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The present invention relates to a use of sulfated oligosaccharides in the manufacture of a medicament

for reducing intrahepatic tumor recurrence and increasing disease-free survival period 1n a hepatocellular
carcinoma (HCC) patient with microvascular invasion after curative liver resection, while excluding HCC

patients with no vascular invasion and HCC patients with macrovascular invasion.
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MANUFACTURE OF A MEDICAMENT FOR TREATING PATIENTS WITH

HEPATOCELLULAR CARCINOMA AFTER SURGICAL RESECTION
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The present invention relates to a use of sulfated oligosaccharides in the manufacture
of a medicament for reducing intrahepatic tumor recurrence and increasing
disease-free survival period in a hepatocellular carcinoma (HCC) patient with
microvascular invasion after curative liver resection, while excluding HCC patients

with no vascular invasion and HCC patients with macrovascular invasion.
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'ERL

H (HEHk)
A (HFIA#R)
H ()

2 1-1
LERITAE

(n=261)

134 (50.0%)

127 (50.6%)

172 (50.1%)

89 (50.6%)

08 (49.2%)
36 (52.2%)
74 (51.4%)
53 (49.5%)

138 (53.1%)
96 (47.5%)
3 (33.3%)

24 (50.0%)

55.08 +9.62

65.96 + 10.63 65.83 1043 65.90:+10.52
2395+326 23.84+3.14

166.48

23.74+3.02

44 (45.8%)

217 (51.3%)

25 (41.0%)
235 (51.4%)

227 (51.4%)
33 (43.4%)
4.73 +2.89

172 (50.1%)
66 (51.2%)
23 (48.9%)

22 (55.0%)
105 (49.8%)
134 (50.0%)

226 (49.7%)
2 (66.7%)
12 (48.0%)
1 (50.0%)

[556-11E ]

+ 751 165.68:

Muparfostat
(P1-88)4H
(n = 258)

134 (50.0%)
124 (49.4%)

171 (49.9%)
87 (49.4%)

101 (50.8%)
33 (47.8%)
70 (48.6%)
54 (50.5%)

122 (46.9%)

106 (52.5%)
6 (66.7%)
24 (50.0%)

=1
(n =519)

268 (51.6%)
251 (48.4%)

343 (66.1%)
176 (33.9%)

199 (38.3%)

69 (13.3%)
144 (27.7%)
107 (20.6%)

260 (50.1%)

202 (38.9%)
9 (1.7%)
48-(9.2%)

54.12 +10.20 54.60+9.91

52 (54.2%)
206 (48.7%)

36 (59.1%)
222 (48.6%)

215 (48.6%)
43 (56.6%)
473 +3.22

171 (49.9%)
63 (48.8%)
24 (51.1%)

18 (45.0%)
106 (50.2%)
134 (50.0%)

229 (50.3%)
1 (33.3%)
13 (52.0%)
1 (50.0%)

{ > 3 15 H(EEHER)

96 (18.5%)

423 (81.5%)

61 (11.8%)
457 (88.2%)

442 (85.3%)
76 (14.7%)
4.73 + 3.05

343 (66.1%)
129 (24.9%)
47 (9.1%)

40 (7.7%)
211 (40.7%)
268 (51.6%)

455 (87.7%)
3 (0.6%)
25 (4.8%)
2 (0.4%)

pr €

0.9301
>().9999

0.9637

0.4964

0.4802
0.9713
0.2307
0.6613
0.3664

0.1354
0.2159

0.4482
0.9705

0.8337

0.8775
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Child-Pugh 43EH

A

B

ﬁ‘:rﬁ?ﬁmﬁ"*hﬁél 400 /AL
%

=3

st REURE S E H AT 20 SR%/&ZH
&
ity

-
&
i

H#7H Child-Pugh JR8E
5
6

AT

—z=

[ 556-2[E] ]

R 1-2

6 (75.0%)
1 (50.0%)
13 (54.2%)

134 (50.0%)
16 (61.5%)
27 (51.9%)

1 (33.3%)
54 (45.8%)
29 (55.8%)

235 (51.3%)
20 (41.7%)
6 (46.2%)

228 (51.7%)

28 (45.2%)
4 (28.6%)

20 (60.6%)
117 (45.0%)
103 (54.5%)

21 (58.3%)

137 (53.7%)

