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Luminal Administration of a Water-soluble Carbon Monoxide&#8211;releasing
Molecule (CORM-3) Mitigates lIschemia/Reperfusion Injury in Rats Following
Intestinal Transplantation

Obara, Takafumi
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Orthotopic_syngeneic intestinal transplantation was performed in Lewis rats
following 6h of cold preservation in Ringer solution or UW solution. Saline containing CORM-3 (100u
M) or its inactive counterpart (iCORM-3) was intraluminally introduced in the intestinal graft
before cold preservation. Histopathological analysis of CORM-3 treated grafts attenuated an erosion
and blunting of the intestinal villi. CORM-3 significantly inhibited upregulation of proinflammatory

mRNA levels, ameliorated intestinal morphological changes, and improved mucosal barrier function.
Additionally, CORM-3 grafts increased recipient survival rates. Pharmacological blockade of soluble
guanylyl cyclase activity significantly reversed the protective effects conferred by CORM-3,
indicating that CO partially mediates its therapeutic actions via soluble guanylyl cyclase
activation. Our study demonstrates that luminally delivered CORM-3 provides beneficial effects in
cold-stored rat small intestinal grafts.
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