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U530
BIBRASHE KR BUIFRIRRE LSS % L v N F = 7 O RH# R & 201 7l

HlH AMT Y, A, K B ek A
U, R Y, BF A, R

1) NS BERR A I PR
2) AR BB
3) BYHFAKRFEAT A H VL5 —NF

#82 HER{LFZEEREE (TACE) DEIEE SN TEAFHREN—Z (RAEER (m) &
EEEZROMPF 7 2825 [up-to-seven out]) [ TACERIETH D ENASHPICETNTUVS.
% C CRAEER > 6cm OUIBRTREARFHEECHTILNFZT (FOY X7 —tEHE
E) OBRERBEEREL, BESVTFARFEMBTL 2. WRIT20185FE 4 BH» 52020108 % T
DOEICLNFZTEEAL 122 OFFREESD S 5, AEDRHEHS IR CRAEERE >
6cm TdH - 7-456)TH 5. mRECIST IC & 2B AEEIE CR/PR/SD/PD £0/23/13/961 T,
EWNEII51.1%, EEFEERII80% TH-7-. ExhdE (23%)) (AHERBEH (1 ~ALUA) O
ACRP (A#Riia#%:R A CRP @ — /A#%RI CRP &) »IEZ=xhaE (226) ICK HNTHEICKEL
(P <0.001), ¥ILLAEEDRFARFTHo/ (v Xt :1.39, 95%Cl:1.08-1.78, P =
0.01). —7#, 24 FHMbhREIZ123, A, EEEEFHBPREIT49PBTHY, £FHHEF
BIRFIIHMEVIVE AE (N5 —KE:2.74, 95% CI:1.35-5.55, P = 0.005), FEEFIE=E (/\HY—
KNE:0.33, 95% CI:0.12-0.94, P =0.038), #%AEFY (I\HY—K1:0.33, 95% CI:0.13-0.70,
P=0013)PEELAFELTHHE SN GIULDFEEERTIE, ALT-AST ERH* 861 (17.8%)
EBROISEETH . UEXY, EER > 6cm OYIRFREEARFEBEICHTILONFZT
DEBRBEIIRIFT, LONFZJAERIARHOACRP (IAEEVWOFRRFTHZELEDIC,
LoNFZ TRl TR LB BAEEZITI CErEFPRERIETIATEETHDEELD
hi-. doi:10.11482/KMJ-1202147103  (FFISESH 281 Z#H)
F—7— KR, L v o3nF =7, BCLC staging, CIntE% ¥ 2328 (CRP)

Woa BRIIRETH 50, IO HADOFEAA D

JT A0 B 0 i PRI AT b A A S E 3
(4.7%) TIEHE 7, FBTFE (8.2%) Tih
AL 2 E 5o BELEETHL .
Early stage O a1 Z/VEHBI Bt 2 5 ¥ 4
WRESIMN & B HURRBEOWIE & 2 ) ZDT

5 AR A AEAE S (2010 — 20124F 2 W 49)) 1%
38.1%, 104EHIkF A 475 (2004 — 200745 Wi 1)
1316.1% ThH VD 2, WD ALK T RITMK
RETH D, TOFE5 BRI OBR
IR L BB ORR ) K LIZPE D IR DI T

BV S
T AT
T7010192 A WHIHARSTT
R A PR 7

G 1 086 (462) 1111
77 v A 086 (464) 1196
E X —)V ! naoyoshi@med. kawasaki-m.ac.jp
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WCRNT 2. L7za-T, IHfiigEoyrkrl
3 5 72O IV BRASREEAT I i LR %
HRN R IEREOREL DS BLEOHETH 5.

