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[ Abstract ] Objective:To observe the clinical efficacy of MASCT
bined with transcatheter arterial chemoembolization ( TACE ) on primary hepatocellular carcinoma ( HCC ). Methods : The

( multiple antigen stimulating cellular therapy ) com-

clinical data of 66 HCC patients with TACE during August 2010 to March 2015 in the Department of Infectious Diseases
( Center of Liver Disease ) of Nanfang Hospital were retrospectively analyzed. The patients were divided into combination
group ( TACE + MASCT™ treatment ) ( 32 patients ) and TACE group ( 34 patients ). The progression-free survival
( PFS) and overall survival ( OS ) were evaluated in the two groups as main outcome measures. Results: The six-month,
1-year, 2-year PFS rates were 68.8% , 37.5% , 25% in combination group and 50% , 11.8% , 2.9% in TACE group,
respectively. The median PFS was 9.5 months in combination group compared with 5.5 months in TACE group( P < 0.
01 ). The six-month, 1-year, 2-year OS rates were 81.3% , 65.6% , 40.6% in combination group and 91.2% , 47.1% ,
23.5% in TACE group, respectively. The median OS was 19.5 months in combination group compared with 10. 5 months
in TACE group ( P <0.05). MASCT™, portal vein invasion, pretreatment serum AFP level and ECOG performance sta-
tus were the independent prognostic factors for PFS, while MASCT™, portal vein invasion and pretreatment serum TBIL
level were the independent prognostic factors for OS. Conclusion: MASCT™ combined with TACE could robustly improve
the clinical efficacy, and obviously prolong the PFS and OS for HCC patients.

[E€WB ] EHFRARBEILEEBIIHE( No. 81470836 ), Project supported by the National Natural Science Foundation of China( No. 81470836 )
[MEERIN ] RHEC(1991 - ), & WiAE , 5 S5 R 40 I S 28 1 PR 5 SERE ST, E-mail :286631568 @ qq. com

[ #fE1EH ] 4H( HOU Jinlin, corresponding author ), AT BRI, 2045 , P28 S0, 32 2 S48 2 RU995 75 1 JIFE 46 (R I L B I PR AT 5
E

-mail : jlhousmu@ 163. com



+ 152 -

v [ i A IR T 2k 2017 4R 2 A L24(2)

[ Key words ]

rial chemoembolization ( TACE ); clinical efficacy

hepatocellular carcinoma ( HCC ); multiple antigen peptides; cellular immunotherapy ; transcatheter arte-

[ Chin J Cancer Biother, 2017, 24( 2 ); 151-157. DOI:10.3872/j. issn. 1007-385X. 2017. 02. 009 |

Jii % P B 40 B 95 ( hepatocellular carcinoma,
HCC )2 G MERE 55 s (0 M 2 — , R R T T [ &2
ARG IS . BT HCC Kl — MR # g, K2
OB 2 I o b 2 2k 25 TR D) BR B9 AL
2 2 S IFE KLY # ZE( transcatheter arterial
chemoembolization, TACE ) € i & J& F K $5 1iE i)
HCC B FE0RY7 71, th T TACE JfFARRESE AR IE
JipIeE 4, TACE AR J5 9 b 97 o6 2 IR FE AL 10% ~
20% >, 5 R A A A7 RS A B, H TACE
AR T T AE . B, BRI TACE
ARG 5 N IR R R (S, A IR gE R
T AR VE S A0 MR YT A — e AR EE b R R
()G SEE DI RE , A1 e Je 2 L, 375 o A6 3 A P F N e 9
BRIk o AR T 288 TR B AR SR A0 i
1897 £ R( multiple antigen stimulating cellular thera-
py, MASCT™ )4 [ & PBMC i 5 4 4 DC I
CTL, [l s 35 1 P9, B 7EIPAl MASCT™ BE & TACE
1RIT HCC B M m RTF 2L

