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The aims of this study were to confirm the efficacy of
reduction surgery followed by TACE in the treatment of ad-
vanced T-staged HCC patients and to determine prognostic
factors that could be used to identify those patients who
would most benefit from reduction surgery. We focused
particularly on the effect of the tumour volume ratio (vol-
ume of all tumours/volume of the whole liver x 100%)
and the tumour reduction rate (volume of the resected
tumours/volume of all tumours x 100%) on survival.

Patients and methods
Patient population

Three hundred and eighty-two patients with T3INOMO
HCC and 97 patients with T4NOMO HCC were treated at
the National Cancer Center Hospital East between Novem-
ber 1993 and November 2003. Among the T3NOMO HCC
patients, 173 had TACE, 122 had curative resection, 33
had ablation, 27 had hepatic arterial infusion (TAI), 15
had reduction hepatectomy followed by TACE, 8 had radi-
ation, and 4 had systemic chemotherapy. Among the
T4NOMO HCC patients, 30 had TACE, 27 had TAI, 24
had reduction hepatectomy followed by TACE, 12 had
curative resection, and 4 had radiation. The data of the 39
consecutive T3ANOMO HCC and T4NOMO HCC patients
who had reduction surgery followed by TACE were retro-
spectively examined. The patients consisted of 36 men
and 3 women, ranging in age from 27 to 77 years (mean,
57 years). HCC staging was performed according to the
staging criteria of the Japanese Liver Cancer Study
Group.'® The diagnosis of HCC was based on the patholog-
ical findings of the resected specimens. '

The criteria for reduction hepatectomy were as follows:
(1) the presence of multiple HCCs for which curative resec-
tion was not indicated and that appeared to be resistant to
TACE due to tumour extent, tumour thrombus, or other fac-
tors; (2) no extrahepatic metastases; (3) sufficient liver func-
tion to tolerate the planned hepatectomy; and (4) written
informed consent before treatment. All 39 patients had con-
trast-enhanced computed tomography (CT) scans, magnetic
resonance imaging (MRI), hepatic angiography, abdominal
ultrasonography, and chest X-Rays preoperatively to stage
the HCCs and evaluate resectability. Liver function was
assessed based on liver biochemistry tests, Child-Pugh
grade,’ and the indocyanine green retention rate at
15 min.?° The patients’ data were reviewed by hepatic sur-
geons, medical oncologists, and interventional radiologists
during a conference to determine whether the patients met
the aforementioned criteria.

Treatment procedure and follow up
First, large main tumours with satellite tumours that

were obstacles for TACE were resected. Tumour thrombi
in the portal or hepatic veins were also resected when

they were recognized before or during the operation.
Hepatic resection was performed by the forceps fracture
method under inflow occlusion (Pringle’s manoeuvre),
and anatomic hepatectomy was performed whenever possi-
ble. All the resections were ultrasound-guided procedures.

Hepatectomy was followed by TACE as soon as liver
function recovered during the postoperative period. TACE
was repeated every 2—3 months until there was: complete
remission of the remnant tumours; progressive disease
despite treatment; or malfunction of the liver or other or-
gans. The TACE procedure was performed by injecting
a mixture of iodized oil (Lipiodol) 5 ml and farmorubicin
50 mg, followed by a gelatine sponge block (Gelfoam).

One month after treatment, the anti-tumour effects of
TACE were assessed by CT. Subsequently, follow-up exam-
inations, including CT, serum alpha-fetoprotein (AFP), and
biochemistry assays, were conducted at least every
3 months. The median follow-up of the survivors was
23 months.

When disease progression was evident in the remnant
liver, TACE was stopped and transcatheter arterial infusion
chemotherapy with farmorubicin 50 mg was performed if
possible. When disease progression was observed only out-
side the liver, TACE was continued if treatment to the
hepatic tumour seemed to be beneficial.

Measurement of tumour volume ratio and
tumour reduction rate

Tumour volumes were obtained from contrast-enhanced
CT scans of the abdomen that were performed before hep-
atectomy using 5-mm collimation with administration of
120 cc of non-ionic intravenous contrast injected at 3 cc
per second with 40-s, 60-s, and 3-min delays. Images
were reconstructed at 5S-mm intervals using a standard
soft-tissue algorithm.

