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Establishment of human acute myeloblastic Leukemia M, type nude mouse model

Liu Yuan, Dong Rui-hong, Li Yu-hua, Wang Ya-ya, Wu Jing, Huang Rui, Deng Lan, Song Zhao-yang, Lu Zhi-gang, Hu Hai-yan

Abstract

BACKGROUND: It is easy to established human solid tumor nude mouse model, but for leukemia which is difficult. We inhibited
immune system further by radioactive ray or CTX, to decrease cost and increase the stability.

OBJECTIVE: To establish a human acute myeloblastic leukemia M, Kasumi-1 models containing AML/ETO positive genes in
BALB/c nude mouse.

METHODS: Nude mice were randomly divided into three groups: CTX group was injected CTX 2 mg/day in abdominal cavity for
two days, and injected 8x10%/mouse Kasumi-1 cells in caudal vein next day; irradiation group was exposed to total body
irradiation, and injected 8x10%/mouse Kasumi-1 cells in caudal vein that day; untreated group was inoculated with 8x10%mouse
Kasumi-1 cells by caudal vein injection. Three additional mice were considered as the normal control group. The blood smearing
and bone morrow slides were detected, immunity type of BMC was detected using flow cytometry, loading of leukemic cellular
tumor was detected using RT-PCR, and positive ratio of AML/ETO fusion gene was detected using FISH method.

RESULTS AND CONCLUSION: After inoculated into untreated nude mice by caudal vein injection for 14 days, the ratio of

leukemia cell in blood smearing was 3.5%, and over 40% in bone marrow slides, which was equal to the results of FISH and FCM.

The increasing of tumor loading was time-dependent. For irradiation group and CTX treated group, the tumor loading was higher
that untreated group, and the cells also survived more than 60 days. AML/ETO band was observed by RT-PCR in all
experimental groups, for normal mice it was negative. The results indicated that the systemic disseminated leukemia model was
established successfully by caudal vein injection 8x10%/mouse Kasumi-1 cells in the three experimental groups.
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1: CTX group; 2: Irradiation group; 3: Untreated group; 4: Normal
control group

Figure 1 mRNA level of AML/ETO fusion gene expressed
on all groups
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Table 1 Change of blood cells and bone marrow cells after
transferring leukemia cells

PBC
Time Cell count of WBC (1X109) Ratio of leukemia cell (%)
1 2 3 1 2 3

14d 23 23 21 4.5 25 0
21d 3.1 3% 3.2 6.0 7.5 4.5
28d 3.9 3.9 34 14.0 15.5 11.0
42d 5.2 5.4 5.1 21.0 20.0 17.5
60d 8.7 8.7 8.2 37.0 39.5 34.0

Bone marrow

Ratio of AML/ETO
positive cell (%)

Ratio of leukemia Ratio of CD45 posi-
Time cell (%) tive cell (%)

1 2 3 1 2 3 1 2 3

14d 320 36.5 285 346 306 292 320 36.0 28.0
21d 475 46.0 455 439 454 443 475 465 455
28d 635 655 615 604 66.8 60.7 635 66.0 63.0
42d 80.0 815 775 824 807 782 800 820 805
60d 925 935 885 946 962 90.2 925 93.0 89.0

1: CTX group; 2: irradiation group; 3: untreated group

Red

Yellow Green

White

White arrow: any hybridization probe are not observed in mice cells;
AML (red), ETO (green), and AML/ETO (yellow) gene recombination
signals are observed in tumor cells

Figure 2 Detection of AML/ETO fusion gene by FISH me-
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