E7TE



182 N E

SR

@ [FUIC

R ISR L T, Mol & U X5 120 FREMERENHVOND X1
D,%ﬁu%ﬁ%lyﬁ$4/Fmgﬁmm%ﬁmﬁéhfméo;hif$$
btk & LTwiesds, SROWEI»S [#EFkl L8osZ el o7z,

JEHINEHE 269 2 FeMpieihig, 2008 FICHEATIHFMBBRICH LTy 97227875
LARELRL2ZHEWRT v & 2LIEEER (SHARP B oL T, vI7x=
THRTTERERMBR L TEGTHRELET A LIRINZIENOET S, I
TORHBNE SN 2 EPHEOMEICIE, COX) L RBKLE_EERT v ¥ 21k
WBGABCAEMTHREEHET S I L 2R LmiFid e <, 2o SHARP k2S5 y#
BICE ) FRUEERLEEIDOIE TV AL RNLVOEWRERTH o720 ZOFEED
5V 77 x = 7S EATHRIERE 209 2 MYIRE ORI L ko lze Ok, &
AT a3 2 SR O IS RER DS IR 4 LATb iy S Tw b,

—REHE LT TENERELRESISEILEYN Y I 7o =T LIRS N7
A, VI 7 =T LR UERYE 73ISR AR T T EAEANL R, 2017
46 HoRERERES %S (ASCO) IZTL Y NFZTHMD TIHELMEZRT I LA
WHEENTWE, BIE, WEF v 78, Y MIEED—DTHLI_RLTTEYS
7 = =7 & WIS A RS T AR Tb T b,

T, VI T TIHREBRORGEE LTI F ST RS T T R xR L
LCHREF SNz, Bl ERT2LDTELERNI L o720 LAL, 2017461 A
WXV I 7 22T THEITOH 57BN LT, LI T 7 =2 =7 OAAHIHE R 25
HEINTZo TNV T 7 2 =2 7HBRO REHR E L THO TEREZ/RT Z L3 T
SRR THY, AFTH 201746 A & 0 MR I RE S e $72—KkiA
WMEFML I, EF=y 7R L Y PHEED—-DOTHERLATR) A THT T

REFRELTY 77 2 = THOZRIGHE L CHIRS T HHAB THRET S hTw
5o

—, AITIELLHTA S AT BN U CIFERE L fThbh T&ETn b
P, RIFPTY I 72T HCONE X)o7, FERERER L I
EECTIKK L LTIrb T,

GHCQERE L, 2013 4FM (531 @ CQ44 [FIVE Y FEZARH, ? | 13
RIBETIIITHIREOEREE LTRVE VEE VL L3RV dIlHilR L7z, F
72, CQAL [EFALFREIED X ) RIEFNATON LA ? ] & CQA3 [ (3
W) CTHRREBHFIIMA ? | 2HA LT, ST CQ43 [YIBRAHEEST T
W TREEHRE T I P ] L L7z,

SROYUFTTI, 2016 4E 6 B TOREH I LT, £ CQITHE LzmEA I
LY LI OWTHY. L2 2412 & DRER L, abstract # 3l L, faCiEak,
JEBIEL, WRFE T A » % BIGRIRZ T - 720 BHOAR—FITOW TR D ) 2 Rk
L7zo THETLIE ket Giad, FMmiEoEyHE BIRS THE TML
NV DOFHFEROHERRL T TIHHIN G o 2B A W72 DB L, 35612



ESMSTREN 183 |

PUEBIRHESHVEF VLSO L7, BEA T T — Mo EEOH %
VAFRTA v L 2= B LT

72, S0 SRERBIBRO 2016 47 6 H AR R T 23l S KBS » & 4
(LHEBGRB ORI T 20 B L UOFRMEICOVTH TE L2 RiFs 2
2L 72

HESRIIHERRPE RIS TIE L, AT M L2 28095 1 4 ER L
LI 14D LY 2 —2ITWEK L7,

YPPREOTETIE, IR T 2 Y REO IR BE S £ {IfTbhTw
b0 TD2H, WOUETETIZWLKOPDH LWIE T Y ABFELRIN, ThH0HE
FIARBIGR S NS T LA TPREND, TNHOFBEANCH L TIE, HRHBERW
WHFREINZZREETIE AL, BRBRIGRE 25 7285 T, TARPICTE T Y A% 5l
UHESRICIESIS I L, AR A R -2 R=V R LI TAR LT HitE o
72



(184 JEXE E ST T

m VIR EEE TR RS (C 0 FARRE R Z1T O D ?

43

AVEHIBR R RS A, AT, TACE 256 & 7 5 22 WA RE AT A <,
PS RAF 2D P e s B i 72 Child-Pugh 38 A JEBIC, —REHE LTV I T =
=T (FRRVIONFTF) X BEHEHERET D, (GRLHEEE)
ZWRRHEE LT, VI 7 = TREREGRET 2RO, VI 7 2 =T ICEAER R
L 7z Child-Pugh % A ®FERNIL T5 7 2 = T2 X AR HERT 5,

(GRUHELR)
*2017 4F 9 H IR AL CIIATEIC B\ TSN 3 2 RBGE 380 S T v,

mE =

FEAIIE SR IS TR 2R DR L, MM BIIBR IR R, SR, )
MRALZEZERRHE (TACE) OIS & 7 & R WilEIT IR IER T 5 2 2% v, &
D &9 HYIBREAGRIFMIIE 0 L COFIENRREETH LY 77 2 = T ORISR
2008 FEICHE &z COWMEIFEYHLEL T IR LRI L 2RO ETH 5,
ZOBRSTTENEREDL  ORBRIRIATbN T b, #EFTIHHBREESNII 5
ST R EREE IO W THEIR R AT 5,
B Y9AMTIVT4T4vIRT—HMAU

SHo CQIE, 83D C4l [EHbFRFUTED X 5 EIfTbh s 0? | &
CQ43 TMb2Eeih CEMHRE) THRZREERIIM2 ? ] AL TEKR L7, £ 3D
MFENELZEL, 20121 H 1 A5 2016 4 6 H 30 HIZRR I NGOV THR
L, BRI SN, 2O lY, 7057 2 LKA (RCT) 477V —
TN, YATITA v L Ea—%—RERTI8HEZHEIRL, S HICTUWERT
11RZH7HRA Lz BEMmLE LT, 2017E 7 HUBRICER SN G 250,
KWE2RERAL, S4ARTIEIHAICFH 5 RERALZ, B3MTHRALZ 16
oI, SRIOFGEFEEICER L 2KOATTRAL, 6bETITRETEH L2

VI 7 =7, AWEHIERCIFRAL, JEATEE:, TACE 2585 & 72 5 2 VWIER D 9
%, performance status (PS) HSEUFC, JFHEAEDT Child-Pugh 538 A JEF 2 k5 &
LT, 7o REMB L CHBICAEGPMERZ R LY, 377 V—THiicd &
DHT TN —=TIZBVWTHY T 72T OFEMEDRENLY, F72, Y 2F=
FAYZLE2—IZTH YT 7 2 =T ORGP L LMWL Sh 2,