Tumours and the liver were outlined manually on each
axial slice using a computer mouse. The tumour and whole
liver volumes were calculated automatically by multiplying
the sum of the areas from each slice by the reconstruction in-
terval. Then, the tumour volume ratio” (volume of all
tumours/volume of the whole liver x 100%) and tumour
reduction rate (volume of the resected tumours/volume of
all tumours x 100%) were calculated. The resected part of
the tumour was confirmed by both the surgical record and
the findings of pre- and postoperative contrast-enhanced
CT scans. All measurements were made by a radiologist.

Statistical analysis

Survival analyses were performed using the Kaplan—
Meier method,”’ and differences between the curves were
tested using the log-rank test. Factors related to survival
were analyzed with the Cox proportional hazards regression
model.?? A P value of less than 0.05 was considered
significant.
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Results

Patient characteristics and clinicopathological
features of HCCs

Hepatitis B surface antigen (HBsAg) and hepatitis C vi-
rus antibody (HCVAb) were positive in 10 and 18 patients,
respectively. Twelve patients tested negative for both
HBsAg and HCVAb. The mean results of the preoperative
liver function tests were: ALT, 71.3 IU/L; serum albumin,
3.7 g/L; prothrombin time, 81.8%; and ICG R;s 16.2%.
Based on the Child-Pugh grading system, 31 patients
were stage A, and 8 were stage B. Twenty patients had liver
cirrhosis. The median maximum tumour size was 11.5 cm
(range, 4.5—21.5 cm); 20 patients had 10 or more tumours.
The average tumour volume rate was 41%. The average
preoperative AFP level was 802 ng/ml. Macroscopic portal
vein invasion (thrombus) that involved a major branch was
found in 12 patients. Four patients had tumour thrombus in
the trunk of the portal vein. Based on the Japanese Liver
Cancer Study Group classification of tumour growth extent,
31 cases had expansive tumour growth, and 8 had infiltra-
tive growth.

Reduction hepatectomy

Four patients had tri-segmentectomies (Fig. 1), two had
central bi-segmentectomies, 14 had lobectomies, 11 had
segmentectomies, and 8 had partial resections; 7 patients
had simultaneous direct removal of the portal tumour
thrombus.

The average resected tumour volume was 1488 ml; the
average tumour volume left in the remnant liver was
53 ml. The average tumour reduction was 94.7%.

One patient died on the 15th day after reduction hepatec-
tomy due to liver failure. The morbidity rate was 41%: 8

cases had a biliary leak; 5 had ascites; 4 had a wound infec-
tion; 3 had an intra-abdominal abscess; 2 had bleeding; and
2 had liver failure.

Transcatheter arterial chemoembolization

All but one patient who underwent reduction hepatec-
tomy received TACE; postoperative liver failure prevented
the one patient from receiving TACE. The median interval
from reduction hepatectomy to the first TACE treatment
was 30 days, and the average number of TACE treatments
was 3.6 (range, 1—15).

Survival

Survival time was calculated from the date of reduction
hepatectomy. Actual overall 3-year survival was 32%, with
a median survival of 11 months (Fig. 2). Six patients
survived more than 3 years.

Among the 39 patients, 27 developed disease progres-
sion. The location of the initial progression included: rem-
nant liver, 19 patients; lungs, 7; bone, 6; lymph nodes, 1;
and brain, 1.

Correlation between clinicopathological factors and
overall survival

To determine the prognostic factors related to survival af-
ter reduction hepatectomy in patients with advanced
T-staged HCCs, the clinicopathological factors and overall
survival of the 39 patients were analyzed (Table 1). Serum
albumin level <3.5g/LL (P =0.03), indocyanine green
(ICG)R 5 >15% (P < 0.01), preoperative alpha-fetoprotein
(AFP) >2000 ng/ml (P =0.04), tumour reduction rate
<98% (P =0.02), macroscopic portal vein invasion
(P <0.01), and infiltrative growth (P <0.01) were

