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HCC

* En sik gérulen kanserler icerisinde 10.siradadir.

* Kansere bagli mortalitede ise erkeklerde 5.sirada, kadinlarda
ise 8.sirada yer almaktadir.

* Dlnya genelinde de gorulme insidansi her gecen yil
artmaktadir.

Siegel RL, Cancer Statistics, 2017. CA Cancer J Clin. 2017 Jan;67(1):7-30
Galun D, etal. J Hepatocell Carcinoma. 2017 Jul 11;4:93-103



HCC

e 2014 yili Tarkiye verilerine gore ise 70 yas Ustlu hastalarda,
tum kanserler icerisinde 10.sirada yer almaktadir.

* Genellikle tani konuldugunda ileri evrededir ve medyan sag
kalim oranlari disuktir (6-20 ay)

Turkiye kanser istatistikler, 2017 Ankara, www.kanser.gov.tr
Hepatology. 1998;28:751-755
Fattovich G, et al. Gastroenterology 2004;127:535-50



http://www.kanser.gov.tr/

HCC Etiyoloji
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Llovet JM, et al. Lancet 2003;362:1907-17



HCC Tedavi

Cerrahi Tedavi Lokal Ablatif Tedaviler Loko-regional Tedaviler | Sistemik Tedaviler

Cerrahi rezeksiyon Radyofrekans ablasyon = Kemo — lipiodolizasyon  Sistemik kemoterapi

Karaciger Perkutan etanol Transarteriyel Hormonal tedavi
transplantasyonu enjeksiyonu embolizasyon
Perkutan asetik asit Transarteriyel Molekuler hedefli
enjeksiyonu kemoembolizasyon tedaviler
Microwave ablasyon Transarteriyel immiinoterapi
radyoembolizasyon
Kriyoablasyon Eksternal beam RT
irreverzibl Stereotaktik RT

elektroporasyon

HIFU (high-intensity
focused ultrasound)
Fotodinamik tedavi



1 — 1

Evre 0 Evre A-C Evre D
PST 0, Child-Pugh A PS 0-2, Child-Pugh A-B PS >2, Child-Pugh C
vy I T 1 v
Cok erken evre (0) Erken evre (A) Ara evre (B) ileri evre (C) [ Son evre (D) ]
1 !-ISK <2.cm. 1 HSK veya 3 nodiil Multinodiiler, Portal invazyon,
Karsinoma in situ ) <3 ch, PSO PS 0 N1, M1, PS 1-2
Tek 3 nodiil £3 cm
Portal basing/
bilirubin
h Artmis P fliskili hastaliklar
Normal m

Sorafenib

Rezeksiyon Karaciger transplantasyonu PEI / RFA

En iyi destek
tedavi (%10)

0S: <3 ay

Kiiratif tedaviler (%30-40) Hedef (%20) Hedef (%40)

0S: 20 ay (14-45) 0S:11ay (6-14)

5 yillik sagkalim %40-70
Medyan OS: >60ay

EASL—EORTC Clinical Practice Guidelines: Management of hepatocellular carcinoma,
Journal of Hepatology 56(4);908-943
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Sistemik Kemoterapi

* HCC, sitotoksik kemoterapiye rolatif olarak direncli kabul
edilen bir kanser alt tipidir.

* Sitotoksik kemoterapinin kullanildigi klinik calismalarda yanit
oranlari disuk saptanmistir.

* Yanit oranlarinin dusutkltgi, HCC'nin agresif bir timor
olmasina ve altta yatan karaciger hastaligi nedeniyle
karaciger rezervinin yeterli olmamasina baglanmistur.

Thomas MB, et al.Ann Surg Oncol 2008;15:1008-1014



Sistemik Kemoterapi

KT’nin diistik etkinlikte oldugu hasta
grubu

* 147 hastanin degerlendirildigi bir calismada

 Karaciger sirozu, portal ven trombozu ve asit, serum
bilirubin diizeyi > 2 mg/dl ve performans durumu 2-3
olan hastalarda kemoterapinin disuk etkinlik

Kai-Wen Chen et al. World J Hepatol. 2015 Jun 8; 7(10): 1412-1420



Sistemik Kemoterapi

Table 2. Systemic chemotherapy for hepatocellular carcinoma (single agents)

Study Agent No. of patients Response rate (%)
Johnsonetal. [103] Doxorubicin 44 32
Sciarrinoetal, [31] Doxorubicin 109 0
Meliaetal. [104] VP-16 24 13
Hochster etal. [35] Epirubicin 18 17
Laietal. [105] Mitoxantrone 20 0
Falksonetal. [106] Cisplatin 35 17
Chaoetal, [45] Paclitaxel 20 0
Pattetal, [49] Capecitabine 37 11
Yang etal. [47] Gemcitabine 28 18
Fuchsetal. [48] Gemcitabine 30 0
O'Reillyetal. [46] Irinotecan 14 7
Halmetal. [50] Pegylated liposomal doxorubicin 16 0
Stuartetal, [52] Nolatrexed 26 8
Leung etal. [55] T138067 21 10
Falcon-Lizarasoetal. [107] Irofulven 29 7

The Oncologist 2006;11:790-800



Sistemik Kemoterapi

Table 3. Systemic chemotherapy for hepatocellular carcinoma (combination regimens)

Study Regimen No. of patients Responserate (% ]I
Al-Idrissietal. [108] Doxorubicin, 5-FU, mitomycin C 40 13

Ravryetal. [109] Doxorubicin, bleomycin 60 16

Pattetal. [63] 5-FU, interferon 28 14

Jietal. [110] Cisplatin, interferon 30 13.3
Bobbio-Pallavicinietal. [111] Epirubicin, etoposide 36 39

Leungetal. [59] PIAF 50 26

Taieb etal. [58] GEMOX 21 19

Leeetal. [112] Cisplatin, doxorubicin 37 18.9

Ikedaetal. [113] Mitoxantrone, 5-FU, cisplatin 51 27

Abbreviations: 5-FU, 5-fluorouracil; GEMOX, gemcitabine and oxaliplatin; PIAF, cisplatin, interferon, doxorubicin, and 5-

fluorouracil.