1 R

1.1 AR %

FEHL 2010 4F 8 J & 2015 4F 3 H 16 H 75 BE B ek
Yy R I G 0 I 432 TACE IR YT 1Y 66 1)
HCC B3, o B 61 i) Aotk 5 6, 4F 1% 20 ~ 77
B PR E 55 . HiR TR ERG MASCT™ ¥R Y7 4
HIRAIRYT AL 32 BIFIERS TACE 41 34 ], FF A A
2H HCC B i 2 & rifHe4% 52 195 I TACE( 13
2.95 /N, B AR Y74 103 R(F3 3,21
W/ N ), ¥4l TACE 21 92 WR( SF2.71 /N ), B
BIRIT LR M &2 R R 32 109 ) MASCT™
BIFCFH 3,40 W/ N Do ABRYE (1) 220 R L
WELZ W12 A HCC; (2 )4 > 18 %, FIIRES
Child-Pugh A 3 B %%, it A7 =6 ~H;(3)7k
JEE RO VB SRR E R E . HERRAR I
(L)W BN R 5% A% P I I s L T Ak
HR I R K A T R E 5 (2 )™ EE AL i R
55( 3 ) B3ty , ANBEIN 52 B sh Ik A e E# 5 (4)
LU | /IR SR A2 VR T AR SRR R 5 (5)
FUE ORI (6 ) W FLIER . IR
¥ B E SR E S BT A2 YT 2 A T g
LA RO, 25 8 AV R & 15 ARl it e

J7 BB AR 2 51 24tk i 15 : NFEC-2014115 ),
1.2 FZRXANE5ME

JH-98E 22 80 S PR K EC 1 g/ml ) \DC AR 24
FIRA Y L2 i-CD3 Hrik i TR IR IE 20 B A= 9y
1Y A RS FIHRAE, Ficoll Ik 4 40 it 435 TR W) 1 416 8k
Nycomed Pharma 23 ), AMI-V JG Il 7 1 7% 3 6 24
L% . DC 15 35 5 RPMI 1640 16 [ 25 [H GIBco 24
Ao VRSBV REIA 7T 758 5 S 25 A BR A
Al 1-15PK e R B O AL A 21 Sigma 23],
CO, JE4F M H 32 [E Thermo 23 Al o
1.3 %F7%

Hali TACE 41k H TACE 3697, Bk &R T A 1E
TACE AR5 2 J#k4r MASCT™ 497, (1 )TACE 4
I7 AR TR BV FEA 100 mg LS LA 20 me S5 lfk
IR A R R, 2 FEEA, IR LB
( PVA )R 2E I8 14575 ( 2 )MASCT ™R : R4
HBEINE 42T 100 ~ 150 ml, TE4F S GMP 1 5256
e LR N =8 B R 2 N R | 2 W 110 o=
TR BB 0 43 B B A% 4l S ( peripheral blood
mononuclear cells, PBMC ), F] AIM-V JC I 15 5% 77 3=
FEAIME, BT 37 °C.5% CO, 405 3546 b ks 5%
30 min. RAF CAENSBEAN A, H % GM-CSF ( 1 000
U/ml)F1 IL4 (500 U/ml ) AIM-V JCIMIL3E 55 55 5
R385 d, A AR DC SR)E Tk 14 PR
MIBTIE R 1 we/ml TR KPR s WL SCR( 7 1),
JEIA DC {2 A FIR G (IL-6, 1 000 U/ml;
TNF-, 1 000 U/ml; IL-1g, 10 000 U/ml; PEG2,
1 wg/ml; Poly I:C, 10 pg/ml VR 3 d A R
PRI DC, A0 A IR s — BB 75 8 K
o5 RIS T B IR L 45 ] BBl X B RS 1 ml( DC + A=
HEERIK +0.25% NI D)BRT . 53—k
2 DC SAENGBEZA S PBMCs FEMA IL-2 (1 000 U/
ml ) K Hi-CD3 HiAK( 50 ng/ml )i AIM-V 15 35 B rh
B, T8 UM B )R e = M CTL, IF7ESS 26
KUWE CTL #4701 4 ( CTL + A= FE3h 7K +0.25% A
ML FEE A )200 mlo [71 46 40 A B T 20 ik HUiE Y 7k
K40 M35 71 >90% , Z 4 ELIA | 3 SRR K 41 R
PREE A A A P TR ST ) 3% 0 B or BV 465 AR Il
iy Al DCEUR /DT 1 x 107 4~ CTL HR D
F(6~10) x 10" A~ BIEHETX DC K& CTL #4748
JiO AR 20 PR - B HA B s F R BRI
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1.4 & RIT AV IE 4R