—REWELT, VI 7227 A=F =7, brivanib, linifanib % L9 % RCT
DPATON T DERYE T 72 3SR 2RI A BRI AO NG5 v T
STV IUNF TR L RCT ICTAEFYMIERICBI 5 IESLENME SN
f:lO)o



ce43 @A

TREHEE LT, VI 7 2= THBHROESNCH LT, 7T AR E brivanib, TN
Oy AR, ALYV T, S-1, tivantinib # KT %5 RCT 2Mrb 7z A %
HERET BERIEAON LoD, V5T 2 = TR GREIRET 2R, VI 72
TR ENEDD B GEAAL TR 28 H T 20 H U EOMH 400 mg LL_EOPIRAHT
fi&) Child-Pugh 78 A DIEFICH LT T IR L TF5T7 2 =7 % KL 72RCT T
BLIT97 2= T3 EREAMERE 2R L7229,

V77227 e s IvaF =7 OAMREZRETT S RCT 2Th Nz AE
BB RE 2R S Ao 7217,

W #E

4o CQ Tid, RCT LM SN TEY, #H3IM TR S Wiz B bafkiko
AER T T 2 5L CQ ONEL B 5 720K L7z, %72 Child-Pugh %
BIBT5Y I 7x=70HESSERM LA RCT LRETLEET Y ALARL
w720 IZHIB L7z. TACE #% TACE O#ibh, fhoBusEas e Rk s o
BERE LTHRIRENTW2HE D RCT b 72720 I12HIB L 72,

V57 2= 71320084 IC SHARP#RER & LC7 LR & ik L CEFABMEE 2R
L, Z D% 2009 412 Asia-Pacific k& LTl U EFEHIMER 2R L2, 2hb
OMETIE, SRR ITRAE, R, TACE 258G & 7 S 2 WY B GEAELTIT
MRS <, PS RIFA DR FHiiiEASHAF % Child-Pugh 708 A JEBIZ X5 & LTHED
VI T 2T ORBEMNED COWBENGE Lz TN OMEDT T 7N — Tkt
REHDYATITA v 7L A—Tb YT T 2= TOHIEIRINTE Y,
CIEASRERT I ST 2V I 7 2 =T ORMECHE L CTHAMCEWIE T Y A0
57280, BWEREE L7z, ARFFTIL20094E5 H X0 VT 7 = = 71 HHHIIHE (PR
Hah, §TIZ8FELUEOMICE L DEFMIZHV LN TV S,

HEATIFHERE SN T2 Y 9 7 2 = 70O EE ZEonTIL, vI71=T%
ayba—)L& LT, A=F =7, brivanib, linifanib & o 7255 FERERESE, ¥
77z =7 vaF =T OMHBRESHR SN2 ho RCT b M H
ThHEFMENC T BT 23RS EEZRT I ENTE L2727, L
L, 2017 4£®» ASCO annual meeting TL YN F T HRVF 72 =T L B L CEE
SIE H CTH 5 ISR RS T LA SN 7210, 2017 4 9 H B CIIARFR TR
WK T 2 I T 2\ AS, EVIER L VN F = T AN ARBR R S e
&, —IERE LTRINEE 2 5,

VT 7 = =T EEGO R TS TR RGPS brivanib, T XTI A X,
SLYNTT, BHIBEHIEH O S-1 287 5 LR L BMET S h 22y, FEFHMiEE
TH B AN S BEMIEZ RS 2 AT E o 7210 0 I 55 AL ik
® MET HFBUEG O A% KR & LT tivantinib 2 75 € K & WBHRE S W7z 23Ef
WRICT BN E RS o2 VI 7 2= THBGREGETZHD, VT
T TIAENOD L GEFE T T 28 H T 20 H UL EOIIR 400 mg Lo Mk
ASUHE) Child-Pugh % A OIEBNCH LT, LTI 7227 7o RERKL7:



(186 BEXE E L T

Regorafenib after Sorafenib in Patients with Hepatocellular Carcinoma (RESORCE)
RKEETIX, VLIS 722T30OTY 57 2 = THEBHEO ZRIbFEEE L L CAEFEY

Eill

IRT BB E R LY, COWENS Y T T 2 = THEHBO KILEREE L

TVIF 72 =T %IRITMA Tz 72720, ZRALFHRE TS L 72 #is & i
LT, WGUER OBRJULIEIREH DD 5720, VT 7 2 = TIHRBREGHET 2580,
V77 2 = 7\ ZRAH M 2R L7z Child-Pugh 77 A OREBNTHEIE S 2 & L, RVHfELE
L7z RBETRBNERLETLILITHETHLINELWVI)IBR D o720

B =&

1

2)

3)

5)

6)

7)

9)

10)

11)

12)

13)

14)

Llovet JM, Ricci S, Mazzaferro V, et al. Sorafenib in advanced hepatocellular carcinoma. N Engl
J Med 2008; 359: 378-90. PMID: 18650514

Cheng AL, Kang YK, Chen Z, et al. Efficacy and safety of sorafenib in patients in the Asia-
Pacific region with advanced hepatocellular carcinoma: a phase III randomised, double-blind,
placebo-controlled trial. Lancet Oncol 2009; 10: 25-34. PMID: 19095497

Bruix J, Raoul JL, Sherman M, et al. Efficacy and safety of sorafenib in patients with advanced
hepatocellular carcinoma: subanalyses of a phase III trial. J] Hepatol 2012; 57: 821-9. PMID:
22727733

Cheng AL, Guan Z, Chen Z, et al. Efficacy and safety of sorafenib in patients with advanced
hepatocellular carcinoma according to baseline status: subset analyses of the phase III
Sorafenib Asia-Pacific trial. Eur J Cancer 2012; 48: 1452-65. PMID: 22240282

Raoul JL, Bruix J, Greten TF, et al. Relationship between baseline hepatic status and outcome,
and effect of sorafenib on liver function: SHARP trial subanalyses. ] Hepatol 2012; 56: 1080-8.
PMID: 22245896

Shen A, Tang C, Wang Y, et al. A systematic review of sorafenib in Child-Pugh A patients with
unresectable hepatocellular carcinoma. J Clin Gastroenterol 2013; 47: 871-80. PMID: 24100749
Cheng AL, Kang YK, Lin DY, et al. Sunitinib versus sorafenib in advanced hepatocellular can-
cer: results of a randomized phase III trial. J Clin Oncol 2013; 31: 4067-75. PMID: 24081937
Johnson PJ, Qin S, Park JW, et al. Brivanib versus sorafenib as first-line therapy in patients with
unresectable, advanced hepatocellular carcinoma: results from the randomized phase III
BRISK-FL study. J Clin Oncol 2013; 31: 3517-24. PMID: 23980084

Cainap C, Qin S, Huang WT, et al. Linifanib versus sorafenib in patients with advanced hepato-
cellular carcinoma: results of a randomized phase III trial. J Clin Oncol 2015; 33: 172-9. PMID:
25488963

Cheng AL, Finn RS, Qin S, et al. Phase III trial of lenvatinib (LEN) vs sorafenib (SOR) in first-
line treatment of patients (pts) with unresectable hepatocellular carcinoma (UHCC). J Clin
Oncol 2017; 35: abstr 4001.