The Oncologist 2006;11:790-800



Hormonal Tedavi

 HCC hastalarinin ticte birinde 6strojen reseptorii (ER)
pozitifligi saptanmistir.

* Ortalama %40 oraninda somatostatin reseptor varligi tespit
edilmistir.

De Maria N et al. Mol Cell Endocrinol. 2002;193:59-63
Liu HL et al. Acta Pharmacol Sin. 2004;25:1380-1386



Hormonal Tedavi

Tamoksifen

Table 1. Studies with tamoxifen in hepatocellular carcinoma

Study Treatment No. of patients Survival

Farinatietal. [12] Tvs.C 38 12-month survival rate:
T22% vs. C 5%

Martinez Cerezoetal. [13] Tvs.C 36 12-month survival rate:
T48.5% vs.C9.1%
(p=.01)

Elbaetal.[14] Tvs.C 22 Median survival (wks):
TT74vs. C52
(p=.04)

Castellsetal. [15] Twvs.C 120 1- and 2-year actuarial survival rate: T 51% and
27% vs. C43% and 29%
(p=.75)

CLIP group [17] Tws.C 496 Median survival (mos):
TI15vs. C16
(p=.54)

Riestraetal. [18] Tvs.C 80 12 month survival rate:
T30% vs.C37.8%
(p=.31)

Liuetal. [19] Tvs.C 119 Median survival (days):
T44vs. C4l
(p=.703)

Chow et al. [20] T (120) vs. T (60) 329 3-month survival rates:

vs. C T (120)35% vs. T (60) 41% vs. C 44%
Barbareetal. [21] Tvs.C 420 Median survival (mos):

T4.8vs. C4
(p=.25)

Abbreviations: CLIP, Cancer of the Liver Italian Programme; C, control; T, tamoxifen; T (120), tamoxifen 120 mg daily; T

(60), tamoxifen 60 mg daily.

The Oncologist 2006;11:790-800



Hormonal Tedavi

Tamoksifen

Peto Peto
Study or subgroup Tarnoxifen Caontrol Odds Ratio ‘Weight Odds Ratic
EyW] FE;F::IIZ(?CS}% EWV] FE“DCIT- (9?%
Fixed, Fixed,
niN niN Cl Cl
Chow 2002 120 mg 170120 6065 - 2446 % 22 [ 1.04, 1.60]
Chow 2002 60 mg 68/74 &0/65 ™ 183 % 0B [084, 1.38)
Elba 1994 &1 1 - I 09% 0421014, 1.24]
CUP 2002 209237 2117240 - 34.00% 09708l Lls]
Riestra 1998 26/40 37 T 47 % 30080 213]
Liu 2000 60761 58/58 0% 0.14 [000 7.10]
Melia 1987 20025 22128 T 5% 082[046 144
Martinez Cerezo 994 8/20 1116 - 1 3% 056022 139]
Barbare 2002 0/210 210 Not estimable
Castells 1995 35/58 40062 - 65% 091 [060, 1.37]
Call 1995 21129 23132 -1 61 % 100 [065, 1.53]
Total (95% CI) r 100.0 % 1.05 [ 0.94, 1.16 ]
Heterogeneity: Cni* = |2.14, df = 9 (P = 021); 17 =26%
Test for overall effect: £ = 086 (P = 039)
Test for subgroup differences: Not applicable
ar 02 05 | 2 5 10
Favours tamasfen Fawours contro!

Nowak, Cochrane Database Syst Rev. 2004;(3):CD001024.



Hormonal Tedavi

204 hastanin alindig bir randomize
calismada, daha 6nce tedavi almayan
HCC’lu hastalarda genel sag kalim
acisindan megestrol asetatin plaseboya
ustinlagl gosterilememistir.

Megestrol Asetat

Chow PK, et al. BrJ Cancer. 2011;105:945-952

Okterotid ile yapilan iki randomize
calismada oktreotid ile plasebo
arasinda anlamli sag kalim farki
gosterilememistir.