AHIGE M PRI 730 T2 BEIRER L 5 02 PFS, 5 SN
BE MRS HCC 2 & Ay ik JE( i 2 & ) sk
FHCT-RYEFRI IR o Mo i S DA 2 ORI S
SPROEMARAEC RECISTL. 0 ) g kb 42 38 i1 209% L
eI A kL . IR LT OS, 2 U
BE M2 HCC TG ff Fh s K S B0 T 1)
[ ] R
1.5 [z

R IEILE TACE J5 FF 4R BE T WLEE, FIr A 5
H AR B IC SR X LRI R RIS BT PR, R UK B
Pigl 2016 42 ACHPEE 1A K44 1),
Bl % 95. 5% ( 215 3 il ).
1.6 %itsae

K HI SPSS19. 0 Geit 8, H =B Ll v + s K
N, LRI E F R ST AR ¢ K56, A A7 BT R
H Kaplan-Meier I AT log-rank Ko 16 s TH U R R
FRT K5, R Cox BIARLALZMHT 520 PES Fl OS
TSR ZE. L P<0.05 5 P<0.01 #RnERA
GiiteEE Lo

2 & B

2.1 WAEFGT AN RTA AL LT

66 1l B i RAFAE WL 1. PHZH ER 3 — eI i
ARSI O R R F T LR IR YT AT LY AFP
IR GRYTHT Child-Pugh P43 T TER KA T 1S
i \BCLC 43%% . ECOG ¥4y, #% % TACE 387 K 5t
GO, ZR LI E (P >0.05), R
Y ] FEZ oA g, BT Lok
2.2 BEABITABE PFSHRAEK

BRAIAIT4H 0.5, 1.2 S0t B AA7 R0 3k
68. 8% . 37. 5% .25. 0% ; B 4li TACE 4143 %1 N
50.0% \11.8% \2.9% . Wil {ii PFS 4354 9.5
ANHC95%C1:6 ~17 DH ) 5.5 1~ H(95% CI:3.5
~6 MH K1), BAIRYTA PFS WL T4l
TACE #H( P <0.01), B iRyT s PFS( 9.5 4
HOMIXE T84l TACE 41(5.5 ~H O8I T 4 4~ H
(72.7% ),
2.3 BRAESTHEF OS A RAEK

BEIRITA 0.5, 1.2 R B R0 8
81.3% .65. 6% .40. 6% , ¥ 4l TACE 4 43 7l J
91.2% 47.1% .23.5% , 4L 47 OS 4354 19. 5
AAC95%C1:10.01 ~27 4~ H HF110.5 HH(95%
CI:8 ~18 M H (Kl 2), BAIRITLL 0S MR T
gl TACE 4 ( P <0.05), B & 1697 HH 7 08

(19.5 /> H AR THL.40 TACE 4H( 10.5 /> H ¥4 hn
TONH(85.7% ),

x1 BEEZRERKRFFE n)

Tab.1 Baseline characteristics of the patients( r )

Combination

TACE group
group( N=32) (N=34)