Figure 1. Contrast-enhanced computed tomography (CT) findings of a 66-year-old man with multiple hepatocellular carcinomas (HCCs). (A) CT before
reduction hepatectomy demonstrates an HCC measuring 14 cm with many intrahepatic metastases throughout both lobes. The preoperative alpha-fetoprotein
level was 6717 ng/ml, and no tumour thrombus was observed in the hepatic or portal veins. Liver function was preserved (ICG R;s = 8.7%). The patient
underwent reductive right tri-segmentectomy. (B) CT 4 years after reduction hepatectomy demonstrates small tumours well controlled by 10 successive trans-

catheter arterial chemoembolizations.
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Figure 2. Cumulative survival curves after reduction hepatectomy followed
by transcatheter arterial chemoembolization in patients with advanced
T-staged HCC:s.

significantly associated with poor overall survival. Neither
the number nor size of tumours in the remnant liver was cor-
related with survival.

We examined the independent predictive value of the
aforementioned factors for overall survival. The data were
analyzed using a Cox regression model (Table 2). Serum al-
bumin level <3.5 g/L. was excluded from the analysis due
to a possible correlation with ICG R5 215%. ICG Rys
>15% (P < 0.01; HR = 5.89; 95% CI, 1.98 to 17.5), pre-
operative AFP >2000 ng/ml (P < 0.01; HR = 5.85; 95%
Cl, 193 to 17.7), and tumour reduction rate <98%
(P < 0.01; HR = 4.25; 95% CI, 1.55 to 11.7) were predic-
tive for decreased overall survival.

When the three prognostic factors were used in a scoring
system, with one point assigned for each factor, the total
score was strongly correlated with survival after reduction
hepatectomy (P < 0.01). The 3-year survival rates of
patients with scores of 0 (n=7), 1 (n=17), 2 (n =13),
and 3 (n=2) were 71%, 40%, 0%, and 0% respectively
(Fig. 3). No patients with two or more criteria survived
more than 15 months.

Discussion

The optimal treatment of patients with multiple HCCs
who are not candidates for curative resection or TACE alone
due to large tumours or tumour thrombi is unclear. Reduction
surgery, which is also referred to as “‘debulking surgery”,
“tumour mass reduction surgery”, and *‘tumour volume re-
duction surgery”, is a potential treatment for patients with
advanced T-staged HCCs."' ™" Initially, large main tumours
that are life-threatening and that can obstruct postoperative
treatment are resected. Then, additional therapy, such as
TACE or transcatheter arterial infusion chemotherapy, is
given to treat the residual tumour in the remnant liver.
Long-term survivors have been reported after reduction

Table 1 )
Correlation between clinicopathologic factors and overall survival after
reduction hepatectomy for multiple HCCs

No. of Median survival P
patients (mo)

HBsAg
Negative 29 12.5 0.26
Positive ‘10 9.1

HCVAb
Negative 21 i1.2 0.83
Positive 18 10.9

ALT
<70 UL 22 11.6 0.69
>701U/L 17 9.3

Albumin
>35g/L 29 12.5 0.03
<3.5¢g/lL 10 5.0

Prothrombin Time
>80% 22 11.0 0.65
<80% 17 11.2

ICG R|5
<15% 21 T 179 <001
>15% 18 7.1

Child-Pugh Stage
A 31 11.9 061
B 8 73

Tumor size
<10cm 19 79 0.17
>10cm 20 18.1

Number of tumors
<10 20 14.2 0.07
>10 19 10.1

AFP
<2000 ng/m! 25 13.7 0.04
>2000 ng/m! 14 6.1

Tumor volume ratio®
<50% 26 8.6 0.83
>50% 13 12.5

Tumor reduction rate®
>98% 21 17.9 0.02
<98% 18 7.1

Macroscopical portal vein invasion
Absent 27 13.7 <001
Present 12 5.8

Growth type of tumor
Expansive growth 31 137 <0.01
Infiltrative growth 8 6.9

® Volume of all tumors/volume of whole liver x 100%.
> Volume of the resected tumors/volume of all tumors x 100%.

surgery for advanced HCCs. Several retrospective reports
with small cohorts have shown that reduction surgery is su-
perior to non-surgical treatment, such as TACE or transcath-
eter arterial infusion chemotherapy.'*'> In a previous study,
we reported the efficacy of reduction surgery followed by
TACE in a small cohort of patients who had preserved liver
function, tumour size greater than 10 cm, and residual tu-
mour volume <10% of the remnant liver.'” However, the in-
dications for reduction hepatectomy followed by TACE are
still unclear.

