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4E 8 HZE 2016 4F 4 A fRHEEE 86 BEBe MRl JL Mk 2258 81 BE Bg ifid A= W36 97 oD BGIA BY 96 ) ' 988 6 A G &0 I A% 4
Jitd ( peripheral blood mononuclear cell, PBMC ), £ S50 5 (R 4M 5545 5% DC Hl CIK 4i 1, DC 3@ i B 5 MGC-803 4 Jifd 2L ) 2
HUR5 CIK 40 [ 25 #, WLEE DC-CIK 4IHiay7 B B BRI Tk m 2 bk . 48 R+ 96 ] i B85 28 DC-CIK 41t
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Analysis of clinical efficacy and prognosis of DC-CIK cellular immunotherapy in
with gastric cancer

GAO Zuowen', ZHENG Jie”?,LOU Jinshu', SONG Desheng', YAO Lu®, DING Tailiang', YANG Aizhen’, JIANG Long-
wei’, JIA Shaochang’( 1. Department of Oncology, The 86" Hospital of PLA, Dangtu 243100, Anhui, China; 2. Tumor
Biotherapy Center of the 81" Hospital of PLA, Nanjing 21002, Jiangsu, China )

[ Abstract ] Objective:To retrospectively analyze safety and clinical efficacy of dendritic cells ( DCs ) combined with cy-
tokine-induced killer ( CIK ) cellular immunotherapy in treatment of the 96 patients with gastric cancer ( GC ). Methods:
Peripheral blood mononuclear cells ( PBMCs ) from the 96 GC patients who were hospitalized in the Oncology Department
of the 86th Hospital of PLA and Tumor Biotherapy Center of the 81" Hospital of PLA during August 2011 to April 2016
were collected and cultured ex vivo to obtain DC and CIK cells. After sensitization with gastric cancer MGC-803 line cell
lysates, the DCs combined with CIK cells were transfused back to the GC patients. Clinical efficacy and safety of the DC-
CIK cellular immunotherapy were observed. Results: Overall response rate and disease control rate of the 96 GC patients
following the DC-CIK immunotherapy were 15. 6% and 55.2% respectively. Their 1 year survival rate was 56. 0% ,
whereas rate of overall survival for 36 — 56 months was maintained at about 37.0% . No significant difference was observed
in peripheral blood value of tumor markers, CEA, CA199 and CA724 of the GC patients between pretherapy and posthera-
py. After the DC-CIK immunotherapy the percentage of CD4 “CD25 * Treg cell in peripheral blood of the GC patients was
significantly decreased ( [3.22+1.20]% vs[2.46 £1.04 ]% , P <0.01 ), but the percentages of CD3 ", CD4 ",
CD8 * and CD3 "CD56 * T cell subsets as well as ratio of CD4 */CD8 * did not show any significant changes ( P >0.05 ).
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Kaplan-Meier univariate analysis showed that TEM staging, times of the cellular immunotherapy as well as pretherapy val-

ue of CEA and CA199 were influence factors for prognosis of the GC patients treated with the DC-CIK cellular immunother-

apy. Multivariate analysis with Cox model further indicated that times of the cellular immunotherapy as well as pretherapy

value of CEA and CA199 were significantly associated with prognosis of the GC patients treated with the DC-CIK cellular

immunotherapy ( P <0.05 ). Conclusion: Autologous DC-CIK immunotherapy might be a safe and efficacy therapy ap-

proach for the GC patients, however multiple therapy of the DC-CIK immunotherapy could improve long-term survival rate

of the patients with GC.

[ Key words ] dendritic cell; cytokine-induced killer cell; gastric cancer; cellular immunotherapy
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Tab.1 Clinical characteristics of 96 patients with gastric cancer

Parameter n( % )

Gender

Male 67(69.8)

Female 29(30.2)
Age( t/a)

<60 61(63.5)

>60 35(36.5)
TNM stage

<II 27(28.1)

I\ 69(71.9)
Differentiation

Well/Moderate 52(54.2)

Poor 44(45.8)
Nodes Involved

Yes 70(72.9)

No 26(27.1)
Metastasis

Negative 28(29.2)

Positive 67(69.8)
Nerve infiltration

Yes 21(21.9)

No 75(78.1)
Pre-treatment

S 16( 16.7)

C/R 5(5.2)

S+C/R 52(54.2)

S+C+R 11(11.5)

None 12(12.5)
Treatment cycles

<3 69(71.9)

=3 27(28.1)
Response

CR 0(0)

PR 15(15.6)

SD 38(39.9)

PD 43(44.8)

S: Surgery; C: Chemotherapy; R: Radiotherapy; CR:
Complete remission; PR: Partial remission; SD: Stable disease;

PD: Progressive disease

1.5 #X R m DC-CIK 48 JiLig 57 *F#k & 4w
B0, B 6 B v

5331 DC-CIK 4y g 1 FANEYTE 1 A~H
AR A AP, it A BRLAASI £ 25 A0 ] o bk L 24
IS FEZKSF-J5 L225 Sk 9,12 1
1.6 FAi5 BIT #An % A iR N 45 47