Characteristic

Age( t/a)
Average 55.0£10.77 49.3 £13.65 0.061
Range 33 ~77 20 ~74

Sex 1.000
Male 30 31
Female 2 3

Hepatitis B surface antigen 0. 668
Positive 29 32
Negative 3 2

Serum AFP p,/(ng - ml™") ] 0.139
<200 12 6
201 ~399 8 8
=400 12 20

Child-Pugh classification 0.891
A 24 25
B 8 9

Portal vein thrombosis 0.569
Positive 11 14
Negative 21 20

BCLC stage 0.856
A 1 2
B 18 18
C 13 14

ECOG performance 0.482
0~1 22 26
2-~3 10 8

Times of TACE 0.908
1 6 6
=2 26 28

BCLC : Barcelona clinic liver cancer staging; ECOG : Eastern

cooperative oncology group
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Fig.1 Progression-free survival curves of

combination group and TACE group

2.4 MASCT™ & 57 JF I3k ZAZAT & 97 37 AFP

KFF2 ECOG #F 2 & % vh PFS 891k 5 FUs B &
PR R M 3 2) R, B BT MASCT™ G

J7 HER T T8I S SR GRYTHT AFP A B 2
fiti K SF-F1 ECOG P4y M sg i PES R &, i —24
Cox ZHZE MR, & EIHAT MASCT™ VAT ]
kY S0 JARITRT AFP KSEFI ECOG P40 25
i HCC £ PFS A7 BRI & .

100
‘,_-_J' 80 |
&
= 60
E Combination group
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T
=z 20f
= TECE group
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Time (t/month)
B2 B&BTASHE% TACE ANBEEHL

Fig. 2 Overall survival curves of combination

group and TACE group

*£2 PFSH Cox ZEREN

Tab.2 Cox multivariate analysis on prognostic factors for progression-free survival of the patients

SE  Wald  Sig Exp(B) 95%CI for Exp( B)

Variate B

MASCT™ treatment( Yes/No ) 0. 624
Sex( F/M) 0.482
Potal vein invasion( Branch of potal vein invasion )  0.808
Potal vein invasion( Main potal vein invasion ) 0.935
AFP 200 ~400 ng/ml 0.702
AFP >400 ng/ml 0.618
AST >40 U/L 0.229
ECOG (2 ~4/0~1) 0. 554

0.316 3.907 0.048 0.536 0.289 -0.995
0.530 0.826 0.363 1.619 0.573 -4.573
0.358 5.103 0.024 2.244 1.113 -4.524
0.427 4.800 0.028 2.547 1.104 -5.877
0.516 1.853 0.173 2.018 0.734 -5.546
0.298 4.305 0.038 1.854 1.035-3.323
0.388 0.350 0.554 1.258 0.588 —2.688
0.279  3.939 0.047 1.741 1.007 -3.010

BUEBIFETTSE T, 24l TACE 2019 34 4 B ¥4
T A &, Hoh 30 A BT RATRYTAL 32 44
B LA 28 ZBE MR R A, Kb 21 B ERT
PR R Tl 52 R R JE 5 25 S 3 G 24 i L
(¥1P<0.05),

Geitefar i 32 3) o, T TERIKIR AL A YT A
AFP >400 ng/ml ECOG 1143 0 ~ 1 Ay o 3, H
BB VAYT B2l TACE 41 PFS B 4iif ¥ 2% R
(P <0.01), i TS L aE = TR R
IBIFHT AFP <200 ng/ml 5 200 ~400 ng/ml.ECOG
Wb 2 ~3 MR R B AR YT A R ER2E TACE 4

] PFS 22 RG24 B (¥ P>0.05),
2.5 MASCT™ & 77 AT I# bk o XAz A0 Fa 08 77 A7 %
fe2r & K2 v OS W94k 2 FUG B &

FRZE I R 4) Bon, & B HEAT MASCT™ R
57 HFTTRRIKAR A0 IR IF R AFP AL LT E K N
N OS M E, #E— 4 Cox ZHRE NI BR,
JERIEAT MASCT™ Y7 I T# Ik /3 S AR AL AR YT
BT AELT K50 HCC HE 0S i S7 i A
2.6 RERE

