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Plasmic kallikrein-kinin system activation in adjuvant arthritis rats
Zhu Jie' > Wang Di* Chen Jingyu® et al
(' Dept of Ophthalmology The First Affiliated Hospital of Anhui Medical University Hefei 230022;
*Institute of Clinical Pharmacology Anhui Medical University Key Laboratory of Anti-inflammatory and
Immune Medicine of China Education Minisiry Hefei 230032)

Abstract Objective To detect activation of plasmic kallikreinkinin system ( KKS) in adjuvant arthritis ( AA)
rats and observe the effects on paw edema as well as systemic inflammation of kallikrein inhibitor PKSI-527. Meth—
ods SD rats were injected with Freunds complete adjuvant to establish AA rats model semiquantitative scores
were used to estimate the paws and systemic inflammation. Levels of plasimic prekallikrein ( PK)  high molecular
weight kininogen ( HK) and bradykinin ( BK) were detected by ELISA expressions of BK receptor BIR B2R mR-
NA in blood were detected by real4ime quantitative PCR. The activation of KKS and inflammatory scores were also
evaluated in AA rat treated with PKSI-527. Results  After injection with Freund’s complete adjuvant SD rats de—
veloped secondary inflammation in multisites including non-injected paws. Levels of BK and HK in AA rats were
elevated compared with normal rats ( P <0.05) but not PK ( P >0.05) . After injection with PKSI-527 in AA
rats there was obvious decrease of BK HK as well as PK in AA rats ( compared to vehicle group P <0.05).
BIR and B2R mRNA expression which assayed by real-time PCR showed that over-expression of BIR and B2R in
AA rats intraperitoneal injection with PKSI-527 could down-regulate BIR and B2R mRNA expression. After injec—
tion with PKSI-527 the edema of paw was relieved when compared the mean volume of contralateral paw edema
on day 24 with vehicle rats ( P <0.05) . PKSI-527 could decrease inflammatory score in AA rats but without sta—
tistic significance ( P >0.05) . Systemic inflammatory scores were decreased in AA rats after treated with PKSI-527
( compared to vehlcie group P <0.05) . Conclusion Plasmic kallikrein kinin system ( KKS) is activated in AA
rats and kallikrein inhibitor PKSI-527 can obviously relieve the inflammation of AA rats.
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