20074EBRRICB W T FENEY 77 2 =
75 DYIRAS BT I (g 2 i &
LTRRBENTUURE, SHIZELZEITLIS
Tx=T7Y, LunRF=TY SAv T
HERFEYF 2T FTFVYART | RNV X
<77 O TRER R ETF = v 7 F AL M
EHOEREDTER S NHARIZB W TH RS
NTwa. ZThH0HEAIE Modified Barcelona
Clinical Liver Cancer (BCLC) staging system
advanced stage |2%) L CHEFR S hTHB oW,
GSRERBIG TOMBOBGEESLETH 5.
—77, WBNHREIIEETDH 5 5w REing <
FEIRE T % 1D 7 W intermediate stage D KT
M HE B IR L7 254 %10 (Transcatheter
Arterial Chemo-Embolization, TACE) 233X
Twhb. L2L, intermediate stage O -2 &
X Z DGR R E DL D7 ) BRI R
WIESDE RO EN5. A, RKEEE
(em) L JEFEEORAI7 # 2 5 (up-to-seven
out) intermediate stage @ Tl §z ## & TACE 12
£ 2 BRI AR T TACE 4338 o & 2552
B Eh? FZERIC up-to-seven out @ intermediate
stage JTHIIHA 120 L ClE L ¥ /8 F = 725 TACE
XOVETHDZEPHLNIZE N (proof
of concept) 9

— ¥, L ¥ ¥ F = 7 I modified response
evaluation criteria in solid tumor (mRECIST)M) S
JHFHE i D SR 25 7 M Fr AR B E T 2 7290 %
A%, RECISTv1.1C o il 55 i /N3 A & i e % 52
WLEEL LY, BRI R E T
WTEXLINAF T —H—DOULEHENEZ 5T
W3, ZZTHEDID Y BRAER T
Jadg & U ChEEEA 6 ecm % M 2 % intermediate
stage (up-to-seven out) & advanced stage O Tl
RIS T 5 L v N F = T OB EE H AN
SITEHNT % & & I, EEIRFUHE T2
WA L 7z

PIE Ry iE7 S

WBe % & OIS BB 212 35 > T20184F 4 H
2 H20204E100 FTORMIZL Y N F =T %8
AL 7z1226) D R IE B 0 5 5, G 50
SR EECTHEBARE & 2o 72 4 B & Brva 72118
BHZDOWTIIT 21TV, 209 B KIESE >
6 cm O JFMll I B Z 456 2 xf R & L7z, BET
FASBI O BB B H 2R LIRT. FHERIT
731k, YR/ Ve AS311450, WK E C B
TANABRIFLETIA VATV — /I
BIECIET VI — N 13R/TNTHTH o 7. &
FFF%THE 1 Child Pugh score O5/6/755.7524/12/9
%1, Albumin-Bilirubin (ALBI) grade 1/2a/2b/3
7310/13/18/451 T, J-Hll KL o 9% 1] 13 modified
BCLC stage @ intermediate/advanced stage %5/40
#1C, advanced stage 7389% & i ® 7z, FXw
KIEBFEIZ9.2em T, HIFEIX1661 (35.6%), M
ki 2 2861 (62.2% ) , A RS %2 2251 (48.9% )
WD LN F =T A LN EEED D
% FEBNE34B] (75.6%) T H, TACE iBHtIE
#2661 (57.8%) 12, L ¥ NF=7PASHOGT
BEISETRIREE 2 9 61 (20% ) \CRR0O 7z, VT 7 =
=TT B L N F =T ORHMEERTEH L 72
I S 7] 465 101 MT7A 8% (REFLECT wkB) @ 03
M HEHE D & I L 729 132681 (57.8%) T,
WiR (E#DH D) 3L ARIERE 9 B, HERHE
281, MR 7 #1, ECOG-PS2 1 #l, Child-
Pugh class B 4, JE#%;# = 50% 56, T
Holz.