ECAIR YT 4 B E J 32 109 ¥k MASCT™ 3697
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(CF¥3.4 /N, 4 KR Z 0B H TEH: 52 MASCT™
TRYT AR A & AR 35 B AR 4
1/ (3. 7% )ERTE CTL 4000 1 h J5 Bk #( <
38.5 °C ), &M B MoK A HR IR 5 B0k 2 IE .

x3 HKABTASHIM TACE A PFS
M FEERESELE( x +5,¢/month )
Tab.3 Comparison of progression-free survival
between the two groups stratified by the independent

prognostic variables( x = s,#/month )

Progression-free survival
Variate P
Combination group TACE group

3 W #

HCC B H B9 R G0E % 2 2, thhe =
FLUS s s W AL A ™ B AZ 451, ML AR P R A 3
PELH RS E T 40 I Treg ) | 56 22 3 JE ) 20 ity
( MDSCs )1 e AH 56 W 20 0 TAM )3 hn™® s 4 &
A g 32 i PR IR B 40 BRC TILs )36 AEAS 56 4, g 41
LA AR SE BT IR MHC A58 o T 2R3k 082, T 4
FA 5 B A S i R 3 I 25 2 B AR 10 A
JEIR A K MEENZE 1 TACE RJ5 B e
ek — 2L Z B N B, T 5 5 B0 e R
RHST BRI, A TACE 5 [ ) 48 L 0 28 VA T
H LGS A SR S 32 5 TACE 597 HCC J7 R FiA:

No potal vein invasion 18.29 £2.63 7.40+1.63 0.001 ﬁ$l§l@§%ﬁﬁé 2000 4F Lancet @:I:( m TfﬁﬁTﬁ
2N o IS e
Potal vein invasion( Branch 6.50+2.76 8.00+4.04 0.792

of potal vein invasion )
1.00+£0.00 4.36+0.98 0.347

Potal vein invasion( Main

potal vein invasion )

Ak A S8R YT T AR HCC HUA ARG 5 & %5 1F
ZEFE R 4k A R TIL 38T AR BT
JEF5 00 DC B AT LA S 98 S5 R A XA S
DU GRS o SR AU 5E o 2k PR 45 5 4% T
HMLIR ST B DC O 5 5 Y S e I A e AN 1Y

AFP <200 ng/ml 15.39£3.07 10.36+2.70 0.272 i -
AFP 200 ~400 ng/ml 14.00 £11.00 4.67 +0.88 0.342 Mi4E MASCT™if5 B2 B A — A U7
~ ng/ m . + . . + 0. . N . o) NN N
L0 S PR KR B DC L X EB43 DC RYAE H 3
AFP >400 ng/ml 12.08 £3.67 4.60+0.78 0.011 g%iﬁ%,ﬁ%ﬁiﬁ\]ﬂ(jq’%ﬁ‘fﬁ{Téﬁ}ﬂ@j’ffﬂ*@}ﬂl%@,%
ECOG 0 ~1 16.14£2.59  6.42£1.39 0.001 /% DO AKSMNE S BB B S ME CTL 400, 45
ECOG 2 ~3 7.22+3.42  6.63+0.68 0.874 A T Fh%E( DC)FIPE s e CTL )4 51 e g

%

#4 OSH Cox EAZEZENH

Tab.4 Cox multivariate analysis on prognostic factors for overall survival of the patients
Variate B SE Wald Sig Exp( B) 95%CI for Exp( B)
MASCT™ treatment( Yes/No ) -0.770  0.345 4.985 0.026 0.463 0.235-0.910
TBIL >20.5 pmol/L 0.819 0.302 7.381 0.007 2.269 1.256-4.097
Potal vein invasion( Branch of potal vein invasion ) 1.287 0.372 11.980 0.001  3.623 1.748-7.509
Potal vein invasion( Main potal vein invasion ) 0.601 0.439 1.873 0.171 1.825 0.7714.317
AFP 200 ~400 ng/ml -0.079 0.625 0.016 0.899 0.924 0.272-3.144
AFP >400 ng/ml 0.382  0.319 1.434 0.231 1.466 0.784-2.740

