- 1968 - Hasgaatz Drug Evaluation Research FE402EFE108 2019F108

[ 243749 ]
R BY B4R EAL £ CSTBL/6 NR P EE R A S MR

wWoOBU, & BE, OB U, ik W, £ R, O, skk, Ok, EFEE!
1. ] o 2 G 2 T 9 B 1) R 249 2 A VTN B 0 AR 0 29 3R I PR 2 A VPN BT e db T B S8 =, kg 100176
2 LR REYHSARAR, JbET 101111

B E: BY AR EEL T RIS BN EAL, HRELFRIERN, NIREN R & ERE. 5% XM
C57BL/6 /MBS, WAL BB RIUE A, &AKIHE A3 E TR AL BT R G (1.5%10% ) RmiiiliE (1x
10773) Ho ATURH36 R, HEATHEEIERI . & ARG MR8 o A0 I T vk B 4 6 0B 20 A U 5 s KA 22
S RH SR AR A, B 24 R, BT R ENE, ARG y-THiE (IFN-y) ZK-PRIAR JE (LT 94k B 40 I S 30 20 A1 I 5 o
B MR, Bk e 2, MR LR, 1T IR, KEWIN28 do SR EH LT EAL 0l e £ {f CSTBL/6 /N LA i
AR EII (P<0.05). IFN-y kil 45 8 27 45 25 4 4 A Gl I 18] 2 TFN-y ZKSF- Ty o 2430 38 25 A £ 4 R o 2 T4t
R I E AR R A B W I A b B S R B e i I A R 22 1) 95 7 R R sl AR AT AT A X At
VEA Fe bR R B R . 2538 CSTBL/6/NRE R LA T EAL, W REZx SR Eh R &, A S A8 n DA S i A4 2% oo i
MG GAREVEA R 2, K WA S B2 N . 445 N EAL 3E NI RS0 2452 7 kAt

FEIE: MRIAYT; EAL; CSTBL/6/NR 4tk

FESES: R4 XEkFRERE: A NERS: 1674-6376 (2019) 10-1968-07

DOI: 10.7501/j.issn.1674-6376.2019.10.009

Toxicity investigation of Expanded Activated Lymphocytes in C57BL/6 mice
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Abstract: Objective EAL was repeatedly administered to mice to investigate its toxicity and provide a safety basis for clinical
application. Methods C57BL/6 mice are randomized into two parts, A and B. Each part including negative control group, the
vehicle control group, low dose group (1.5x10° cells per mouse) and high dose group (1x107 cells per mouse). 36 mice in each group
of part A and 24 mice in each group of part B. All animals were administered by intravenous injection of EAL for seventeen times
with 28-day recovery. For A groups, mortality, clinical signs, body weights, food consumption were measured, and hematology,
clinical chemistry analysis, T lymphocyte subset assay in peripheral blood and grossly pathological and histopathological
examination were conducted at terminal and recovery necropsy respectively. IFN-y level and T lymphocyte phenotypes in peripheral
blood were measured for satellite animals in B groups. Results Following repeated administration of different doses of EAL, it was
found that body weight and food consumption were markedly elevated in C57BL/6 mice (P < 0.05). Histopathological examination
showed that the extent and/or frequency of the lesions in the low-dose group and the high-dose group were aggravated by the
administration of the test product. The test products had no significant impact on other evaluation indicators. Conclusion Repeated

EAL administration in C57BL/6 mice may increase animal body weight, food intake, spleen germinal center and dyeable
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macrophages. No other related toxicological reactions were observed. The results laid a foundation for EAL to enter clinical trials.

Key words: immunocyte therapy; EAL; C57BL/6 mice; safety
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Table 2 The incidence of pathological changes in injection site
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