In the present study, all patients who underwent reduc-
tion hepatectomy were studied to confirm the efficacy of
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Table 2
Multivariate analyses of factors affecting overall survival after reduction
hepatectomy for multiple HCCs

Hazard ratio P
ICGRys 215% 5.89 (1.98-17.5) <0.01
AFP >2000 ng/ml 5.85(1.93—17.7) <0.01
Tumor reduction rate® <98% 4.25 (1.55—-11.7) <0.01
Macroscopical portal vein invasion 1.25 (0.38—4.07) 0.71
Infiltrative growth of tumor 2.19 (0.63~7.57) 0.22

Values in parentheses are 95 per cent confidence intervals.
? Volume of the resected tumors/volume of all tumors x 100%.

reduction surgery followed by TACE and to determine
prognostic factors that might identify the patients who
would most benefit from reduction hepatectomy. TACE
was used as postoperative treatment since TACE is consid-
ered to be the first option for controlling unresectable mul-
tiple HCCs.

In this series, overall survival after reduction hepatec-
tomy was 32% at 3 years and the results were not so
much different from those of curative resection for stage
IV HCC?** while all our cases were classified as stage
IVA according to the TNM classification system by UICC.
Furthermore, patients who received the treatment were not
a few because one quarter of patients with T4NOMO HCC
received the treatment.

Three factors associated with a poor prognosis were
identified: ICG R,s >15%; preoperative AFP >2000 ng/
ml; and tumour reduction rate <98%. These three factors
capture the essence of the treatment strategy. First, the
reduction hepatectomy tends to be a major hepatectomy
due to the extent of tumour; however, postoperative liver
failure or deterioration of liver function must be avoided,
since this can delay the start of TACE. As well, sufficient
liver function must be present preoperatively. Second, early
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Figure 3. Cumulative survival curves after reduction hepatectomy followed
by transcatheter arterial chemoembolization based on the scoring system.
The scoring system was based on assigning one point for each of: ICG R,s
>15%; preoperative alpha-fetoprotein >2000 ng/ml; and tumour reduction
rate <98%.

progression is an issue with this treatment strategy; overall
survival decreased to about 50% within a year in this series.
A high preoperative AFP level has been reported to be a sig-
nificant factor indicating a poor prognosis™>* and might be
correlated with early death after reduction hepatectomy due
to abrupt tumour progression inside or outside the liver.
Third, control of the residual tumour in the remnant liver
is necessary for long-term survival. A high tumour reduc-
tion rate indicates a low tumour burden in the remnant liver
and may predict good control of the residual tumour with
postoperative TACE.>!0

Extrahepatic disease,'? residual tumour thrombus,'* no
effect of postoperative treatment,'* and a remnant tumour
index'? have been reported as poor prognostic factors after
reduction surgery for HCC. Yamamoto et al. proposed
a remnant tumour index that is calculated based on the
maximum diameter of the largest residual tumour (in cm)
multiplied by the number of residual tumours; this index
can be used to quantify the tumour burden in the remnant
liver and select optimal candidates for reduction surgery.'?
The concept of a remnant tumour index is similar to that of
the tumour reduction rate in the present study. However, the
maximum diameter of the largest residual tumour, the num-
ber of residual tumours, and a remnant tumour index were
not correlated with survival in the present study (data not
shown). The tumour reduction rate may perhaps more accu-
rately evaluate the efficacy of reduction surgery and the
tumour burden in the remnant liver.

To select the best candidates for reduction hepatectomy,
we would propose a scoring system that incorporates the
aforementioned three factors for patients with multiple
HCCs that are not treatable with curative resection. The
score based on these factors was strongly correlated with
survival after reduction hepatectomy; the 3-year survival
rates of patients with scores of 0, 1, 2, and 3 were 71%,
40%, 0%, and 0% respectively. Patients with a score of
0 are good candidates for reduction hepatectomy followed
by TACE. On the other hand, a score of 2 or 3 might be
a contraindication for treatment, since there were no
long-term survivors among patients who had scores of 2
or 3, Other non-surgical treatments, including experimental
treatments, would be recommended for patients with a score
of 2 or 3. Patients with a score of 1 sometimes survive a rel-
atively long time; thus, patients with a score of 1 may be
candidates for reduction hepatectomy, though other find-
ings, such as cardiopulmonary function or performance
status, should be considered in such patients.