LYNF = THAK, 6~ 8HEMILITm
WAL FHA R S5 NZ CT b LK IEMRIIC &
5 M ERAEZAT, BHRWE, HEFREF
fili U7z, 1 R4 o 6 H% A R 13 mRECIST &
RECIST v1.1O Wi J5 % v TPl L 72, A F
H 41X common terminology criteria for adverse
events (CTCAE) vA.0CaFlli L 72, sdLfeZ8 £1d
mean * SD TZIR L7z, HHERIEI (complete
response [CR] + partial response [PR] vs. stable
disease [SD] + progressive disease [PD]) |2 &
BB E R O B £ O CRP, LDH,
AST i ® 2 AL L ¥ 1% Mann-Whitney U test 8 &
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#1 BFEER

AT n=45
i (k) 73 = 11
PER) (S 7 tk) 31/14
SR (HCV/HBV/ 7V a— v /JEBIECIET L a—) 13/8/7/17
Child-Pugh score (5/6/7) 24/12/9
ALBI grade (1/2a/2b/3) 10/13/18/4
ALBI score —-2.22 £ 0.55
FIB-4 index 6.04 + 4.05
I (10" 1) 149 + 6.8
Jura e sEE (%) 87.6 = 21.3
WEY VY UM (mg/dl) 09 05
M7 V7 3 Ml (g/dl) 35 %06
AST (U/) 64 + 40
ALT (U/1) 44 * 43
LDH (U/) 250 + 109
CRP (mg/dl) 2139
AFP (ng/ml) 6453 = 20954
AFP-L 347 (%) 31.6 = 30.6
DCP (mAU/ml) 1416 + 32853
TNM 738 (HAJHETTEZ) (2/3/4A/4B) 3/8/17/17
Modified BCLC stage (B/C) 5/40
NEB R (1/2-3/>4) 16/4/25
SENESELE (em) 92 + 31
IRERME (+) (%) 28 (62.2)
iR (+) (%) 22 (48.9)
REFLECT BRI HEAL (%) 26 (57.8)
HIERE (+) (%) 34 (75.6)
L Y NF =TSO 5 TEEREHIE (+) (%) 9 (20.0)
TACE JE (+) (%) 26 (57.8)

HCV, hepatitis C virus; HBV, hepatitis B virus; ALBI, albumin-bilirubin; CRP,
C reactive protein; AFP, alpha fetoprotein; DCP, des- y-carboxy prothrombin;
TNM, tumor lymph node metastasis; BCLC Barcelona clinical liver cancer; TACE,
transcatheter arterial chemo embolization

O x2MusE % i 72, ZEAF S & A 004 28 2 A7 1)
1% Kaplan-Meier % IV CTIERC L, G
RICHGTL2RTOLERFIIT AT 4 v
7 WEHE, BERICE ST 5 HTF O IX
Cox IWHINF—FEF VAT L. F
BKHEZ p<0.05 & L7z, TXTOMEENF
Hrix, IBM SPSS version 25% H 27z,

EN ARGy S el == ] g =
ROKEEZT TIrbh 7z (KAFE5:5036).

L S

IR
LUNFZTOHRBHRER2ITRT.

mRECIST T & L 728 BB #H %) & 13 CR/PR/

SD/PD 75 & 1L Z 10/23/13/9%1, ZE%h%E (CR+

PR) #%51.1 %, M %; il 8 5% (CR+PR+SD)

#2  Modified RECIST & RECISTvI.151Z 7 d5 FL BB RD
SEFIEL (%) n=45

AR mRECIST RECISTv1.1
CR 0 (0) 0 (0)
PR 23 (51.1) 11 (24.4)
SD 13 (28.9) 25 (55.6)
PD 9 (20.0) 9 (20.0)
2% (CR+PR) 23 (51.1) 11 (24.4)
W% (CR+ PR +SD) 36 (80.0) 36 (80.0)

CR, complete response; PR, partial response; SD, stable disease;
PD, progressive diseases; mRECIST, modified response evaluation
criteria in solid tumor