Llovet JM, Decaens T, Raoul JL, et al. Brivanib in patients with advanced hepatocellular carci-
noma who were intolerant to sorafenib or for whom sorafenib failed: results from the random-
ized phase IIT BRISK-PS study. J Clin Oncol 2013; 31: 3509-16. PMID: 23980090

Zhu AX, Kudo M, Assenat E, et al. Effect of everolimus on survival in advanced hepatocellular
carcinoma after failure of sorafenib: the EVOLVE-1 randomized clinical trial. JAMA 2014; 312:
57-67. PMID: 25058218

Zhu AX, Park JO, Ryoo BY, et al. Ramucirumab versus placebo as second-line treatment in
patients with advanced hepatocellular carcinoma following first-line therapy with sorafenib
(REACH): a randomised, double-blind, multicentre, phase 3 trial. Lancet Oncol 2015; 16: 859-
70. PMID: 26095784

Kudo M, Moriguchi M, Numata K, et al. S-1 versus placebo in patients with sorafenib-refractory
advanced hepatocellular carcinoma (S-CUBE): a randomised, double-blind, multicentre, phase
3 trial. Lancet Gastroenterol Hepatol 2017; 2: 407-17. PMID: 28497756



CQ 43

15) Rimassa L, Assenat E, Peck-Radosavljevic M, et al. Second-line tivantinib (ARQ 197) vs placebo

16

17

)

~

in patients (Pts) with MET-high hepatocellular carcinoma (HCC): Results of the METIV-HCC
phase III trial. J Clin Oncol 2017; 35: abstr 4000.

Bruix J, Qin S, Merle P, et al. Regorafenib for patients with hepatocellular carcinoma who pro-
gressed on sorafenib treatment (RESORCE): a randomised, double-blind, placebo-controlled,
phase 3 trial. Lancet 2017; 389: 56-66. PMID: 27932229

Zhu AX, Rosmorduc O, Evans TR, et al. SEARCH: a phase III, randomized, double-blind, pla-
cebo-controlled trial of sorafenib plus erlotinib in patients with advanced hepatocellular carci-
noma. J Clin Oncol 2015; 33: 559-66. PMID: 25547503



W7 S

? VIBRANEEET TR MRS (CATENEE AR TN h ?

ANEHOIER R FRAE, R, TACE 2%EIS & 7% 5 % W PR 2 AT Ml i 9 ©

&, FEEL RIS X B0 E T TE W, (5L \HESR)
BE =

FFBEAL R, T O THOHNEIZD 5 b ODOENTIZ L BB 2 W RICEM S
NT &7z, HREOYIRA 2 FHIEICHER G T2 ZEPTMRTH Y, TR
LCEFOPEFORELKL NI ON, EF~ORIEHOBEIIMK 25 LEZD
T 5, YIBRAREMATIIIZE 03 5 FEE bk ORI O W TRE T %,
B YUATIVTA T4V IRT—HRXU L

B3I E TOMSTIIMA, FiilZike Lz E v, 201241 A 1 H2 5 2016
6 H 30 HET66 RO SNz, —RBEIRT 14RO L& EIRL 720 HFERELS
FEEAY 50 B DL AT S M-3Rk R A i, ZREBIRT 10 R oMz HRAL, &
522016 47 AURRICHEE SN ML E SO 2ROM L E Ny N —FI2TMZ, &
M 12 WO L RA L7z, FE3IMOmL 4R E ALY, 26 2B L7,

JHHIIHRE V2 k3 5 IF B L 887 % best supportive care (BSC) 5 WiEV 57 =
=T LWL, THRUEE A A L KHE R o 72,

A8 =70 rEBqHE5 LI ATIF Y FBERHLIA vy =Tz y - ¥
AT T F VAR ENER 2, AT T F v BT EiER, BSC & iR L Z2/MNEBL D
RCTVC, 4 ¥ —7=0> - YA 75 F G HIFBIER CAMYE p iz s 2 7
I F ¥ HMITF R, BSC IS L THRICERSAON 4 Y ¥ —7 zu Vi
5-FUMFBIEALYR oA L A MY vy ba— ) & g L 782 ¢, 47
ROFBLRYHEVBAR LN, HAFEMIESD T — & NX— 2285k S 75 -
FIEGI 20 % & LREICT, 5-FU & ¥ A7 T F ¥ & 72 FBE LR AT 3
LBSCHEAZ7URY YT 4 AT RHAVTY v F S22 ClE, BSC 2L T
IFBY AL AT I CIE P RATEAF O — FIK 1 060, p<0.0001) THY, 44
iLLE,  F MRS C b R I B A L i T Tl PR R TH -
72

B E VT 72272 7 aRY YT A RAAT R VT y F 83872585
1% 2k— MFROKED TR, 5-FU & ¥ A 775 27 IFBiiE i,
VI 72T B L PRICERELZRD P72,

VAT S F VB DY T 7 2 = T AD R 2 K L7246 TR
BT, YATIF VIFBIEALEREI Y 5 7 2 = THME ) PRARET
HoTz,



cou @

5-FU % N— 2 & § 5 JFBhiE AL 0 2 0 T HK s % T i B 5\ MREE L 72 4d ™ ©
', Child-Pugh 227 5~7 /A& H#E L, Child-Pugh 227 8/9 S Tid, L%, F
BEDICARTH o720
mE

FFERFALE=FRE ORI 0~T71% L NERH/NIRITALNEDODIELDEH K
&L, FAFNMERE OISR Lz#HE 2 v (IR, p198). it (4 v & —
Jxuay - YRATTF VHHFEEALEEEOHE L RCT Th 225, EAREZED
BRI SN T RCT & LTOTFTHA VICHEDND 5, HEELEHELEOAL
HIECowTiE, EFAEPRET26~176 P A LG SN TBNIELD2E A LN
TW5 ((FR) o U GRIEF OMES IR ORI L2 b0 EE R bR
o ELANYANTY PO—LEDREY R, FTuxyy T4 AaTEHVTY Y F
SR %A EMRICT BSC L IR L PHRUHESDH 72 L I WEI VD), P
HEONREENRH B LEZ ONED, KEBL RCTICTHERLZHE IR ZET Y
AVLNIVIERE S e L L, AHTIRGFENERETHLY I 72 =TI2L 5k
WATEDL L) T hoTH, FEMIREEIESR NS FEH 2 EIFNERBNKIR E
LTIrbRTn5 2 e, FRNWEAEITHMEROERE L TfToTLWwE LT,
FIWHEREE L7,

