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Akt, Protein Kinase B; CR, complete response; EMT, epithelial-mesenchymal transition;
EpCAM, Epithelial cell adhesion molecule; HCC, Hepatocellular carcinoma; ICI, immune
checkpoint inhibitor; PD, progressive disease; PR, partial response; PTEN, Phosphatase and
Tensin Homolog Deleted from Chromosomel0; RECIST, Response Evaluation Criteria in
Solid Tumors; SD, stable disease; TACE, transcatheter arterial chemoembolization; TAI,

transhepatic arterial infusion; TKI, tyrosine kinase inhibitor; TNM, tumor-node-metastasis;

VEGTF, vascular endothelial growth factor



1. iZL®»ic

JFiiEdE (HCO) 1t 2Rt 6 HHICEH K BIC X 2K T3 HHICEZ WETH S,
LD LR — b ThEERcid, 4/ 905,677 A2SHiHIC HCC ZFE L. 830,160 ADFE
USSR RS X HCC BERZ S TH Y A% 1T > T3, HCC 3%
WRHEMETH O | SBHUIBRC 7 & AR E 7 EORIBIREEZIToCh, HFET L2 &8
%\, F RO RIMERECHIMNES 3 2 TR L 2 0 . RERICERRT 5,
FFoMERS 3 2 BFRE D 99 1 A 71 = X s & L T epithelial-mesenchymal transition(EMT) T4
B~ — 7 —HHR BB T ONT WD 23, LrL, 205 3PRER»LHHT 20
. BB WIFIEBENICEEIEESE E 272003 RKHTH 2, %72 EMT LMtz
GED~—h =05 5720, ENDPHHEICHEL TV 32003 —EDREIHFLN TR,

KFAMERRS % & O THHE O IR, 2020 S5 12 AS L7 TV I X~7 (BfEF v 7
R A v FHFAFLICD &~y X< 7 (ME N BIEIER T VEGF 1cif3 %€/ 7 a—JF 4
) OO EEER L L e o 7o HOREMWEE R ECICIEIINE 22 BE X Fr Y v ¥
F—¥HEHE (TK) THEY 77 2=7F72 3Ly " F oI nE#IRTH 5, 725
% H3 % HCC H#E X, 4 CHIKRERARKE S R 2720, Wb 2HERIGHELE S5
FFBE gk 45, SVRHIIRR 078, UL * 3FR SN 2 203 5, W ORED
ERENTH, +oaaEFilsBsNTH» 2 bIF TRy,

HEFTHHE I 310 3 TKI O KRR CII 2N NOSMIHER R 5 720, FHD
Yz ld T & r s, ¥V 97 = =7 (SHARP 3RER) CATAR o fE2s 107 » A 10, L
voNF =7 (REFLECT §5%) CAFHARI L2 13.6 7 H TH o 72 1, 2 b ERIREERIC
BWTY 77 = 7 MMERS IO LR X 0 b AFERR S EwEmcd b 1012 L
YNFZTHY T T 2= T EFARTH o T, ETHHED S b, FIMERER I ES 2 K2
& TKIEGHT I AERIGE 2 1T 72 o T b FFAMER B3 o EfE IR el 1% 4.9-7.0 A A 1814
TKI HAF|T 10.3 » A & PRAER L T 20 H 5 15 FEIK Tld TKLICHERREE % 1
Kb b TNV UH B0, FAMERIEFNICN 32 TKL ICfERZE oAb /-
BN IXAHTH 5,

IO XS REROIT. AR MR 2 H 3% HCC BFICHEWTTRD(1)~(6)
FHOL2ICTZ 2 ZHME L7z, (1) HCC o ffMsfE % 3k L3 War o fFE. (2) HCC
DML % K L LT WERIRE R OFRE. (3) TKI &fEkinEo P, (4) TKI Hjh
& TKIICHERIBEZMA T2 CO PRI, (5) ¥V 7 7 = =7 L L vy N F = 7D PRI,

(6) AFAMRZSICxT S 5 TKI o5,



2. Jith

2.1EH B X O T 4 v

2009 45 A 1 HA 5 2019 4£ 12 A 31 H % ©ic HRERIR I ERBE iz L 7= HCC &
H 825 4 & RRICH A1 X ICHHAE L 7= (Figurel), WFZEIRdh, BN % 280 72 EH] I3
127 BlCH 572, 127 AD 5 b PR L 2> ST L 2 DR L 281X 96 A, BEMAL &
Dol BEE 31 AThH o7z, X HITIRIBENARE 96 AD 5 BIREETIC TKI S L7 4 AL
ICI, VEGF [HEHI#E L7 2 NIZksh L. TKI#E 65 A & Non-TKI #f 25 ACHEIL 72,
X 51 TKI BE% TKI BAREE 29 A, TKI+HERAEZERE 36 AICB L Tiaf L 7z (Figure.1),
JEAMIRES % 520 7= H > & il & 2 DJRK T T 5 £ TOREFWM (0S). 14EH5X U3
FEAGFREZFML 72, %7 + —~ v A AT — &% A% Eastern Cooperative Oncology
Group(ECOG) A 2 7Tt o THRIE T 7z, AWK HIRER KA MELZES (A19-
154) IC X V&I, 1964 FED~L Y Y XFESE L UOZ OBOWRIE TR X L7 Rl
IHE > CTEf X L7z,

| HCC 825\ |
| HCCHF#MEHE 127A |
1
[ EBHAR() 96N | [ EBEAHR0) 31N |
BRSH BRoL
[ ICL VEGF2A [EBETKIES(+) 4\ |
l l
| TKIEE6SA | [ Non-TKIEF 25X |
TKIGEME29A | | TKI+HGEREHEI6A |

Figure 1. fENTIERID 7 + @ —F ¥ — b

2.2. HCC & 9t nts o2 it
HCC PR E M & AU HRHE 23 Mg & CT ARl {R (MR % > TR2W L 72,
FHRRAAICRE S - HCC SR E L7z, X bic, HMEEoZRIciE, K br v
(positron emission tomography; PET)CT, ‘B> v F 77 7 4 —, X#REIH Sz, 1
EREIE, CTHRETMIR (=VpD). IFFR (=Vvl)., TARFIRICREL T2 b0 LiE