Oktreotid

Barbare JC, et al. Eur J Cancer. 2009;45:1788-1797
Ji XQ, et al. Med Sci Monit. 2011;17:RA169—-RA176



HCC Patogenezinde Sinyal leti Yollari

RTK: PDGFR FGFR
VEGFR EGFR Reseptor Wnt Reseptor

Hiicre membrani IGFIR c-MET
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Anzola M. J Virol Hepat. 2004;11:383-393; Avila MA, et al. Oncogene. 2006;25:3866-3884; Clauss M. Semin Thromb Hemost. 2000;26:561-569




Molekiiler Hedefli Tedaviler




SORAFENIB

| SHARP I | Asya—Pasifik I

Dahil edilme kriterleri
eileri evre HSK, ECOG PS 0-2, Child-Pugh A, daha énce sistemik tedavi almamis

Katmanlandirma

* MVY ve/veya EHY, ECOG PS (0 vs. 1-2), cografik bolge

12 Sonlanim: OS, TTSP
22 Sonlanim: TTP, HKO, glivenlilik

Sonlanim: OS, TTSP, TTP, HKO, gtivenlilik

1
1
N: 602 ; N: 206
Randomizasyon I Randomizasyon
1:1 ; 2:1
1
1
: n=76
1
1
Sorafenib I Sorafenib
Plasebo Plasebo
400 mg BID | ‘ ; 400 mg BID | ‘
, ; I
1
|
1
1
1

Llovet JM, et al. N Engl J Med. 2008;359(4):378
Cheng AL, et al. Lancet Oncol. 2009;10(1):25. Epub 2008 Dec 16



SORAFENIB

Medyan yas (aralik), yil 67 (21-89) 51 (23-86)
Cinsiyet (erkek), % 87 85
ECOG PS (0/1/2), % 54/38/8 26/69/5
MVI, % 38 35
EHY, % 51 69
BCLC evresi (B/C), % 17/82 4/96
HBV/HCV, % 18/28 73/8
Tumor bolgesi sayist, %

1 44 11

2 31 35

3 12 20

>4 13 35
Hastalik alani, %

Akciger 21 50

Lenf nodu 26 32

Llovet JM, et al. N Engl J Med. 2008;359(4):378
Cheng AL, et al. Lancet Oncol. 2009;10(1):25. Epub 2008 Dec 16



Sagkalim olasihig

SORAFENIB

SHARP | Asya—Pasifik |
1.00—= _
T Sorafenib (n=298 oo
s, - Eledyzn t[ZJS - = Sorafenib (n=150
\ asebo (n= 5 Medyan OS
0.7 54 e W . = p75 4 ILLL‘
. Medyan 05: 7.9 ay % ! H-I s Plasebo (n=76)
w S . Medyan OS: 4.2 ay
- =
0.50 — = 050
g - é—.]
L Sorafenib ©
an
0.25- 0-25 4
P<0.001 Placebo
]
0.00 I [ [ I [ [ I [ I | | | I | I | 1 I I I I I I I I. I I !
0 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 0 ; 1 6 8 10 - 14 - 1B 20 n
Zaman (Ay)
Zaman (Ay)
HR=0.69 HR=0.68

Llovet JM, et al. N Engl J Med. 2008;359(4):378
Cheng AL, et al. Lancet Oncol. 2009;10(1):25. Epub 2008 Dec 16
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Llovet JM, et al. N Engl J Med. 2008;359(4):378
Cheng AL, et al. Lancet Oncol. 2009;10(1):25. Epub 2008 Dec 16



SORAFENIB

SHARP Asya-Pasifik

% Sorafenib Plasebo Sorafenib Plasebo
Kismi yanit 2 1 3 1
Stabil hastalik 71 67 54 28

Hastaltk 43 32 35 16
kontrol orani

Llovet JM, et al. N Engl J Med. 2008;359(4):378
Cheng AL, et al. Lancet Oncol. 2009;10(1):25. Epub 2008 Dec 16



SORAFENIB

GIDEON c¢alismasi

Medyan OS Child-Pugh A hastalarinda Child-Pugh B hastalarina kiyasla daha
uzundur: sirasiyla 13.6 vs 5.2 ay.

>

n Median OS,
months (95% CI)

— ChidPugh A 1975 13.6 (12.8-14.7)
— ChildPugh B 669 5.2(4.66.3)
Child-PughC 73  2.6(1.54.0)

Survival distribution function
=
on
1

0 3 6 9 12 15 18 21 24 27 30 33 36 3
Time since start of treatment (months)

Marrero JA. et al. J Hepatol 2016
http://dx.doi.org/10.1016/j.jhep.2016.07.020



SORAFENIB

TACE Treatment in Patients with
Sorafenib-treated Unresectable
Hepatocellular Carcinoma in
Clinical Practice: Final Analysis of
GIDEON'

Radiology

* Global olarak anrezektabl HSK hastalarinda sorafenib dncesinde ve beraberinde
TAKE kullaniminin degerlendirilmesi

e Guvenlilik analizine 3202 hasta dahil edilmistir.

e 1511 (%47.2) hastaya sorafenib dncesi TAKE uygulanmis; 325 (%10.1) hasta
konkomitan TAKE ve sorafenib tedavisi almistir.

Geschwind JF et al. Radiology. 2016 Jan 8:150667
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o 0.8+

SORAFENIB

Median overall survival,

n months (35% Cl)
= No prior TACE 1697 9.2 (8.4,9.9)
= Prior TACE 1516 12.7 (115, 13.8)

I 1 I I 1 T U 1 I I I 1
3 6 9 12 15 18 21 27 30 33 36 39
Time since start of sorafenib treatment (months)

GIDEON calismasi

Medyan genel sagkalim 6nceden TAKE
uygulanmis hastalarda: 12.7 ay (%95 [CI]:
11.5,13.8)

Medyan genel sagkalim 6nceden TAKE
uygulanmamis hastalarda: 9.2 ay (95% ClI:
8.4,9.9)

