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Influence of Helicobacter pylori infection on autologous DC-CIK maintenance
therapy in the advanced gastric cancer patients

Ding Yuan',Chen Yugiang',Li Qiaozhen' ,Mi YanJun', Yan Jianghua®,Ye Yanhua'( 1. Department of Oncology, No. 174
Hospital of PLA, Xiamen 361003, Fujian, China; 2. Cancer Research Center, Medical College of Xiamen University,
Xiamen 361005, Fujian, China )

[ Abstract ] Objective:To evaluate the effect of Helicobacter pylori ( Hp ) infection on the outcome of maintenance thera-
py with autologous dendritic cells-cytokine induced killer ( DC-CIK ) cells in gastric cancer patients. Methods: Seventy-
two patients with advanced gastric cancer, aged 29-90 years, who were admitted to the Department of Oncology of No. 174
Hospital of PLA between June, 2010 and June, 2012 were included in this study. Based on the gastroscopic findings, pa-
tients were divided into two groups: Hp-positive and Hp-negative. Both groups received two courses of autologous DC-CIK
immunotherapy after surgery or radiotherapy and chemotherapy. At the end of treatment, DC differentiation and matura-
tion, treatment efficacy and patients outcomes in the two groups were analyzed. Results: No significant difference was ob-
served in the morphology and maturation status of DCs between two groups ( P >0.05 ). Levels of CD83 and CD86 on the
surface of DCs were significantly higher in the Hp-positive group than those in the Hp-negative group ( P <0.01 ), but
surface levels of HLA-DR in DCs had no significant difference between two groups ( P >0.05 ). In the Hp-positive group,
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the quality of life KPS score and levels of T lymphocyte markers ( CD3 ", CD4 " and CD8 ™) were significantly increased
(P <0.05) but levels of tumor markers CEA, CA199 and CA724 were significantly decreased ( P <0.05 ) after treat-
ment. In the Hp-negative group, levels of tumor markers and the T lymphocyte markers were significantly different before
and after treatment ( P <0.05 ), but the KPS score was not significantly improved ( P >0.05 ). Hp-positive patients had
better KPS score, higher levels of CEA and CA199, and more abundant CD3 * CD4 T cells than Hp-negative patients ( P
<0.05 ). In contrast, the two groups did not significantly differ in tumor stability, CA724 expression, and the number of
CD8 “T cells ( P >0.05 ). At the end of 2-years follow-up, the median survival time was 12. 64 months in the HP-positive
group and 11.42 months in the HP-negative group ( P <0.05 ). Conclusion: Hp infection may help stabilize the tumor
size, improve the quality of life, and prolong the survival time in patients with advanced gastric cancer undergoing mainte-
nance therapy with DC-CIK cells.

[ Key words ] dendritic cells-cytokine induced killer( DC-CIK ) cell; Helicobacter pylori; gastric cancer
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Tab. 1 Clinical features of the patients with gastric cancer

HP* Hp~
(n=45) (n=27)

Features

1.1 & FH
PEFE 2010 4F 6 H E 2012 4F 6 A W E AR Sex

T 174 B e Mg oL ST Y 72 I A R R Male 29 15 0.454
Horr B 44 1) Ak 28 1, 4EIK 29 ~90 B, HE AR Female 16 12

%56 % . ABEARUE: 812 RS b Age( t/a)

M 401 15 R s ez B R e TR T R TR Uik =56 26 19 0.285
JERRST ) s RIGAYT 2P 1R 232 DC-CIK 4 i e 7% <56 19 8
TRIT R RIBEAS ] =4 J8); Wt AE A7 38 > 3 4~ H 5 KPS Surgery 28 16 0.803
W4 > 60 43 JC ™ 5 19 9% 35 S04 R e . HEBR A AJCC stages

HE « IE AR 32 AT sl A 4 BT R VR T 3 5 R B Ma 17 14 0.234
B I AP S AT Yt B E # s KRR b 12 7

KA A H s 4 FLI I 2 XA P o) i fo v 16 6
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1.2 &K HA

BiRE /W R R MW A Sigma & Al (]S PlL-

1.3 Hp #9%%
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em A0 IR 1 e B RN 2L, A R 3R T AG I 12K 5 O
H,5 min ALV IR AR 206k B, A8

010 ), Ficoll itk B2 41 ff 43 5 W " H CEDARLANE A & R BAYE
A 585 CL5020 ), 54 A k- W5 240 it 4 V% ) 35 1A 1.4 DC-CIK %m Lt 4] &
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min; PBS PRIJEINA 4% 22 58 H W [ 22 Tk == 7L 81 2
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HEO R, 1 ~7 RAMMIEEFRBE, 5 8.9.10.
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XU BF 1 DX UL 8 9 bk 2L 4% DX 388 43 B2
$10.25 ml, 1 ®/d. £59.10.11 .12 KF k% CIK
AR 100 ml( 5 1 x10° N4 ), 1 R/d.
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Fig.1 Morphological change of DCs during the
maturation process in Hp* and Hp~ groups( x400 )
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HLA-DR BHMER TR E 27 P >0.05),

%2 Hp HM%EZE0 Hp FA1EEH mDC BHIRBRIEE R % )
Tab.2 Expression of surface marker molecules

on mDC in Hp* and Hp~ groups( % )

Group CD83 CD86 HLA-DR
Hp 62.13 £3.81 67.13 £3.70  81.91 +4.22
Hp* 68.96 £3.94" 76.01 £3.95" 83.05+3.98"