L7,



2.3 Mmoo gt
R L EHEFIER] 5~10 #il. FEEEAER] 5~10 il cFfigfcz Hwczhzn 29 3o
FES, IEETRIC T CENETNRIEREE B hodz, X7 7 4 vEBEINZYUR % 4dum
ICHEYIL 72, RIC 100% F > L VI T YT 7 4 v 24T, 100% T X ) — Vi Tlit ¥ & L
V. 95%T X =, 80%T X —N, T0O%T X —N, 50%T X ) — I TRKIL & AT
. WKTEE L 72, PURIRECIZ. 10 mM 27 = v g (pH 6.0) it —F 2L —7
12T 120°C, 20 Z3fE CALEE L, 30 /= IC TAREINL 72, £ D12 2584 7K, Phosphate-buffered
saline(PBS)IC CTHEi# L. 0.3%:i8 L /KT A £ 7 —nic 30 3R L CATEE L 7212, 7%
BKiC T, 2% Y b vl PBS, PBS i2 4 2722 L 7z, KIC X0909 (Dako) % %X
3 OW T Ly EIRIC T 20 0 7w v v 7L 7o, — Xk, PTEN (D4.3)XP®Rabbit mAb
(Cell Signaling) . Akt(pan)(C67E7)XP®Rabbit mAb (Cell Signaling) . Phospho-
Akt(Ser473) (D9E)XP®Rabbit mAb (Cell Signaling) % # 1L F 1L fl L. E L T Signal
Stain®Antibody Diluent(Cell Signaling) i 100 f5IC &R L 72, £ 72, —X P& Nanog antibody
(abcam, ab80892), EpCAM antibody (abcam, ab71916) (X PBS i 100 57 & L72d D %
fE L. @I T 4°CT 24 KB & ¥ 72, 2Dtk PBS Toi# L. Y b vl PBS,
PBS i 4 43[E] 3" 2i& L 7z, Phosphatase and Tensin Homolog Deleted from Chromosome
10(PTEN). Protein Kinase B(Akt). Phospho-Akt IZ (% 2 X$ifAIC SignalStain®Boost IHC
Detection Reagent (HRP, Rabbit) % fi FH L . Nanog . Epithelial cell adhesion
molecule(EpCAM)IZ (X, EnVision+System-HRP Labelled Polymer Anti-Rabbit (Dako) % {#
ML, AT 30 oIS E &7z, £ D PBS T L. Y b i PBS, PBSic 4
01’ L7, FfhiX 3-diamino-benzidine tetrahydro-chloride Tf7\y, BE{YEE [ CHERZR
L3 H T 10 RG22, PKPEd 3 0. I OICABKTHEL, ~~ v
U VIS TR B E T, 50% T & 7 —b, T0%T X ) —, 80%T X/ —N, 90%T X/ —
by 100%x % 7 — s TR, 100% % & L v Ic CEML B L 72,
SR G O HE 12 5% LA Eofifa s R (F5EED ) 2 I nb ok BGike L.,

Pett G M & R D B HE G HE L 72 (0:F5 1< 5%, 1:F51E 5% ~ 20%., 2:F57E 20% ~ 50%.
3:5M: 50%<), F7. HHDORTA V235 2 b DIEREDE T ZHAL 72,

2.4. IGHENE LR
RIFFRTIE. 67 HDOBENY 77 227 BX VL v NF =T 25T TKI G I 7z,
RATRYV AT ERE T LN T 25307 2 X0 BH I TN 2GRN L 72,
PERIBEIC 1T, IFEIIRAL - ZE42 %% (transcatheter arterial chemoembolization; TACE), ¥ X 7
7 F v X— 2 DORFEIIRIL L (transhepatic arterial infusion; TAD) . BCHTHHRIRET, 448
b, O7 77—, 7 7 A(UFT) % & TH o7z, TACE TlE, HEEzvrey v, I
77 F VKM, 32— MEr vilERR = S ez 27 or (YA F—A®) BfEHE
720 WBEEOPE ZFHEYEMBIT o7z, TKI 25372 EFE, Zv—F 2l E0H



FERL (CTGAE, ~N— =3 v 5.0 #HE) | BB AT 23R HEHEE (RECIST) i<
o (T (PD). 72130 Tl 2 flkfe L 72, 1R#ESUG L. RECIST version 1.1 1€
Ho%, weE (CR). #9754 (PR). LE (SD). PD THHfiL 72 1% fiZha v b wm
—A#% (DCR) &, CR, PR, SD OAFHE L7z, BB IZ43 L b EMIICiTbAT
WE DT TRV, FFAVRZE DLWtk iR Y] O B{ER T % h BHE IS L7z, FF7MER
D ic 2T, RECIST version 1.1 12§ - T, HAMEE % 2 L 72,

2.5. HEETARI AT

JEFIOEFIE, h A4 2F/HRE, cHRE, BIX P2 vhA v P =—MEZMERHL THHTL 72,
PHEGFREIAT T v~ A ¥ —EFIR 2L CEHliL, ERiEv 77 v 7 BE 2
L7z, #Eetor#rix. Stata/IC 15.1 (STATA Corporation, College Station, USA) % i
L. pfE<0.05 IFHEIHVICHE L L7,

3. AR

3.1 FFAMERICBEfR S 2 HCC o Mk 1R
IR C Rt 24T o 72 5EW & B 1 D s e tafl B % Table 1 1IC/R3, 20D 5
FAMIERS % 54 2 ER] 13 N MR 2 H L2 WEERI 7 ACh - 72, BiEBE2 AT 20E
Bz 10 A, B Z2AE LR WEGE 10 N TH - 72, BIER & MR 2 ol 3 24
Bk 6 Ao BHBOAEHT HEEHNL 4 A EALO A2 E 3 25E61X 3 ATH o
77. KK E LTix, HCV 15 A(75%). HBV 3 A(15%). NASH 1 A(5%). nonB, nonC 1
ANGB%)DIETH -7z, 12U PTEN & Akt etts % 24CfT > 72, PTEN (395 <
(11/20, 55%) THAEMELME T L 7228, FEREHR<13(19/20, 95%) x5 1 & 72 - 72 FFAMIEES
DHEML FBRERD 5 h o7 (Table 2), —J7. Akt 1ZHEFE % H L 72 WEEH B X I
TZNZ1(13/20, 65%). (8/20,40%) CHatk e 2 b . IS E2H L n WIEFI CHEICHE
ZiR® 7z, Phospho-Akt [3§ta % 1T 572 10 X CTMETH - 72, Kic, JEisfid~
—7/1—T® % EpCAM & Nanog IC DWW THiET L7z, EpCAM 13J# 3 L NIRRT & & 1o
tx 7z, —J7. Nanog (FJEH<(3/10,30%). FEFEE<(3/10, 30%) 51 TH - 7z, AFH+
HRAER] & DBEMEIZFR D I dr o 7o RICAMFECTHIMERR & L CiRD S b o B L
F T OBEE R B 720, FEE DB 2 HEH] (n=10) vs FEFED R WEF] (n=10). K+
RIER] 13 A 5 B, B D 0 (n=10) vs ‘Hisf 7 L (n=3), HIED H(n=4) vs fth
TEERHRTS (n=3) CLUBARES L 7228, Akt 3 BB O L wWITIcHEREGEZED 205,
DN FIIEEZELRZEIIRD 70> > 7= (Table 3-6),



