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Abstract: This study is to investigate the effect of ZL-004 on normal mouse and mice with leukopenia

induced by chemotherapeutic agents.

5-Fluorouracil were administered intraperitoneally to mice to develop

leucopenia, and the mice were treated with ZL-004. The number of peripheral leukocytes and the percentage of

granulocyte in total WBC were examined. The results are that ZL-004 markedly raise peripheral blood leukocytes

in the normal mice and the mice model of leukopenia.

So, ZL-004 could protect mice against 5-fluorouracil

damage and raise peripheral blood leukocyte. Features of bone marrow smears is myeloproliferative hyperactivity

in the mice, particularly the matured granulocytic series were observed. The mechanism of ZL-004 is to act on

the mouse bone marrow causing proliferation and differentiation.
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Table 1 Effect of ZL-004 on WBC count of normal mice peripheral blood and percentage of neutrophil (NE) of total WBC (WBC
unit: x10*uL™)

do d3 ds d7 d10

Oroup WBC  NE/% WBC NE/% WBC NE/% WBC NE/% WBC NE/%
G-CSF 74+07 297+72 196187 529+43" 175117 60.7+54" 215+1.7" 659+62" 79+08 363+2.6
(22.5 pgrkg M sex7d
ZL-004 78+0.7 342456 195+1.6"7 768+89™ 283+1.7" 885+102" 262+1.8" 86.1+9.6" 114+1.1" 520+4.7
(20 mg-kg ™) igx7 d
ZL-004 82+0.7 303+64 143+1.6" 62.0+78" 15.6+14™ 664+10.6" 188+12" 658+7.7" 93+10 447+39
(10 mg-kg ") igx7 d
ZL-004 85+0.6 289+51 95+09 351+56 98+1.1 380x6.7 92+1.0 414+84 7.1+0.6 289+37
(5 mgkg ) igx7d
Control 74+06 304+79 84+06 321+67 79+07 29.9+8.1 72+07 313+58  75+0.6 34.1+6.0

n=10, x+s. 'P<0.05 P <0.01vs control group
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Figure 1 Effect of ZL-004 on bone marrow smear of mice (HE, x200). A: ZL-004 (20 mg-kg ', ig); B: ZL-004 (10 mg'kg™, ig);
C: ZL-004 (5 mgkg ', ig); D: G-CSF (22.5 pg'kg ™', sc); E: Control

Table 2 Effect of ZL-004 on WBC count of 5-FU model mice peripheral blood and percentage of neutrophil (NE) of total WBC (WBC
unit: x10*uL™)

do d4 d6 ds d11
Group WBC NE/% WBC NE/% WBC NE/% WBC NE/% WBC NE/%

5-FU model 7.6£03 266+23 3.0£02 68+1.0 04+01 26+10 4206 06+02 60+04 126+18

(150 mg'kg ", ip)

G-CSF 75+05 274+29 3.0+03 62+09 43+£04 9.6=13 108+19" 302:4.0" 22.1+42" 825+92"

(22.5 pgkg My sex7d

ZL-004 72+0.6 304+34 28+02 75+09 44+03 108+24" 105+27 289+48" 184+21" 86.7+10.7"

(20 mg-kg ) igx7 d

ZL-004 69+05 298+3.0 3.1£0.1 59+05 37+04 74+19° 9.6=19" 303+3.7" 146+20" 472:67"

(10 mg-kg ") igx7 d

ZL-004 70+£04 248+22 27+01 72+08 1.6+02 22+19 5312 1.1+03 86+1.1 164£3.0

(5 mgkg ) igx7d

Control 68+03 30543 69+1.17 299+29" 78+0.7" 304=42" 77+1.0° 267+33" 6909 30165

n=10, x+s. 'P<0.05 P <0.01vs5-FU model group
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