0.8 1

urvival distribution functio
© o o o
B o 3@ =~
1 1 1 1

v

o

w
1

D g0

e
-

Median overall survival,

n months (95% CI)
= No concomitant TACE 2896 9.7 (3.2, 10.4)
~ Concomitant TACE 317 21.6 (18.0, NE)

o

T I T I I I I I T I T 1

3 6 9 12 15 18 21 27 30 33 36 39
Time since start of sorafenib treatment (months)

Medyan genel sagkalim konkomitant TAKE
uygulanmis hastalarda: 21.6 ay (%95 Cl:
18.0, tahmin edilemiyor)

Medyan genel sagkalim konkomitant TAKE

uygulanmayan hastalarda: 9.7 ay (%95 ClI:
9.2,10.4

Geschwind JF et al. Radiology. 2016 Jan 8:150667



SORAFENIB

e Sorafenib + Doksorubisin & Doksorubisin

e Faz Il calismada etkin, Faz lllI'de genel sag kalima anlamli
katki yoktur.

J Clin Oncol 34, 2016 suppl 4S; abstr 192



REFLECT Calismasi, ASCO 2017

LENVATINIB

Global, randomized, open-label, phase 3 noninferiority study

Primary endpoint:
Patients with unresectable . 0S ry P
HCC (N = 954 o :
Nc(pr'lﬂr sysﬁamic T Etrﬂtlflf:ﬂtlnn Secondary endpoints:
for unresectable HCC y Raffnl:; i 8 mg (BW < 60 kg) * PFS
= 1 Measurable target E\Iels?tt;r:;“ 1 oF or « TTP
lesion per mRECIST « MVl and/or EHS: 12 mg (BW = 60 kg) « ORR
BCLC stage Bor C : once daily i f lif
Child-Pugh A — (yes or no) * Quality of life
» PK lenvatinib

ECOG PS < 1 eSS
Adequate organ function (0 or1) exposure
parameters

Patients with = 509%, liver ' B?yﬁ;;aight:
occupation, clear bile duct {} Eﬂkkggjor . Tumor assessments
invasion, or portal vein = Sorafenib were perfo d
invas! \ performe
invasion at the main . (n=476) e dine t

portal vein were excluded 400 mg twice daily according 1o
mRECIST by the
investigator

Randomization 1:1




LENVATINIB

REFLECT Calismasi, ASCO 2017

Lenvatinib Sorafenib
Karakteristik ozellikler Kategori (n =478) (n =47)
Ortalama yas (yil) 61.3 61.2
o K 405 (85) 401 (84)
Cinsiyet, n (%) E 73 (15) 75 (16)
Western 157 (33) 157 (33)
.. .
Bolge, n (%) Asia-Pacific 321 (67) 319 (67)
<60 153 (32) 146 (31)
i 0
Kilo (kg), n (%) > 60 325 (68) 330 (69)
0 304 (64) 301 (63)
0,
ECOG PS, n (%) 1 174 (36) 175 (37)
Evet 329 (69) 336 (71)
0,
MVI, EHS, n (%) Hayir 149 (31) 140 (29)
A 475 (99) 471 (99)
Child-Pugh, n (%) B 3(1) 5 (1)
B (intermediate stage) 104 (22) 92 (19)

[0)
BCLC stage, n (%) C (advanced stage) 374 (78) 384 (81)



REFLECT Calismasi, ASCO 2017

LENVATINIB

Karakteristik ozellikler

Hastalik bolgesi, n (%)

Kronik karaciger hastaliginda etiyoloji, n
(%)

Baseline AFP duzeyi (ng/mL), n (%)

Ortalama baseline AFP duzeyi (ng/mL)

HBV ve HCV igin verilen konkomitan
antiviral tedavi, n (%)

>3
Hepatit B

Hepatit C
Alkol

Diger
Bilinmeyen
< 200
= 200

Lenvatinib

(n =478)
207 (43)

167 (35)

103 (22)
251 (53)

91 (19)
36 (8)
38 (8)
62 (13)
255 (53)
222 (46)
133.1
163 (34)

Sorafenib
(n = 476)
207 (44)

183 (38)

86 (18)
228 (48)

126 (27)
21 (4)
32 (7)
69 (15)
286 (60)
187 (39)
71.2
149 (31)



REFLECT Calismasi, Genel Sagkalim

LENVATINIB

Median (month) (95% CI)
—— Lenvatinib: 13.6 (12.1-14.9)

HR (95% Cl): 0.92 (0.79-1.06)

Probability

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time (Month)

Number of patients at risk:
Lenvatinib 478 436 374 297 253 207 178 140 102 67 40 21 8 2 0




LENVATINIB

REFLECT Calismasi, Genel Sagkalim

Characteristic Subgroup Events / Patients HR (95% CI) Median (months)

