l. i
BEXFsDI FITLY _ 8 - _.3 \

‘ |
http://medical.nikkeibp.co.jp/cancer

% 3 BERIFED VR L KOBE
YIBR A sE/E FF AR IE D B R
—VS7x=JIZHFR, BN TIERL KSR RIC—

GIBRARRE /R MMM IC R L, 2009455 H 20 H, Y77 ==7 (Fgf4 317 H/3—L)
BRI, ¥V 7 7 = = 7 I3 FMIE O BFH CHE— | AFHHOLEREN RS
N R2FETFRIETH O . FOK TIEBEICHEI TR OTF SR & L TER ST 5,
BifElX BCLC C (advanced stage) (ZXfT 2RI E L TREDIT HALTWDHAY, BITE,
Z DWCILR DR S0 BEFEICA Y | KRB EERRER & 2 2 — F LT\ 5, 2009 4 6
H 7B, #ECRMBINZE 3 RIEEIFES VR U LAT, VI 7= 7T RE
e U725 MAHRRER [SHARP) OfERZ .0, Bk & T U7 OBFEE MRS IR 04
BIZHOW Tl L7,

NAF—H—TY T 7 x=TIEEDOT#% % TH

SHARP (Sorafenib HCC Assessment Randomized Protocol) #RBRI%. dbK. Fak. BK
MW, A=A LT VT, 22— =T RTEESNIZEEL L EER T 7 &R xR
Thb, FEIHMEERD THLEEFEHEOS)DOHRENY T 7 == X107 HH, 75
BAREEN 7.9 WH (ONF— K 0.69, p=0.00058) &, Y77 -=7I2L->T OS BNEE
WCIERET 2 Z Eonanl: (RS—VR), £72, TTP (EHEHE) Y 7 72 =7#T
AEICEEL ONF— K 0.58, p=0.000007), ZN5HOFERIZHESNT, VT T7x2=T
VEBRM & K [E CHF AR IE OTR#3E & LT 2007 4RIZEKRZ =T T D,

S LY THEAT T, ECOGPS (0 xf 1-2) O/ oF . IRRIRE 1= o F
B2 VT 7 2 =T EHOEIENRGED 5T % (N Engl J Med 2008;359:378-90) ,
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Phase I sorafenib trials for
advanced HCC : Overall Survival
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(FranPRAMIE-TY T 72 =T 13FEEL LK
FTh D, InREAELITIRL, AEFRIIDLDHERE
THor ke sk 523 rl6E7Z ], SHARP #R % Fi L 7= 2
~A > Hospital Clinic of Barcelona/>k[E Mount Sinai
School of Medicine @ Josep M. Llovet [Ki%, % 3 [\I[FEE
gy Ry AT, VI 7 2= OARMEERIE LT,

Llovet [KIZY VAR Y 7 LD T A A~ —h— (BT
% SHARP FABR OO Y 7 AT R 2 i Lz, 10 Hoo 1
1A F~—7%— (VEGFA, sVEGFR2, sVEGFR3,
sc-KIT, Ras., HGF, EGF. Ang2, FGF, IGF2) &#i
kS A A~—7— (pERK) & H\ T BT L 7f5 5.
R—=2F 4 O cKIT (/#— R 0.562, p=0.006) &
N—=27 4O HGF ("#— Rtk 1.678, p=0.014) . Z DIEWRERHE & AR, ~—
ATGA DG a-7 = h 7 a7 A4 U (AFP), X—AT7A DT NVHYKRAT 7 X —ENY
77 2= HOTH TR & LTl sz,
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cKITETHET 2 & RMEOBETIIY 77 ==T /L 7T B RBECAEFITE DTS
NV, MEOBETIEY 77 = =T HCTHFIZTENRIF THo72 (T, £/, TTP
HeKITEEDBETY 77 2 =T IR ODARBREEN A OGN [V T 7 = =T IR TIE,
R—=2F7 A4 @O cKIT BEEOBE TEFENRIRERNAH 5] & Llovet K, #5R1D
CKITEIZ L > TP HZAHGF CELBEFE LRSI L BARREVZDIEA D,

e N
Baseline plasma c-KIT and Sorafenib
Prediction of survival
Patients with Low Baseline c-KIT Patients with High Baseline c-KIT
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Y 77 = =7 OREISFIH CTHER

