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[Abstract]  Objective To investigate the effect of silencing heme oxygenase-1 ( HO-1) on the progression of
leukemia in xenografted mouse models of acute monocytic leukemia (M5). Methods U937 cells were infected with a
lentivirus to silence expression of HO-1. Then, modified U937 cells were subcutaneously injected into the armpits of NOD/
SCID mice to establish M5 xenografted mouse models that were divided into blank and experimental groups (U937,
vehicle, and siHO-1 groups). Subsequently, the tumor formation time, tumor volume, tumor infiltration into surrounding

tissues, peripheral white blood cell and platelet counts, hemoglobin content, and survival time of the mice were assessed.
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Results Fluorescence microscopy and Western blot confirmed successful infection. After formation of an axillary mass, an

increased white blood cell count and leukemic cells in peripheral blood and expression of CD13, CD14, and CD64 in bone

marrow indicated successful establishment of the xenografted mouse models. Compared with the U937 and vehicle groups,

there was a significant increase in disease latency in the siHO-1 group ( P<0.05). Xenografted mouse models with HO-1

downregulation developed tumors more slowly (P<0.05), and the peripheral white blood cell count was increased and

platelets were decreased more slowly( P<0.05). Mice in the HO-1 downregulated group survived significantly longer than

those in the other two groups (P<0.05). Conclusions Silencing expression of HO-1 may slow the progression of leukemia

in M5 xenograft mouse models.
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Figure 2 Expression of HO-1 after transfections

was detected by Western blot
Figure 1 Positivity of lentivirus transfections observed by

fluorescence microscopy
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Figure 3 Comparison of axillary mass between blank
. Vehicle group.
group and experimental group
Figure 4 Morphology of leukemia cells in the peripheral
blood of blank group and experimental group

(Wright Giemsa staining)
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Figure 5 Flow cytometric analysis of the mouse bone marrow cells
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Figure 6 Tumor formation time in M5 xenograft

mouse model
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Figure 7 Tumor volume after tumor formation in M5

xenograft mouse models
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Figure 8 Pathological morphology of subcutaneous mass in M5 xenograft mouse models
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1 BA/NESNE LA AT AR (545, x10°/L,n=6)
Table 1 Changes in peripheral blood white blood cell counts of mice in each group
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ZS 4
2.94+0. 85 2.90+0. 53 3.11+0.51 2.95+0.73 3. 15+0. 61 3.04+0. 47
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4
oA 3.070. 63 2.94+0.55 3.3220. 41 4.56£0.53"  9.12:1.09" 14.31£2.27
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ULj( 10-12) 2.80+0. 68 2.98+0. 57 2.95+0.79 3.01+0. 62 3.09+0. 68 4.24+0.71"
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22K
2 AL 2.91+0.73 3.06+0. 69 2.93+0.73 4.15+0.58" 9.51+1.51™ 15.75£1.55™

Vehicle group

T 528 4L EE, * P<0. 05, ** P<0. 001,
Note. Compared with the blank group, * P<0.05, " P<0. 001.

F2 AH/NESMEAMI G AE M (245, x10°/L,n=6)

Table 2 Changes of peripheral blood platelets counts in each group
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2SR A
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511.83+73.90 505.01+63. 12
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495. 67+50. 84 378.35£67.75"  310.41+49.30" 173.03+58.59 ™

A A AL, © P<0.05, ™ P<0. 001,
Note. Compared with the blank group, * P<0.05, ** P<0. 001.
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Table 3 Changes of peripheral blood hemoglobin in each group
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. 52 HAL A, " P<0.05,
Note. Compared with the blank group, * P<0. 05.
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Figure 9 Survival curves of mice in each group
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