H AT DC S v Flich 4 P 5092 240 e v o7 22 R
A S R TR L S R S R R
Jrigt e RIS SR S R K 2k DO, i
SRR PEAL T 14 A, b 10 FREARHTIRC Sur-
vivin, p53, ¢-MET, CEA, RGS5, CCDNI, hTERT,
NY-ESO-1, MMP7, VEGFR1 +2 )#l 4 Ff HCC %75+
PEHLR( AFP, GPC-3, HBV DNA polymerase, HBV

core antigen ), A] LUAG R{CHE Gt BT i il 2R 98 A8 &
FH e IR . PURAE MR A0 L AR A R
ZAERY, R OB W R R S, BT LR I
MUK DC A] DU i S e B AR 2 . AR
SR A U IR, 3 25 ek H 20 ~
40 LR IR FLALAL, J7 i 2 Bl HLA JE [N R A7
et o PRI, FEASBIFSE rhoAS TG SR 451 HCC A&
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IR HLA SER R e 88 540 R SR A AHBC ) HLA JE
PRI A e B8 A A B YR TR T T R X 25 R Y
M 175 0, A i — 25 AR R E | DA T AR A5 B o
FITRTT R

BT I HE, CIK 40 81597 64 TACE i4
J7¥ HCC & A B T2 K PFS Fl 0S, ARWF5E 4
MASCT™BY7 5, B iR I7 A ny th o2 PFS 1 0S ¥
W B T H4l TACE 41( P <0. 05 ), 45 B B A
MASCT™ A Y7 A7 B T4 % TACE 897 HCC [ PFS
1 OS, A WS Cox [ IH 43 #1 i /x, & & 47
MASCT™ G975 JH T T## K 73 SR I0 IRITHT AFP 7K
SR ECOG PEAr 520 HCC H 3 PFS 20 7 il 5
IR 2% 5 T2 5 JE 4T MASCT™ 3497 11 8k 7 4248
FAYT RS NALL Z K250 HCC 83 OS A9 ST
TE R, AFP 29 i Re S g b 9, 7211
R TP PER A K 60% ~80% ', AWF5T 45 R
7R BEG MASCT™ BT AT LAER AFP >400 ng/ml
B PFS, PR AFP K V-4 =i e R 1Y) AFP ¢
SEPEIEAZ T 40 M ECE A X 013R AFP KPR 1 &
H WL 18 TACE RJ5 AFP fiff N, (42 &4
AFP JRBLAHT R RIS , W05 AFP R 1042
T ZHMIRE J1 5, DT % MASCT™ 34 7 Wi b7 5 47
ECOG W4k 2 ~3 WRH, N2 RGN
2, RIERGIREZ I, BT LB & MASCT™ §6 97 XF
ECOG W45 2 ~ 3 [T /B o AEAF 3K %5 I T #
kAR AL 98 3 1 UG A BRI R & L 12
JUGE A AR, L i PR K A A ]
Fi o RYTETEIR 2T 2 T ) e AL AR 1Y) I AR
L U BE AL A T FR 3 S B 22

25 b A MASCT™ AT AT LUA 8504 5 HCC &
# TACE JR¥7 Y754, SEK HCC A& 17 PFS il OS,
HAEM R B ZW)HE S MASCT™ VA T7 A BN
AN A R BT DI, H R AS A
Y IEAETT 4 [ 2 o0 BEAILG BRI IR 5 , o — 25
PRFE MASCT™ BT I % b R RIB YT T34

(£ % X Wk ]
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