H80% T&Hh -7z, F72, RECISTvI.ITHEL
7o Hx RLIR RN F 1d CR/PR/SD/PD 28 F ML Z
0/11/25/9%1, Z%#h=% (CR+PR) 2244 %, &
Bl = (CR+PR+SD) #%80% TdH - 7.
mRECIST IZBIJ 2 BMEOFHSIFL ¥ NF =
7 O WIS 03 B i) 7 A AR B



106 o E %
DOEBLE 2 5N7. mRECISTIZX AL N
F = T ZENBN D 2z A TR T TR o

M A BN & 2 BRI 2L & 2 IS IE S5 3%
Wow B3 % 0® X 9 7% CRP, LDH, AST ®
FAEZBDDIECNHFLEL-DOT, ThHOR
FAZ W CHHRE RIS (1A LN) o%A4t
(ACRP, ALDH, AAST) % mRECIST IZ &
BIHHRZENEE (2361) L iREEEZAEE (2261)
THEBERFL2EZAACRP BB CTHE
WCKEH»o7z (P<0001, K1), 22THI1
OEHEE RN TIC LG ACRP, ALDH, AAST
EMATCVL YN F =T OHRBRNYHFGT 5
K2 L7722 A, ACRPDANHER

P<0.001

—
20| (IR
13 .............. o .........................................
ACRp IO g
SRR 3.80....
mgdl) 2 g EKFE?%{E)...
0 (FskE)
.5 """"""""""""""""""""""""""""""""
10
15
1200
1000
800
ALDH
wm 60
400} O o O ...
200y 58.00 g 142.00...
) S (shsfE) - E(EFME),,,
-200 o
SD+PD (n=22) PR (n=23)
1000 ...................................................................
o
800 ...................................................................
P=0.547
AAST GO0 [
N R : B
200 ...................................................................
Py 8,23,0,0,,,, e Q17.00.
00 C) (PiB)
SD+PD (n=22) PR (n=23)
K1 VLrnF=T8G0 e85 150N CRP,

LDH, AST ®Z{t (ACRP, ALDH, AAST) ~#5-1
A H LA o 55 il — i i o Mk~

£33 LIUNFZTOBRBRE

S
I\'DL

EEAETFURTFCTH o7z (v X 1.39,
95% C1:1.08-1.78, P=0.01, 3). T4&bb,
LR TETOFEFRRET (FF#id 5 TACE
ADICESHFT) L ALDH, AAST (B
TREZRBD P72 IEBRITIZL o NF=
TG R BAGATHNMO 5 TR RIS B G- S h
TV BIEFIDL NMEIZ D - 72 3E B ITRD
Lholz (R3).

L YNF =T THBEEAT - 72 IEREDY 6 cm
% % % intermediate stage (up-to-seven out) &
advanced stage O JH-HHl i H. 3 o0 A A ] 1) v e
fEIZ12.35 H, M3 A A7 I v 5 134.92 H
THorz (K2). HHREMHEF O
2HFITI A TR, MEHERL 5T r
YNF ZTHROBIEEOAEE N2 THELAII
WKHGTLHRFEMLI-E A, REY LY
E (M= KL 274, 95% CI : 1.35-5.55,
P=0.005), MEGHEE= (N — FH 033,
95% CI1:0.12-0.94, P=0.038), ##iGWAH (1
H— FI:0.33, 95% C1:0.13-0.70, P=0.013)
PHERNTLLCHBISN (F4)., 20
fOFERATF, ThbbRERRPT SR (&

1 oEERKF, ACRP, ALDH, AAST) 7%
SRAEFMICELS Loz, RIGHIZ196]

TIibhTBY, ZONR (EEHD) &5 24
YN TERENEH, VT T 2 = TEREHT B,
L5 7 2= 78505461, FFEhiE bsssns
4 51, TACE 2% 2 B, TR T-HEHS 1B CH -
7z, EWERINC XD AR EIBRAT R 7 2 4 Pl