Lenvatinib vs Sorafenib Lenvatinib Sorafenib

351/478

Overall 350/476 —e—- 0.92 (0.78-1.08) 13.6 12.3
Age <65y 203/270 204/283 — 0.94 (0.77-1.15) 12.4 11.4
265y 148/208 146/193 — 0.84 (0.66-1.07) 14.6 13.4
Sex Male 293/405 283/401 —— 0.91 (0.77-1.07) 13.4 12.4
Female 58/73 57/75 - ! 0.84 (0.56-1.26) 15.3 11.4
Region Asia-Pacific 243/321 248/319 —— 0.86 (0.72-1.02) 13.5 11.0
Western 108/157 102/157 s 1.08 (0.82-1.42) 13.6 14.2
ECOG-PS PS=0 221/304 2231301 —— 0.88 (0.73-1.08) 14.6 12.8
PS=1 130/174 127175 —8— 0.97 (0.76-1.25) 10.7 10.3
Body weight <60 kg 110/153 113/146 — 0.85 (0.65-1.11) 13.4 10.3
2 60 kg 241/325 237/330 - 0.95 (0.78-1.14) 13.7 12.5
MVI, EHS, or both  Yes 250/320 259/336 l—— 0.87 (0.73-1.04) 1.5 8.8
No 101/149 81/140 —— 1.05 (0.79-1.40) 18.0 18.0
AFP at baseline < 200 ng/mL 167/255 193/286 e 0.81 (0.74-1.12) 19.5 16.3
2 200 ng/mL _ 183/222 154/187 L — 0.78 (0.63-0.98) 10.4 8.2
Etiology HBV 196/259 186/244 n— 0.83 (0.68-1.02) 13.4 10.2
HCV 75/103 87/135 —— 0.91 (0.66-1.26) 15.3 14.1
BCLC staging Stage B 71104 65/92 e 0.91 (0.65-1.28) 18.5 17.3
Stage C 280/374 285/384 —e 0.92 (0.77-1.08) 11.8 10.3
Posttreatment Yes 143/206 175/243 e 0.84 (0.67-1.08) 18.5 17.0
anticancer therapy No 208/272 175/233 0.91 (0.74-1.11 10.5 7.9

Favors Lenvatinib Fawors Sorafenib
o6

Lo




LENVATINIB

REFLECT Calismasi, Progresyonsuz Sagkalim

Median (month) (95% Cl)
Lenvatinib: 7.4 (6.9-8.8)

HR (95% Cl): 0.66 (0.57-0.77)
Log-rank Test: P-value: <0.00001

=
0
)
Q
(@]
-
o

f —

]

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Time (Month)
Number of patients at risk:
Lenvatinib 478 345 223 172 106 69 44 28 14 9 4 2 0 O




LENVATINIB

REFLECT Calismasi, Progresyonsuz Sagkalim

Characteristic Subgroup Events / Patients HR (95% ClI) Median (months)

............................ Sorafenil Lenvatinib vs Sorafenib Lenvatinib Scrafenib
Overall 349/478 JET/4T6 —— 0.66 (0.57-0.77) 7.4 3.7
Age <65y 2017270 223/283 — 0.67 (0.55-0.82) 7.3 3.6
265y 148208 144193 —— 0.61 (0.480.78) 7.4 5.4
Sex Male 298/405  308/401 e 0.66 (0.56-0.77) 7.4 3.7
Female 51/73 5975 > 0.75 (0.49-1.13) 7.4 4.6
Region Asia-Pacific 2497321 264/319 —— 0.61 (0.51-0.73) 7.3 3.8
Western 100157 103/157  —— 0.81 (0.61-1.08) 7.4 5.5
ECOG-PS PS=0 220304  233/301 —— 0.63 (0.52-0.786) 7.4 3.7
PS=1 129/174 134/175 —— 0.70 (0.55-0.20) 7.3 3.7
Body weight < 60 kg 1117153 1211486 —— 0.61 (0.46-0.79) 7.4 36
Z 60 kg 2387325  246/330 —— 0.69 (0.580.83) 7.4 3.7
MVI, EHS, or both Yes 246/329  265/336 —— 0.64 (0.54-0.77) 7.3 36
No 103/149 102140 — 0.73 (0.55-0.97) 9.2 5.6
AFP at baseline < 200 ng/mL 186/255  209/286 —— 0.68 (0.55-0.83) 9.0 5.4
Z 200 ng/mL 163222 157187  — 0.59 (0.47-0.75) 5.5 2.4
Etiology HBV 205/259 199/244 —— 0.62 (0.50-0.75) 7.3 36
HCV T0/103 103/135 - 0.78 (0.56-1.09) 7.4 5.3
BCLC staging Stage B T72/104 66/92 = 0.70 (0.50-0.99) 9.1 5.5
Stage C 2771374 301/384 —— 0.63 (0.53-0.75) 7.3 3.7
Posttreatment Yes 177206  204/243 — 0.58 (0.47-0.72) T.2 3.8
anticancer therap No 1721272 163/233 —— 0.70 (0.56-0.87 8.0 3.7

__Fawors Lenvatinib: Favors Sorafenib

| I T T N N |



LENVATINIB

REFLECT Calismasi, ORR

Lenvatinib (n = 478) Sorafenib (n = 476) Odds Ratio (95%

ORR 115 (24.1) 44 (9.2) 3.13 (2.15-4.56)
95% ClI 20.2-27.9 6.6-11.8 P < 0.00001
CR 6 (1.3) 2 (0.4)

PR 109 (22.8) 42 (8.8)
SD 246 (51.5) 244 (51.3)
Durable SD 167 (34.9) 139 (29.2)
PD 71 (14.9) 147 (30.9)
Unknown/NE 46 (9.6) 41 (8.6)

DCR 361 (75.5) 288 (60.5)

95% CI 71.7-79.4 56.1-64.9




LENVATINIB

REFLECT Calismasi, Advers Olaylar

Treatment-emergent Adverse Events (TEAES)
Any TEAEs

Treatment-related TEAEs
Any TEAEs of grade 2 3

Treatment-related TEAEs of grade 2 3
Any Serious adverse events

Treatment-related serious TEAES
Dose modifications
Dose reductions due to related TEAEs

