/33 ANASTENAE 33/33
O _

LDV/SOF LDV/SOF + RBV

-] Siroz

97 100 100

181/182 geurrys 36/36

LDV/SOF LDV/SOF + RBV

12 hafta

Error bars represent 95% confidence intervals
Mangia A, EASL, 2014, 0164
Afdhal N, et al. N Engl J Med 2014; 2014 Apr 12 [Epub ahead of print]

24 hafta

40



ION-1 (LDV/SOF£RBYV x 12 veya 24 hafta)

LDV/SOFxRBYV yan etki

LDV/SOF LDV/SOF

LDV/SOF + RBV LDV/SOF + RBV
Patients, n (%) n=214 n=217 n=217 n=217
AEs 169 (79) 185 (85) 178 (82) 200 (92)
Grade 3-4 AEs 4 (2) 14 (6) 21 (10) 12 (6)
Serious AEs 1(<1) 7 (3) 18 (8) 7 (3)
;rs:tment D/C due to 0 0 42) 6 (3)
Death 0 0 0 0
Sgﬁgfmf;ﬁy'aboratory 10 (5) 21 (10) 22 (10) 27 (12)
Hb <10 g/dL 0 20 (9) 0 16 (7)
Hb <8.5 g/dL 0 1(<1) 0 0

SAEs in LDV/SOF 24 week arm included cellulitus, pneumonia, alcohol poisoning, alcohol withdrawal syndrome, calculus ureteric, carotid artery stenosis,
concussion, depression

Mangia A, EASL, 2014, 0164

Afdhal N, et al. N Engl J Med 2014; 2014 Apr 12 [Epub ahead of print]




Naiv hastalar / 8 hafta
e



ION-3 (LDV/SOF+RBYV x 8 veya 12 hafta) I

LDV/SOF*RBYV sirotik olmayan naif GT 1 HCV

Phase 3, randomized, open-label study in US, stratified by GT 1a/l1b subtype

Study Weeks 0 8 12 24

NITRll LD\/SOF 90/400 mg » SVR 12
N = 647 |
TNGT 1, EPATI | DV/SOF 90/400 mg + RBV » SVR12

non-cirrhotic
n=215 SVR 12

RBV 1000-1200 mg/d
HCV RNA analyzed by COBAS® TagMan® HCV Test v2.0 HPS, with LLOQ of 25 IU/mL

Primary endpoint: SVR 12

Secondary endpoints: non-inferiority of 8 weeks of LDV/SOF to the other treatment groups, SVR 4,
SVR 24, safety and tolerability, viral resistance to LDV and SOF during and after treatment

Expanded inclusion criteria:
Including no upper limit of age or BMI
Opiate replacement therapy permitted

Kowdley K, EASL, 2014, O56
Kowdley K, et al. N Engl J Med 2014; 2014 Apr 11 [Epub ahead of print] 43



ION-3 (LDV/SOF+RBYV x 8 veya 12 hafta) I

Primer sonlandirma ve Virolojik yanit (ITT)

» LDV/SOF 8 weeks n LDV/SOF + RBV 8 weeks u LDV/SOF 12 weeks

P=0.52
100 — P=0.70 - — P=0.30 —

100 99 100 99 100
100 94 93 95

A 0
o O

N
o O

Patients with HCV RNA < LLOQ (%)
S
o
1

215/215 211/213 216/216 215/215 211/213 216/216 202/215 201/216 206/216

4 hafta Tedavi sonu SVR 12

Tedavi altinda

= All three treatment arms met the primary endpoint of superiority over the historical response rate of 60%
(P<0.001 for all comparisons)

= 8 weeks of LDV/SOF was non-inferior to 8 weeks of LDV/SOF + RBV and 12 weeks LDV/SOF
= 18% had NS5A RAVs at baseline, with 90% achieving SVR

Error bars represent 95% confidence intervals

Kowdley K, et al. N Engl J Med 2014; 2014 Apr 11 [Epub ahead of print] 44



Deneyimli hastalar
I



ION-2 (LDV/SOF+RBV x 12 veya 24 hafta) 1

LDV/SOF * RBV Tedavi-deneyimli GT 1 HCV
(PeglFN + RBV * BOC veya TVR)