YRR B A TRE T , SR Bl R 56 S H .
BEEZEG | WIAITE R 1A H B A& il D)
fE LT R AR S CEA .CA199 ,CA724 )FN4ME Il
WK EL AR R, A T IR A R AL 1Y) CT Ko,
A G RN ARG RS Y8 Z I 85 3 ~ 6 /N H AT
i R 7 330k SIS P SO AR, TR BISE T3
BEiEE H T 08,

YU E T SRR AN B 0 AR B 5 ) ) 57 g
WFFE A H ULAS B4R iE )( NCI-CTCAEv4. 0 ) i
THIE
1.7 %itsas

K HH SPSS 18. 0 GEit2# ik, iH Wt x £ 5
FOR Al —FEARIGIT RIS BRI BT ¢ K56, SR
Kaplan-Meier 7% Fll Log-rank 5 3#F 17 25 47 43 Hr, 2R
H Cox FRAIHEIT Z2 N &R T fa 6 X T 47 0 i, LA
P<0.05 3% P <0.01 #REFAGIHE L,

2 &% R

2.1 WARTHK

96 i H & Bt 5 E] A 3 ~ 56 4~ H , 4 DC-CIK
HMIVEYT 5, CR O 1, PR 15 4], SD 38 i, PD 43 fil;
DC-CIK 497 )5 ORR 4 15.6% ,DCR N 55.2%
(%£1),
2.2 RAEARH

96 1452 DC-CIK 4 i 7 1) B 9 & ( TNM
S T W7 L T4 2 I 18 . IV ) 69
B ). Uk 2016 4F 4 H R0k, Fe kK BT B Ry
56 N H o A5 45 BB SR T, SR BE A A A
WR21.4 D H, 1V FEAEFREN 56% , 2 4F R 40% ,
34EN3T% , 56 AN 37% . Hob TNM I
(IR A AT N 50 AN H 1 AR N 19% , 3 4F
H62% , 50 I H K 62% ; TNM IV H 9 & h
RN 175 N H, L AR R 8%, 3 4F R
31% , 56 ™MH R 31% . WK 1,
2.3 DC-CIK a8 %92 7 J7 77 J& Mb 78 A= &4 TR
RAA

96 il i F 152 DC-CIK 4UAEIHY T R L35 bR bs
W CEA[(1139. 34 +34. 68 ) vs (146, 86 + 48. 66 )
pe/L ] .CA199[ ( 142.45 +71.90 ) vs ( 182. 68 +83.45)
U/ml .CA724[ (162.77 +46.96 ) vs ( 140.13 +49.42)
U/ml PR E2 (P >0.05 ),



RS, A

DC-CIK 4 Sy 18 Jas il Y 7288 S T G M

< 177 -

Survival rate (%)

Total gastric cancer
100

B8O
60

40

Survival rate (%)

20+

'] L i L i J
12 24 36 48 60

Time (t'month)

1 DC-CIK a5t 96 flBiE B ER £ Tk

100

60F

TNM [lI gastric cancer

40

(l 1 Il ]
12 24 36

48 60

Time (t/month)

Survival rate (%)

100
80
60

40

20

TNM IV gastric cancer

12 24 36 48 60

Time (t/month)

Fig.1 Overall survival curve of 96 gastric cancer patients after DC-CIK immunotherapy
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Tab.2 Changes of T lymphocyte subsets in peripheral
blood of 96 gastric cancer patients pre- and
post-DC-CIK treatment( % )

Lymphocyte subset  Pre-treatment  Post-treatment P

CD3* 63.17 £10.98 64.36 +11.19  0.377
Cb4* 34.41 +9.98  34.84 +£10.76 0.783
CDh8* 23.81 +7.80  24.75£8.22 0.446
CD4*/CD8 " 1.63 £0.77 1.58 £0.92 0.744
CD37CD56 " 15.17 +8.70  16.50 £9.79 0. 409
CD4"CD25" 3.22+1.20 2.46+1.04"" 0.001

""P<0.01 vs pre-treatment
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Tab.3 Univariate and multivariate analysis of variables associated with OS

in gastric cancer patients treated with DC-CIK immunotherapy

Mean survival

P] PZ

Variable Hazard ratio 95% CI
( t/month ) ( Univariate ) ( Multivariate )
Age( t/a)
<60 61 30.27 0.546 0.273-1.091 0.690 0.087
>60 35 25.30
Metastasis
Negative 28 34.39 4.241 0.449-40.036 0.055 0.207
Positive 68 26.65
Gender
Female 29 29.83 1.388 0.647-2.981 0.941 0. 400
Male 67 27.38
Treatment cycle
<3 69 21.30 4.290 1.672-11.006 0.002 0.002
=3 27 42.63
Lymph node metastasis
Negative 26 26.09 1.216 0.580-2. 549 0.826 0.605
Positive 70 29.48
Differentiation
Well/Moderate 52 25.42 1.174 0.534-2.578 0.130 0.690
Poor 44 30.69
CEA value pre-treatment
Normal 52 35.29 0.358 0.167-0.768 0.004 0.008
Abnormal 44 19.72
CA199 pre-treatment
Normal 63 36.30 0.457 0.233-0.896 0.001 0.023
Abnormal 33 17.18
CA724 pre-treatment
Normal 63 33.13 0.953 0.494-1.837 0.093 0.885
Abnormal 33 21.18
TNM
<[ 27 35.57 0.119 0.011-1.247 0.027 0.076
v 69 26.33
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