Recently, intensive non-surgical treatments using trans-
catheter arterial infusion chemotherapy or systemic chemo-
therapy have improved the treatment of advanced T-staged
HCCs.273! A potential weakness of the present study is
that our strategy using reduction hepatectomy followed by
TACE did not take into account these new treatments. A clin-
ical study comparing the efficacy of reduction hepatectomy
followed by TACE with that of intensive non-surgical treat-
ments in patients with advanced T-staged HCCs, especially
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those with a score of 1, is needed. Moreover, the efficacy of
reduction hepatectomy followed by one of these intensive
non-surgical treatments should be investigated.

Since our study population was small, a prospective
study is warranted to verify the validity of the scoring
system. )

In conclusion, reduction hepatectomy followed by TACE
is effective in controlling advanced T-staged HCCs when
the ICG R;s is <15%, the preoperative AFP is <2000 ng/
ml, and the tumour reduction rate is >98%. Reduction hep-
atectomy followed by TACE is one of the options for con-
trolling advanced T-staged HCCs in patients who are not
candidates for curative resection or TACE alone.
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Fetal complication 15 (25%)
Cause of death
Tumor progression with cachexia 60.0% 76.1%
Sede effects of therapy 25.0% 0
GI bleeding 6.6% 8.7%
Ruputure of tumor 3.3% 6.5%
Hypoglycemia 5.0% 4.3%
Subarachnoid hemorrhage 0 2.3%
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YIWE D L7A Ay T IV RS (PIAF) & D EER(EEIIAEHER

Doxorubicin PIAF Pvalue
n 94 94
Response 10.5% 20.9% 0.058
Median overall survival 6.83 months 8.67 months 0.83
Treatment-related mortality 3% 9% 0.194
Major toxicity*
Neutropenia 63% 82% 0.003
Trhrombocytopenia 24% 57% <0.001
Vomiting 4% 12% 0.058
Hypokalemia 0% 7% 0.007
Hyponatremia 1% 6% 0.054

* grade 3 or above

721019 DXRTIZEEIGE ICH BB ICET
BDIEELE S NP, 25% DIEGI CE M2 &
PEEEATERD LTV 5 (R 1)W, TamoxifenIFN-
o CIAEFIBONEIIFZED SN TE 51219,

FEHERIERRIIRENL L C e, Bl TIRSHIGE
gL A SN, 5FU/mitoxantrone/cisplatin
(FMP), cisplatin/doxorubicin/5-FU/IFN-a
(PIAF) 72 & T25% % B 2 2 BV ERIEIHRE S
iz L L, DXR%control armé& L 72
PIAF regimen® NIRRT O N2, HE
e EFEHAR OB EIIRE T (R 2)1®, BEAF O
AN & BIEEFRIZEENICE L2 N TV A,

Sorafenib(Z & 2 & 11H = Bk
(SHARP trial)

SorafenibiZ RAF ¥ + — ¥, VEGFR-1-3,

(ke & 0 51H)

5

PDGFRP% EEEM & T A NVF X+ — EfE
HCTHDH, BBV TLRafFF—F¥OE
FERIFROH LN, RAF/MEK/ERKY 7" FVAZE
R A M E AR B S L T\ 5 & DD
59, F7zsorafenib?® & 1 HRAER T3 IFHIE
$& ¥ Cpartial response (PR) #51% & AL T /220,
DEOEEDPL, KEIRI —1 v Xk ET
sorafenib 400mg, 1 H 2 HEIREREIZ L Vi
TR T 2B L RetE LRI 5
SRR ITO NN, ZOME, EHERIET 2
BEBRETH 57205, TORDREIIEREN,
AR o Sl (median TTP) 4.2 B, 447
i F e (median 0S)9.27° B L A3 D Hifs &
NBEHRTH -7 (R3). bIETIIHARAR
MR BEE COEYEE, Telk, HER=EL
- EERBLPITT A EBTE AR T2,
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£5 ETAAIESEC 1 Bsorafenib &placebo®