R LR D FHRUEZHT I3V T 7 2 =27 R EOGTHENEREL O
HOBWIBGRBEAE T Luas, HEMICIZELL, ThhTuhv, F2HKE I
HIERER T B IR AL 08 & 00 TR R O BRI DA 2 & O H3d - 72
2%, BEREE TR Tl Ml S o 72,

B SE3G

1) Chung YH, Song IH, Song BC, et al. Combined therapy consisting of intraarterial cisplatin infu-
sion and systemic interferon-alpha for hepatocellular carcinoma patients with major portal
vein thrombosis or distant metastasis. Cancer 2000; 88: 1986-91. PMID: 10813709

2) Obi S, Yoshida H, Toune R, et al. Combination therapy of intraarterial 5-fluorouracil and sys-
temic interferon-alpha for advanced hepatocellular carcinoma with portal venous invasion.
Cancer 2006; 106: 1990-7. PMID: 16565970

3) Nouso K, Miyahara K, Uchida D, et al. Effect of hepatic arterial infusion chemotherapy of 5-
fluorouracil and cisplatin for advanced hepatocellular carcinoma in the Nationwide Survey of
Primary Liver Cancer in Japan. Br ] Cancer 2013; 109: 1904-7. PMID: 24008659

4) Fukubayashi K, Tanaka M, Izumi K, et al. Evaluation of sorafenib treatment and hepatic arterial
infusion chemotherapy for advanced hepatocellular carcinoma: a comparative study using the
propensity score matching method. Cancer Med 2015; 4: 1214-23. PMID: 26044168

5) Shiozawa K, Watanabe M, Ikehara T, et al. Comparison of Sorafenib and Hepatic Arterial Infu-

N3

sion Chemotherapy for Advanced Hepatocellular Carcinoma: A Propensity Score Matching
Study. Hepatogastroenterology 2014; 61: 885-91. PMID: 26158136

6) Tkeda M, Shimizu S, Sato T, et al. Sorafenib plus hepatic arterial infusion chemotherapy with

=

cisplatin versus sorafenib for advanced hepatocellular carcinoma: randomized phase II trial.
Ann Oncol 2016; 27: 2090-6. PMID: 27573564

7) Miyaki D, Aikata H, Honda Y, et al. Hepatic arterial infusion chemotherapy for advanced hepa-

~

tocellular carcinoma according to Child-Pugh classification. ] Gastroenterol Hepatol 2012; 27:
1850-7. PMID: 23020312



(190 BEXEE ST T

8) Ueshima K, Kudo M, Takita M, et al. Hepatic arterial infusion chemotherapy using low-dose 5-
fluorouracil and cisplatin for advanced hepatocellular carcinoma. Oncology 2010; 78 (Suppl 1):
148-53. PMID: 20616598

9) Kudo M, Ueshima K, Yokosuka O, et al. Prospective Randomized Controlled Phase III Trial
Comparing the Efficacy of Sorafenib versus Sorafenib in Combination with Low-Dose Cispla-
tin/Fluorouracil Hepatic Arterial Infusion Chemotherapy in Patients with Advanced Hepato-
cellular Carcinoma. J Hepatol 2016; 65: S209-S210.



cQ45 @EIN

? EMEEDBEIR T AIRF(SaH ?

SEPREC BT, AL B 5 RO R T IR T3 7 o (2T L)

BE =

SEYIRDNIRR 2 EOBFHERNH L CTHIMEEZ R LHEIITERICED, XD
KREGRAT A V&L ILNTEL, TD20, FWHFEIIBIT BERDIREL T
W5 2 HWFITONTHEIR 2 MRS L 72,
B YA IVT4TavIAT—RAY K

B 3RUCBWT, FHIEOBEBHIETH LY T 7 = =7 % F 72 G R 7l
HWT - PRETICOVWTHRE L2REGIE 5 Rd o720 SHOYETTHAITHEE LR
FRUC X YV RF LR, 2012461 H225 2016 4E 6 H  TOMIMIC BT, HFHil
I - AR - RTINS 2RI 69 R S e Db b —UGR
WRTI75E 2 IR, UG THEET T WK F DT L HUEM 3 O AT IZ B3 2 His
BE, POBEEOEVELE L TIRERHA Lz, BENICHEIMOSRKERD
 M4iREHRH L7,

BRRETHET & LT HtEY 2 AFP O T2V VR &R, BEEOIME~ —
N — DA DRI L B EFRRTI S S HHE SN0 F72, BAOh ORI
BEDEALA TR EMMT 52 & R s ht Y, mlRIc X 2 AEHEL TodILRE I
MO R WBE, IRERBO R WEE, PS 2SR 2 BEIERAA S HIECE 2 L oG
bdho7P —J, FHEABRRT & LTUNEBOFEIRS ALY, £, WiigH®E
T CT % M THBERT % OB O M 2 #7435 Z £ %2V, MRI TOEBHH#ZTO
24t (Ktrans D21k L apparent diffusion coefficient (ADC) ®¥hN) 25 FHFMlIC
HHMTHHZ LHRB SR,
W E

YR B DB ETFME T & FDA (Food and Drug Administration : K E& 5
LR 2L VHEEEOTE T A L XV U T known valid, probable valid,
exploratory 27 7 A2 6T W5 HMIIEIEICN T 5V T 7 2 = 7HEHRORR
FRHRTE LCHAET THRZINZD 0L, Zofkie LT, HENB X OHE
FE1% TO AFPARAEZ Y, i1 @ IGF-17, Angiopoietin 2 % VEGF O&flE™?, Child-
Pugh 2 27 7Yk 2 &M 2 B FHEGOTFRHT-& LTETF SN TV, Wi
NOHE L KBTI ZICRF LD O TR o7z o T, [FEWBEICBY
T, FHEMBILO & 2 ERDE PN T3 2w &L, fEomsid MH#gn L] &
WL 720



(192 JEFEE ST T

W &3

D

2)

3)

4)

5)

7)

8)

9)

10)

11)

12)

13)

14)

Vincenzi B, Santini D, Russo A, et al. Early skin toxicity as a predictive factor for tumor control
in hepatocellular carcinoma patients treated with sorafenib. Oncologist 2010; 15: 85-92. PMID:
20051477

Yau T, Yao T]J, Chan P, et al. The significance of early alpha-fetoprotein level changes in pre-
dicting clinical and survival benefits in advanced hepatocellular carcinoma patients receiving
sorafenib. Oncologist 2011; 16: 1270-9. PMID: 21885876

Kuzuya T, Asahina Y, Tsuchiya K, et al. Early decrease in alpha-fetoprotein, but not des-
gamma-carboxy prothrombin, predicts sorafenib efficacy in patients with advanced hepatocel-
lular carcinoma. Oncology 2011; 81: 251-8. PMID: 22116493

