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ABSTRACT Objective: To investigate the expression of HIF-1a/VEGF in villus tissues of patients with missed abortion and its rela-
tionship with microvessel density. Methods: Immunohistochemical method was used to detect the microvessel density (MVD), expression
of HIF-1aw and VEGEF in villus tissue of 30 cases of induced abortion and 30 cases of missed abortion. HTR8/SVneo cells were cultured
under hypoxic (1% O,, 5% CO,, 94% N,) and normoxic (20% O,, 5% CO,, 75% N,) conditions, respectively, and HIF-1a expression was
knocked down by transfection of HIF-1a siRNA. The mRNA and protein expression of HIF-1 o and VEGF in HTR8/SVneo cells were
analyzed by qRT-PCR and Western blot. In addition, the effects of hypoxia and HIF-1 « siRNA on tubule formation of HTR8/SVneo
cells were evaluated by tubule formation experiments. Results: The MVD in the missed abortion tissues was significantly lower than that
of induced abortion tissues (7.22+ 0.55 vs 14.65% 1.12, P<0.05). The expression of HIF-1a and VEGF in missed abortion tissues was
significantly lower than that in induced abortion tissues (P<0.05). Both HIF-1a and VEGF expression were significantly positively corre-
lated with MVD. Hypoxia significantly up-regulated the mRNA and protein levels of HIF-1a and VEGF compared with normoxia (P<0.
05). Transfection of HIF-1a siRNA significantly down-regulated the mRNA and protein levels of HIF-1a and VEGF (P<0.05). Compared
with normoxia, hypoxia significantly promoted tubule formation in HTR8/SVneo cells (P<0.05), whereas transfection of HIF-1a siRNA
significantly inhibited tubule formation in HTR8/SVneo cells (P<0.05). Conclusions: Loss of hypoxic environment and inhibition of
HIF-1a/VEGF during placental development may be a mechanism for the occurrence of missed abortion.
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Fig.1 Microvessel density (MVD) in induced abortion and missed abortion tissue samples (x 400)
Note: Compared with the induced abortion group, *P<0.05.
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Fig.2 Expression of HIF-1a and VEGF in induced abortion and missed abortion tissue samples (X 400)

Note: Compared with the induced abortion group, *P<0.05.
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Table 1 The correlation between HIF-1a/VEGF and microvessel density (MVD)
Induced abortion Missed abortion
Correlation
HIF-1a VEGF MVD HIF-1a VEGF MVD
HIF-1a 1
Induced abortion VEGF 0.757* 1
MVD 0.633* 0.598* 1
HIF-1a 0.679 * 0.446 * 0.348 * 1
Missed abortion VEGF 0.437 * 0.648 * 0.387 * 0.726 * 1
MVD 0.489 * 0.389 * 0.559 * 0.673 * 0.737 * 1

Note: * Indicates significant difference, P<0.05.
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Relative expression of HIF-1 ¢ mRNA

Relative expression of VEGF mRNA

B 3 SRERKEES HIF-1a siRNA Xt HTR8/SVneo ZHffIH HIF-1a #1 VEGF mRNA 3352508
Fig. 3 Effect of hypoxia and transfection of HIF-1a siRNA on HIF-1« and VEGF mRNA expression in HTR8/SVneo cells

Note: A: HIF-1a; B: VEGF; Compared with normoxic group, *P<0.05; Compared with hypoxia+si-NC group, “P<0.05.

Relative expression of HIF-1 a protein

Relative expression of VEGF protein
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B 4 SREFKFEH HIF-1a siRNA Xt HTR8/SVneo #iffif HIF-1a #1 VEGF & B RiLHISMT
Fig. 4 Effect of hypoxia and transfection of HIF-1a siRNA on HIF-1a and VEGF protein expression in HTR8/SVneo cells

Note: A: HIF-1a; B: VEGF; C: typical band of Western blot; Compared with normoxic group, *P<0.05; Compared with hypoxia+si-NC group, “P<0.05.
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Fig.5 Effect of hypoxia and transfection of HIF-1a siRNA on HTR8/SVneo cell tubule formation

Note: Compared with normoxic group, *P<0.05; Compared with hypoxia+si-NC group, “P<0.05.
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