HRER EIEA{ESEIIMEFER (SHARP Trial) | BEEE
Study Phase Il study  Phase I study ' Sorafenib Placebo
n 137 25 n 299 303
Dose 400 mg bid 200, 400 mg bid Median age 675% 685%
Response 2% 4 % Male 87% 87%
Stable disease 39% 76% Region Europe 88% 87%
Disease control rate 42% 80% Etiology HCV/HBV 29/19 27/18
Median time-to /Alcohol/other /26/26% /26/29%
progression 42mo 49 mo ECOG PS 0 549% 54%
Median overall 9.2 mo 15.6 mo Child-Pugh A 95% 98%
survival ' ) BCLC stage C 82% 83%
Author Abou-Alfa Furuse

(JCO 2006)?V (EORTC 2006)%

=4 ETATMMREREIC B 3sorafenib & placebo
DO EEBILENFEAER (SHARP Trial) : HERT

HA1
FEFMEEE  Overall survival
Time to symptomatic progression
BIXEHMEIEE  Time to progression
THA v - EIEZ ik 2L
ZEERILT S ERHERS vy AL
I114#8388% (Sorafenib®¥ vs. 75 & REE)
E EF FAAR B 42 and/or FE4L 22
ECOG PS
g,
1R B Median survival time% 7 % H 59,7

A (40%) 1%
WHEH90%, o=0.02(5H), FEE
FI560050, FET-%k4246)

ZOFER, MEE, KE - I—0 v N LFEHKD
EYEIEL L ORAEEIHERE SN, HREHED
400mg,1 H 2 Bl & frE SNz (R 3). FHRER
TREFIFIAD LN DOD, FHEDFRETH -
AS

L, sorafenib® fFHUAEHE 233 5 BURRK 7 —
FBLUELIMABROEREZ b LiIcSEDT
ZEARITY PO -V XS BESILERER
SHARP (Sorafenib HCC Assessment Randomized
Protocol) trial BYFEf S 722, KRERDORERT
WA U2R4CTF O, T BEBIRERED
AR 2 FHRRRE ORERE, HEATHHHERRE, ECOG
PS 0-2, Child-Pugh A Class, & §{LZBER %
L, 2ETH 5.

20054F 3 A % 520064 4 F F TiZSorafenib®
29901, 7 L AREEIBFABEHEI N, B
sorafenib 400mg/El, 1 B 2 BINAR, HH\id

BCLC stage . Barcelona Clinic Liver Cancer staging
classification

placebo 1 B 2 BIFFRICEI D RS h, MEHOBRE
BERIIEELREZIAON R o72(FK5).

FESHEIEE Cd 5 2L M idsorafenib®
10.7%°H, placeboB7.90ATHbH, N¥—Flit
0.69(95%CI : 0.55-0.87 ; P=0.0006) & Ti& R
WO LZHMETFENFEEZLRD/Z(FRE). b)
—DODFEFHAEEE TH A ERBEET TCOHM
(time to symptomatic progression) Tl LR O
bhedhorz. BIREHEERH TS 5 EHELMH
(time to progression) t¥sorafenib#5.5%*H, pla-
ceboff2.80ATH Y, /"~ F10.0.58(95%CI :
0.45-0.74 ; P=0.000007) & &4 & R E
BICBHO P 2RErFMEEELRD L. FESE
BIZOWTIMEIZEI R, F£4Grade3/4D
HEHEHL I TH (sorafenib vs. placebo : 11% vs.
2%), FREBREB %vs.1%), EE10
% vs. 15%), HIM(6 % vs.9 %) TdH > 7.
Sorafenibid +7 2 BEMN BV, ETIHIE
BEOETYMEIEE LD TORHERT
Hb. BERMICKELBROHLERTHY,
sorafenibid 2N & DBEIIXFT HE—RIRDIE
HEL LT T 5 LHRE SN,