Dose reductions or interruption due to related
TEAES

Drug discontinuations due to related TEAEs

Lenvatinib

(n =476)

470 (99)
447 (94)
357 (75)
270 (57)
205 (43)
84 (18)

176 (37)
252 (53)

42 (9)

Sorafenib
(n =475)

472 (99)
452 (95)
316 (67)
231 (49)
144 (30)
48 (10)

181 (38)
236 (50)
34 (7)



LENVATINIB

REFLECT Calismasi, Advers Olaylar

Adverse event, n

Hypertension
Diarrhea
Decreased appetite
Decreased weight
Fatigue
Palmar-plantar
erythrodysesthesia
Proteinuria
Dysphonia

Nausea

Decreased platelet count
Abdominal pain
Hypothyroidism
Vomiting
Constipation
Elevated aspartate
aminotransferase
Rash

Alopecia

Lenvatinib (n =476

Any grade

201 (42)
184 (39)
162 (34)
147 (31)
141 (30)

128 (27)
117 (25)
113 (24)
93 (20)
87 (18)
81 (17)
78 (16)
77 (16)
76 (16)

65 (14)
46 (10)
14 (3)

*

*

Grade 3/4

111 (23)
20 (4)
22 (5)
36 (8)
18 (4)

14 (3)
27 (6)
1(0)
4 (1)
26 (6)
8 (2)
0 (0)
6 (1)
3(1)

24 (5)
0 (0)
0 (N/A)

Sorafenib (n =475

Any grade Grade 3/4
144 (30) 68 (14)
220 (46) 20 (4)
127 (27) 6 (1)
106 (22) 14 (3)
119 (25) 17 (4)
249 (52) * 54 (11)
54 (11) 8 (2)
57 (12) 0 (0)
68 (14) 4 (1)
58 (12) 16 (3)
87 (18) 13 (3)
8 (2) 0 (0)
36 (8) 5(1)
52 (11) 0 (0)
80 (17) 38 (8)
76 (16) 2 (0)
119 (25) 0 (N/A)



REGORAFENIB

RESORCE Calismasi

Regorafenib
160 mg oral glinde bir kez (3

hafta tedavi, 1 hafta ara)
* Sorafenib tedavisi altinda radyolojik

, A (1 siklus: 4-hafta)
progresyonu dokiimante edilmis HSK hastalari (n=379) ‘
* Tabakalandirma:
- Cografi bolgeye gore (Asya vs ROW) Progresyona ya da tolere
- Makrovaskiler invazyon ellmisyens e
- Ekstrahepatik hastalik
- ECOGPS (0 vs 1) '
- AFP (<400 ng/mL vs 2400 ng/mL)

N=573

Bruix J. et al. Lancet 10.1016/50140-6736(16)32453-9 (2016)



REGORAFENIB

RESORCE Calismasi
Regorafenib Plasebo
(n=379) (n=194)
Erkek %88 %88
Yas, medyan yil (aralk) 64 (54-71) 62 (55-68)
Irk
Beyaz %36 %35
Asyall %41 %40
Siyah %2 %1
Diger/ raporlanmayan %21 %24
Cografi Bolge Asya* %38 %38
ECOG performans statusu, 0/1 %65 / %35 %67 / %33
HSK Etyolojisi
Alkol kullanimi %24 %28
Hepatit B %38 %38
Hepatit C %21 %21
NASH %7 %7
Diger %7 %5
Bilinmeyen %17 %16

Bruix J. et al. Lancet 10.1016/50140-6736(16)32453-9 (2016)



REGORAFENIB

RESORCE Calismasi
Regorafenib Plasebo
(n=379) (n=194)
BCLC stage,A/B/C %0.3 / %14 / %86 %0 / %11 / %89
Child-Pugh *
A %98 %97
B %1 %3
Makrovaskiiler invazyon (MVi) %29 %28
Ekstrahepatik yayihm (EHY) %70 %76
MVi velveya EHY %80 %84
Alfa-fetoprotein 2400 ng/mL %43 %45
Sirozu olant %75 %74

Bruix J. et al. Lancet 10.1016/50140-6736(16)32453-9 (2016)



REGORAFENIB

RESORCE Calismasi, Genel Sagkalim

A
1007 Olim riskinde T prdoretents
90+
ao azalma %37
Z
= 707
% B0~
5 5o “"'1,*_%‘];3:6 ay
F-a— Sagkalim oranlari, % (95% Cl)2
z ¥ 7.8 ay & ¢ 95% I
. Regorafenib Plasebo
204 (n=379) % (N=194) %
107 4R 0-63 (95% (1 0-50-079); one-sided p<0-0001
o T T T 1 T n s T A = 5 . 12 ay 45 (40-51) 29 (22-37)
Mumbser at risk
Regorafenibk 379 316 24 170 122 7B 54 34 21 10 4 o _ _
Placsho 194 149 ot s ¥ 26 16 2 . . N 0 18 ay 30 (25-36) 15 (9-22)
24 ay 21 (15-26) 11 (5-17)
30 ay 16 (10-22) 9 (3-15)

Bruix J. et al. Lancet 10.1016/5S0140-6736(16)32453-9 (2016)
Finn R, et al. Presented at: ASCO Gl 2017; San Francisco, CA.