Phase 3, randomized, open-label study in US, stratified by HCV GT1a/lb,
cirrhosis vs. no cirrhosis, and prior relapse vs. non-response

Study Weeks 0 12 24 “ 36
A\Y
YRR | D\//SOF 90/400 mg + RBV » SVR12
SRl LD\/SOF 90/400 mg » SVR12
N = 440 |
TEGT1 USSR | D\/SOF 90/400 mg + RBV > SVR12

n=109 SVR12

RBV 1000-1200 mg/d
HCV RNA analyzed by COBAS® TagMan® HCV Test v2.0 HPS, with LLOQ of 25 IU/mL

Primary endpoint: SVR 12

Secondary endpoints: SVR 4, SVR 24, safety and tolerability, viral resistance to LDV and SOF during
and after treatment

Expanded inclusion criteria
Pl failures, cirrhotics enrolled, no upper limit of age or BMI, platelets = 50,000/mm3
Opiate replacement therapy permitted

Afdhal N, EASL, 2014, 0109
Afdhal N, et al. N Engl J Med 2014; 2014 Apr 12 [Epub ahead of print] 46



ION-2 (LDV/SOF+RBV x 12 veya 24 hafta) T

Demografik ozellikler

LDV/SOF LDV/SOF+RBV LDV/SOF LDV/SOF+RBV

n=109 n=111 n=109 n=111
Ortalama yas, (aralik) 56 (24-67) 57 (27-75) 56 (25—-68) 55 (28-70)
Erkek, n (%) 74 (68) 71 (64) 74 (68) 68 (61)
Siyah, n (%) 24 (22) 16 (14) 17 (16) 20 (18)
Ispanyol, n (%) 7 (6) 12 (11) 11 (10) 11 (10)
Ortalama BMI, kg/m? (aralik) 29 (19-47) 28 (19-45) 28 (19-41) 28 (19-50)
IL28B non-CC, n (%) 99 (91) 100 (90) 93 (85) 93 (84)
GT 1a, n (%) 86 (79) 88 (79) 85 (78) 88 (79)
ggf‘o'?g}?n 'Ec(:a\ia'fl':)’* 6.5 (5.0-7.5) 6.4 (4.6-7.3) 6.4 (4.7-7.4) 6.5 (3.1-7.4)
HCV RNA =800,000 IU/mL 103 (95) 98 (88) 93 (85) 96 (87)
Onceden cevapsizlar, n (%) 49 (45) 46 (41) 49 (45) 51 (46)
Onceden proteaz inhibitdri ile 66 (61) 64 (58) 50 (46) 51 (46)

basarisizlar, n (%)
Siroz, n (%) 22 (20) 22 (20) 22 (20) 22 (20)

Afdhal N, EASL, 2014, 0109
Afdhal N, et al. N Engl J Med 2014; 2014 Apr 12 [Epub ahead of print] a7




ION-2 (LDV/SOF+RBV x 12 veya 24 hafta) I

Primer sonlandirma ve Virolojik yanit (ITT)

= LDV/SOF 12 weeks = LDV/SOF + RBV 12 weeks mLDV/SOF 24 weeks m LDV/SOF + RBV 24 weeks

100 - _ 100 99 99 99 99* 100 100 99 94 96 99t 99
S
o
O 80 -
|
|
\Y
S 60 A
xx
o
I 40 -
=
2
a 20 A
cC
o
E O i 109/109 110/111 108/109 110/111 108/109 111/111 109/109 110/111 102/109 107/111 | 108/109 110/111

4 hafta Tedavi sonu SVR 12

Tedavi altinda

* One patient had an HCV RNA level of 42 [U/mL at the Week 12 visit, but had undetectable HCV RNA at post-treatment Weeks 4, 12, and 24

1 One patient withdrew consent after the post-treatment Week 4 visit, at which time HCV RNA < 25 1U/mL

I This patient was non-adherent to study treatment as documented by plasma concentrations below or near the lower level of quantitation of LDV and GS-331007 (the predominant circulating metabolite of SOF) and at
Weeks 2, 4, and 6

= All four treatment arms met the primary endpoint of superiority over the historical response rate of 25% (P<0.001 for all comparisons)
= 14% had NS5A RAVs at baseline, with 89% achieving SVR
Error bars represent 95% confidence intervals