Table 1. Results of immunostaining for each case

Phospho-

PTEN Akt EpCAM Nanog
patient etiology meta bone other (tumor/ (tumor/ Akt (tumor/ (tumor/
meta - meta non-tumor)  non-tumor) (tumor/ non-tumor) non-tumor)
non-tumor)
1 HCV Yes  Yes Yes 1/1 0/0 0/0 3/2 0/0
2 HCV Yes  Yes Yes 1/1 0/0 0/0 2/0 0/0
3 HBV  Yes Yes  Yes 0/1 0/0 0/0 2/2 1/1
4 HCV Yes  Yes Yes 2/0 0/0 0/0 2/2 0/0
5 HCV Yes Yes Yes 0/2 0/0 N.E. N.E. N.E.
6 HCV Yes Yes Yes 1/3 2/1 N.E. N.E. N.E.
7 NASH Yes  Yes No 1/1 0/0 0/0 2/2 0/0
8 HBV Yes Yes No 0/2 0/0 N.E. N.E. N.E.
9 HCV Yes Yes No 0/2 1/0 N.E. N.E. N.E.
10 HCV Yes Yes No 0/2 2/0 N.E. N.E. N.E.
11 HBV Yes No Yes 1/2 1/0 N.E. N.E. N.E.
12 HCV  Yes No Yes 1/2 1/1 0/0 2/1 1/1
13 nonB,C  Yes No Yes 2/2 1/1 0/0 3/2 0/0
14 HCV No No No 0/1 1/1 0/0 2/2 0/0
15 HCV No No No 1/2 1/1 0/0 2/1 0/0
16 HCV No No No 1/1 1/1 0/0 3/2 1/1
17 HCV No No No 2/2 1/0 N.E. N.E. N.E.
18 HCV No No No 0/2 2/0 N.E. N.E. N.E.
19 HCV No No No 0/2 2/1 N.E. N.E. N.E.
20 HCV No No No 0/2 2/1 N.E. N.E. N.E.
Table 2. Extrahepatic metastasis (+) vs extrahepatic metastasis (-)
tumor non-tumor
metastasis(+) metastasis(-)  p-  metastasis(+) metastasis(-) D

n=7-13 n=3-7 Value n=7-13 n = 3-7 Value

PTEN 8/13 3/7 0.423 12/13 7/7 0.452

Akt 6/13 7/7 0.016 3/13 5/7 0.035

p-Akt 0/13 0/7 i 0/13 0/7 ;
EpCAM 7/7 3/3 i 6/7 3/3 0.490
Nanog 2/7 1/3 0.880 2/7 1/3 0.880




Table 3. Bone metastasis (+) vs bone metastasis (-) Both groups include other metastases

tumor non-tumor
bone bone bone bone
metastasis(+) metastasis(-) metastasis(+) metastasis(-)
Value Value
n=>5-10 n=>5-10 n=>5-10 n=>5-10
PTEN 5/10 6/10 0.653 9/10 10/10 0.305
Akt 3/10 10/10 0.001 1/10 7/10 0.006
p-Akt 0/5 0/5 - 0/5 0/5 -
EpCAM 5/5 5/5 - 4/5 5/5 0.292
Nanog 1/5 2/5 0.490 1/5 2/5 0.490
Table 4. Bone metastasis (+) vs other metastasis (+)
tumor non-tumor
bone other bone other
metastasis(+) metastasis(+) metastasis(+) metastasis(+)
Value Value
n=>5-10 n=2-3 n=>5-10 n=2-3
PTEN 5/10 3/3 0.118 9/10 3/3 0.569
Akt 3/10 3/3 0.033 1/10 2/3 0.041
p-Akt 0/5 0/3 - 0/5 0/3 -
EpCAM 5/5 2/2 - 4/5 2/2 0.495
Nanog 1/5 1/2 0.427 1/5 1/2 0.427
Table 5. Bone metastasis alone vs non metastasis
tumor non-tumor
bone ) bone .
metastasis(-)  p- ] metastasis(-)  p-
metastasis(+) metastasis(+)
n=3-7 Value n=3-7 Value
n=1-4 n=1-4
PTEN 1/4 3/7 0.554 4/4 7/7 -
Akt 2/4 7/7 0.039 0/4 5/7 0.022
p-Akt 0/1 0/7 : 0/1 0/7 :
EpCAM 1/1 3/3 i 1/1 3/3 i
Nanog 0/1 1/3 0.505 0/1 1/3 0.505




Table 6. Bone metastasis alone vs other metastasis alone

tumor Non-tumor
bone other bone other
. ) )2 ) )
metastasis(+) metastasis(+) metastasis(+) metastasis(+)
Value Value
n=1-4 n=2-3 n=1-4 n=2-3
PTEN 1/4 3/3 0.312 4/4 3/3 -
Akt 2/4 3/3 0.280 0/4 2/3 0.006
p-Akt 0/1 0/3 - 0/1 0/3 -
EpCAM 1/1 2/2 - 1/1 2/2 0.540
Nanog 0/1 1/2 0.439 0/1 1/2 0.439

3.2. HCC IFAMInt% i3 D Rl
HCC 8# 825 AD 5 b, 127 A (15.4%) 23 Mists %2580 7= (Table 7)., AFAMIRfS B
DM RAEIE 69.4 5T, 80.3% MM TH -7, KKIZHCV B8Rz D% . KT
HBV, 72 —1DEd -7z, 0B ECHREICEEE IR ® 75 - 7z (data not
shown), WFFEHIREIH, TFAMZRSEA O IRZE X 167 TH V. D L Vlidds X H (56 &
fit, 44.1%), RK\TY o585 (50 #A7, 39.4%). fili (47 #hz, 37.0%). &@IE (73
fii. 5.5%) DIETH o7, BWELLTVEKER L L Ui~ — 7 —mECIREREA Y
7o & CHEHR & —E L 7= (data not shown),



Table 7. Characteristics of patients with hepatocellular carcinoma upon diagnosis of metastases

Number 127
Age (years old) 69.4 (25.4-87.0)

Men 102 (80.3%)
HBV/HCV/HBV + HCV 19 (15.0%)/69 (54.3%)/3 (2.4%)
Alcoholic/NASH/Others 15 (11.8%)/12 (9.4%)/9 (7.1%)

FIB4-index 5.07 (0.48-39.5)
Child-Pugh score 6 (5-13)
ALBI score -2.15 (-3.26 to —0.62)
AFP (ng/mL) 155 (1-671940)
DCP (mAU/mL) 575 (10-1084600)
Frequency of multiple intrahepatic HCC 95 (74.8%)
Maximum size of intrahepatic HCC (mm) 44 (0-154)
Vascular invasion 80 (63.0%)
Hepatic TNM 4 (0-4)
Performance status 0 (0-4)
Number of metastatic sites 167
Bone/lymph node/Lung/Adrenal 56 (33.5%)/50 (30.0%)/47 (28.1%)
grands/Peritoneum/Others 7 (4.2%)/4 (2.4%)/3 (1.8%)

AFP, a-fetoprotein; DCP, des-y-carboxy prothrombin; HBV, hepatitis B virus; HCV, hepatitis C virus;
NASH, nonalcoholic steatohepatitis; TNM, tumor-node-metastasis.