"P <0.05 vs Hp~ agent group

2.3 #4 DC-CIK @i 7 49 97 3

2.3.1 AERERER  4UERHKGT Hp k4S5
Hp FHYEA 3 KPS 43R JC i 2% 25 5[ (78. 67 =
6.40) vs (79.33 £5.94 )43, P=0.138 |, 2 J7 &
DC-CIK #iiffliGY7 f5 Hp BI1E4L KPS 1743 80. 67 =

5.94 )45, B nl 4 A o B AR fk( P =0. 167 ), Hp FH
PEZH KPS PE43( 86. 67 + 4. 88 )43, %5 [l iy Aij i 35 184
JNC P <0.01 ), % FAMEZH KPS (0] %y J5 oA B S 384 i
(P<0.05),

2.3.2 FRmAITAE UM )S Hp BATEA PR
2 5 .SD 18 i . PD 7 i, 8 fA B 1 Rk 74% ( 20/
27 );Hp BHELL PR 5 41 .SD 30 4 .PD 10 f4, J Ak
EFNTT.8%( 35/45 ), I L Z R LG4 E
M(P=0.274), ARG 25 R R 3 ) BR,
PIZH B B4R CEA \CA199 \CAT724 FRik /K JCH
Z5(P>0.05), WA 5 CEA,CA199,CAT724
PR3 MU AT AR P <0.05 ). 337 5 4L
[#] CEA .CA199 FKikf7 % 2 R( P <0.05),CA724
EZRIGIFEX(P=0.091),

%3 Hp PREF1 Hp BRI EE DC-CIK AT AT E B EMAIRIE py/( ng - ml™' ) ]
Tab.3 Expression of the tumor markers between Hp* and Hp~ groups before and after DC-CIK treatment [ p,/( ng - ml™" ) ]

Group CEA

CA199 CA724

Hp~
42.353 £17.792
36.61 £17.229"

Pre-treatment
Post-treatment
Hp~

41.385 £16.786

Pre-treatment

Post-treatment

29.443 £15.444* "4

60.080 +32.850
52.015 £29.033"

43.148 £26.108
37.177 £21.741"

56.958 £36.076
43.388 +24.925* %

42.738 +29. 880
28.835+£19.068* **

*P<0.05,"*P<0.01 vs pre-treatment in the same group; “ P <0.05 vs post-treatment in the Hp~ group

2.3.3  RE I E T X 40 AR R &

(R 4)5oR, P B IRYT RIS E 1B iy T
I RE S A 22 (P >0.05 ); 5% 2 7 2
DC-CIK 4l i S 3697 I, P4 AR 34 A i €D3 *
CD4 " T LI ESAYTRIFA I 2, CD8 * T A & i

B />, CD4 " /CD8 * Ul K, 22 R4 G it 2
BX(P<0.05), He ks Hp BHM:4LL CD3* |
CD4 " T 40 %0 B 3 5 T Hp BATE4I( P <0.05),
CD8* T #H Ma % .CD4* /CD8 * Lt {8 1 £H ] JC W] i
Z53(P>0.05),

&4 Hp FAMFN Hp BAMEEE DC-CIK i&¥THIE T AT EMNRIE( % )
Tab.4 Expression of T cell subset in Hp* and Hp~ patients before and after DC-CIK treatment ( % )

Group CDh3*

Cbh4*

CD8 " CD4*/CD8*

Hp~
56.934 +8.811
60.279 +£9.883"

Pre-treatment
Post-treatment
Hp*

57.092 +£7.998
64.288 +8.849" **

Pre-treatment

Post-treatment

29.519 £9.339
31.795 +9.899"

29.708 £8. 635
36.175 £8.875" " *

1.173 +0.560
1.425 +0.696" "

27.116 +7.199
24.484 £6.226" "

27.105 £7.827
25.374 +7.376"

1.195 £0.626
1.543 £0.622" "

*P<0.05," *P<0.01 vs pre-treatment in the same group; “ P <0.05 vs post-treatment in the Hp~ group



T4 R XTI B B DC-CIK 307 R .

2.3.4 ARRMAE HRITLRET, 72 Bl L
%1 56 % HPERETES 1 J7 RS 9 X CIK 4 i [l 4
Jr SRR AR K 38. 1 °C, &4 PRI 7 1 4k B
SR S5 AT RS 26 E B 12,5 mg, AR
PRANIE S o HoAth, 28 55 240 i [ iy o AR SA R
2.3.5 [ X AALIRYT B E AT IRER R 2 4,
Hp FHPEZ A7 A A7 9 ( median survival time, MST )
12.64 1~ H ;Hp BAM:4H MST 24y 11.42 4~ H ,Hp FHE
ZH MST # PP AER( P =0.031 ),

3 3t it

Hp il £ 3 58 E PR ¥~ R Tsc | IR 428 il 28 L s Jd
SEDR AR D A A A a0 T R R A 1)
Ve e S & B BE bR Ak BRSO k
Ji& , IR & [ T AR 2H4U0E SO T 2R B 7
FATIRE PR AT BoR , AR AT P Hp R R AE %
A 5 K TR e I 5K A 03 D 58% Al TA% i L
63. 4% (1 B9 A T Hp B, s R HF9T S e sE,
FRER Hp AT LS 5 1740 15 8 A9 3R A 3R, (E0) T 16
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S [ A 7 S P b AR A 3k R R P < 0,05 ), {H.
AETE R W B (P >0.05 ), B4H AT IR
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ILC J2& T 2009 AEPRR 5 Kk BUAIE Y, X SEAN R H A D, — HOAE /N RZ9 A 2 AC IR A, 20 A A B T4~ ILC. 4R
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