Afdhal N, EASL, 2014, 0109
Afdhal N, et al. N Engl J Med 2014; 2014 Apr 12 [Epub ahead of print] 48



ION-2 (LDV/SOF£RBYV x 12 veya 24 hafta)

SVR12 PeglFN+RBV vs. PlI+PegIFN+RBV basarisizlar

¥ B PegIFN+RBV basarisiz Protease Inhibitor + PeglFN+RBV basarisiz
100 - 93 94 96 97 100 98 98 100
80 -
S 60 -
N
—
T a0 -
0p]
20 -
0 62/66 62164 58/58 | ELITs) 51/51

LDV/SOF LDV/SOF + RBV LDV/SOF LDV/SOF + RBV

12 hafta 24 hafta

Error bars represent 95% confidence intervals
Afdhal N, EASL, 2014, 0109
Afdhal N, et al. N Engl J Med 2014; 2014 Apr 12 [Epub ahead of print]



DAA’lar ile tedavide en onemli problem;
DIRENC



HCV NS3 inhibitors resistance mutations in the

telaprevir started Turkish patients with chronic HCV
M. Sayanl, S. C. Akhan2, B. Aygen3, S. Tekin Koruk4, R. Mistik5, N. Demirttrk6, O.

Ural7; 1Kocaeli University, Clinical Laboratory, Kocaeli, IZMIT/TR, 2Kocaeli University, Infectious
Diseases, I1zmit, Kocaeli/TR,3Medical School of Erciyes University, Department of Infectious
Diseases and Clinical Microbiology, Kayseri/TR,4Harran University, Sanliurfa/TR, 5Uludag
University, Bursa/TR, 6Medical School of Kocatepe University, Department of Infectious Diseases
and Clinical Microbiology, Afyon/TR, 7Selcuk University, Konya/TR

Characteristics

Study group

Gender, M/F, n(%)

12 (33%) / 24 (66%)

Age, median (range)

56.6 (25 - 76)

HCV RNA load, median (range), IU/ml

4.2+E7 (33+E2 - 10+E9)

HCV genotype, n(%) 1b; 35(97.2)
1a; 1(2.8)
ALT, median (range), U/L 67 (16 - 202)
AST, median (range), U/L 49.7 (8 - 116)
NS3 inhibitors resistance, n(%) Telaprevir; 3 (8.3)

Boceprevir; 1(2.8)

NS3 inhibitors resistance mutation Telaprevir
T54S
L1551
1132V

Boceprevir
R109K

NS3 inhibitors resistance mutation T54S; 1.9

fold change (fold change cutoff: 1.2) L155I; 4.3 -16.4
1132V; 1.8
R109K; 1.2

Uclii tedaviye baslamadan 36 hastanin %8,3’iinde telaprevir %2,8’inde boseprevir direnci saptandi

Sayan et.al. ICID, 2014; Cape town



Resistance Profiles of NS5A Inhibitors in GT 1 Subjects

Emergent Resistance-Associated Variants

M28 Q30 L31 H/Q
X X X 54X
L edinasyi v v v v
edipasvir
(T/V) (R/H/KI/L) (VIM/I) (Hor N)
5 . v v v v
aclatasvir
(T (E/H/R) (M) (C/H/N)
Ombitasyi v v v v v v v
mbitasvir
(T) (A/TIV) (E/K/IR) (FIV) (YY) (D/P/IR) (C/H/N)

Mutations in red are associated with >100 fold shift in susceptibility.

Harvoni SmPC, Nov 2014
Daclatasvir SmPC, Sept 2014
Viekirax, Jan 2015

Wong et al, AAC, Dec 2013
Fridell et al, AAC, Sept 2010

Krishnan et al, AAC, Feb 2015 52
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Mutations in the HCV protease gene associated with resistance to nonstructural
protein 3 (NS3) protease inhibitors

Boceprevir

Telaprevir

Simeprevir
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Bolded type under the amino acid (AA) position number represents the key mutations that are clearly associated with virologic failure and result in a
resistant phenotype. A single asterisk indicates that the majority of mutations seen in HCV GT la are 1170F/T substitutions in which | is the consensus
AA. The majority of mutations seen in HCV GT 1b are V170A/T, in which V is the consensus AA. Double asterisks indicate variants rarely seen in vivo

and of unclear clinical significance. These variants are most frequently seen in combination with other resistance-associated mutations.