Wil 22 EORGZ B L7206 HICE - 7HERNE
Do 7z
HETFR

LUNFZTHREICE AHEERE ZES IR
. FOAEMERE, AT, BEE ST,

53 5WF (BY AT 4 v 7 s

B R fRAT %95 RFRAT
RESE R P Fv AW 95% CI Pl
L Y NF =T US55 FRER R R IR 0.058 0.25 0.03-2.10 0.202
A CRP <0.001 1.39 1.08-1.78 0.010
ACRP ={HHERMGRW] (1223 LIN) @ CRP i — i FAATT O CRP i
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ﬂiﬁﬁﬂﬁiﬁ a:p\ﬂirﬁﬁﬁﬂ
¢ hRfE 12.3 A '° hRfE 4.9 A
0.8 ﬁos
B
.I& 06 g}!oe
*H 0.4 #@04
8
;:uiE (A) gsuiE (A)
FEBIE n=45 REBI#4 n=45
45 41 31 25 16 10 6 5 2 1 NE 45 31 17 11 6 2 2 1 1 NE

2 LIUNFZTTIHEHEEATo 2MEEA 6 cm % 2 % intermediate stage (up-to-seven out) & advanced stage @ It
HiNaHE B O LA (0S) B X O AL (PFS) @ Kaplan-Meier Hiifit

4 VIONFZTHRBERT SR T OB (Cox HBINY— FEF V)

P, WS R RAT EZ 3
AT T Pl AF— R 95%CL Pl
BEY LY Ml 0.017 2.74 1.35-5.55 0.005
5= (CR + PR + SD) 0.001 0.33 0.12-0.94 0.038
BiGHA 0.002 0.33 0.13-0.70 0.013
#5 LVIUNFSTHBIC K D AERSR ¥ 5
T— SEBIEL (%) A
E Any grade Grade > 3 L N F = 7 1& £ I ret during transfection
TIRERRRE 20 (445) 0 (0 (RET), proto-oncogene protein c-Kit (KIT),
T 10 (22.2) 2 (4.4)
EHRIR 28 (62.3) 7 (15.6) platelet-derived growth factor receptor (PDGFR),
TR 12 (26.7) 122 vascular endothelial growth factor receptor
PRIk 22 (489) 1 (22)
6 ML 19 (422) 5 (1L1) (VEGFR) 1-3, fibroblast growth factor receptor
HHRI B AL T 23 (51.1) 0 (0 (FGFR) % EDZHEY 7P V2 MET 5%
g 7 9 (20.0) 0 (0) Se 7
5o R 11 (24.4) 4 (89) HHRMF O R —EHERTHY T, ok
MR 10 (22.2) 3 (67) L 72 REFLECT #{BECTY 97 = = 715§ 5 9k
ALT 15 16 (35.6) 8 (17.8) M 2SE < - T4
AST 5 16 (35.6) 8 (17.8) LVEHGEEH &, HARTIZ20184FE 3 HIZHFHI

WA 2 @ISR AR I N/-HHITH 5.

VI 7 2= 7 L) FGFR HEEHEZ BT
HURBARBEIL T & Vo 72 EHL 2 20D 7275, % 2 & 5 B HE SRS L C v BN 55 h
Grade 321 1Tl ALT-AST L5238 61 (17.8%) %%#i L, REFLECT B COL Y NF =T D
ElRHEHETH 572, WTNH AR SEEEAFEN R Rl (7T40H) &V 7«
L7 =7 @B77hR) Yo ABICRHTHLZ LN
ST ENT WA, AREFZETO MR EA LY
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M Yefii (4.92H) X REFLECT KB L ~
NWFZTREEL EXRTHEDP - 72H, ZThFFER
RIFFE D IR B D57.8% HY REFLECT Bk
WAL HE SPBL L, L D FFRRREDIRT L 7298
BIRL ERES OREBIZ { FEhTnw/izZ &I
BNTLEEZZHNA. Real world 77— % & L
TAHTDOL I NF =T RBRDE Miak T — ¥
Tl&, REFLECT ilBE#EAL & L T ChildA T
JF RS SR HEAME B A32745] (18% ), Child B JiE
BAH2061 (13%) &FENTBY, LoNF=7
IG5\ 1 2 [ H DL O G HEE S 0 M1
EAGL P RE I Eh 2 h520 H, 4870 H
T ARWRSE o M 5 A AR B rh il & 3]
ETHotz. L L, FO—FTEELLHNF
YL T ANIZE (12.32° H) & REFLECT Bk (13.6
MH) ERELRERZBORD 72D, RikgE
TRV N F =T wHEERIES 7 40 < 7,
V57227, LIF T 27 OHY, TEiE
AL, TACE, B FRHERANDOZEH & wvo
T4 e LRCTRIEEEITObNI 0 EZ 5
N5, EBRICHREELITO 2 LB YT
RICHESTH2AERNFL LT Sz ik
COEREXFHTHOIDTHAb.