SHARP R Oxf 4%, #1THMIEE T, ECOG PS 7 0~2, iffEEE @ Child-Pugh 47
MR A OBFETHY ., BCLC (Barcelona Clinic Liver Cancer)fi#1/y387% C(advanced
stage) DIEHE N 82% % 5O Tz, V7T TBCLC COBHETIZY 77 = =T RO T
ENRE N (N — R 0.70, p=0.0016), L7#>L BCLC B(intermediate stage)? &
BFTIEHE ABRDN b H LN, VI 7 =TI K DEERDRITIA LN oT (0
¥ — K 0.72, p=0.16),

ZD7=®, BCLC DT VI Y XA LT, V77 x2="7LBCLC CIZx}7 AL
EOTONTWD (RRX—=VK), & 2AR, ZOBIGIZOWT, =BT U ZADH 60 eB
WHiPHIZ L Eo o RE LT HER L, TkE IR 2 THEISILR &2 RETT <& Tldhunind
TOERNRD D,
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HCC treatment algorithm
(BCLC)
HCC
Stage O Stage A-C Stage D
PST 0, Child-Pugh A PST 0-2, Child-Pugh A-B PST > 2, Child-Pugh C
|
Very early stage (Q) Early stage (A) Intermediate stage (B) Advanced stage (C)  Terminal stage (D)
Single < 2cm Single or 3 nodules Multinodular, PST O Portal invasion,
= 3cm, PSTO N1, M1,PST 1-2
v ‘ v
Single 3 nodules £ 3cm
Portal pressure/bilirubin
Associated Portal invasion.
Increased diseases N1, M1
Normal No Yes No Yes
4' + \ 4 'v
Resection Liver transplant PEI/RF TACE Sorafenib
v
’ Symptomatic
Curative treatments (LN
. J

- ML

W, R 7 ¢y FBHEFE TRV L, BIERO

71} 4 University of Toronto ™ Morris Sherman K13+
YRV LAOPTHER LR L., VYT T =7 Ol
7eaE X PR EE 2 Child Pugh A, ECOG PS 0-1, BCLC
C 3#AT, BCLC B Tix TACE (IFEIR(LS-ZEARHETE)
IS SR WIGAE & LT,

% L, [Child Pugh B C#% Child Pugh A & R D
BRI O B D724 925, BIfEIX Child Pugh BiZE
T2V 77227 DRI 4y MIGEH STV RN &
L. ECOG PS 2 Ll X, firtefliBifikze LCTofH, £
72 BCLCA (early stage) <° BiZxf L C% B CTHHA
PEIZR STy Balk_7e, F72 @SS OBRA, &
FIZL > TIRER 8L . QOLICEET L Z b b1
R D B IS IMTE LCIEE 5 & Tk

NN

WA | EoRF LT,
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—J. A4 % U7 University of Bologna ® Luigi Bolondi
K%, Sherman KOE RIZFEE L->2%, Child PughB ¥
FUO'BCLC B ~DiSIZ W THIf&kZ R~ L=, ZOHH
D—->21%, Child Pugh A (Ztt-_T Child Pugh B 4173
RS, 20 ERLENTNDLZ DD,

BCLC {7 V= U XA TIE, BCLC A O&%H. 18D
FHRPUIATAE T, F AN 2 ) — VIEARE
PEDRR LI T ¥ A BB EHRIERFA) L 72 %, Ll
Child Pugh B THEKA HAVUIER &L 2D lReEn H D, £
LT, BGENRE WS, BEENZWEE, T72bD
BCLC B (272 % & TACE 28M@&EIRS 1 %,