Wyles, D. J of Infectious Diseases. 2013; 207(S1): S33-9
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ION Phase 3 Program (ION-1, ION-2, ION-3) I

NSS5A direncli olgularda LDV+ SOF ile %96 KVY

No emergent Emergence of new Same baseline NS5A
NS5A RAVS: NS5A RAVS: RAPS:

Emergence of new
NS5A RAVs:
N = 8/14

Lost NS5A RAPs:
N =1/14

[ e

P ]

98% SVR

(n=1198/1219) 77% 230

No NS5A NS5A
olymorphisms polymorphisms
at baseline at baseline

(n=1219) (n=370)

96% SVR

(n= 356/370)

SVR12 (%)

30
20
10

RAP: resistance-associated polymorphism; RAV: resistance-associated variant
The current AASLD/IDSA guidance does not recommend resistance testing at baseline or prior to repeat antiviral treatment with the exception of Q80K polymorphism testing in
patients with genotype la prior to receiving SMV + PeglFN + RBV.
Resistance-associated polymorphism: resistance-associated substitution present at baseline
Resistance-associated variant: treatment-emergent resistance-associated substitution

HARVONIVY Summary of Product Characteristics EMA, Gilead Sciences, December 2014
Data on file. Gilead Sciences, Inc.

AASLD/IDSA/IAS-USA. Recommendations for testing, managing, and treating hepatitis C. http://www.hcvguidelines.org. Accessed February 5, 2015.
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SOF ile guclendirilmis rejimlerde direng

Kullaniimis olan kombinasyonlar;

SOF + DCV, SMV, LDV
S282T gorulmedi
Eklenen ilaglara %20’ye varan direng mevcuttu
Cogu hastada KVY elde edildi
Hicbiri nuksten sorumlu deqildi

Kayali &Schmidt. Pharmgenomics Pers Med. 2014,7:387-98.



Sofosbuvir

Cesitli varyantlara oldukcga etkin
Ribavirin mutasyonu (T290I ve F415Y)
Proteaz inhibitorler

Polimeraz 5B nukleozid nonnukleozid
inhibitorleri (C316N ve L159F ile L320F)

NS5A inhibitorleri



Sirotik hastalar
s



LDV/SOF — Kompanse Siroz

Bulgular: Demografik Ozellikler

Tedavi

Almamis Tedavi Almis
n=161 n=352
Ortalama yas, y (aralik) 58 (35-77) 57 (23-77) 58 (23-77)
Erkek, n (%) 101 (63) 241 (68) 342 (67)
Siyah, n (%) 13 (8) 13 (4) 26 (5)
Asyall, n (%) 27 (17) 52 (15) 79 (15)
Ortalama BMI, kg/m? (aralik) 27 (18-44) 28 (17-50) 28 (17-50)
IL28B CC, n (%) 57 (35) 52 (15) 109 (21)
GT 1a, n (%) 86 (53) 220 (63) 306 (60)
Ortalama HCV RNA, log,, IU/mL (aralik) 6.4 (4.5-7.6) 6.5 (3.9-7.7) 6.4 (3.9-7.7)
I Gecmiste PI etkisizligi N/A 240 (68) 240 (47)

Siroz belirleme yontemi, n (%)

Karaciger biyopsisi 72 (45) 169 (48) 241 (47)

FibroScan >12,5 kPa 65 (40) 160 (45) 225 (44)

FibroTest >0.75 + APRI >2* 24 (15) 23 (7) 47 (9)

58

Bourliere, AASLD, 2014, Oral #82
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LDV/SOF — Kompanse Siroz

Bulgular: Genel ve Tedavi Suresine Gore SVR12

LDV/SOF £ RBV, N=513

100 - 95

80

60

40

SVR12 (%)

20

305/322 188/191

Genel 12 Hafta 24 Hafta

. o . Bourliere, AASLD, 2014, Oral #82 59
Hata cubuklari %95 giiven araliklarini gdstermektedir. e “




