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Abstract: Objective To study the tumorigenicity of expanded activated lymphocytes (EAL) from immunocyte therapy products
and to provide safety data for its clinical application. Methods Total of 80 BALB/c nude mice were divided into four groups:
negative control, positive control (Hela cells), EAL low-dose and high-dose group (1 x 107 and 5 x 107 cells per mouse). Cells were
injected subcutaneously once to observe the clinical symptoms of the formation of nodules or masses in the injection site of nude
mice. Animal weight was weighed two times a week; The volume of tumors was measured to plot growth curve. It would be
confirmed whether the cancer or metastatic tumor form through the pathological examination after HE staining. Results The Hela
cell tumor-bearing mice was constructed successfully, and the tumor formation in the positive mice group was 100%.Within one
week after injection, there were masses growth in the injection site of positive control group and the volume increased gradually
along with the time. Body mass of female nude mice in positive control group increased significantly compared with negative control
group (P < 0.05, 0.01) 20 d after administration, but the body was much thinner. Histopathological examination revealed that the
positive control group contained subcutaneous tumor cells with foci/nests/lumps like hyperplasia, tumor necrosis accompanied by
infiltration of inflammatory cells, with or without infiltration and hemorrhage of true dermatitis cells,. However, neither the EAL

low-dose group nor the EAL high-dose group showed tumor-like lesions in the clinical observation and histopathology, and the
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growth trend of body mass was consistent with that of negative control group. Conclusion The immunocyte therapy product EAL

appears to be safe and without tumorigenicity in BALB/c nude mice.
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Fig.1 Masses growth curve of female (A) and male (B) nude mice in positive control group
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Fig.2 Body mass changes curve of female (A) and male (B) nude mice

34 FREBFEHRELER
FITE AN S AE 25 25 56 3 R VRIS 5
RH A5 REAL IR 3 A8 V-2 S AE 25 2956 7 IR Ik

INERE T SERLE VIR SIS W BRI EAL 41
K15 A s fE 4 2 3 A AT 7 kRlEs; B
P HEZH AR A ] DL s 2 B~ A A A B


zazhishe
高亮


L¥egtat %, Drug Evaluation Research 35 4174 23] 201842 A

°233 .

e R AT AL DR SR/ R, AL
GERE S EILER . SR AT 2R P
S (P 3). EAL 415 YRR LA WA 5% 0
RIS

x4 BT L A
3 PRMEXTEREMY) HE RELER
Fig.3 Hematoxylin-eosin staining of tumor after injection
in positive nude mice
4 e

HILEARGE AL A 29 A S — Al b, A0
TIT AR RO I SR P E S, Fe 3B 4T o ME e
F, ARSI R ] BALB/c #R B S e 41 a7 7
d EAL ) SORVEREATAIE S, DA DRAIE S8 Bcdf 1 S m]
52, DAL GLP 4 AF N7 .

BALB/c 2 —F 11 54k bR gREE
(nw) RARARRN, HERETICE, MRER R
B, T kLA sk, SR RNk, AR
T 23R Gy AE B ERS R LTI AN K A 1 e s B
JEAF AL S PR RO 2 e pl B S B R
BE % B AL FH] HeLa 413 71 5 2X 10%/ /N
I st 2 e Sk A AT TSR A R, e B
TEX TR A 2 X 10% 5 B i e TG 1107/
H, RN 5 A5 S ik N R e

Zy S T R PE SRR EOK, RS S
AT 10 J BHPEXS IRAL N 2220 9 HA HEAT PR MR
I, SRR AT FHECES B s, IR
PLMEARIAE -, AR T IREERK, KM
RO P N IR Y EAB T, PR
BUZE MR R RAL se (o, BHAEXT HEZH MERESL 20
REWes 2y Ja aia AT e R AR, R R A%
A 100%, RIhEEN. BALB/c 4R BRI L

Fiiler Jr il I U B R AL, AT B XS
ek L7/ ba R AL 7/ oAl BN R PSRN
JHUR/BPCRIE L I DU AR T, TR AT
TP AN R R s G B e B A s A
FZR VLM NIRE, AR RE IR e e B
X HEEH BRI (R AR R IR o S R L ZH VEAL

% AL AR WA AR AR, R sc EAL X}
BALB/c #f A EL A Algs k.

SXE R

[1] YuR, Yang B, Chi X, et al. Efficacy of cytokine-induced
killer cell infusion as an adjuvant immunotherapy for
hepatocellular carcinoma: a systematic review and
meta-analysis [J]. Drug Des Devel Ther, 2017, 11:
851-864.

[2] Jiang J, Wu C, Lu B. Cytokine-induced killer cells promote
antitumor immunity [J]. J Transl Med, 2013, 11: 83.

[3] Introna M, Golay J, Rambaldi A. Cytokine Induced Killer
(CIK) cells for the treatment of haematological neoplasms
[J]. Immunol Lett, 2013, 155(1-2): 27-30.

[4] Kuroda T, Yasuda S, Sato Y. Tumorigenicity studies for
human pluripotent stem cell-derived products [J]. Biol
Pharm Bull, 2013, 36(2): 189-192.

[5] GuE, Chen WY, Gu J, et al. Molecular imaging of stem
cells:tracking survival, biodistribution, tumorigenicity, and
immunogenicity [J]. Theranostics, 2012, 2(4): 335-345.

[6] SLfER, 4 =, BT 5%, A% Balb/c BREANIITA
M E08 S5 (0] T E 48U TR ST, 2014, 18(6):
888-893.

(71 % WL 2K S F ol -0 R R
BRGSO P S A0 RMG-T 4 B P S0 P R 8 2F
JRA T AR R [J]. R B R 2 24, 2010,
39(7): 505-517.

(8] <ML, MRHELH. W7 BT 4G B 5 s s
FIA A=A EURTE (1), P EAZ RIS
IGREREE, 2010, 14(45): 8478-8482.

91 ZFBE, ik A, FE, 5 NG 7540
OB TETIT (0], KR 2, 2013, 41(2): 152-154.

[10] F*dih, BRAMME, VRRIER, S5 Fhae 140 M 2R B0 E
PRSI (0] T EAY SRR, 2012, 12(6):
730-731.

[11] HEAR, 2UkM, MR8, 55 AR 78 5T 40
50 BE T B E 3 RVESUR PE RSB E ST (9] L AR B 24,
2010, 50(3): 46-47.

[12] EMNI, #/0A, 5k 01, 45 CTX Gl B
B T RO SE 5 MR [J]. AEER, 2014(1):

75-80.
[13] JEUELE. e BRMEET = #j% HeLa A1 Siha 41 AR SR A
SR BRSSOV SEBGREST [D]. JRM: SR INREE, 2011.

[14] Ak, feWAR, B4, & 5% iR gn e 4148
TEAN ) RIS AR N RS TR EB AL 1R B s o [0, R R 2R
TR SRR RES, 2011, 15(28): 5205-5209





