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[HE] HF=580: ZEEWHFENIBESHARP (Sorafenib HCC Assessment Randomized
Protocol) MIORIENTAL (Sorafenib in Patients in Asia—pacific Region with Hepatocellular Carcinoma)
O ERIG PR IR e B 2 i it B AR 77 (progress free survival, PFS) MIZEHKERIRRITIA] (time to
progression, TTP) MEa A fEHA (overall survival, 0S), 2008ZEXEHLHE M HARTMMENIRIT . AT AMNE
T4 Ak JE B R BB & TACE R 7 305 B AT R LR KT A R R B, Ak 2009453 A —2011%1 8, &
Mo A B & M PR I PR R B2 W i B8 306, |IREAREHAEB400 mg, ®H2K, B OReAHME, Hep
200 BE-& 1 ~9IKTACE, 1048 & fuAEB1RIT . IERESISTHRAE, |2 AT R, BEUTTPAOS. ZR: 3041
IR B4R (PR) 36, ZEmFasE (SD) 166, AR (PD) 1161, WGARIRZEZE (clinical benefit rate, CBR)
63, 3%, Hp 106 A RRIEBAPR 141, SD 561, PD 44, CBRA60.0%; 20HIEE&IAsT4HPR 2/, SD 11
51, PD 741, CBRN65.0%. 27 BEHEFIANH, 2461640 H, 21819108, ofIEL £, £HATIPATA, 0S
HINH . BREHBETIPHTNA, 0SHIAANR, BRRNIFCHEBETTPHEANF, 0SAHINA, EREGI¥
BX(P>0.05). BEHALI2AFBHAARKRE, FREKRRM23F], @i524%, mimE146], Z 2441,
BiRofl, HIM3EARRRIOP, HFHREERTE, WREHRIRT. &Hit: RNERKATACERITREHAER
JEfRRTT AT R B H ITTPAIOS, EFAERLG I H#RE N (P>0.05) . MABEARRMAHE, RRRMNE
A ERERTLTERLP0.05).
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[Abstract] Background and purpose: Two clinical trials SHARP and ORIENTAL confirmed that sorafenib,
a multi-kinase inhibitor could significantly improve PFS as well as TTP, and prolong OS for patients with hepatocellular
carcinoma. Therefore sorafenib was approved to treat advanced hepatocellular carcinoma in 2008. Our study was
designed to observe efficacy and adverse reactions of sorafenib alone or in combination with TACE in treating 30
patients with advanced hepatocellular carcinoma. Methods: From Mar 2009 to Jan 2011, a total of 30 patients with
clinical or pathological diagnosis of advanced primary hepatocellular carcinoma orally took sorafenib with dosage of
400 mg each time, 2 times a day, and treatment duration was at least more than 2 months. Twenty patients received
TACE for 1 to 9 times in combination with sorafenib, and 10 patients took sorafenib alone. In accordance with RESIST,
efficacy was evaluated each two-month and follow-up was performed to achieve TTP and OS. Results: Among
30 patients, there were 3 patients of PR, 16 patients of SD, and 11 patients of PD, with clinical benefit rate (CBR) of
63.3%. Among 10 patients who took sorafenib alone, there were 1 patient of PR, 5 patients of SD, and 4 patients of PD,
with CBR of 60.0%. Among 20 patients who took sorafenib in combination with TACE, there were 2 patients of PR, 11
patients of SD, and 7 patients of PD, with CBR of 65.0%. All 27 patients survived for more than 3 months, 24 patients
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survived for more than 6 months, 21 patients survived for more than 9 months, and 9 patients survived for even more
than 1 year. TTP was 7 months, and OS was 9 months, with P=0.067 2 and P=0.058 9. Patients demonstrated adverse
effects 1-2 weeks after administration. Twenty-three patients had hand and foot symptom, 24 patients had diarrhea, 14

patients had hypertension, 24 patients had fatigue, 9 patients had hair loss. There were 10 cases of degree 3 adverse

reaction in total, and patients could accomplish the whole therapy after receiving symptomatic treatments. There were

no significant differences between two groups in adverse reactions. Conclusion: Sorafenib in combination with TACE

may prolong TTP and OS for patients with advanced hepatocellular carcinoma comparing to sorafenib alone, however,

there were no significant differences. Adverse reactions of two groups were both tolerable and there were no significant

differences.
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Tab.1 Basic conditions of patients