Kuzuya T, Ishigami M, Ishizu Y, et al. Early Clinical Response after 2 Weeks of Sorafenib
Therapy Predicts Outcomes and Anti-Tumor Response in Patients with Advanced Hepatocel-
lular Carcinoma. PloS One 2015; 10: e0138776. PMID: 26421430

Miyahara K, Nouso K, Tomoda T, et al. Predicting the treatment effect of sorafenib using serum
angiogenesis markers in patients with hepatocellular carcinoma. ] Gastroenterol Hepatol 2011;
26: 1604-11. PMID: 22011296

Boige V, Malka D, Bourredjem A, et al. Efficacy, safety, and biomarkers of single-agent bevaci-
zumab therapy in patients with advanced hepatocellular carcinoma. Oncologist 2012; 17: 1063~
72. PMID: 22707516

Llovet JM, Pena CE, Lathia CD, Shan M, Meinhardt G, Bruix J. Plasma biomarkers as predictors
of outcome in patients with advanced hepatocellular carcinoma. Clin Cancer Res 2012; 18:
2290-300. PMID: 22374331

Raoul JL, Bruix J, Greten TF, et al. Relationship between baseline hepatic status and outcome,
and effect of sorafenib on liver function: SHARP trial subanalyses. ] Hepatol 2012; 56: 1080-8.
PMID: 22245896

Shao YY, Huang CC, Lin SD, Hsu CH, Cheng AL. Serum insulin-like growth factor-1 levels
predict outcomes of patients with advanced hepatocellular carcinoma receiving antiangiogenic
therapy. Clin Cancer Res 2012; 18: 3992-7. PMID: 22623732

Tsuchiya K, Asahina Y, Matsuda S, et al. Changes in plasma vascular endothelial growth factor
at 8 weeks after sorafenib administration as predictors of survival for advanced hepatocellular
carcinoma. Cancer 2014; 120: 229-37. PMID: 24122122

Reig M, Rimola ], Torres F, et al. Postprogression survival of patients with advanced hepatocel-
lular carcinoma: rationale for second-line trial design. Hepatology 2013; 58: 2023-31. PMID:
23787822

Tavarone M, Cabibbo G, Biolato M, et al. Predictors of survival in patients with advanced hepa-
tocellular carcinoma who permanently discontinued sorafenib. Hepatology 2015; 62: 784-91.
PMID: 25645399

Yau T, Chan P, Ng KK, et al. Phase 2 open-label study of single-agent sorafenib in treating
advanced hepatocellular carcinoma in a hepatitis B-endemic Asian population: presence of lung
metastasis predicts poor response. Cancer 2009; 115: 428-36. PMID: 19107763

Sahani DV, Jiang T, Hayano K, et al. Magnetic resonance imaging biomarkers in hepatocellular
carcinoma: association with response and circulating biomarkers after sunitinib therapy. J
Hematol Oncol 2013; 6: 51. PMID: 23842041



cQ46 @EEN

m B EDAERENRAEFEDKRSICTDH?

DFEREROMPHEIC BT, SRy & AFIEE R 2 1E L < FHilid % 2
BhH B720, BENIMTZ ZE L EEZHWS, (GRUH#ERR)

mE =

— W AL EE OB BRI R I T F CTHER oM/ & Fl L 72 WHO 2E#%
RECIST 28w 6T & 72, MBI RFHMREIZZETHY, VI T7=TDTL
TV ANEY L Th S EENMEOKT i FEE SIS L) 1%k o7z, RT3
% HEWHEE ORHN R E IS 2 HERE ME T 5,

B YUATIVTA T4V IRT—HRXU L
% SHUTHN AT, 20124E 1 H2*5 2016 4F 6 H 30 H £ TOMIMOFITH LT, #H
TEOE LRI T, MR O R @ IR T 2k 4l g L7z, £
Db —YGRINE L T24R 2 IR, ZUORIUS TR DL O BRIR R % B
C2RZERHA L7z 2016 4 7 ALIROBEE w3 e L TRBBIEBR T — ¥ X— X% H
V7= mRECIST D% 47 % #3t L 7= Lencioni & OV 28R L, R#EMIZESH 3 55
EHRHL, £3MO7TREADETIOREZRML 2

WHO #2208 & 2 HAHEB R I, R, BT Haolms
FEL LTHRESNIHIERNETH 5 RECISTLL BB ERD I SN TV B IEETDH
205, IR IS B \Tid, IEEFNIMGE % % L 72 modified RECIST (mRECIST),
EASL #£#, RECICL, Choi 2:#7% VS5 TV A,

V97 2= 7 OEFH %, RECISTL1, mRECIST, Choi 2:#THIET % & Choi
MDY T 7 2 = TOBEBHEEIML TW2Ys VT 7 2= 70BN %L dual-
energy CT T volumetric iodine uptake DZ5Ab THE UNESE 44588 % WIHE 2 5743
HTENTERY, V7 2= TEMEEO brivanib & 7 7 & KO BB T
mRECIST 2 & 2 B &E A A OB 2 ) 155 L i S he?,

WE

JEAERE GRS BT, W OFMBMIEIER 2 v by ik S 138 e ), B
Yofei, SR L, LT L AIESEOMNEED R WIEE N TS, 72, VT
7 2 = TIREEI N MEFTENTER % b o 720 TEMNEEEOEE S, TEEHN
EEDL R WESBINA SIS I ENL W S, ARG & BIIEERA 2 3 E
THH A AN R) o s AR X T b, b H mRECISTY % H A #EF5E
KOG E I TH B RECICLY, WM IFIRF: 2 0 3T 5 EASL H:#S 23T
FERFERI R ICBWTHWONTWS, 2R LIS EIRIEICBIT A MERE
LT, WInbdBBERGOZBINHAMSE LW E08H 5 2 BT ohb, T



(194 JEXEE ST TS

A XFHIE 2 0 2 0 R EERIC B W TR E o, SRS 2 1E L <
Ml 2 LD B 72, BEENIMEE BB L - EELHVL I L2 HERTL
L2l 7,

—4 T, BIEEOFMMEEII2DFHMETH Y, HMHLEEE L@ 2 FTIEL
CFHMECE L EI DL V) ITITBWTIRRADRH 5, TEOFHAMOMEIIZ I D 3D
@ volume FFAATTTREE 2 > TXTH Y, 3D I & BEBHOHE 5 510,

B =Z3GR

1) Lencioni R, Montal R, Torres F, et al. Objective response by mRECIST as a predictor and poten-
tial surrogate end-point of overall survival in advanced HCC. J Hepatol 2017; 66: 1166-72.
PMID: 28131794

2) World Health Organization. WHO Handbook for Reporting Results of Cancer Treatment.
Geneva, World Health Organization, WHO Offset Publication No. 48, 1979.

