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Clinical efficacy and prognostic analysis of the combination therapy with dendrit-
ic cells and cytokine-induced Killer cells in the treatment of 39 patients with mod-
erate and advanced cervical cancer

Jiang Longwei' , Huang Weigian'*, Yao Lu', Zhang Yan', Ai Yueqin', Zheng Jie', Gao Yanrong', Zhang Chuang',
Zhao Hua', Hu Jianhua', Jia Shaochang'®, Xiao Mei’( 1. Department of Tumor Biotherapy, No. 81 Hospital of PLA,
Nanjing 210002, Jiangsu, China; 2. Department of Obstetrics and Gynecology, No. 81 Hospital of PLA, Nanjing
210002, Jiangsu, China )

[ Abstract ] Objective: To evaluate the safety and clinical efficacy of the dendritic cells ( DCs ) and cytokine-induced
killer ( CIK ) cells combination therapy in the treatment of moderate and advanced cervical cancer and analyze the prognos-
tic factors. Methods: Thirty-nine patients with stage [ b ~ IV cervical cancer who received DC-CIK cells treatment in the
No. 81 hospital of PLA from Aug. 2011 to Dec. 2014 were enrolled into this retrospective analysis. Clinical response and
changes of lymphocyte subsets and serum levels of tumor makers following the treatment were evaluated. Single and multi-
ple-variable analyses were performed to identify the prognostic factors. Results: For the 39 patients received our DC-CIK
cells immunotherapy, the overall response rate and the disease control rate were 20. 5% and 66.7% respectively. Their 1-
year overall survival rate was 61% , and both 2-year and 3-year survival rates were 46% . While there were no significant
changes in lymphocyte subsets and SCCA levels in patients received the DC-CIK cells treatment, their CA125 levels were
significantly decreased after after the therapy ( 51.79 ws 36.52, P <0.01 ). A single-factor analysis found that lymph
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node as well as distant metastasis can significantly affect the survival time of these patients. The multivariate Cox model in-

dicated that age, lymph node metastasis, and the CA125 level before treatment were significantly associated with the risk

of cancer-related death in the patients. Conclusion: Autologous DC-CIK cells immunotherapy is a safe and feasible treat-

ment for patients with moderate and advanced cervical cancer and it may improve the long-term survival of these patients.

[ Key words ] dendritic cells( DCs ); cytokine-induced killer ( CIK ) cells; cervical cancer; cellular immunotherapy
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Tab. 1 Clinical characteristics and clinical responses of 39 cervical cancer patients
No. Age Pathology type  Differention  Stage Site of Previous treatment Clinical 0Ss
Metastasis therapy cycles response
1 46 squamous high b none c+r 1 PR 38
2 39 squamous middle b none s+c+r 1 SD 38
3 58 squamous low v peritoneum s+c+r 1 PD 11
4 37 squamous middle I none s+r 2 PD 9
5 57 squamous middle b none s+r 1 PR 36
6 52 squamous low b none s+c+r 1 PD 7
7 36 squamous low v multiple s+c+r 1 SD 35
8 72 squamous middle 1% bone s+c+r 1 PD 8
9 69 squamous middle v multiple s+c+r 1 PD 6
10 72 squamous middle v bone s+c+r 1 SD 33
11 36 squamous low v multiple s+c+r 1 PD 13
12 45 squamous middle b none s+r 1 PR 32
13 46 squamous high I\ bone c+r 1 PD 6
14 49 squamous middle I none s+c+r 1 PR 29
15 43 squamous low b none c+r 1 PD 15
16 60 squamous low v multiple s+c+r 1 SD 12
17 36 adenocarcinoma middle b none s+c+r 1 PR 27
18 57 adenocarcinoma middle v peritoneum c+r 1 PD 7
19 46 squamous middle b none s+c+r 1 SD 16
20 39 adenocarcinoma high I} none s+c+r 1 PD 8
21 63 squamous middle v multiple c+r 1 PR 18
22 62 squamous middle 1% multiple c+r 1 PD 5
23 45 squamous middle m none s+c+r 1 PR 17
24 56 squamous middle 1| none s+c+r 1 PR 16
25 49 squamous middle b none s+c+r 1 SD 15
26 61 squamous low I none s+c 1 SD 13
27 51 squamous high I none c+r 1 SD 13
28 47 squamous middle 11 none c+r 1 SD 12
29 55 squamous middle v multiple s+c+r 2 PD 7
30 46 squamous middle 1| none s+c+r 1 SD 10
31 46 squamous middle I none s+c+r 1 SD 9
32 33 adenocarcinoma middle I none s+c+r 2 SD 8
33 63 squamous middle b none s+c 1 SD 8
34 49 squamous middle b none s+c+r 2 SD 7
35 41 squamous middle v multiple s+c+r 1 PD 6
36 57 squamous high 1% multiple s+c+r 2 SD 5
37 61 adenocarcinoma low 1% multiple s+c 1 SD 5
38 34 adenocarcinoma middle I none s+c+r 1 SD 5
39 62 squamous middle b none s 1 SD 4

s:Surgery; c:Chemotherapy; r:Radiotherapy
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Tab. 2 The phenotypes of DC and CIK cell re-

injected to 39 patients cervical cancer

DE Ratio CIK oell Ratio
(% ) (% )
HLA-DR* 91.31 £6.11 CD3* 90.68 £10.74
CDIlc” 90.07 £3.06 CD3*CD4* 15.73 £5.31
CD80 * 92.08 +6.17 CD3*CD8* 63.42 +7.33
CD83 " 88.02 +6.48 CD3-CD56*  6.71 £1.23
CD86 * 91.93 £4.40 CD3*CD56* 17.61 £3.45
CD54* 89.35 +6.48
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Tab. 3 Changes of lymphocyte subsets in peripheral blood of

patients before and after DC-CIK cells treatment( x =5, % )

Lymphocyte Pre-treatment Post-treatment pP
subset
CD3 " 58.20 +£10.91 60.53 +9.85 0.158
CDh4~* 27.92 +£10.78 25.33 £3.33 0.338
CD8 " 27.26 £8.51 31.55 £8.94 0.160
CD4*/ CD8* 1.15+0.70 0.87 £0.31 0.207
CD3 "~ CD56* 19.54 +10.23 16.31 +£5.48 0.148
CD4* CD25* 3.25+1.83 3.07 £0.77 0.683
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Tab. 4 Univariate and multivariate analysis of variables associated with OS in patients with cervical cancer

Mean survival

Variable No.

P
HR 95% CI

( t/month ) (univariate ) ( multivariate )

Age( t/a)
<60 30 24.94 0.318 0.044 0.078 0.007 to 0.935
>60 9 17.54

Metastasis
Negative 24 29.93 0.001 0.282 0.402 0.076 t0 2. 114
Positive 15 13.88

Pathology
squamous 33 23.85 0.641 0.716 1.436 0.205 to 10. 060
adenocarcinoma 6 17.25

Treatment cycles

1 29 22.62 0.612 0.196 0.380 0.100 to 5.597

>1 10 25.79

Lymph node metastasis
Negative 21 28.29 0.016 0.028 0.120 0.018 to 0.797
Positive 18 17.08

Differentiation
Well/moderate 31 25.70 0.228 0.732 1.329 0.262 t0 6.753
Poor 8 16.86

CA125 pre-treatment
Normal 14 25.02 0.561 0.046 0.172 0.031 to 0.969
Abnormal 25 21.38

SCCA pre-treatment
Normal 18 24.97 0.480 0.383 2.144 0.594 to 11.835
Abnormal 21 20. 25
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