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Anti-tumor activity of cytokine-induced killer cells against cervical cancer cells in
vivo and in vitro

HU Bi-cheng', JIANG Xiang-bing”, MA Wei', CUI Tian-pen'( 1. Department of Clinical Laboratory, Wuhan First Hos-
pital, Wuhan 430022, Hubei, China; 2. Department of Obstetrics and Gynecology, Wuhan First Hospital, Wuhan
430022, Hubei, China )

[ Abstract ] Objective: To investigate the anti-tumor activity of cytokine-induced killer cells ( CIKs ) against cervical
cancer cell lines, CasKi and Hel.a in vitro and in vivo. Methods: The CIKs were induced from peripheral blood mononu-
clear cells ( PBMCs ) of patients with cervical cancer using an improved method, which only used IL-2 and anti-CD3 anti-
body, without IFN-y; CIKs were sorted using FACS. The levels of IFN-y, IL-2 and TNF-a in culture supernatants of
CIKs were determined by ELISA. The anti-tumor activities of CIKs against CasKi and HeLa cells were determined by LDH
assay. The nude mouse xenograft models of cervical cancer cell lines, CasKi or HeLa cells, were established, and 1 x 10°
or 1 x 10" CIKs were administered intravenously once a week for three weeks, then the tumor volumes and weights were
measured. Results: CIKs were successfully induced from PBMCs of cervical cancer patients by IL-2 and anti-CD3 anti-
body, with CD3 *CD56 " cells greatly expanded. CIKs produced significant amounts of IFN-y and TNF-a, but few IL-2,
after PHA stimulation. CIKs dose-dependently killed CasKi and Hela cells with a maximum killing rate reaching 43% and
46% , respectively. In addition, the in wvivo anti-tumor experiments demonstrated that CIKs remarkably inhibited the
growth of subcutaneous tumors in nude mice ( P <0.01 ). Conclusion: The improved CIKs expansion method used in our
study is feasible and the resultant CIKs have remarkable cytotoxicity against Caski and HeLa cells both in vivo and in vitro.
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Fig.1 Phenotypic characterization of CIKs
A-D: PBMCs; E-H: PBMCs cultured with anti-CD3 and IL-2 for 5 d; I-L: PBMCs cultured with anti-CD3 and IL-2 for 14 d
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Fig.3 CIKs killed CasKi and HeLa cells in a dose-dependent manner

A: PBMCs and CIKs against CasKi cells; B: CIKs against CasKi and HelLa cells
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Fig. 4 Anti-tumor activity of CIKs against CasKi and HeLa cells in nude mouse xenograft models
** P <0.01 vs CasKi + PBS or Hela + PBS
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XHE/RTE DNA $HA545 0T , USP10 [RIARE AT LAFESE P53 BYF6iA . DNA 0/ SHUME S 18 A AR 74 MIA% I, 1 USP10 & A7 7 il
JiH, USP10 J&/BERES 50 P537 VEETEC I MEZ 2] DNA B ET, USP10 H M5t 1) SiA% #6007, ¢ HLix USP10 ik iy L iR
s 5% ATM A BFER AL T o ffT38 & B, USPLO A B Ji e 41 e i Ji s 26 40 rb (19 238 B A6 T 1IE 3 B 4 A A 41 21, 4R
USP10 AT FEH0 ) B 04 & AR 5 VR I T B i se B8R 52, USPL0 AT EF A= 1 P53 B B WA fs i AR . G AR R I T
USP10 AJAE S —F0 B g 50 P (e S . 28 BTk /& & B USP10 w] 292 4L P53, NIk 2 P53 M H 2 7, i H A &
BILE Y2 EVE . R, USP10 & —Fhi iy P53 JeH 1 F

( E#HMF, 254 B, Yuan J, Luo K, Zhang LZ, Cheville JC, Lou ZK, et al. Cell, 2010, 140( 3 ), 384-396 )