3) Park JO, Lee SI, Song SY, et al. Measuring response in solid tumors: comparison of RECIST and
WHO response criteria. Jpn J Clin Oncol 2003; 33: 533-7. PMID: 14623923

4) Jiang T, Kambadakone A, Kulkarni NM, Zhu AX, Sahani DV. Monitoring response to antiangio-
genic treatment and predicting outcomes in advanced hepatocellular carcinoma using image
biomarkers, CT perfusion, tumor density, and tumor size (RECIST). Invest Radiol 2012; 47: 11-
7. PMID: 21512396

5) James K, Eisenhauer E, Christian M, et al. Measuring response in solid tumors: unidimensional
versus bidimensional measurement. J Natl Cancer Inst 1999; 91: 523-8. PMID: 10088622

6) Lencioni R, Llovet JM. Modified RECIST (mRECIST) assessment for hepatocellular carcinoma.
Semin Liver Dis 2010; 30: 52-60. PMID: 20175033

7) Kudo M, Kubo S, Takayasu K, et al. Response Evaluation Criteria in Cancer of the Liver
(RECICL) proposed by the Liver Cancer Study Group of Japan (2009 Revised Version). Hepa-
tol Res 2010; 40: 686-92. PMID: 20633194

8) Forner A, Ayuso C, Varela M, et al. Evaluation of tumor response after locoregional therapies
in hepatocellular carcinoma: are response evaluation criteria in solid tumors reliable? Cancer
2009; 115: 616-23. PMID: 19117042

9) Gavanier M, Ayav A, Sellal C, et al. CT imaging findings in patients with advanced hepatocel-
lular carcinoma treated with sorafenib: Alternative response criteria (Choi, European Associa-
tion for the Study of the Liver, and modified Response Evaluation Criteria in Solid Tumor
(mRECIST)) versus RECIST 1.1. Eur ] Radiol 2016; 85: 103-12. PMID: 26724654

10) Dai X, Schlemmer HP, Schmidt B, et al. Quantitative therapy response assessment by volumet-
ric iodine-uptake measurement: initial experience in patients with advanced hepatocellular
carcinoma treated with sorafenib. Eur ] Radiol 2013; 82: 327-34. PMID: 23246016



ca4 @A

? EYECEDBIER & ZDXREMH ?

PUMEREAD % 5P L Tn b 2 e B \nicd, BMlatkbuEH oOfHICH 725 T,
M T DEET 2 LEDD B,

DA RTIE, SEACEAORBE 23 EE LRI MG SN TBH D,
THE MBS L, i - R 2 S0 MY T 5 LB D 5o (GRUH#ERR)

BE =

JFRAE R 3 IR IR B E AT 5720, NEKE R IFREEK T2 4L Tw
b EWE . TO/DEYEEEITO WX H I VML OEREILETH 5. FHiEE
W3 B EEMPEIC BT A RIER & 2 OHESRIZOWTHE T 5,

B YUATIVTA T4V IRT—EXU L

85 3 RN, 2012 4E 1 A5 2016 4E 6 A 30 H F TONFHIAE ORI/ I BIERS
L LCRELLRBELMB L2 13RO %00, —RBRELTI40RE
BEIRL, ZUGEIRE U TRIECIEBI DD 5 WERR B Z B < 1878 & 4R L 72,
BIMETOTREADLE 2 [HEHRA L7,

WE

JEAlaE DIE & A ESB TR 2 22 EOBMEIFEBZERICET 5729, {F
FEATH S HIMER, RIMER, MM EDOMIKRD DA SN DL Z &A% v, Bt
FEFNIZREIER & L TR B2 S 2 0T, MiEHEEICHEET 20 ESH5Y,
ZOOBMMYUER OB IS 2o T, MEHEEICTHHEET L2 & 25
FL7

—H, VI 727 &IILOHETHHTEMEREICB VT, EHEA ORIER
Wb VI 7 2=TIIBWTIL, K 80%MEIM O 2ORIEHSA LN, FEDE
WO, FRAEBER, K% - %E, TR, SRR, SIUERE, Y, BE, B
Tho72Y, ENICD S T EF 20 THEAEREDO KBBERRB b, £3H
FA ORI AT ShTw a2,

VT 7 =7 & A FRIEBRIIHERARE I B b 2 % BIVEH TR B IR 74 )
CALND ZENL VDY, RERAFNCE ) EELZFHTERTH S L VI HEED
W shTwaY,

V57 2 = THEBICBW T PMEEDMT L7z Child-Pugh 4% BEBITIX, MY
VIV VIEE, BEAK, FFYERNEE O S AY Child-Pugh 48 A EFNCIIE L TS v n
HEED R, AERE D), EEEREE < v F S THET 2 ERIERIZEN -
72EVIENDH B, T, N—2A T4 L ONFERICER R  HaTEENDL D B
VIO LHoT, Fh2 VI T T OBBARIC L EEROEE AV E



KD w7% sewmms:

Wb B o 722,

T72, AETIIEHE R, PFRIEGR, 5, WAEORIENNS ., wsfid

RIVEH OS2 30 ) BN D 5%, TG % &4 g w2 20 28 Tk
B R e e o 728 & B U TR 2SR WA S O, BER A EHERI R O
BARIEE L 2 A REME D WS ST w®, —J, BWERIC X 0 fd Ik RRE e € &
N2B A CTHIFFMIED BIFCHIE IREBBEAABAITT 5 2 L RETH 22,

DX FEMEREOMMICH 725 T, HEEISHRBEBIEL, W - kL

EOBYNIIS B 2 & i HEIEL 720
B &

1) Kasai K, Ushio A, Kasai Y, et al. Therapeutic efficacy of combination therapy with intra-arterial

3

5

7

8

9

10

11

12

13

14

=

=

=

=

=

—

=

=

=

—

)

=

ful

5-fluorouracil and systemic pegylated interferon alpha-2b for advanced hepatocellular carci-
noma with portal venous invasion. Cancer 2012; 118: 3302-10. PMID: 22072099

Llovet JM, Ricci S, Mazzaferro V, et al. Sorafenib in advanced hepatocellular carcinoma. N Engl
J Med 2008; 359: 378-90. PMID: 18650514

Cheng AL, Kang YK, Chen Z, et al. Efficacy and safety of sorafenib in patients in the Asia-
Pacific region with advanced hepatocellular carcinoma: a phase III randomised, double-blind,
placebo-controlled trial. Lancet Oncol 2009; 10: 25-34. PMID: 19095497

Bruix J, Raoul JL, Sherman M, et al. Efficacy and safety of sorafenib in patients with advanced
hepatocellular carcinoma: subanalyses of a phase III trial. J] Hepatol 2012; 57: 821-9. PMID:
22727733

Bruix ], Takayama T, Mazzaferro V, et al. Adjuvant sorafenib for hepatocellular carcinoma after
resection or ablation (STORM): a phase 3, randomised, double-blind, placebo—controlled trial.
Lancet Oncol 2015; 16: 1344-54. PMID: 26361969

Cainap C, Qin S, Huang WT, et al. Linifanib versus Sorafenib in patients with advanced hepato-
cellular carcinoma: results of a randomized phase III trial. J Clin Oncol 2015; 33: 172-9. PMID:
25488963

