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Abstract
AIM: To investigate the expression of apoptosis inhibi-

tory protein 2 (IAP-2) in pancreatic cancer cell PC-3
under severe hypoxia, and to explore its relation with
hypoxia inducible factor 1(HIF-1).

METHODS: PC-3 cells were cultured under different
conditions as follows: normoxia; 20 mL/L O,,
50 mL/L CO,, and 930 mL/L N, for 4 h (hypoxia);
950 mL/L N, and 50 mL/L CO, for 1, 3, and 5 h,
respectively (severe hypoxia); reoxygenation after
1 h of severe hypoxia; normoxia with colalt chloride
(300 ymol/L). Immunocytochemistry was used to
qualitatively evaluate the expression of IAP-2 protein.
After extraction of cytoplasmic and nuclear proteins,
Western blot was used to quantitatively determine the
expression of IAP-2 protein, which was compared with
the expression of HIF-1 protein. Then the expression
of IAP-2 mRNA was detected by reverse transcription-
polymerase chain reaction (RT-PCR).

RESULTS: IAP-2 protein was positively expressed in

the cytoplasm of PC-3 cells. There was no significant
difference between the expression levels of IAP-2
protein under normoxia and hypoxia. The expression
of IAP-2 protein was markedly increased (¢ = 3.300,
P <0.05) 1 h after severe hypoxia and remained
high at 3 or 5 h. There was no significant difference
among different time points (P <0.05). Reoxygenation
led to basal expression of IAP-2 protein and mRNA.
HIF-1 expression was undetectable in normoxic PC-3
cells, but it was induced by hypoxia. Under severe
hypoxia, HIF-1 was modestly expressed, but IAP-2
was abundantly expressed. After reoxygenation, the
expression of HIF-1 disappeared, and IAP-2 returned
to the basal level. Colalt chloride activated HIF-1
but not IAP-2. One hour after severe hypoxia, the
expression of IAP-2 mRNA was evidently higher than
that under normoxia (f = 6.900, P <0.05) and remained
high at 3, 5 h. There was no significant different among
different time points (P >0.05).

CONCLUSION: Severe hypoxia induces the up-
regulation of IAP-2 in PC-3 cells through HIF-1-
independent pathways.
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