LDV/SOF — Kompanse Siroz

Bulgular: Tedavi Rejimine Gore SVR12

Genel SVR12 %96

Sire/t RBV

12 hf %95 —&-

24 hf %98 —i

LDV/SOF %95 —-
LDV/SOF + RBV %97 —
LDV/SOF 12 hf %92 ——
LDV/SOF + RBV 12 hf %96 —-
LDV/SOF 24 hf %98 —
LDV/SOF + RBV 24 hf %100 —a

80 90 100

Tedavi

Almamig

%98
%97 —M
%99 —m
%96 —W
%99  —m
%96 ———
%98 ——m
%97
%100 —m
8I0 9I0 1(;)0

SVR12, %

Tedavi Alm

1S

%94 —i-
%98 —
%95 —i-
%96 —-
710 —
%96 —-
%98 —
%100 —u
80 90 100

Bourliere, AASLD, 2014, Oral #82
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LDV/SOF — Kompanse Siroz

Bulgular: HCV Alt tipine Gore SVR12

Tedavi Almamisg

Tedavi Almis

Genel SVR12 %95
GT 1a %96 — %os W %695 —
Genoti
‘ GT 1b %97 — %97 —i %96 —
GT 1a/12 hf %93 <~ W %95 W %693
. 0 —u 0 —a 0 —
Genotip/ BEELZAL %599 %100 %599
SULCH 6T 10712 hf woy W oy —— W 0696 —B
GT 1b/24 hf %97 kall %06 — %97 —
GT 1a/RBV yok %95 - %95 W %94 -
: —a —u —m
Genotip/ GT la/+ RBV %97 %100 %96
A8 GT 1b/ RBV yok %96 " %97 i %95 W
GT 1b/+ RBV %97 — %97 4*- %97 _F'
80 90 100 80 20 100 8I0 9I0 1(I)0

SVR12, %

Bourliere, AASLD, 2014, Oral #82
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LDV/SOF — Kompanse Siroz

Bulgular: Gilivenlilik Ozeti

LDV/SOF LDV/SOF + RBV
12 ve 24 Hf 12 ve 24 Hf TOPLAM

Hastalar n (%) n=251 n=262 N=513
AQO’lar 190 (76) 225 (86) 415 (81)
Tedaviye bagh AO 118 (47) 196 (75) 314 (61)
Grad 23 A0 19 (8) 20 (8) 39 (8)
Ciddi AO 15 (6) 9 (3) 24 (5)
Tedaviye bagl ciddi AO 1(<1) 4 (2) 5 (1)
el am  awey  ae
|AO nedenli tedavi kesilmesi 0 1 (<1) 1 (<1) |
Olim 0 1 (<1) 1 (<1)
Grad 3—-4 lab anormalligi 39 (16) 35 (13) 74 (14)
Hemoglobin < 10 g/dL 1 (<1) 26 (10) 27 (5)
Hemoglobin < 8.5 g/dL 0 3(1) 3 (<1)

Bourliere, AASLD, 2014, Oral #82
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SOLAR-1: Dekompanse Sirozda LDV/SOF

Dekompanse Siroz Hastalarinda LDV/SOF + RBV

Klinik dekompanse sirozu olan CPT B (N=59) veya CPT C (N=49) TNve TEHCV GT 1ve 4
hastalarinda 12 veya 24 hafta LDV/SOF + RBV uygulanan prospektif, cok merkezli calisma

Hf O Hf 12 Hf 24

N=53 LDV/SOF + RBV 4 SVRI12

Hf 36

N=55 LDV/SOF + RBV

108 hasta 12 veya 24 hafta tedavi icin 1:1 randomize edilmigstir

GT 1 veya 4 dekompanse sirozu olan tedavi almamig veya almig hastalar
(CPT sinif B [7-9] veya C [skor 10-12]*)
Genis dahil etme kriterleri