Cheng AL, Kang YK, Lin DY, et al. Sunitinib versus sorafenib in advanced hepatocellular can-
cer: results of a randomized phase III trial. J Clin Oncol 2013; 31: 4067-75. PMID: 24081937
Cheng AL, Guan Z, Chen Z, et al. Efficacy and safety of sorafenib in patients with advanced
hepatocellular carcinoma according to baseline status: subset analyses of the phase III
Sorafenib Asia-Pacific trial. Eur ] Cancer 2012; 48: 1452-65. PMID: 22240282

Johnson PJ, Qin S, Park JW, et al. Brivanib versus sorafenib as first-line therapy in patients with
unresectable, advanced hepatocellular carcinoma: results from the randomized phase III
BRISK-FL study. J Clin Oncol 2013; 31: 3517-24. PMID: 23980084

Zhu AX, Kudo M, Assenat E, et al. Effect of everolimus on survival in advanced hepatocellular
carcinoma after failure of sorafenib: the EVOLVE-1 randomized clinical trial. JAMA 2014; 312:
57-67. PMID: 25058218

Shen A, Tang C, Wang Y, et al. A systematic review of sorafenib in Child-Pugh A patients with
unresectable hepatocellular carcinoma. J Clin Gastroenterol 2013; 47: 871-80. PMID: 24100749
Lee S, Yoon SH, Park JY, et al. Sorafenib versus cytotoxic chemotherapy for patients with
advanced hepatocellular carcinoma: a retrospective, single-institution study. Invest New Drugs
2012; 30: 1150-7. PMID: 21249514

Lee W], Lee JL, Chang SE, et al. Cutaneous adverse effects in patients treated with the multi-
targeted kinase inhibitors sorafenib and sunitinib. Br J Dermatol 2009; 161: 1045-51. PMID:
19558553

Ren Z, Zhu K, Kang H, et al. Randomized controlled trial of the prophylactic effect of urea-based
cream on sorafenib—associated hand-foot skin reactions in patients with advanced hepatocellu-
lar carcinoma. J Clin Oncol 2015; 33: 894-900. PMID: 25667293



15)

16)

17)

18)

19)

20)

21)

22)

23)

24)

CQ 47

Abou-Alfa GK, Amadori D, Santoro A, et al. Safety and Efficacy of Sorafenib in Patients with
Hepatocellular Carcinoma (HCC) and Child-Pugh A versus B Cirrhosis. Gastrointest Cancer
Res 2011; 4: 40-4. PMID: 21673874

Hollebecque A, Cattan S, Romano O, et al. Safety and efficacy of sorafenib in hepatocellular
carcinoma: the impact of the Child-Pugh score. Aliment Pharmacol Ther 2011; 34: 1193-201.
PMID: 21958438

Raoul JL, Bruix J, Greten TF, et al. Relationship between baseline hepatic status and outcome,
and effect of sorafenib on liver function: SHARP trial subanalyses. ] Hepatol 2012; 56: 1080-8.
PMID: 22245896

Pressiani T, Boni C, Rimassa L, et al. Sorafenib in patients with Child-Pugh class A and B
advanced hepatocellular carcinoma: a prospective feasibility analysis. Ann Oncol 2013; 24: 406-
11. PMID: 23041587

Lencioni R, Kudo M, Ye SL, et al. GIDEON (Global Investigation of therapeutic DEcisions in
hepatocellular carcinoma and Of its treatment with sorafeNib): second interim analysis. Int J
Clin Pract 2014; 68: 609-17. PMID: 24283303

Lencioni R, Kudo M, Ye SL, et al. First interim analysis of the GIDEON (Global Investigation of
therapeutic decisions in hepatocellular carcinoma and of its treatment with sorafeNib) non-
interventional study. Int J Clin Pract 2012; 66: 675-83. PMID: 22698419

Daniele B, Croitoru A, Papandreou C, et al. Impact of sorafenib dosing on outcome from the
European patient subset of the GIDEON study. Future Oncol 2015; 11: 2553-62. PMID:
26158398

Ogasawara S, Kanai F, Obi S, et al. Safety and tolerance of sorafenib in Japanese patients with
advanced hepatocellular carcinoma. Hepatol Int 2011; 5: 850-6. PMID: 21484134

Vincenzi B, Santini D, Russo A, et al. Early skin toxicity as a predictive factor for tumor control
in hepatocellular carcinoma patients treated with sorafenib. Oncologist 2010; 15: 85-92. PMID:
20051477

Tavarone M, Cabibbo G, Biolato M, et al. Predictors of survival in patients with advanced hepa-
tocellular carcinoma who permanently discontinued sorafenib. Hepatology 2015; 62: 784-91.
PMID: 25645399



(198 I VR D 5

%= FEhFEFEE - FRIBIRME - £7HE (50 FILLE)

= 7 EO o e PMD By TR

BE|  Doxorubicin (Eh3F) 72 60 7 10370678" RCT

Doxorubicin (£5) 441 6.5

CDDP 67 37 10.7 121972162 cohort study

DDP-H 123 15.2 12.2

DDP-H 80 33.8 ND 18430093% cohort study 80

DDP-H 84 36 7.0 21459893%  cohort study 31

DDP-H 123 15.2 12.2 24743198%  cohort study 39.0
%%| CDDP,5-FU (low FP) 52 71 ND 10203596%  cohort study

CDDP, 5-FU (low FP) 53 245 ND 189791007  cohort study 26.4

+/— LV

CDDP, 5-FU (low FP) 52 385 15.9 206165982  cohort study 80.8

CDDP, 5-FU (low FP) 90 34.4 10.6 259927849  cohort study ND

CDDP, 5-FU (low FP) 77 ND 10.9 26158136'”  cohort study 33.8

CDDP, 5-FU (low FP) 54 222 5.1 24133667'"  cohort study 81.5

CDDP, 5-FU (low FP) 68 0 5.0 197635722 RCT 87.5

CDDP, 5-FU 16.7 6.3 88.9

CDDP, 5-FU 476 40.5 ND 24008659 cohort study 441

CDDP, mitomycin C, 5-FU 58 ND 9.5 24824520'  cohort study 55.2

CDDP, mitomycin C, 5-FU, LV 53 28.3 13.2 15779483"  cohort study

CDDP, mitomycin C, 5-FU 56 7.4 8.8 25663125'® RCT 88.8

CDDP, 5-FU 17.2 111 89.6

CDDP, Doxorubicin 50 22 8.3 24967421 cohort study 48

CDDP, Sorafenib 66 21.7 10.6 27573564'® Phase |l 100

IFN, CDDP 68 33 4.4 108137099 RCT

CDDP 14 2.6

BSC 1.2

IFN, 5-FU 116 52 6.9 16565970  cohort study 100

BSC (historical control) ND

IFN, 5-FU 55 29.1 9.0 17940838%"  cohort study 63.6

IFN, 5-FU 102 39.2 9.0 21659784%%  cohort study 100

IFN, 5-FU 104 246 10.5 22133996%% RCT 50

IFN, 5-FU, CDDP 45.6 17.6 26.7

CDDP : cisplatin, DDP-H : diamminedichloroplatinum (CDDP powder), 5-FU : fluorouracil, low FP : fluorouracil+
cisplatin, LV : leucovorin, IFN : interferon, BSC : best supportive care, ND : not described