3.3. M s o 7
Ric, WMt 23 5 127 N\o EF0AFHMZHE L 72, WFseiiEfic, 103 Ao
BEIE, 19 ADBER, 5 NZEFERHTH -7, BB ZET 23 XCoEED
AT REIZ 70 > ATH Y, 1EFEBI VI EFOEFERIIZNEN364%B L 7.9%
T®» - 7= (Figure 2),
R 23 % 127 AoEED S5 B, 96 Al TKI Bl E 72 13 TKIICHER O EHE % i 2
T e 2 J 7225, 31 NIZIERCTH o 72, HEFAEE. B L D b OS BAAEICH
otz (p<0.001), HERLERERFD OS FAEIX, 2Nt 84 0HE 28 HT
Hotz, TNIE, FIRERECIE. P REEDIK T HCC A7 — ¥ DT 2 780 7= fEH 23
L WENRKRDO—GTH -7z, (Table 8),
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Figure 2. Cumulative survival rate of 127 HCC patients with extrahepatic metastases.
MRS 2 F 3 5 HCC 854 127 L DLW IEIZ 7.0 » HTH Y| 1 B XU 3 £4
PRI, TNEN 364% B LT 7.9%TH o7, MR TIEL 1B XU 3 FOEFFRII,

ZNZENA35%B LV 8.6%TH -7z, JEHHIHETIE. 1B XV IEDEFRIT, £nX
N155%B XUV 78%TH -7,



Table 8. Background data of patients in the treatment and no treatment groups.

Treatment group No treatment group p-Value

Number 96 31
Age (years old) 69.6 (25.4-87.0) 73.0 (40.4-86.7) 0.189
Men 78 (81.3%) 24 (77.4%) 0.641
HBV 14 (14.6%) 5(16.1%) 0.834
HCV 52 (54.2%) 17 (54.8%) 0.948
HBV+HCV 3(3.1%) 0 (0.0%) 0.319
Alcoholic 13 (13.5%) 2 (6.5%) 0.288
NASH 8 (8.3%) 4 (12.9%) 0.449
Others 6 (6.3%) 3(9.7%) 0.518
FIB-4 index 4.85 (0.48-27.8) 7.73 (1.44-39.5) 0.145
Child—Pugh score 5506 -11) 8(5-13) <0.001
ALBI score —2.35(-3.26 to —0.81) —1.59 (-2.87 to —0.62) <0.001
AFP (ng/mL) 107 (1-671940) 204 (1-245405) 0.818
DCP (mAU/mL) 506 (10-1084600) 1261 (22-562056) 0.040

Frequency of multiple
intrahepatic HCC 70 (72.9%) 25 (80.6%) 0.389
Maximum size of intrahepatic

HCC (mm) 38 (0-154) 58 (0-140) 0.003
Vascular invasion 55 (57.3%) 25 (80.6%) 0.019
Hepatic TNM 3(0-4) 4 (04) 0.013
Performance status 0(0-4) 0(0-2) 0.665
Bone metastasis alone 32 (33.3%) 4 (12.9%) 0.028
Lung metastasis alone 13 (13.5%) 12 (38.7%) 0.002
Lymph node metastasis alone 16 (16.7%) 13 (41.9%) 0.004
another organ metastasis 5 (5.2%) 0 (0.0%) 0.195
Multiple metastases 30 (31.3%) 2 (6.5%) 0.006

AFP, a-fetoprotein; DCP, des-y-carboxy prothrombin; HBV, hepatitis B virus; HCV, hepatitis C virus ;

NASH, nonalcoholic steatohepatitis ; TNM, tumor-node-metastasis.

10



3.4. TKI fEfi| o F1&

RN FFAMEEFSIER] D RBE D R D W TGRS L 72, iR Z 20 72 96 ADJEH]IE TKI # (TKI
Yiphe, TKIICRERGE LR N2 7-8E). JE TKI BEGERRER) IC ML 72, ~A7 Y X<
TERET LN T EEREIN 24/ 0EHE I TKIHEL SR L2, X bic, MR
FIERTIC TKI 5% 321 F 72 4 A0 HBEFITIE TKIEED SERIM L 72, 6> T TKI#E 65 N &JE
TKI#E 25 AD OS Z i L 72, fERIGHE D FFEM (X Table 9 IC/R L7z, TKIAFE & JE TKI HED
OS2 121 v HE 41 » ATH b, Hel#MIcE B %38 7= (Figure 3a), TKI #ix. JE
TKI A& IR L, SEHANICH BRI PROER 2589 72, Lo L TKL#H I T i6e R A5
D% EENT W72 D(Table 10). EF T REZADE 57O, FTHAE% Child-Pugh grade
A. Child-Pugh grade B Jllic FLifikhat L 72 (Figure 3b, 3¢, Table 11), HEE R ZHi 2 TH TKI
HRIETKIHIVERCTROEERRD -, Tz, IHEKIC TKI 2% 5 Wiz fEf Tt
BELTd, TKIBEZIE TKI BEX D 2T OS 3R L (Figure 3d). HBEW S % Child-Pugh
grade A, Child-Pugh grade B i Z L2 453 1 CTH#T L Cd . TKIHRFIZIE TKIFEL D OS 133
BHICAER L 7= (Figure 3e, 2f, Table 12, and 13),

11



Table 9. Conventional therapies.

p-
TKI group Non-TKI group
Value
Use of TKI use
TKI plus
pembrolizumab  Conventional before
TKI alone conventional
or therapies extrahepatic
therapies
ramucirumab metastases
n 29 36 2 (excluded) 25 4 (excluded)
SOR 24 17 1 0 4 0.003?
LEN 4 12 0 0 0 0.069
7
Multiple 1 SOR+REG (1) 1
0 0 0.051%
TKIs SOR+LEN (1) SOR+LEN (5) SOR+REG (1)
SOR+REG+LEN (1)
TACE/TAI 11 11 0.282"
RT 12 7 0.658 "
TACE/TAI
9 2 0.089
+RT
other 4 5 0.336"

RT, radiation therapy; TACE, transcatheter arterial chemoembolization; TAI, transhepatic arterial

infusion; other, surgical resection and oral UFT (tegafur/uracil); TKI, Tyrosine kinase inhibitor.