123 (46.8%)

171 (53.9%)
64 (43.5%)
19 (50.0%)

3 (30.0%)
3 (60.0%)

258 (50.2%)
2 (66.7%)

197 (51.3%)
63 (47.4%)

199 (52.2%)
62 (44.9%)

238 (50.4%)
22 (48.9%)

242 (50.3%)
16 (48.5%)

» 3£ 15 B (3

(G}

2 (25.0%)
1 (50.0%)
11 (45.8%)

134 (50.0%)
10 (38.5%)
25 (48.1%)

2 (66.7%)

64 (54.2%)
23 (44.2%)

223 (48.7%)
28 (58.3%)
7 (53.8%)

213 (48.3%)
34 (54.8%)
10 (71.4%)

13 (39.4%)
143 (55.0%)
86 (45.5%)
15 (41.7%)

118 (46.3%)
140 (53.2%)

146 (46.1%)
83 (56.5%)
19 (50.0%)

7 (70.0%)

2 (40.0%)

256 (49.8%)
1 (33.3%)

187 (48.7%)
70 (52.6%)

182 (47.8%)
76 (55.1%)

234 (49.6%)
23 (51.1%)

239 (49.7%)

17 (51.5%)

8 (1.5%)
2 (0.4%)
24 (4.6%)

268 (51.6%)
26 (5.0%)
52 (10.0%)

3 (0.6%)

118 (22.7%)

52 (10.0%)

458 (88.2%)
48 (9.2%)
13 (2.5%)

441 (85.3%)
62 (12.0%)
14 (2.7%)

33 (6.4%)
260 (50.2%)
189 (36.5%)

36 (7.0%)

255 (49.2%)
263 (50.8%)

317 (61.3%)
147 (28.4%)
38 (7.4%)
10 (1.9%)
5 (1.0%)

514 (99.4%)
3 (0.6%)

384 (74.3%)
133 (25.7%)

381 (73.4%)
138 (26.6%)

472 (91.3%)
45 (8.7%)

481 (93.0%)
33 (6.4%)

0.6618

0.4478

0.1616

0.0863

0.1149

0.1793

>0.9999

0.4814

0.1642

0.8770

0.9645
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= 1-3

7 1 (50.0%)

8 1 (100%)
fiite Child-Pugh jKEE

5 207 (51.1%)

6 47 (47.0%)

7 6 (66.7%)

8 _. 1(20.0%)
ECOG RERENTE

0 247 (50.2%)

1 14 (51.9%)
BCLC 47Hj

A BH-FHA(AL) 147 (50.5%)

A HH-HFH(A2) 5 (35.7%)

A HH-F1HH(A3) 3 (100%)

A HH-FLHH(A4) 6 (40.0%)

B Hi-H 5 75 (49.3%)

C Hi-i5 5] 25 (56.8%)
TNM 438

5 13 124 (51.6%)

% I HH 84 (47.5%)

55 1A H# 53 (52.0%)
FFEHREHEE 59A F‘ﬁﬁﬁ;ﬁf’aﬁ (&) 2.56 + 2.06
FEMTIRZE SO (B) 5.32 + 0.61
tiﬁ,’ﬂt#?f‘ FEE

172 (65.9%)

. %%‘ 89 (34.1%)

R AR ESE ST R BCE)

187 (71.6%)

Y =1 74 (28.4%)
(F1-1 F 1-3)

Hel ARG T (AT A 2R

U

I ERTFIZ p (E{%HDL Wilcoxon ZEbf Ak e Acs B

[556-30E ]

% 9H » #t 15 EH(&HE

1 (50.0%)
0 (0%)

198 (48.9%)
53 (53.0%)
3 (33.3%)

4 (80.0%)

245 (49.8%)

13 (48.1%)

144 (49.5%)
9 (64.3%)

0 (0%)
9 (60.0%)
77 (50.7%)
19 (43.2%)

116 (48.3%)

93 (52.5%)

49 (48.0%)
2.93 £ 4.49
5.35+0.57

163 (63.2%)
95 (36.8%)

173 (67.1%)

85 (32.9%)

HEEE  DUERE D) EKES
4% R » D) Fisher’s JTEka sEAR £

2 (0.4%)
1 (0.2%)

405 (78.0%)
100 (19.3%)
9 (1.7%)