Luiei Bolar

TACE OFNMEIZ A Z fifHT THR I TV H 2 (HEPATOLOGY 2003;37:429-442) . A
K IRNT ORISR & 72 > 72 FBFEF D% < 1% Child Pugh A ©, Child Pugh B ® B#F 13072~ 7=,
F 72 TUIBRARE D CTld TACE 12 K D A FMIH OMER L 3~4 7 H Th Y | Child Pugh B
TIREVEWEEZLND] Z &5, [Child Pugh Bic%f L TACE #5455
%2z Ly & Bolondi K idib~7=,

V7 7 = =7 ® Child Pugh B DEF 2T 26D T — X IFBREE TIXRWVWA, B4
PEIZ DUV CIEEE T FHFER C© Child Pugh B &% T% Child Pugh A £ 1ZIER%E ThH -7,
[Child Pugh B 0%, BCLCBOEFIZY 77 2= NEWVONIELEET AN
W, TACE &Y I 7 ==7DMHEDEDOHMNEELRAET DHKRRPLETH D] &
Bolondi K i3iE-> 72,

TITNCBTBER EORBER

A, PRS2k S 2 NIRRT 60 A B, 20 5 BLEINEA 5 77 4000 A, KEH
3175000 AT, HEEEE, AN 40 TAL EEWbhiTWb, FEHELLEEZ EDDLT
CTTHLY T T =TI TERRDN, TNEHLC LZRABRO—o0, HE, i
[E, B0 23 Mizk TFEM SN F RS (Asia-Pacific i) ThbH, V7 7= =Tt
TOSHHRfEIX 65 WA, 77EREIL42 A (HHF—KH 0.68, p=0.014) o7 (&
R=VK), £ TTP VI 7 == HTAHAREIERL, TPTATHY 77 = =7 Dlif
IRHJNRZ T ¢ b OSERR ST, ZORREZ T T, #ETITY 77 = =713 2008 4 3 H
IR S T,
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Phase I sorafenib trials for
advanced HCC : Overall Survival
Asia-Pacific
1.00 —— Sorafenib
Median : 6.5 months
(95%CI|:5.6-7.8)
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0.75 —
g Median : 4.2 months
= (95%Cl: 3.7 -5.5)
3
=]
o
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2
c
3
@
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TR Y T LOHT, iE Yonsei University College of
Medicine ® Kwang Hyub Han [Xi%, [V 7 7 ==737
CTOBREFIZL S TRERTANA M= oTz] LR
Nz, 2O—F T, SHARP HBROFMER LT, 7UT
ATIZ 08 MWV EAZHER L. ZOERBHITEFEETRIC
L5 L L, BlAE, FFMER O BEEIG ) Asia-Pacific
AR Tl 69%. SHARP &5 Tl 51% &3E 9, BCLC %]
Y B & C OEIA D Asia-Pacific 375k Tld 4% & 96%72
723, SHARP A5k TlX 17% & 82%7=~ 7=,

; F2 R T A LA HBV & HCV OEGE 0BG BN K&

< #7210 | Asia-Pacific ik Tl 221 73% & 8% 72743,
K\Mnng H\” SHARP 5BrIE 18% & 28% 72~ 7-, Asia-Pacific ik D
TRRBTIC ZAUE, RO OS D 6.5 7 A 12kt L, HBV BB TIE 5.9 7 A LF,
2% D Asia-Pacific #U1T SHARP s L 0 T LIBE AR LIZE WA D, T
S5OZEMEH Han Kix, [V 77 = =7 HAITIIFMERS 22 £ O & 5 TRHIE <4
FREXT 4y MIFTRVWES D] LR TND,
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Drug-related AE: SHARP vs. Asia-Pacific
SHARP Asia-Pacific
Sorafenib Placebo Sorafenib Placebo
(n=297) (n=302) (n=149) (n=75)
AEs (%) Any Grza Any Graz/s Any Gras4 Any Grav4
Hand-foaot skin reaction 21 8 3 <1 a5 11 3 0]
Diarrhea 39 8 11 2 26 [S] 5 0
Alopecia 14 - 2 - 25 - 1
Fatigue 22 4 16 3 20 3 8 1
Rash/desguamation 16 1 11 0 20 1 7 0
Hypertension 5 2 2 1 19 2 1 0]
Anorexia 14 <1 3 1 13 0 3 0
Nausea 11 <1 8 1 11 1 11 1
. S