12



Table 10. Background data of patients in TKI and non-TKI groups.
TKI group Non-TKI group p-Value
Number 65 25

Age (years old) 70.3 (25.4-85.9) 69.7 (49.6-87.0) 0.961

Men 54 (83.1%) 19 (76.0%) 0.442

FIB4-index 4.77 (0.48-27.8) 4.97 (1.74-25.7) 0.121

Child—Pugh score 5(6-11) 6 (5-10) 0.021

ALBI score —2.41 (-3.25t0 —0.90) —2.03 (-3.26 to —0.81) 0.016

AFP (ng/mL) 63 (1-128650) 403 (2-671940) 0.140

DCP (mAU/mL) 395 (10-1084600) 1932 (16-562056) 0.077

Frequency of multiple 45 (69.2%) 20 (80.0%) 0.307
intrahepatic HCC
Maximum size of

intrahepatic HCC (mm) 35 (0-154) 41 (0-138) 0.114

Vascular invasion 30 (46.2%) 19 (76.0%) 0.011

Hepatic TNM 3(0-4) 4 (04) 0.008

Performance status 0 (0-3) 0(0-4) 0.250

AFP, a-fetoprotein; DCP, des-y-carboxy prothrombin; TKI, Tyrosine kinase inhibitor; TNM, tumor-

node-metastasis.
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Figure 3.

(a) Cumulative survival rate of the non-TKI and TKI groups.

TKI#ECIE, 1 B XV 3 FOLEFRIT, ZNEN 515%B LN 11.7% TH > 7=, JE TKI
Tk, 1 EBLUP3FOEFRIZNZEN131%B LT 0% TH o7,

(b) Cumulative survival rate of the non-TKI and TKI groups with a Child—Pugh grade of A.
TKIHECliE, 1 B XU 3EDEFRIIZTNEN55.9%F LU 14.2%TH o7, FE TKIEE
TlE, 1THFEAEFRIT 22.4%, 3HEEFERIZI0%TH > 72,

(c) Cumulative survival rate of the non-TKI and TKI groups with a Child—Pugh grade of B.
TKIFEClE, 1 FEB XU 3 FOEFRIIZNZN 338N B LT 0% TH -7, IF TKIFFT
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X, 1THEEFRIZ 0% TH > 7z,

(d) Cumulative survival rate of the TKI group in patients who started TKI after being diagnosed with
metastases.

TKIFED 1447713 51.4%, 3 AR 12.6%TH > 7=,

(e) Cumulative survival rate of the non-TKI and TKI groups with a Child—Pugh grade of A.
TKI#FClZ, 1B LV 3FICHBTEFRIIZNEN65%B XU 15.7%TH > 7z,

(f) Cumulative survival rate of the non-TKI and TKI groups with a Child—Pugh grade of B.
TKIFECiE, 1 HFBLOIFILBT2EFERITEZNEN333%NB LT 0% TH -7,

Table 11. Background data of patients in the TKI and non-TKI groups

Child-Pugh A Child-Pugh B
P P
TKI NonTKI ~  F TKI Non-TKI ~ *
Number 54 15 10 9
69.6 755 725 63.7
A | 0.163 0.270
ge (years old) (25.4-85.9) (61.8-83.4) (51.9-83.4) (49.6-87.0)
Men 44 (81.5%) 11 (733%) 0548 9 (90.0%) 7 (77.8%)  0.466
3.94 4.43 6.42 123
FIB-4 i 0.490 0.125
index (0.48-27.8) (1.74-14.3) (3.75-17.2) (3.58-25.7)
~2.49 238 1.87 1.77
ALBI 0.258 0.606
T (32510 —1.50) (-3.26 t0 —1.65) (-2.21 t0 —1.19) (-2.44 to —0.90)
52 155 796 577
AFP L 230 0.838
(ng/mL) (1-128650) (4-369127) (2-123578) (2-671940)
246 166 1066 5952
DCP (mAU/mL 0.436 0.744
CP mAU/mL) |0 1084600)  (16-562056) (23-82003) (24-45363)
Frequency of
multiple 37 (68.5%) 10 (66.7%)  0.918 7 (70.0%) 9 (100%)  0.073
intrahepatic HCC
Maximum size of
intrahepatic HCC 27 (0-154) 41 (0-125)  0.301 52 (0-127) 53 (24-138)  0.803
(mm)
Vascular invasion 22 (40.7%) 10 (66.7%)  0.088 7 (70.0%) 8(88.9%)  0.313
Hepatic TNM 3 (0-4) 3 (0-4) 0.162 3 (0-4) 4 (3-4) 0.030
Perf.
crormance 0 (0-3) 0(0-4) 0675  0(0-2) 0(0-3)  0.206

status

AFP, a-fetoprotein; DCP, des-y-carboxy prothrombin; TKI, Tyrosine kinase inhibitor; TNM, tumor-

node-metastasis.
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Table 12. Background data of patients who started TKI after diagnosis of metastases.

TKI group Non-TKI group p-Value
Number 56 25
Age (years old) 70.0 (45.9-85.9) 69.7 (49.6-87.0) 0.862
Men 46 (82.1%) 19 (76.0%) 0.521
FIB-4 index 4.19 (0.48-18.0) 4,97 (1.74-25.7) 0.076
Child-Pugh score 5 (5-11) 6 (5-10) 0.035
ALBI score -2.42 (-3.25to0 —0.90) -2.03 (-3.26 to —0.81) 0.016
AFP (ng/mL) 84 (1-128650) 403 (2-671940) 0.142
DCP (mAU/mL) 442 (10-1084600) 1932 (16-562056) 0.125
Frequency of multiple 38 (67.9%) 20 (80.0%) 0.263
intrahepatic HCC
Maximum size of
35 (0-154) 41 (0-138) 0.123
intrahepatic HCC (mm)
Vascular invasion 26 (46.4%) 19 (76.0%) 0.013
Hepatic TNM 3 (0-4) 4 (0-4) 0.009
Performance status 0 (0-3) 0 (0-4) 0.214