T A A T vk v AR EAHEE
3~ % modified BCLC staging system (2 3k D < &
FT VT X240 T3 intermediate stage D —
& advanced stage |3 & F LA HFEDHEIE S 1,
Ist line DHETIIETY T 7 = =TT S BN
PAFEHENTZT TN AT/ RNV AT
BRI THY, LunNFo TV T 2
= 7% 2 3122nd line DHHIEE L CTHRED T
BNTwa. Lo L, Bk, R
FTIET TV AT/ NNy X< T hE
WZIEY A v A RIS SE, & < 12 nonalcoholic
steatohepatitis (NASH) % & 5t i1 & 5 2 JT i
g AT ErME I T
97 Ly NF =T IEE BRI A,
BINZHUE S R AR DS BIAL R § v T & % NASH
2L AN R LT BRI T
LawiEh s, 5% BRI TIRIA SMEH

SN D HEPEASEI VY. BCLC staging intermediate

stage @ up-to-seven out JiE B ¥ TACE I A T
HLIENG N LGB LD, k)%
FEFNCH LTL o N F =727 LTG5 L
ZIUZH & HEV T TACE #2179 2 & 5HEdE s
TWa2, L ynNF =7 MmEH & & m I
#9572 TACE # O HIMLIZ X %5 VEGF © 1)
N Y FEMAZDLEW) EPL LI o7
HREEEZONS.

L N F =TI RS TR (R 5 50T
BRSO R E FHL D 2N A~ —h —
Id unmet needs TH 5 A%, Fo@e 5 RKIZMIR
S RE AR NA <= — D —ZMEL LT
W, LINFZTOREO—DIXEERI RO M
AR WZ & TH DS, KSR O
JESS M AR BT 228 b K CHs
NTWwh. 512 mRECIST & RECIST v1.1T
ERRHEP R 25604, mERHO
mRECIST 2 & % EH M DM KB ZDF ik
PR FNIEDS D DI E 2 H ML ETH
5. 29 L7-RRIZBWTSRbRbRIZL ~
INFZ TR O ACRP (JA## 1% CRP fif —
BFERT CRP ) 251 Y NF = 7 O BRFRE
YL AMINTTHALIEEZHLNIZL
7z. CRP & H % EIR CTHEZIZIE S 5 IE
R—=N—THDHN, WL IREIEELERICDH
Y F i ZRMAEFOY U FF— VIHER
DR T T R, WIRAES,
Wi 72 & O BZIC B CTHEEN O CRP Bl
B FBEARKNTTHLI MBI TVAS.
S DOFFETACRP IZ L Y NF = T DOEHE
FHHRTFTH - 7B EEFERO TR T &1k %
53, CRP ETFTHRAROMBRERLIZIND
DOWFEREREFIETHLDOTIE R\, LaL,
Al D42 1Z mRECIST (2360 < Zuh#E & JE%
DHETACRP Z HIEME L72dDTH D, A
CRP 2S5 D HIRLIE % BCWE L 724G e h 15 2012
DWTIE4 % RECIST vI.LICE DO BRER L D
BIREZHO I L T BERH L EEZ N
7z.

