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Gabexate mesilate ameliorates bradykinin-related symptoms during
leukocytapheresis in an ulcerative colitis patient with intolerance to
nafamostat mesilate
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(Abstract)

Leukocytapheresis (LCAP) is an effective therapeutic strategy for ulcerative colitis (UC). A synthetic serine
protease inhibitor, nafamostat mesilate (NM), is clinically used as an anticoagulant during LCAP. NM reduces the
bleeding risk and inhibits bradykinin (BK) generation during LCAP. For NM-intolerant patients, NM is usually
substituted with heparin sodium (HS) to perform LCAP. Since HS has no inhibitory property against BK generation,
NM-intolerant UC patients are often compelled to discontinue LCAP due to BK-associated symptoms. Because
gabexate mesilate (GM), a synthetic serine protease inhibitor, also suppresses BK generation, we used GM
instead of NM during LCAP, and successfully prevented BK-related symptoms. Therefore, we conclude that
LCAP is applicable for NM-intolerant UC patients by substituting GM for NM as an inhibitor of BK generation.
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leukocytapheresis with gabexate mesilate
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2 Serum bradykinin level and bradykinin-related symptoms during

leukocytapheresis

% 1 Serum bradykinin levels during leukocytapheresis (pg/mL)

Time (minutes) 0 5 10 15 30 60
inlet side : HS-LCAP 8.5 21.4 72.8 70.6 22.7 18.1
return side : HS-LCAP 150 26,400 3,850 305
inlet side : GM-LCAP 7.2 5: T 5.1 4.8 9.7
return side : GM-LCAP 7.2 749 7.9 8.2 T Il I

HS-LCAP : leukocytapheresis with heparin sodium
GM-LCAP : leukocytapheresis with gabexate mesilate

gabexate mesilate

heparin sodium 1000 IU at the start 300mg/hr continuously

and 2400 IU/hr continuously
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3 Leukocytapheresis with gabexate mesilate
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ACE

B 4 Bradykinin generation during leukocytaperesis and inhibition of
bradykinin generation by nafamostat mesilate and gabexate mesilate
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