AFP, a-fetoprotein; DCP, des-y-carboxy prothrombin; TKI, Tyrosine kinase inhibitor; TNM, tumor-

node-metastasis.
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Table 13. Background data of Child-Pugh A and B patients who started TKI after diagnosis of

metastases.
Child-Pugh A Child-Pugh B
TKI Non-TKI il TKI Non-TKI il
Value Value
Number 46 15 9 9
Age (years old) 696 755 0.115 739 031 0.301
(45.9-85.9) (61.8-83.4) (51.9-83.4) (49.6-87.0)
Men 37 (80.4%) 11 (73.3%) 0.560 8 (88.9%) 7 (77.8%) 0.527
FIB-4 index 57 49 0.303 0.9 123 0.174
(0.48-18.0) (1.74-14.3) (3.75-17.2) (3.58-25.7)
ALBI score A 28 0.182 192 L7 0.640
(-3.25t0 —1.83) (-3.26t0 —1.65) (-221t0 —1.19)  (-2.44 to —0.90)
AFP (ng/mL) °7 15 0.248 204 > 0.659
(1-128650) (4-369127) (2-123578) (2-671940)
DCP (mAU/mL) 52 106 0.541 o7 290z 0.825
(10-1084600) (16-562056) (23-82003) (24-45363)
Frequency of
multiple 30 (65.2%) 10 (66.7%) 0.918 7 (77.8%) 9 (100%) 0.134
intrahepatic HCC
Maximum size of
intrahepatic HCC 26 (0-154) 41 (0-125) 0.322 52 (0-127) 53 (24-138) 0.750
(mm)
Vascular invasion 19 (41.3%) 10 (66.7%) 0.088 6 (66.7%) 8 (88.9%) 0.257
Hepatic TNM 3 (0-4) 3 (0-4) 0.144 3 (0-4) 4 (3-4) 0.048
Performance status 0 (0-3) 0 (0-4) 0.736 0 (0-0) 0 (0-3) 0.066

AFP, a-fetoprotein; DCP, des-y-carboxy prothrombin; TKI, Tyrosine kinase inhibitor; TNM, tumor-

node-metastasis.

3.5. TKI+ERiBIEZ % T 1= BE D T4
TKIEE 65 ADHEHD S5 B, 29 A2 TKI Hflt, 36 A2 TKI+HERIAEZ 21T 72, TKI+
ERIBEEREL OS BRWEAITH o 7223, FEEIIED Do 72 (Figure 4a, Table 14), ¥
TR I IIER D WRBEAE TN T WS Z & 2 EF LT, TACE / TAL & isEE %
B2 CFH L 7z, L2 L TKI+TACE / TAI o#fix, TKI HEf#E L 12i1gFE L OS Th - 7=
(Figure 4b), & & ic TKI+URREEO#ED TKI MR & 121EH U OS ©H - 72 (Figure
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4c), TKI Hifh e TKI+HEHOMERIGHER, BREOHHREZMEST 5 L OS KAEER =D
- 7= (data not shown), TKI & TACE / TAI #¥ X 08 TKI & ittt o BE o K%
X, & NENHHLHE £ 72 (T BASAENI T H - 722038, it & B B E oM TP RIcEEE
13 ® 72> o 7= (Figure 4d, Table 15),

a  TKI alone vs TKI + conventional treatment b  TKI alone vs TKI + TACE/TAI

1.00
A = TKl alone ~ TKI alone

TKI + conventional | TKI + TACETAI |
0.754 3 TKl alone (n = 29), median OS 8.9 M 0.75- TKI alone (n = 29), median OS 8.9 M

TKI + TACE/TAI (n = 11), median 0S 11.6 M

' TKI + conventional (n = 36), median 0S 14.3 M >
Z 5 p =0.296 (log-rank) ;:} p =0.522 (log-rank)
= ©
B o509 $ 0507
[<] o
&
0254 0254
000 _ 0001
0 10 2 0 40 0 10 2 30 40
Months Months
c TKI alone vs TKI +RT d  bone metastasis vs lung metastasis
———— TKI alone 100+
TKI+RT = bane metastasis
S A lung metastasis
TKl alone (n = 29), median 0S89 M
> Ta+RT¥ (_n : 12;, rlnediankos 86M 0751 —3 bone metastasis (n = 32), median 05 6.6 M
= P =0.252 {log-rank) lung metastasis (n = 13), median 0S 7.0 M
3 > p =0.736 (log-rank)
o = 4
g ‘ 3 0.50
F-3
.L| . e
1 =%
025~ e 0,25
0.007 s 0.00+
0 10 2 30 40 6 10 20 30 40
Months Months
Figure 4.

(a) Cumulative survival rate of the TKI alone and TKI plus conventional therapies groups.

TKI AT, 1B X3 FOLEFRIT, ZNEN46.7%F LV 10.7%TH > 7=,
TKI+HPERIBIEREClE. 1 B LU 3 FEDOEFERIT, 2NEN55.0%FB LU 12.6%TH >
720

(b) Cumulative survival rate in the TKI alone and TKI plus TACE/TAI groups.
TKI+TACE/TAL#TiE, 1 5 X3 FEOERFRITZTNZN45.3% 5 L 27.3%TH >
720

(c) Cumulative survival rate of the TKI plus radiation.

TKI+ AR D 1 FEFHIT 42.4%., 3 FAFEIZ 0% TH o7z,

(d) Cumulative survival rate of patients with lung and bone metastases.
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FHEERERECIE, 1 AEEFRIT 30.6%, 3 HEAEFRIZT5%TH o7, HEHAETIE, 144
03 40.7%, 3 FEFERA51%TH D, BEBE TR, 1 44EERN 40.7%, 3 FEF
RKPR51%TH -7z,

Table 14. Background data of patients who received TKI alone and TKI plus convention therapies

TKI plus conventional

TKI alone therapies p-value
Number 29 36

Age (years old) 71.1 (25.9-85.9) 69.1 (49.9-85.1) 0.843
Men 25 (86.2%) 29 (80.6%) 0.546

FIB-4 index 5.88 (0.95-18.0) 3.93 (0.48-27.8) 0.240
Child-Pugh score 6(5-11) 5(5-8) 0.293
ALBI score -2.32 (-3.20 to —0.90) -2.43 (-3.25t0 —1.19)  0.165
AFP (ng/mL) 169 (1-128650) 21 (11-23578) 0.083
DCP (mAU/mL) 395 (10-1084600) 394 (15-63989) 0.932
Frieri‘rl;?ec}y)a‘:cm;ggﬂe 21 (72.4%) 24 (66.7%) 0.618

Maximum size of

intrahepatic HCC (mm) 47 (0-154) 24 (0-120) 0.030
Vascular invasion 17 (58.6%) 13 (36.1%) 0.070
Hepatic TNM 3(0-4) 2 (0-4) 0.046
Performance status 0 (0-3) 0 (0-2) 0.260

AFP, a-fetoprotein; DCP, des-y-carboxy prothrombin; TKI, Tyrosine kinase inhibitor; TNM, tumor-

node-metastasis.
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Table 15. Background data of patients with lung or bone metastases.