Clinicopathological parameter Number of case n(%)
Agefyear 50 29-75
Gender

Male 24 80.00

Female 6 20.00
Hepatitis history

HBV 23 76.67

HCV 2 6.67

Alcholic and others 5 16.67
ECOG

0 6 20.00

1 22 73.33

2 2 6.67
Child-Pugh

A 24 80.00

B 5 16.67

C 1 333
BCLC

B 13 43.33

C 17 56.67
AFP/pg-L™)

<400 13 43.33

>400 17 56.67
Diameter/cm

<5 10 33.33

>5 20 66.67
Extrahepatic metastasis

Yes 17 56.67

No 13 43.33
History of intervention

Yes 20 66.67

No 10 3333
Diagnostic criteria
Pathological diagnosis 11 36.67
Clinical diagnosis 19 63.33

1.3 MEER
#RECIST 1.0453, 2 APRMITAL,
43R 55 4 BB f% (complete response, CR). #4+
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2%f% (partial response, PR). ¥RJRFRE (stable
disease, SD)FIEJH B (progressive disease,
PD)., MZZIfGKHK %% % (clinical benefit rate,
CBR). Bl H 7 2% 5 it BB E] (time to
progress, TTP)FIE 41 H(overall survival,
0S), MEANE RN .
1.4 it AbE

B A 43 BT RISPSS 16.080iH i3 1E, #
AT RCRE SR . Fisher sYSHAAG I8 AR FIRL
¥% . HF M FKaplan-Meierd:, ARIGHZ
8] 1) b 8% Fllog—rank #6868 . P<0.05 W2 R A 41T
FE X,
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BETFZ20114E10 0 1 H, 30 3 h2sf)
BT, BEVIRK93.3%, HHPR 3
%, SD 16/, PD 114, CBR}63.3%, Hr10
WA ERAE R 4HPR 145, SD 5%, PD 44,
CBR}60.0%; 20BK A6 4HPR 2/, SD 11
%, PD 71, CBR}65.0%. HEFHAELF M3
Aw2L276190%), 641~ H H244(80%), 91~ H
F92150(70%), H AR 4R L _EBI951(30%),
EHPLTTIPRTIANA, PHOSHINTH., EER
ik RiG T EAE E A 200 BB 1 ~ 9RTACE
BT, BREHBEETIPHTNH, OSHI4NH,
PARARMNIERABRETIPH6ANH, 0SHIN
A, B#E Kaplan-Meiertk i 17 EAF BTG,
ER TG E L (P=0.067 2F10.058 9, E1),
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Fig. 1 Comparison of TTP between groups of sorafenib

alone and sorafenib in combination with TACE
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(#2)o PAARERRENACKE, 254%
HEERE S, HPIFR3EFRERE N EESR T
W, BT RIEBSHARPIRI U T, B /B
FoM400 mg, B HUK, HBEASRETTSZ
0400 mg, FRH UK, WE2BEEEARK
PR 28, ATIRMMEIRA6Z; 6613
FEREE BA, 2B E R, SRR
BFEER 02 ¢, BH3K, HiR; BHiAl
8, BHIK, O, BITE3 ~SKIEE [
B1~28, wAREPRENMIERE, &7
SHEWRIT AR, KBE, 4014 THEEBTE
W 3BBERMEREREE, HTRERE
JEZGp i R Z L ~ 28 ; 1R E HBLERAL
EME, NEEN3%, ZEAREEENEAER
K, SR, S THSHE R
160 me+5% B AMHEF 250 mL, ®HI1W, #
Bk, RS DL H KSR 800 mg+5%
AEBEE S 100 mL, HHI1K, BkiEE;
1FRERARTRERR RN 29, R H
AR F B3 AN R
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Tab.2 Adverse reactions of patients receiving sorafenib alone

and sorafenib in combination with TACE

[n(%)]

: TACE +Sorafenib
Adverse event Sorafenib (n=10) (n=20)

Any grade Grade ll  Any grade Grade [lI
HFSR 6(60.0)  1(10.0)  17(85.0)  0(0)
Diarrhea 270.0)  1(10.0)  17(85.0) 5(25.0)
Hypertention 5(50.0) 1(10.0) 9(45.0)  2(10.0)
Rash 3(30.0) 0(0) 4200)  00)
Fatigue 2(20.0) 0(0) 6(30.0)  0(0)