5 (1.0%)

492 (94.8%)
27 (5.2%)

291 (56.1%)

14 (2.7%)
3 (0.6%)
15 (2.9%)
152 (29.3%)
44 (8.5%)

240 (46.2%)
177 (34.1%)
102 (19.7%)
2.75 +3.49
5.34 £ 0.59

335 (64.5%)
184 (35.5%)

360 (69.4%)
159 (30.6%)

0.3516

>0.9999

0.3936

0.6639

0.8066
0.8000
0.5222

0.2949
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10 243 bA
MERIE (=HEiY)
ﬁﬁﬂ'm' ML
i ML E AR
il
7&1‘ Bl
4; (HFEHR)
£ (AR

75 (W)

=% 10

EXS

[55

.ﬁ_.

2R
(n=229)

122 (54.2%)
107 (53.2%)

155 (53.6%)
74 (54.0%)

87 (53.7%)
35 (55.6%)
68 (53.5%)
39 (52.7%)

122 (56.7%)
86 (50.0%)

3 (42.9%)

18 (56.3%)
55.02£9.79

Muparfostat

(P1-88)4H
(n=197)

103 (45.8%)
94 (46.8%)

134 (46.4%)
63 (46.0%)

75 (46.3%)
28 (44.4%)
50 (46.5%)
35 (47.3%)

03 (43.3%)
86 (50.0%)

4 (57.1%)
14 (43.8%)

&t
(n = 426)

225 (52.8%)
201 (47.2%)

289 (67.8%)
137 (32.2%)

162 (38.0%)
63 (14.8%)
127 (29.8%)
74 (17.4%)

215 (50.4%)

172 (40.4%)
7 (1.6%)
32 (7.5%)

53.69 £ 10.34 54.4] £10.06

66.19 + 10.85 66.17x:10.25 66.18 = 10.57
166.48 +7.82 166.15+7.54 166.33 £ 7.69

23.81+3.05

35 (46.1%)
194 (55.4%)

21 (44.7%)
208 (54.9%)

201 (54.5%)
28 (49.1%)
454 +2.06]

155 (53.6%)
58 (54.2%)
16 (53.3%)

16 (61.5%)
91 (52.0%)
122 (54.2%)

202 (53.3%)
1 (50.0%)
8 (53.3%)
1 (50.0%)

57-1E ]

23941320 2387%x312

» 4t 15 H(Z&HH

41 (53.9%)
156 (44.6%)

26 (55.3%)
171 (45.1%)

168 (45.5%)
29 (50.9%)
450+ 293

134 (46.4%)
49 (45.8%)
14 (46.7%)

10 (38.5%)
84 (48.0%)
103 (45.8%)

177 (46.7%)

1 {50.0%)
7 (46.7%)
| (50.0%)

76 (17.8%)
350 (82.2%)

47 (11.0%)

379 (89.0%)

369 (86.6%)
57 (13.4%)
4.52 +£2.76

289 (67.8%)
107 (25.1%)
30 (7.0%)

26 (6.1%)
175 (41.1%)
225 (52.8%)

379 (89.0%)
2 (0.5%)
15 (3.5%)
2 (0.5%)

pfE

0.8463

>(.9999

0.9907

0.5367

0.3422
0.8895
0.6644
0.8199
0.1627

0.2155

0.4777

0.4482
>0.9999

0.6441

0.8637
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A
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AT FE YRR 52 1 400 ER58/ZF DL
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i TR SRR AT 20 2350/
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s
ARk e
Eh
,A.EEI
fiTHT Child-Pugh JXHE
5
6

= 2-2

5 (83.3%)
I (100%)

11(52.4%)

122 (54.2%)
13 (56.5%)
20 (55.6%)

1 (50.0%)
48 (50.5%)
 25(55.6%)

208 (55.2%)
15 (40.5%)
6 (50.0%)

203 (55.0%)
24 (48.0%)
2 (28.6%)

19 (67.9%)
101 (47.9%)
91 (57.6%)
18 (62.1%)

124 (60.2%)
105 (47.7%)

155 (57.4%)
58 (46.8%)
13 (54.2%)

2 (40.0%)
1 (33.3%)

227 (53.7%)
2 (66.7%)

179 (54.9%)
50 (50.0%)

182 (55.5%)
47 (48.0%)