Bone metastasis alone Lung metastasis alone p-value
Number 32 13
Age (years old) 69.7 (56.3-85.9) 67.1 (25.4-83.7) 0.582
Men 27 (84.4%) 11 (84.6%) 0.984
FIB-4 index 5.84 (0.95-27.8) 5.30 (1.56-25.6) 1.000
Child—Pugh score 6(5-9) 6(5-17) 0.925
ALBI score —2.26 (-3.25t0 —1.09) —2.47 (-3.20 to —1.45) 0.903
AFP (ng/mL) 128 (1-36917) 247 (3-671940) 0.367
DCP (mAU/mL) 1545 (21-1084600) 4059 (10-43699) 0.802
Frequency of multiple 24 (75.0%) 11 (84.6%) 0.482
intrahepatic HCC
Maximum size of
43 (0-154) 41 (0-138) 0.573
intrahepatic HCC (mm)
Vascular invasion 20 (62.5%) 8 (61.5%) 0.952
Hepatic TNM 4 (0-4) 4 (0-4) 0.674
Performance status 0(0—4) 0(0-2) 0.428
TKI use 23 (71.9%) 10 (76.9%) 0.729

AFP, a-fetoprotein; DCP, des-y-carboxy prothrombin; TKI, Tyrosine kinase inhibitor; TNM, tumor-

node-metastasis.

3.6. fFAMEBEE T2 Y 77227 Ly NF =T DR

TKI#ED 65 N\DHBEED S B, 41 ANFZY 77 = = 7HAL 15 AFL v N F = 7 HA % &%
Hxpn, oo 9 N 2#£7213 3K D TKI 2#5 /- (Tablel16), wAlIC, V77 =
ST L YANF 2T T REHIRL 2, WL QIECRIRREREENTEY ., VI 7 =
ZTHL L AT T HOMICTRICAEEIZRD b o7z (Figure 5), ¥ Hic, V77
=7 EHERDBHIREE (n=17) L L v NF =7 LIERDRRRE (n=12) DD TS,
OS ICHEEE XD d o 7> (datanotshown), TKI, V77 z=7,. BIXUNL vy "F=7
G I BEoBENMoPEIL, zhEthdl, 44, BX P 14ADATH o7z, K
BhIEDRSDOFEREIE, Y 77 2= 7 TCPD.L v NF =T TCHEHELKTH - 72 (Table 14),
F7-. TKI1HIE TKI2 FILA LD OS d#Ef L, TKI 2 AL EofEc, OS 23K < 7 % i
ThotD, BEERZHEST L, HEERFED L2 -7 (data not shown),
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Table 16. Background data of patients who received sorafenib or lenvatinib

Sorafenib group Lenvatinib group p-Value
Number 41 16
Starting dose (mg)
Sorafenib 200/400/600/800 8/21/2/10
Lenvatinib 4/8/12 6/4/6
Discontinuation dose
Sorafenib 200/400/600/800 9/16/8/8
Lenvatinib 4/8/12 8/5/3
Age (years old) 71.1 (25.4-85.9) 67.8 (56.3-85.1) 0.638
Men 35 (85.4%) 12 (75.0%) 0.355
HBV 5(12.2%) 3 (18.8%) 0.522
HCV 22 (53.7%) 11 (68.8%) 0.300
HBV+HCV 2 (4.9%) 0 (0.0%) 0.368
Alcoholic 6 (14.6%) 0 (0.0%) 0.106
NASH 2 (4.9%) 1(6.2%) 0.835
Others 4 (9.7%) 1(6.2%) 0.674
FIB-4 index 5.09 (1.56—18.0) 3.63 (0.48—14.7) 0.192
Child-Pugh score 55(5 —11) 5(5 —=7) 0.341
ALBI score —2.42 (=3.25t0 —0.90) -2.43(— 2.96to —1.19) 0.986
AFP (ng/mL) 102 (1-128650) 62 (1-123578) 0.379
DCP (mAU/mL) 488 (10-1084600) 213 (18-63989) 0.965
Frieri‘;:}?:ga‘gcm}‘;ggle 30 (73.2%) 10(62.5%) 0.429
Maximum size of
intrahepatic HCC (mm) 45 (0-154) 35 (0-137) 0.449
Vascular invasion 21 (51.2%) 6 (37.5%) 0.351
Hepatic TNM 3 (0-4) 3(0-4) 0.394
Performance status 0 (0-3) 0 (0-2) 0.334
TKI period 4.4 (0.2-40.9) 1.4 (0.2-26.9) 0.061
Reason of discontinuation
PD/AE 14/24 2/14 0.074

AE, adverse event; AFP, a-fetoprotein; DCP, des-y-carboxy prothrombin; HBV, hepatitis B virus; HCV,
hepatitis C virus; NASH, nonalcoholic steatohepatitis; PD, progressive disease; TKI, Tyrosine kinase

inhibitor; TNM, tumor-node-metastasis.
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Figure 5. Cumulative survival rate of the sorafenib and lenvatinib groups.
V772 =TT 1 FE LU 3 FOEFRIT, TNLN44.0%B LT 11.0%TH -7z,
LY ARFZTRECIE, 1TEESL T3 FEOEFRIL, TNEN603%B LT 0% TH -7,

3.7. MRS IR 3 5 TKI o zh 3

TKI HffEo 25 NoBFD 55, 23 NIHFN B X CHAMEZ O BigREHli 23 7] §e T H -
720 FFPRZA L FFAMEZ D DCR 13221 54% & 44% CTH Y, (Figure 6) HRFIRA &
FAMRA CHEEZIRZED o7 (p=10.376),

Intrahepatic lesions Extrahepatic lesions
n=19 n=27
CR (0%) || PR (5.2%) CR (0%) PR (11.1%)
n=0 n=1 n=0 n=3
PD (47.4%) SD(47.4%) PD (63.0%) SD (25.9%)
n=9 n=9 n=17 n=7

Figure 6. Response to TKI.
FFPIRZE (n=23) &AFIMINZ (n=23) 1203 % TKI O H#E% B % ICEHifi L 72, DCR 14,
JFPIRZE & IFAMRZ CRIRRE TH o 72 (p=0.376),
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4. HE