Karaciger dahil buyuk organ nakli dykusu olmamasi

Hepatoselller karsinom (HCC) olmamasi

Total bilirubin <10 mg/dL, Hemoglobin = 10 g/dL

CLcr =2 40 mL/dk, trombosit > 30,000 x 103/uL,

CPT sinif B veya C olarak tabakalanmig

* CPT skorlari 13-15 olan hastalar dislanmistir

4 SVRI12

Flamm, AASLD, 2014, Oral #239 63



SOLAR-1: Dekompanse Sirozda LDV/SOF

Bulgular: SVR12

. LDV/SOF + RBV 12 Hafta . LDV/SOF + RBV 24 Hafta
100 - g7 89 87 89 86 90
80 -
<
) 60 -
N
—
<
n 40 - 1 niiks
1 olim (S
1LTFU 1 oliim
20 -
0 - 45/52 42/47 19/22 18/20

Genel CPTB CPTC

6 hasta (2 CPT B/24 Hf, 1 CPT C/12 Hf ve 3 CPT C/24 Hf) dislanmistir (¢alismada transplantasyon);
3 CPT C/24 Hf hastasinda SVR12 saglanmamistir.
Hata gubuklari %90 glven araliklarini géstermektedir. Flamm, AASLD, 2014, Oral #239




GT1b de basari
I



GS-US-334-0113: Japonya GT 1 Calismasi

HCV GT1 olan Japon Hastalarda 12 Hafta LDV/SOF

HCV GT 1 (cogunluk GT 1b) TN ve TE Japon hastalarda 12 hafta LDV/SOF£RBYV ile acik
etiketli, randomize, Faz 3 ¢alisma

Hf O Hf 12 Hf 24 Hf 36
& SVRIZ SVR24
LDV/SOF LDV/SOF+RBV
n=88 n=87
Onceki HCV tedavisi, n (%)
Ortalama yas, y (aralik) 59 (28-80) Pl + PeglFN+RBV 17 (19) 23 (26) 40 (23)
Yas 265 y, n (%) 112 (33) PegIFN+RBV 54 (61) 47 (54) 101 (58)
Erkek, n (%) 142 (42) PeglFN 5 (6) 2(2) 7 (4)
Ortalama BKi, kg/m? (aralik) 23 (16-36) IFN+RBV 5 (6) 6 (7) 11 (6)
ﬁjr}ﬂﬁr?go?cv RNA, log;, 6.6 (0.5) ) IFN 7 (8) 9 (10) 16 (9)
Onceki HCV tedavisine yanit, n (%)
Siroz, n (%) 76(22) IFN intoleransi 15 (17) 15 (17) 30 (17)
2Ll L D) Leb (22 Niiks/alevlenme 44 (50) 44 (51) 88 (50)

| HCV GT 1b, n (%) 330 (97) I Yanitsiz 29 (33) 28 (32) 57 (33)

Mizokami, AASLD, 2014, Poster #1929 66




GS-US-334-0113: Japonya GT 1 Study

HCV GT1 olan Japon Hastalarda 12 Hafta LDV/SOF

]
SVR12 Siroz Durumuna Goére SVR12
100 96 100 100 100 98 * *
100 - 100 97 100 92 100 100 100 100
100 -
s 80 < 80 -
= 007 N 60 -
o
5) 40 - 5) 40 -
20 - 20 -
0 83/83 80*/83 88/88 87/87 171/171 167/170 0 70/70  69/71 13/13 | 11/12 60/60  64/64 28/28  23/23
Tedavi Almamis ~ Tedavi Almis Genel  Siroz Yok Siroz Siroz Yok Siroz
Tedavi Almamis Tedavi Almig
* 1 niks ve RBV’ye bagli dokiinti nedeniyle 2 D/C (n=1) veya 6lim (kardiyak arest, n=1) * Tedavi almamis, siroz yok: SVR > %63 kontrol SVR orani, P<0.001
Giivenlilik Ozeti Baslangi¢ RAV’lari
= Cogu AE’ler hafif veya orta siddettedir = 76/341 % (22) hastada baglangigta NS5A
- Hastalarin = %5’inde olusan tim AQ’lar Grad 1 veya 2'dir. RAVlari vardir
- Kayith 341 hastanin sadece 2’si (%6) AO nedeniyle tedaviyi « Baglangigta NS5A RAV'lar olan hastalarda
erken kesmistir (ikisi de LDV/SOF + RBV); 1 hasta RBV’ye bagli %99 SVR

dokdntu ve 1 6lum (kardiyak arrest)

12 hafta LDVISOF tum hastalarda %100 basari saglamistir (RBV ek fayda saglamamistir)

Mizokami, AASLD, 2014, Poster #1929 67
Hata gubuklari %95 gliven araliklarini géstermektedir.



