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[ Abstract]  Objective To compare and analyze differences between two modeling method of mouse pre-eclampsia
(PE), and to provide a reference to select different types of PE animal models. Methods Overall, 24 CD-1 pregnant
mice were randomly divided into LPS control, LPS, R848 control and R848 groups with six mice in each group. Saline or

LPS (4 mg/kg) was injected intravenously via the tail vein into mice in LPS control or LPS groups on days 13~ 17 of
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pregnancy. R848 solvent or R848 (10 mg/kg) was injected intraperitoneally into mice of R848 control and R848 groups on
days 13, 15 and 17 of pregnancy. Systolic blood pressure of the tail artery was measured on days 12, 14, 16 and 18 of
pregnancy. The mice were dissected on day 18 of pregnancy, followed by urine protein/creatinine detection, anti-vascular
generation factor detection, and HE staining. Results Compared with the control group, gestational hypertension occurred
in both modeling method. Blood pressure on days 14, 16 and 18 of pregnancy in the LPS group was (142.16+4.81),
(144.07+£2.91), and (143.31+4.61) mmHg, respectively. Blood pressure on days 14, 16 and 18 of pregnancy in the
R848 group was (154.00+5.29), (147.44+3.24) and ( 140.77 +2.00) mmHg, respectively. Urine protein/urine
creatinine tests showed that the ratio was increased in the LPS model group (P<0.05), but there was no statistical
difference in the R848 group (P >0.05). Compared with the corresponding control group, there was no significant
difference in sFli-1 or sEng expression in the lipopolysaccharide group ( P>0.05) , whereas sFlt-1 and sEng expression was
increased in the R848 group (P<0.01). Compared with the control group, the R848 group had chronic injury of placental
blood vessels, and extensive hyperplasia of syncytiotrophoblasts in pregnant mice. Conclusions Both modeling method
induce symptoms of PE in pregnant mice, such as hypertension, fetal growth restriction, and endothelial dysfunction.
However, the damage caused by the R848 modeling method is more serious and its advantage is a simple operation.
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Figure 1 The systolic blood pressure of caudal artery of
pregnant mice in four groups on the 12th, 14th,

16th and 18th day of pregnancy

K2 R SIS B (mmHg, n=6)

Table 1 The systolic blood pressure of the tail artery of pregnant mice in each group

2151 Groups E12 E14 E16 E18
LPS % HE2H
. 98.17+7.49 99.73+7.24 100. 74+2. 58 105. 44+8. 46
LPS control group
LPS 41 - - -
97.05+10. 96 142. 16+4. 81 144.07+2.91 143.31+4. 61
LPS group
R848 X g4
TR 93.75+4.24 102. 17+5. 10 104.08+1. 16 95.38+4. 00
R848 control group
R848 4
i 101. 47+6. 88 154.00+5. 29" 147. 44+3. 24%% 140. 77+2. 00"
R848 group

1.5 LPS XTHRAAA L, **** P<0.0001; 5 R848 X HRAAA L, ** P<0. 0001,

Note. Compared with LPS control group, “** P<0.0001. Compared with R848 control group,

##p<0.0001.
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Figure 2 Resulis of urinary protein/creatinine of

pregnant mice in four groups
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Figure 3 Results of gross observation, number and weight of pregnant mice in four groups
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Note. A, Soluble FMS-like tyrosine kinase 1( sFlt-1) expression level. B, Soluble endothelial factor ( sEng) expression level. Compared with the

corresponding groups in the same period, ** P<0.0l.

Figure 4 Results of sFlt-1 and sEng expression level in serum of pregnant mice in four groups

e % WAL e % p  ReasxiiEAl  Ressdl

LPS control group LPS group R848 control group R848 group
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Note. A, Placenta. Black arrows, Blue-purple calcium salts. Red arrows, Syncytiotrophoblast hyperplasia. Yellow arrows, Red blood cells.
Blue arrows, Nuclei. Green arrows, Cell calcification. B, Uterus. Red arrows, Vasodilation. Yellow arrows, Red blood cells. Green arrows,
Inflammatory cell infiltration.

Figure 5 HE staining of placenta and uterus of four groups of pregnant mice
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& JE il JK I3 ( periaqueductal gray, PAG) A&, HEI, M PAG(dorsal PAG, dPAG ) XJ X PR B AT 4y 9 i
2 gt HIL i s I — 2D AESE
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