Alopecia 3(30.0) 0(0) 6(30.0) 0(0)
Oral ulcer 1(10.0) 0(0) 0(0) 0(0)
Anorexia 2(20.0) 0(0) 525.0)  0(0)
Hyperbilirubinemia 0(0) 0(0) 1(10.0) 0(0)
Arthralgia 0(0) 0(0) 1(10.0) 0(0)
Hoarseness 1(10.0) 0(0) 0(0) 0(0)
1.00 —— Sorafenib group
-~ Combined group
E 0.75 -
g 0.50
A
0.25 b
, A .
0 5 10 15 20 25 30
t/month

2 FRHERBEAESKATACEAOSHLE
Fig.2 Comparison of OS between groups of sorafenib

alone and sorafenib in combination with TACE
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BEPHIGFZTWE, ZARNREBRMIE
SHARPFIORIENTALH#IARE HE, HE I
CTARVLIAPRMR LA R, HERR Heim Mk R 4 22 mf
fE, RERIWFTSE, METWALRS, %
ERTRE S IR RAAE e ML, 15359k, 14
AERIEE S, MAEIRYT R, 30M& &Y
RER R KNIE BB

Jer A 9 2 T o O ) A g =2 —
IR ARER G EBER, FUEE, 4Tl
WIT AR AW S RIT R TR,
RhrdEJe & —Fh 1R B 2 50 5 A0 £ B0
F, B 22 BRI BRI (c-RAFHI
RALT T B RIBRAF) . BN EEKFEFZ
fh-2, m/PMRATAEERKEFZH ., FLT3, Ret
Fle-Kit3Z (A B SRR B TR /EF A, BT BEWT AT
A A FE AN M A TE R T . 20074E7EASCO
K4 BN B9 — 01 [E B 22 o0 1 T I PR 55
SHARPWFRZR B, REFERIFITFHFN
0SH10.71 A, HLTTPHS.5A A, RRFIHE
B H 7 0SH 7.9 B (HR=0.69, 95%CI: 0.55 ~
0.87, P<0.001), BH LR BEFIRE T HEWIT
s R EINAWATR, HIgFAanE%E
B RS Bt ; B—TiRS
RER, BPIERHEITHROSH6SNH,
FEREFI2H P2 0S K424 H (HR=0.68, 95%ClI:
0.50 ~0.93, P<0.014), FAIHFITIEELRPIIE
JE BEAA R B BE IE 5518 Ak, I 3 AE K A A
RN AR, FERIT R IR T
L 12

FALAE B AT LA BH by i 88 154 78 A 1l TR B
T 0 i TA CE J5 5% 47 B 988 A= 1 K i 98 ] =2
PER BT L, P BA AT BUS B I FIYA T 3L
20 AR S, ERAIERIGTE
Rl 2000 B E N ~ 9RTACEIGYT, X Lbi
HEHTTPRIOSHF K, (HER LG ITEE N
(P>0.05), ZMEEH LA HB LA HTTPAIOSYY
AR, HERLGITEE L (P<0.05), X1
BERCAREARR /N, AR, EKHETH
&), ATEES HBLRRMESS R,

RAAERTEMIA RN EERRAET.

AEFR B R DL ANIES , ORI A %
XHEIRST R AR o AT 0B B E R AR
RBITTR HIGYT, MAREESLGEITHE
X(P>0.05), H1H1EFEHAFEWL, ZAR
S MTESHARPFIORIENTALH KA ik, &
HHTERCTR AR 450 K, HEBR R 18 Mk iR
MWERTRE, MRS T S, WAETWAR
5§, BIEARESRARBAERMG. BEFR
BRI K A A, B BB b s e T
FERTHRMAETRLSSBRERK TR, F
B BRI & HE A8

g b, RAFEREPEABPIBRIT
We SRR RIS , TR YD, HOR R OB A]
M3z, H7ES MK TACERYT P4 2 5
TG it2AE L (P>0.05), AMBRAAECES
TACEIRYT Al SER B ETTPHIOS, FE/ELEd KAE
AR HIMEL T AT R A HE— L5 R
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