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ABSTRACT

Background: Corticotropin-Releasing Hormone (CRH), an important regulator of stress
response, has a potent immunoregulatory effect with the ability to promote the growth
of various cancer through CRH receptor type 1 under stress. Although the metastasized
cancers through cell migration are more aggressive than the primary cancers, little is
known about the effect of CRH on cell migration. Gastric cancer is prone to metastasize
to other tissues and it is reported that gastric cancer is response to various stresses
such as oxidative stress. Herein, we studied the relationship between CRH and gastric
cancer cell migration. Methods: We used gastric cancer cell line, MKN-28 and tested
the CRH receptor type 1 expression on MKN-28 by RT-PCR. To examine the change
in the ability of migration by CRH in MKN-28, cells were incubated with CRH and
then migration ability was measured using a cell migration assay. Results: We confirmed
that CRH receptor type 1 was expressed in MKN-28 and HaCaT cells. The migration
ability of MKN-28 cells was increased by CRH in a time-, dose- dependent manner.
Conclusion: These data suggest that CRH increases migration ability in gastric cancer
cell line and that CRH may be a critical regulator in the metastasis of gastric cancer
cell. (Immune Network 2004;4(4):244-249)
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Figure 1. Expression of CRH receptor type 1 mRNA level in
human gastric cancer cell line, MKN-28. HaCaT cells were used
for positive control. Total RNA (5ng) was isolated from
MKN-28 and HaCaT cells and examined for RT-PCR using
CRH-R1 and B-actin primers. Electrophotesis was petformed on
2% agarose gel.
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Figure 3. CRH-induced cell migration in MKN-28 by migrated
time. MKIN-28 cells were treated with or without CRH 200 nM
for 24 h and collected. CRH treated ce]ls and control (no treated)
cells were placed in the insert (7X10 ’/ml in serum free media)
and incubated for indicated time. Migrated cells were dissolved
in 0.1% acetic acid and then measured at 570 nm. Data are mean

+SD.

Figure 2. The enhancement of cell
migration by CRH in gastric cancer
cell line, MKKN-28 (A) CRH-induced
cell migration in MKN-28 by bar
graph. MKN-28 cells were incubated
with CRH 200 nM for 24 h and
then used for migration assay. After
cells harvest, CRH treated MKN-28
cells and no treated cells (7><105)
in 1.0 ml serum free media were
placed in the insert. Migration cham-
ber was incubated at 37°C CO,
incubator for 48h. Migrated cells
were dissolved in 0.1% acetic acid
and then measured at 570 nm. Data
for bar graphs represent meant
SD. *P<0.05 versus control. (B)
CRH-induced cell migration in
MKN-28 by photography (magni-
fication, x100). Left is control (no
treated) and right is CRH treated

group.
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Figure 4. CRH-induced cell migration in a dose dependent man-
ner. MKN-28 cells were incubated with various CRH con-
centrations (0 nM~400 nM, two-fold dilution) for 24 h and then
harvested. For migration assay, each cells were placed (7><10 /ml
in serum free media) in upper chamber and then incubated at
37°C CO, incubator for 48 h. Migrated cells were dissolved in

0.1% acetic acid and then measured at 570 nm. Data are meant
SD. *P<0.05 versus CRH 0 nM.
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