R

Hﬁfﬂiﬂ’i BT LBRAEBEE D (, iR
BTCXOBHAEPFELRERE RS Z LHEN
D, FRRENDRETIERDE 2 IERE
ELTITbhA. L, BENFEDLHTEL,
BRTIGES BRI o LR N R e F
TE5E, ARLEFEREFZVOPRKRTH



1:.474

IEH AR B1% %55

R 6 ETHFMIZAEEE S 513 sorafenib & placebo D EfE AL NHHER (SHARP Trial) : # 8

Sorafenib Placebo (sorafeni%?placebo) Pvalue

n 299 303
Median overall survival 10.7 mo 7.9 mo 0.69 0.0006
Time to progression 5.5 mo 2.8 mo 0.58 0.000007
Overall response

Partial response (PR) 2.3% 0.7%

Stable disease (SD) 71% 67%

Progressive disease (PD) 18% 24%
Progression-free rate at 4 month 62% 42%
Serious adverse event (SAE) 52% 54%
Drug-related treatment emergent SAE 13% 9%

72, TRETWLOPDEEEE S FHBEOE
VERALHLBERER AT DN T & 1205, R L7-4E
BIREED LN TRV, 20 L) ZIRIRT,
sorafenibiZ X % placebo-controlEVEA b L ik ER
Tz, RKERTIL, placeboBEDmedian OS
T THRICEREL, 40%DHELY AL LD
AL THNIZ LITBERMICEYTHY, &
AERICL DIRBR D OMRIB SN LI
MfSREERIC L o CHEAM R L EEX bN B,

KRABRDBRIZBNWT, BEEETI—O v
NP DEERNINWBEL LR TWBZ &, 3t
R % Child-Pugh AD A IR 72 Z L ASESE S &
LTHIToN. bPEICIDERELFOT T
BALTEIVDE W) BIZOWTEESPLET
H5. FEEOREICOWTIE, BETIZT70
WBIEE T C BIFF RN EEL T2, BE
FFRIZISHBIBETH 29, SMOREBRTIECH
FFREEEIZ30%55TH 1, HEIC X BiEEHNE
PHEREZOZZ VI E D) PRIET 5 LED
H5B. LoL, BKRTIE CEIFFAMNIESEICIE L
ThBY, BRORRELBEULTETVWBI LD
e TdH 5. Child-Pugh AD K THERATE R &
Nz eizonTii, ERRBRTH ), s
KX BEBETER B BAL L, sorafenibd%)
Re X DHEEIFMLZVEVIZEI NS -7
T EHHIENG. DYETITbR SR
& TDsorafenibD 8 1 HRER T3, RO Child-
Pugh A B TR 1T o 7278, METHEHES
REMICKERZIRO LD o7, EHMBET
X Child-Pugh Bb +4 B A5 M4H ), #Ic T EE
tEZLNS,

FFHIRESE O & S L EREIL, —EOWIES
RVBONTHFEERLHRBEY LR EDFE
BRILE DV EFHHOREC O bR L
VELAONE, SEORBRTIIEE L EEE
HidsorafenibfE54%, placebolE52% & BHEEE 12
BOLNTN, GHEEELEIONLEEES
BENENLZBE 9% LKL, EDTDOLAT
Wiz IR ERE TR S REERR
DHEFRIFRCHELE L2 EEREEF»S
HELH2EHEPHENELDTREV D EE
Abhb, DF D, sorafenibidE V- EEMATE
BENTWAEY, FFIETOBBICBVTA,
EYHERCUAND ST L LK - SHEIC
EEELIVEND . ,

S )

41k, BRKEMDE  DE4, #38 Tsorafenib

DRI IS T 2B ARESRDONL T &
PTFREINE, DIEETOUMICE L& HER
EPZRETH Y, THARLPLEHEERTD
BIGARPEF SRS, 510X Y ARt ibl
EOWELAZMIT T, sorafenib% HBMBiREL L7
WG ER  sorafenib~ D b ¥R B4 Hi5T 2
GRFEORENZZONS. BIfE, HEATIIF
MIBOBRERMFREROEHMERHOL
B HI & L-#BhEE & LT Dplacebo-control
BERLHEFABAITTON TS, 4EDSHARP
trial L i3 F o B o BERLIVET T
HY, HFRHICHIRECEEERTWAZ &b
b, REFICREINL Z LS N A,
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