75 National Taiwan University Hospital @ Chiun Hsu K 5%, HAEHFRIZHOWVWTE
K Ule, BEMIZIECRKATHE T T ATH Y 77 2= ORAFMEITHEO LTS, L
I UF R B E ROG OFAEBEE D SHARP #RBR CTlE 21% Th D DIZxt LT, Asia-Pacific 7
BRCIX 45% L@y (EX), BEEOMESCKGTIEANEII R ZLbhH DD, [V T
7 2= OEHHINE 7 V= L2l 5 | REOTRHBBETHD & LT,

il B RIE OO AR IE I S

LB RFAHEERNA O THEER KL, TEERRAICIE,. YR
RFPHRENTE 5 early stage . TACE 2N & 725
intermediate stage &, MF#EIA(LFHEEEZIT S advanced
stage &, JREZIZERICHIET D 2 & b HEETHEF s
EWVWRDEASD ] b WL Y T 7 ==T 0w (B
AELED) IS iEs LoRERLE, LT, BA
PR OIRIRT VT X WA _R— R Z DO WREMEE G D
TR 72T T VT AW EFEI L (RS—T ),
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Modified Version of Consensus-based Treatment Algorithm for
Hepatocellular Carcinoma proposed by JSH

HCC
l
Extrahepatic + %
Spread No Yes
Liver Function Child-Pugh Child-Pugh Child-Pugh Child-Pugh
A/B c c A/B
Vascular J' ¢
invasion NID Yes No Yes
Number Single 1~3 4 or more  Within Milan Within Milan  Exceeding

criteria and criteria and  Milan criteria
Hypovascllar Age=65 Age=65  and Age>65
Early HGC

Size J =3cm >3cm J \_l \_l
l l A 4 Yy Y

Treatment Intensive  Resection  Resection TACE Trans-  Sorafenib Trans- Palliative  Sorafenib
follow-up  Ablation TACE HAIC plantation TAI plantation Care
Ablation (TACE+  (Resection - TACE (Experimental
Ablation) Ablation) Resection  Treatment)
+ + +

Ongoing Study
Sorafenib? Sorafenib?  Sorafenib?

V77 =T O E RS DI ERERRICE D2 T U ARLETH Y BEICHE
ONDRRN AL — FLTND (RR—TVK), — DT & L ToMH a7
% ERRH I AE L L —EEMROBIAHRE: [STORM] (Sorafenib as adjuvant Treatment
in the prevention Of Recurrence of hepatocellular carcinoMa) TH 5, x> KA
b AR A L L, 1100 AOXBERE TE L TW5, £-0FHRIEIZEI L T, intermediate
stage OFHEfEE B %2 %152 TACE & OO 2 Biatd 2 2 AR b T 72,

ORETIE, OFH%EE LT SILIUS(Sorafenib In combination with Low-dose FP
Intraarterial InfUSion chemotherapy) & 455 Hi17- JLOG0901 iR H 5, AT
Jadglcxt LC, IMAEFPIRELE Y 7 7 2= 20T 58 BT, TANBAX— T 5T
ETHbHEWVWS, £/ TACE & DOftHIZS>WTH ., JLOG0903 B (TACTICS ;
Transcatheter Arterial Chemoembolization Therapy In Combination with Sorafenib) 73

FERNITIRE DL TET

DORETHYBRARERHFMIEI I LTV T 7= B™MEZ A LI . JRIEOER
2 72 2 LITBREICE > TEIFLWZ LT, IFBEBEICB W TRERAES WX 5,
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R BRIE L LT, & WIEFREIEIC L - T, S HIZAEFRRM LT 200, 5%D
RRABR S T S D,

Sorafenib Studies in HCC

Adjuvant Phase I adjuvant
STORM
Phase I
Intermediate Post TACE I?hase I Phase I
(in Japan) with TACE (SPACE)
Advanced/ Phase I Phase I Phase II
metastatic single arm SHARP Asia-Pacific

Phase I Phase I
targeted agents doxorubicin
combinations combination
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