REGORAFENIB

RESORCE Calismasi, Genel Sagkalim

A nfevents  Hazard ratio
(5% Cl)

Age group

< &5 years —_— 315/205 0465 {0-49-0-57)
= &5 years _ L 7581168 074 (0-54-103)
Sy

Mala - SO4/32F 0465 (0-52-0-82)
Female - 60/46 088 (0-48-1-62)
Geagraphical region

Asia — 216/142 0465 (D-46-0-92)
Rest of weorld . IFEN 068 (0-52-0-90)
ECOG score

o — 7N 061 (0-47-080)
1 —_— 196/142 078 (0-55-1-11)
AFP

<400 ngimil . — 324/194  0-67 (0-50-0-90)
=400 ng/mil —— 2400179 0-68 (0-50-0-02)
Child-Pugh score

AS — 162/132 0-60 (0-46-079)
AG P 1991141 080 (057-113)
Extrahepatic disease

Mo - 164103 097 (0-63-1-4E)
fes —— 412/770 0-60 (-47-077)
Macrovascular invasion

Mo —— 400/250 0467 (0-52-0-B6)
Yes —_— 164/114 067 (0-46-0-08)
Extrahepatic disease, or macrovasoular invasion, or both

Mo & 10768 0408 (0-58-1-68)
Yes — 466/305 063 (0-50-079)
Hepatitis B

Mo — 357/738 073 (0-56-0-95)
Yes —— 6135 058 (0-41-0-92)
Hepatitis C

Mo —— 454/795 065 (D-51-0-B7)
Yes b 11978 079 (0-49-1-26)
Alcohol use

Mo —— 428/373 059 (0-46-076)
Yes L 1451100 092 (0-61-138)
I T T
Regorafenib Plasebo

Bruix J. et al. Lancet 10.1016/S0140-6736(16)32453-9 (2016)



REGORAFENIB

RESORCE Calismasi, Progresyonsuz Sagkalim

100+

a0 A 3.1 Progresyon Regorafenib (n=379)
ay riskinde azalma = Plasebo (n=194)

0
454 HR: 0.46 (95% Cl, 0.37-0.56); P<0.0001

PFS ihtimali (%)

G : :f I I I I I
0o 3 6 9 12 15 18 21 24 27 30 33

1 I 1 I |

Randomizasyondan itibaren gecen siire

~Regorafenib n= 459 166 76 43 27 14 8 7 4 0 0 O
— Placebon = 194 37 15 6 3 2 1 1 0 0 0 0

Bruix J, et al. Lancet. 2017 Jan 7;389(10064):56-66



REGORAFENIB

RESORCE Calismasi, Advers Olaylar

Tedavi iligkili llag iligkili
Regorafenib Plasebo Regorafenib Plasebo

n=374 n=193 n=374 n=193
Tdm Gradlar %100 %93 %93 %52
Grad 3 %56 %32 %46 %16
Grad 4 %11 %7 %4 %0.5
Grad 5 (6lum) %13 %20 %2* %1t
Ciddi %44 %47 %10 %3
Doz modifikasyonuna neden %68 0631 %54 %10
olan
'(I)'(Ie;navmln kesilmesine neden 0625 %19 %10 %4

Bruix J. et al. Lancet 10.1016/50140-6736(16)32453-9 (2016)



REGORAFENIB

RESORCE Calismasi, Advers Olaylar

Tedavi iliskili
Regorafenib (n = 374) Plasebo (n = 193)

Patients, % G:-::rar G':d GTd G::(;Tar G?d GTd
Halsizlik 40 9 NA 32 5 NA
ishal 41 3 0 15 0 0
Hipertansiyon 31 15 <1 6 5 0
Bilirubin yiksekligi 29 10 1 18 8 3
AST yuksekligi 25 10 1 20 10 2
Assit 16 4 0 16 6 0
Anemi 16 4 1 11 5 1
Hipofosfatemi 10 8 1 2 2 0
Lipaz ylksekligi 7 5 2 3 2 0

Bruix J, et al. Lancet. 2017;389(10064):56-66.



REGORAFENIB

Birinci basamak ikinci basamak
Anrezektabl . .
sorafenib regorafenib
N\ + J
4 . " . - i} )
Sorafenib tedavisi baslangicindan regorafenib sonrasi 6liime kadar gecen sire *
301 26
29 sorafenib —
= 20 19.2 regorafenib
£ 154 sorafenib —
& placebo
En 104
51 (22.6-28.1)  (16.3-22.8)
0
n=374 Hastalar "~ 193
\_ J

Finn R, et al. Presented at: ASCO GI 2017; San Francisco, CA.



TIVANTINIB (Oral MET inhibitérii)

Faz-1l ¢calisma, Tivantinib (2x360mg/glin (38 hasta) ve 2x240mg/giin
(33 hasta) & plasebo (36 hasta)

Daha oncesinde en az bir sistemik tedavi almis hastalar
Progresyona kadar gecen stire 1.6 ay & 1.4 ay, progresyonsuz sag
kalim 1.5 ay & 1.4 ay olarak saptandi. Elde edilen bu sonuclar
istatiksel olarak anlamli degildi.

Ortalama sagkalim farki istatiksel olarak anlamli saptanmadi.(6.6 ay
tivantinib kolu, 6.2 ay plasebo).

Sadece MET ekspresyonu yiiksek olan hastalarda genel sag kalimin
tivantinib alan hasta grubunda daha iyi oldugu gozlendi.(tivantinib
7.2ay, plasebo 3.8 ay, p=0.01).