W &

1) Tzoracoleftherakis EE, Spiliotis JD, Kyriakopoulou T, Kakkos SK. Intra-arterial versus systemic

chemotherapy for non-operable hepatocellular carcinoma. Hepatogastroenterology 1999; 46:
1122-5. PMID: 10370678
2) Court WS, Order SE, Siegel JA, et al. Remission and survival following monthly intraarterial
cisplatinum in nonresectable hepatoma. Cancer Invest 2002; 20: 613-25. PMID: 12197216
3) Yoshikawa M, Ono N, Yodono H, Ichida T, Nakamura H. Phase II study of hepatic arterial



4)

6)

7)

8)

9)

10)

11)

12)

13)

14)

15)

16)

17)

18)

19)

20)

ft % @I

infusion of a fine-powder formulation of cisplatin for advanced hepatocellular carcinoma. Hepa-
tol Res 2008; 38: 474-83. PMID: 18430093

Iwasa S, Ikeda M, Okusaka T, et al. Transcatheter arterial infusion chemotherapy with a fine—
powder formulation of cisplatin for advanced hepatocellular carcinoma refractory to transcath-
eter arterial chemoembolization. Jpn J Clin Oncol 2011; 41: 770-5. PMID: 21459893

Hatanaka T, Kakizaki S, Ueno T, et al. Transarterial infusion chemotherapy using fine-powder
cisplatin in patients with advanced hepatocellular carcinoma. Gan to kagaku ryoho 2014; 41:
205-9. PMID: 24743198

Okuda K, Tanaka M, Shibata ], et al. Hepatic arterial infusion chemotherapy with continuous
low dose administration of cisplatin and 5—fluorouracil for multiple recurrence of hepatocellular
carcinoma after surgical treatment. Oncol Rep 1999; 6: 587-91. PMID: 10203596

Kanayama M, Nagai H, Sumino Y. Influence of the etiology of liver cirrhosis on the response to
combined intra-arterial chemotherapy in patients with advanced hepatocellular carcinoma.
Cancer Chemother Pharmacol 2009; 64: 109-14. PMID: 18979100

Ueshima K, Kudo M, Takita M, et al. Hepatic arterial infusion chemotherapy using low-dose 5-
fluorouracil and cisplatin for advanced hepatocellular carcinoma. Oncology 2010; 78 (Suppl 1):
148-53. PMID: 20616598

Saeki I, Yamasaki T, Tanabe N, et al. A new therapeutic assessment score for advanced hepa-
tocellular carcinoma patients receiving hepatic arterial infusion chemotherapy. PloS One 2015;
10: e0126649. PMID: 25992784

Shiozawa K, Watanabe M, Ikehara T, et al. Comparison of Sorafenib and Hepatic Arterial Infu-
sion Chemotherapy for Advanced Hepatocellular Carcinoma: A Propensity Score Matching
Study. Hepatogastroenterology 2014; 61: 885-91. PMID: 26158136

Oh M], Lee H]J, Lee SH. Efficacy and safety of hepatic arterial infusion chemotherapy for
advanced hepatocellular carcinoma as first-line therapy. Clin Mol Hepatol 2013; 19: 288-99.
PMID: 24133667

Woo HY, Bae SH, Park JY, et al. A randomized comparative study of high-dose and low-dose
hepatic arterial infusion chemotherapy for intractable, advanced hepatocellular carcinoma. Can-
cer Chemother Pharmacol 2010; 65: 373-82. PMID: 19763572

Nouso K, Miyahara K, Uchida D, et al. Effect of hepatic arterial infusion chemotherapy of 5-
fluorouracil and cisplatin for advanced hepatocellular carcinoma in the Nationwide Survey of
Primary Liver Cancer in Japan. Br ] Cancer 2013; 109: 1904-7. PMID: 24008659

Tsai WL, Lai KH, Liang HL, et al. Hepatic arterial infusion chemotherapy for patients with huge
unresectable hepatocellular carcinoma. PloS One 2014; 9: €92784. PMID: 24824520

Lin CP, Yu HC, Cheng ]S, et al. Clinical effects of intra—arterial infusion chemotherapy with
cisplatin, mitomycin C, leucovorin and 5—flourouracil for unresectable advanced hepatocellular
carcinoma. ] Chin Med Assoc 2004; 67: 602-10. PMID: 15779483

Song M]J, Bae SH, Chun HJ, et al. A randomized study of cisplatin and 5-FU hepatic arterial
infusion chemotherapy with or without adriamycin for advanced hepatocellular carcinoma.
Cancer Chemother Pharmacol 2015; 75: 739-46. PMID: 25663125

Ma MC, Chen YY, Li SH, et al. Intra—arterial chemotherapy with doxorubicin and cisplatin is
effective for advanced hepatocellular cell carcinoma. ScientificWorldJournal 2014; 2014: 160138.
PMID: 24967421

Tkeda M, Shimizu S, Sato T, et al. Sorafenib plus hepatic arterial infusion chemotherapy with
cisplatin versus sorafenib for advanced hepatocellular carcinoma: randomized phase II trial.
Ann Oncol 2016; 27: 2090-6. PMID: 27573564

Chung YH, Song IH, Song BC, et al. Combined therapy consisting of intraarterial cisplatin infu-
sion and systemic interferon-alpha for hepatocellular carcinoma patients with major portal
vein thrombosis or distant metastasis. Cancer 2000; 88: 1986-91. PMID: 10813709

Obi S, Yoshida H, Toune R, et al. Combination therapy of intraarterial 5-fluorouracil and sys-
temic interferon—alpha for advanced hepatocellular carcinoma with portal venous invasion.



(200 QERE E ST T

21)

22)

23)

Cancer 2006; 106: 1990-7. PMID: 16565970

Uka K, Aikata H, Takaki S, et al. Pretreatment predictor of response, time to progression, and
survival to intraarterial 5-fluorouracil/interferon combination therapy in patients with
advanced hepatocellular carcinoma. ] Gastroenterol 2007; 42: 845-53. PMID: 17940838

Nagano H, Wada H, Kobayashi S, et al. Long-term outcome of combined interferon—alpha and
5-fluorouracil treatment for advanced hepatocellular carcinoma with major portal vein throm-
bosis. Oncology 2011; 80: 63-9. PMID: 21659784

Yamashita T, Arai K, Sunagozaka H, et al. Randomized, phase II study comparing interferon
combined with hepatic arterial infusion of fluorouracil plus cisplatin and fluorouracil alone in
patients with advanced hepatocellular carcinoma. Oncology 2011; 81: 281-90. PMID: 22133996