Maliyet etkinlik ve yeni tedaviler

Sofosbuvir, simeprevir, daklatasvir, and ledipasvir maliyetleri 70008,
5500%, 55009, ve 875%/ hafta olarak tahmin edilen ilag fiatlari baz
alinarak; genotip 1 icin sofosbuvir-ledipasvir genel tedavi yaklasimina
gore QALY kaliteye indeksli yasam yili basina 12 825% daha maliyet
etkin

Genotip 2 icin, sofosbuvir-ribavirin and sofosbuvir-daklatasvir
maliyetleri 110 000$ ve 691 000%/ QALY

Genotip 3 icin, sofosbuvir-ledipasvir-ribavirin maliyeti
73 000$/QALY, sofosbuvir-ribavirin daha pahali ve sofosbuvir-
daklatasvir daha pahali 396 000$/QALY

YENI TEDAVILER Genotip 1 icin kesin, 3 icin muhtemel ve 2 ise
maliyet etkin degil gibi gozukmektedir

Najafzadeh M, et.al. Ann Intern Med. 2015 Mar 1768



http://www.ncbi.nlm.nih.gov/pubmed/?term=Najafzadeh M[Author]&cauthor=true&cauthor_uid=25775313
http://www.ncbi.nlm.nih.gov/pubmed/25775313
http://www.ncbi.nlm.nih.gov/pubmed/25775313

Yeni tedavilerin getirdigilmali ve yasamsal kazang

Genotip 1 icin pegile interferon ribavirin (PR) + proteaz inhibitoru
(Pl) ve genotip 2/3 icin sadece PR ile genotip 1/4 icin PR+SOF ve
genotip 2/3 icin SOF+R ile karsilastirildiginda QALY (kaliteye
indeksli yasam yili) 555 226 artarken, olumler 80 682 ve maliyet
26.2 milyar $ azaliyor ve kaliteye indeksli yasam yilina diisen
artimsal maliyet efektivite orani 47 304$ geri kazanihyor

Genotip 1/4 icin PRSOF/SOFR; genotip 2/3 icin SOFR ile
SOFSimeprevir karsilastiriidiginda QALY (kaliteye indeksli yasam
yil1) 1 110 451 artarken, 6limler 164 540 ve maliyet 80.1 milyar $
azaliyor ve kaliteye indeksli yasam yilina dusen artimsal maliyet
efektivite orani 72 169% geri kazaniliyor

Rein DB?, et al . Clin Infect Dis. 2015 Mar 16
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http://www.ncbi.nlm.nih.gov/pubmed/?term=Rein DB[Author]&cauthor=true&cauthor_uid=25778747
http://www.ncbi.nlm.nih.gov/pubmed/25778747
http://www.ncbi.nlm.nih.gov/pubmed/25778747
http://www.ncbi.nlm.nih.gov/pubmed/25778747

Sonug

Sofosbuvir tum genotiplere etkili niikleotid analogudur
Daha onceki tedavilerden bagimsiz olarak yiksek etkinliktedir
lleri evre karaciger hastaliginda da etkili
G1'de % 80 etkinlik
IFN’suz tedavi secenegi
G2 ve G3
G1 de alternatif

Yakin gelecekte G1 olgularinda da SOF+Ledipasvir standart tedavi olma
ihtimali vardir

Klinik calismalarda direng saptanmamistir
Yan etkileri minimaldir

llac etkilesiminin az olmasi énemlidir
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Gelecekten beklentiler LDV/SOF

Tum hasta gruplarinda yuksek etkinlik ’
(>%90)

Guvenli rejimler

Kolay kullanim
Kisa sureli tedavi

‘Tedavisi zor’ hasta gruplarinda da etkinlik

Primer cevapsiz/niiks
Karaciger sirozu
Transplant hastalan
Pl deneyimli

Ozel gruplar

PEGIFN-Ribavirin ihtiyact olmamasi
Dusuk ilag-ilag etkilesimi

Tek Tablet rejimi

%0 direng
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