Progresyonsuz sag kalima,
i - >
T genel sag kalima katkisi yok !!!

Santoro A, et al. Lancet Oncol 2013; 14: 55-63
Rimassa L et al. J Clin Oncol 35, 2017 (suppl; abstr 4000




Molekiiler Hedefli Tedaviler

Early stage Peretinoin vs. placebo [NIK-333) Phase I1/111 Megative
(adjuvant) Sorafenib vs. placebo [STORM) Phase 11 Megative
Peretinoin vs. placebo [NIK-333) Phase 11 Ongoing
Intermediate stage Sorafenib [Post TACE) Phase I11 Negative
(combination with Brivanib (BRISK-TA) Phase 11 Terminated
TACE) TSU-68 [ORIENTAL) Phase 111 Terminated
Sorafenib [TACE 2) Phase 111 Negative
Advanced stage Sunitinib vs. sorafenib (SUN1170) Phase Il Nepative
(first line) Linifanib vs. sorafenib (LiGHT) Phase IlI Negative
Brivanib vs. sorafenib (BRISK-FL) Phase 11 Negative
SOR + erlotinib vs, sorafenib (SEARCH) Phase 11 Negative
SOR + doxorubicin vs. sorafenib (CALGBB08028) Phase Il Negative
Sorafenib £ HAIC (SILIUS) Phase 111 Negative
Lenvatinib vs. sorafenib [REFLECT) Phase Il1 Positive
MNivolumab vs. sorafenib [CheckMate-459) Phase Il Ongoing
SIRT vs. sorafenib [SARAH) Phase I11 MNegative
SIRT vs. sorafenib (SIRveNIB) Phase 11 Negative
Advanced stage Brivanib vs. placebo (BRISK-P5) Phase Il1 MNegative
(second line) Everolimus vs. placebo [EVOLVE-1) Phase 111 Negative
Ramcirumab vs. Placebo (REACH) Phase 111 Negative
5-1 vs. placebo [5-CUBE) Phase Il MNegative
Tivantinib vs. placebo [METIV-HCC) Phase Il Megative
Regorafenib vs. placebo (RESOUCE) Phase 11 Positive
Ramcirumab vs. placebo [REACH-2) Phase Il Ongoing

HAIC, hepatic arterial infusion chemotherapy.

Kudo, Liver Cancer 2017;6:253-263



Immiinoterapi

Completed immunotherapy studies in advanced hepatocellular carcinoma.

Study Setting N Intervention Mechanism Efficacy
Sangro™ Advanced HCC 21  Tremelimumab Anti-CTLA-4  ORR: 18%
2nd line therapy DCR: 76%
Duffy”" Advanced HCC 32 Tremelimumab + Anti-CTLA-4 ORR: 26%
2nd line therapy local therapy DCR: 84%
El-Khoueiry~“ (CheckMate-040) Advanced HCC 262 Nivolumab Anti-PD-1 ORR: 20%
2nd line therapy DCR: 58%

Sim HW, et al. Curr Probl Cancer. 2017 Nov 14. pii: S0147-

0272(17)30110-1



Immiinoterapi

Ongoing immunotherapy studies in advanced hepatocellular carcinoma.

for regional therapy (Asia)

+ nivolumab

Study Setting N Intervention Mechanism
| NCT02576509 Advanced HCC 726 Nivolumab vs sorafenib Anti-PD-1
_ st 13 v
NCT02562755 Advanced HCC 600 Pexa-Vec + sorafenib vs Oncolytic virus
(PHOCUS) 1* line therapy sorafenib
NCT02702401 Advanced HCC 408 Pembrolizumab vs best Anti-PD-1
(KEYNOTE-240) 2" line therapy supportive care

NCT02519348 Advanced HCC 144 Durvalumab + tremelimumab vs Anti-PD-L1 + anti-
2™ line therapy durvalumab vs tremelimumab CTLA-4

NCT02795429 Advanced HCC 108 PDROO1 + INC280 vs PDROO1 Anti-PD-1 + ¢-MET
2" line therapy inhibitor

NCT02423343 Advanced HCC 75 Galunisertib + nivolumab TGF-pI inhibitor +
2™ line therapy anti-PD-1

NCT03143270 Unresectable HCC 14 Deb-TACE + nivolumab Chemoembolization
suitable for regional + anti-PD-1
therapy

NCT02837029 Unresectable HCC 35 “%Y-radioembolization Radioembolization
suitable for regional + nivolumab + anti-PD-1
therapy (USA)

NCT03033446 Unresectable HCC suitable 40 °°Y-radioembolization Radioembolization

+ anti-PD-1

Sim HW, et al. Curr Probl Cancer. 2017 Nov 14. pii: S0147-

0272(17)30110-1



Son Mesajlar

Tedavide cerrahi yaklasim esas tedavidir.
Sitotoksik KT'nin etkinligi dtsuktur.

* Hormonal tedavi, sag kalima katki saglamamaktadir.

Molekuler hedefli tedavilerden sadece sorafenib, lenvatinib
ve regorafenibin olumlu sonuclari mevcuttur.

* Imminoterapide yanit oranlari da %20 civari.



Son Mesajlar

* Faz lll, Nivolumab vs Sorafenib, 1.basamak

* Faz lll, Pembrolizumab vs BSC, 2.basamak

* Faz lll, Cabozantinib vs Plasebo, 2.basamak

TESEKKUR EDERIM