215 (54.3%)
14 (46.7%)

212 (53.3%)
15 (60.0%)

[557-21& )

11 H » 3£ 15 H(E¥HH

gyl

1 (16.7%)
0 (0%)
10 (47.6%)

103 (45.8%)
10 (43.5%)
16 (44.4%)

1 (50.0%)
47 (49.5%)
20 (44.4%)

169 (44.8%)

22 (59.5%)
6 (50.0%)

166 (45.0%)

26 (52.0%)
5 (71.4%)

9(32.1%)
110 (52.1%)
67 (42.4%)
11(37.9%)

82 (39.8%)
115 (52.3%)

115 (42.6%)
66 (53.2%)
11 (45.8%)

3 (60.0%)
2 (66.7%)

196 (46.3%)
 (33.3%)

147 (45.1%)
50 (50.0%)

146 (44.5%)
51 (52.0%)

181 (45.7%)
16 (53.3%)

186 (46.7%)
10 (40.0%)

6 (1.4%)
1 (0.2%)
21 (4.9%)

225 (52.8%)
23 (5.4%)
36 (8.5%)

2 (0.5%)
95 (22.3%)
45 (10.6%)

377 (88.5%)
37 (8.7%)
12 (2.8%)

369 (86.6%)
50 (11.7%)
7 (1.6%)

28 (6.6%)
211 (49.5%)
158 (37.1%)

29 (6.8%)

206 (48.4%)

220 (51.6%)

270 (63.4%)
124 (29.1%)
24 (5.6%)
5 (1.2%)
3 (0.7%)

423 (99.3%)
3 (0.7%)

326 (76.5%)
100 (23.5%)

328 (77.0%)
98 (23.0%)

396 (93.0%)
30 (7.0%)

398 (93.4%)
25 (5.9%)

0.9824

02216

0.2818

0.0755

0.0115

0.2880

>0.9999
0.4230
0.2051

0.4519

0.8037
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TR

BCLC 478H

Child-Pugh {REE

GHEANFE

A JH-FLHHCATD)
A HE-FUH(A2)
A HH-EHH(A3)
A HE-FHH(A4)

B #-t1f]
C HH-i5HA
TNM 78H
5 11
UM
55 TIIA

HrAmRE RN %‘K?éﬁfiﬁ%ﬁﬁﬂ (#4)

HUAMEYIRE

i

AN

H

¢'E':Thﬁza‘ii§ %ﬁ

ERUHE (8)

o LR RS A (R Y R RETE)

:J.!%

(%% 2-1 2 2-3)

e b MRS R DL VS
ke ATHZ p {8

{%4p). Wilcoxon £

R 2-3

1 (50.0%)
1 (100%)

180 (52.8%)
43 (55.8%)
5 (100%)

1 (33.3%)

218 (53.8%)
11 (52.4%)

135 (53.6%)
5 (62.5%)

2 (100%)

4 (36.4%)
67 (54.0%)
16 (55.2%)

113 (56.2%)

74 (50.7%)
42 (53.2%)
2.53 +2.05
5.31 +0.62

156 (68.1%)
73 (31.9%)

168 (73.4%)
61 (26.6%)

1 {50.0%)
0 (0%)

161 (47.2%)
34 (44.2%)

0 (0%)
2 (66.7%)

187 (46.2%)
10 (47.6%)

117 (46.4%)
3 (37.5%)

0 (0%)
7 (63.6%)
57 (46.0%)
13 (44.8%)

88 (43.8%)
72 (49.3%)
37 (46.8%)
2.84+427
537+ 0.57

130 (66.0%)
67 (34.0%)

137 (69.5%)

60 (30.5%)

15 H(EHER)

2 (0.5%)
1 (0.2%)

341 (80.0%)
77 (18.1%)
5 (1.2%)
3 (0.7%)

405 (95.1%)
21 (4.9%)

252 (59.2%)
8 (1.9%)
2 (0.5%)
11 (2.6%)
124 (29.1%)
29 (6.8%)

201 (47.2%)
146 (34.3%)

79 (18.5%)
2.67+13.27
5.34 £0.60

286 (67.1%)
140 (32.9%)

305 (71.6%)
121 (28.4%)

0.1524

>0.9999

0.7407

0.5849

0.6646
04161
0.6795

0.3909
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