DB XY, JEELE > 6 cm OYIBRATERRF
HINAIE R T 5 L v NF = 7 O G RE 1L BT
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T, LIy NFZTHRERBE O ACRP IER
WMEYOTFUNTTHLZERHLNE RS
7z, AREFZECIRERHFEZ TR L 9 2 HHBH O
IREJ)ST A= RHET DI LB TELRDPo
72728, B CHIEE > 6. cm OYBRAHER
HUFFRRE (20 L CHBIANC & X 9 23
ZRHHLR T e FUT LI 3LV, £
BB IR 1 5 H DI & v ) Ja# LIS
CRP Z € LA R Z FMl§ 5 2 &IXERMIC
bEHEEZONSG., T2, LN F=THl
BOWRER Y BIEHELIT ) & AN &
XTI ZCTEETDH), LIy NF=ZTTlin
EEARPHE O NTE AT, XY RRTEOS
WIRBRICIRIR S 5 & & Tl AR B PR D W
T&rLEZLNT
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Therapeutic effect of lenvatinib and predictive factor of objective response
in patients with unresectable large hepatocellular carcinoma

Naoko YOSHIOKA ", Yasuyuki TOMIYAMA ", Hironobu Ooumi'" ?’, Kyo SASAKI'" %’
Yuichi HARA "', Sohji NISHINA "', Kazuhisa YABUSHITA *’, Keisuke HINO "’

1) Department of Hepatology and Pancreatology, Kawasaki Medical School
2) Department of Internal Medicine, Fukuyama City Hospital
3) Department of Internal Medicine University of Kansas Medical Center

ABSTRACT Recently, some of hepatocellular carcinoma (HCC) in the intermediate stage
of modified Barcelona Clinical Liver Cancer (BCLC) staging (maximum tumor diameter [cm]
+ number of tumors are beyond 7 [up-to-seven out]) have been shown to be refractory to
transcatheter arterial chemoembolization therapy. Therefore, we retrospectively assessed the
effect of lenvatinib and investigated predictive factor of its objective response in 45 patients
with intermediate staged- (up-to-seven out) or advance staged-HCC, of which maximum tumor
diameter was more than 6cm. The best response to lenvatinib assessed by modified response
evaluation criteria in solid tumor (MRECIST) was partial response (PR) in 23 patients, stable
disease (SD) in 13 patients, and progressive disease (PD) in 9 patients, respectively. The
objective response rate and the disease control rate was 51.1% and 80.0%, respectively. A
C reactive protein (A CRP) defined as a maximum increase in CRP value within 1 months after
commencement of treatment was significantly greater in responders (PR) than in nonresponders
(SD + PD) (P < 0.001), and was an independent predictive factor for objective response of
lenvatinib (odds ratio: 1.39, 95%CI: 1.08-1.78, P = 0.01). The median overall survival and
the progression free survival was 12.3 months and 4.9 months, respectively. The prognostic
factors for lenvatinib-treated patients were pretreatment total bilirubin value (hazard ratio: 2.74,
95%Cl: 1.35-5.55, P = 0.005), disease control rate of lenvatinib (hazard ratio: 0.33, 95%CI: 0.12-
0.94, P = 0.038), and posttreatment after cessation of lenvatinib administration (hazard ratio:
0.33, 95%CI: 0.13-0.70, P = 0.013). Adverse effects > grade 3 in common terminology criteria
for adverse events version 4 were AST elevation in 8 patients (17.8%) and ALT elevation
in 8 patients (17.8%), respectively. Thus, lenvatinib provided favorable outcome in terms of
treatment response and tolerability in patients with intermediate staged- (up-to-seven out) or
advance staged-hepatocellular carcinoma (HCC), of which maximum diameter was more than
6cm. ACRP was useful in predicting the objective response of lenvatinib, and posttreatment
after cessation of lenvatinib administration was important to prolong the overall survival.
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