AWFFE T, 12 U D ICFMiERIC X 2 M L e Wi FoFREZ A 72235, B53 2
ST DIFEEIC iiaﬁ#otoi#%& B L Cid. TKIIREEDERIBEICH A~ T OS 21t
BRI erRaIni, LaL, TKI LiERBEOHFHIZ, TKI BHE L Hik L C PRt
REBOhEr o, VI7 = THLEL Y ANFZTHMT OS ICHEZIIAD Lh o7,
TKLIZHAMEIC N LT FPIRZE & R ISR D H - 72,

FFERIEEZ KL 2T Rb A=A 0t LT EMT EHMld~ — 7 —DREET
b3 23, Akt DIEE(LIZ EMT SfEipfiiid~ — 7 — 2 BB & 2, BOmBICE T2 2 & 28
T T3 171819, B PTEN KiE1Z Akt ZiE (L3 3 20212223 PTEN D FEHUE T I
BRI —E L, et K T 233800 b7z, —J7. Akt SEVEALIZIEIEREAER] D K ©
EB%&U#EKT%@&&OtOiﬁFmNhéﬁﬁTkAh@ﬁﬁﬁfb%*ﬁbﬁ
o7z, JRIR L LT, FARfA T Akt D REREIZFHEAEE L W2 LG S hTn b
UIBRRIC AV~ ) VI 5 & TOWFE 235 %Lfmék%KEﬂé“%i#EmmM%
Tl IEE D 3% < DAEFICTHME L 72 0 . IERFEREEIITRE X 172, Nanog ICBIL T
I ICE R RBE IR 2 L B0 AR b TIFETIC RO 2, chbo e b BiEE T
SUIEBICET 20 TORIEICIZES 2o 72,

AW T IRIFAMERS % & 72 THERI O T2 I oW CERIICRRET L 72, IFAMBREER o T #
FoML L Twa e AL 72, £ TKI JER S DFFIMERS BE O TR KK E L TR
RTH o7z RUFSED IR BF O 2 EFAR T YIMEIX 7.0 7 H TH Y | TKI AR O I
REIZIFFAFETH o7z 192027, iz, FROMEREEE O 24% 53, IEREIC T CICHFTifRE®
NI =< VARAT—RADE T Do, HCC T 3BBE2Z T b olz, T HIC
BF D 20% 13 TKI ARG ORERIEHEE Z 1 T e, FEBE, SRR & IE TKI o B 0 A7
WP, 2 E N 28 hHE 41 W HE o7z, Lo THRFEE D BE 2 TKI LLRT DI
REFRRDIRILTHD 572, FA7z b DffiEk Tlx, ¥ 77 = = 7 OFRA[EK T, BHOELZII)L
UCTHERIBIRZ T 2 2 L 3% hofens, a0 T7 —2TlddE TKI B (ERIEER) |
TKI FEICH~AABICTFRARTH 2 Z LRI N, %@(Wﬁﬁ%&b5ifk%ﬁ
E Lol

AWFFETid, TKI BIGLART O & ik L ¢ 1320, /MR EFE O 1 F5 L O3 FAEFEER
DN EDIRE NIz, AIFFE TR TKI Z#IRFALCE Y, TKI#O 1 FEB5 X3
FARFENRZNZN 51.5% L 11.7% TH Y, T 7= TKI FEoEFHAMFRAE T 12.1 2 H T
Hotlze INHLDT —XILEFTIEICNT 2 Y 77 = = 7 oAFHM P RED 10.3~11 4
ATH o 72BEDHE & —E L T3 1528, TKI BSHFAMERAEGICN L CFRIEE 2D 7
e LC TKI B 5 b, HIMNEZ D DCR ZHFNRA L FAETH o722 L BT S
N3, VIEAEER HCC BE 04 & 7 - 72 TACTICS B <lx 29, TACE $ipfiicH~y 5
7z =7 % TACE O IZEEMEAFIRZ AR ICER L 7z, TACTICS BRI i3 Fshin
BHlzE&En T\ o722, TKI i3 HCC 0fT2ELE 2 2 & ¢, HCCOFHREZLER
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BB TELIERREINT,

B4 o7 —2Tld, TKIEHUC A~ TKUICHERIBEZ I X T PRICEN L h o 7z, IF
ARSI C b FFNIEE 2 7 — U B FRINTTH % & & 55, TACE/TAL (ZHFPIREZ O filfH
KHWONRTEZ B, MHOBRAMEELTIIY X T T F v X — 2 DLFRE DS TS
HEOTRAIEET L LBMEINT VS S, —J7, fimEfsecly, V5 7=2=7+v
AT T F v R=ZDCEREL, VT 7 = = T HEMORER L L < ETIHEEE O T
HUE L 0 o 72 0, ISR AR O b s 2 & 2 FJE L, TKI+TACE/TAL
TKI+ g, TKI+HEEOMERE RO ZNZ D OS ICOWTHRETL 7228, fERIRE
@LMiﬁ%E%W’%wT FHRUENELE O NRD > T2,

HAE, FAMEREAICE T3 TKI 2K L 727 — 2 3RS T\w 3, BERDOE L8y 77
1:7f@@ﬁ@@ot;a#6\$ﬁnfivy»f:7a/77;:7%whﬁﬂt
2o LPL, V7727 LY ANFoTHTIE, 1S X003 E0 AN T U fE 1X[H
FThotz, Ly ANF = 7T EEEAFIMA LR T 2 2 L 23S 10T 5 28, EFTATH
JOEEEICE T E Y 77 2= Ly "F =7 D OS FIRIERETH o 72 3132, /A DT —
Z2TH, VI 7227 ER3 Ly ARNF 2T OEEMERRD o7, L L, TKIESHO
KEBHRY 77 2=7THYH (73%., 49 H). L v F =7 OREEIIIEE ICE D - 72,
SHIDBMITONWTE LA IMELDBETH 5,

$ﬁ%fiﬁ%ﬁ@@?%%w%ﬁiﬂ@%oto%ﬁf@?%%ﬁi%f%ok%ﬂ%

i, AR BEEEE D BEHRAEO -0 IcNMEh s 2 L ic—iER L Tw»waH
mﬁ#%éoﬁ%%i%@%@%&&%&bf%%#ﬁ%f%%amoﬁ%§@5ﬁ%&
BT O FRICOWTIIEEA BT — 2B S h, —~EDORMEET O %,

KIFFEITIZ L 22 DRAH B 5, RiFFEIxRA M EHIETH b | {ERIBEREICIE, HE

BEENE TN, 2o OHHRIBERIBDE DD BRI D &N 5, BREEClE,
@ﬁ@%%%&%ﬁ?éEkHcc XL <, AFMAERE D iR B 1ic TACE., BHsfs D &E
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