Chinese Journal of New Drugs 2021,30(16)

- EXHA G H T AL -

FIRLE M B EMIT K 8L R A Rk E
(FPEE¥MEFRALTMMEXRANAEN | HAERANAARE AR IR AR TER LR E,
2EBEMRANEELHAA R LT T E L LR E, LT 100050)

[(fZE] BB EMEW CCIS0I3 xtm KRB MENGH IFNLEH L AR, AL EEES A
B (xanthine oxidase , XOD) F M4 H x W WL F H AT H £, AEZ: o0 Wgals5EM g R nE DR HE
A UL AT R E A P M TR 2, AN R B A B CC18013 4 A 5 4y o Jk B AP 09 % vl 1K 4B 5 7 = 4 0
CC18013 %] XOD & M8y ft 7 s W EZ H x5 F B e /N B v An 21 48 XOD W& My Bl o Far B o i &
5 XOD WA EAEA . CCI18013 B REE (ig) 4% MEAXMNEF ICR NRAKEHKE - HRENT W, &
B4 CCI8013 AR A BER MM X B RBMER, RIKA KA EH0.5mg-kg™' o HE AL 4] XOD %
BB 4 ) R JE (1C,) 4.6 nmol- L™ (K9 81 £ K AT 5 /N7 XOD &, 2Tt ErH 5 XOD #4&
BRI EE A . e 0k B (po) 500 mg-kg A E T, fh A 4 CC18013 xf E % ICR MNR KL B F B R
BLo &5 M4 4 CC18013 & 4% Jk BR i AE 25 R %0 58 EL % 4 M A 4F B9 XOD #7141 7 .

[XER] FRBLIE; KRB, HEZD AN

[HE4S%XE] R6S [ XHAREE] A [XE=HE] 1003 —3734(2021)16 — 1460 - 06

Experimental study of the anti-hyperuricemic effect of compound CC18013
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[ Abstract] Objective: To study the anti-hyperuricemic efficacy, assess the safety of compound CC18013,
and explore its possible mechanism related to xanthine oxidase ( XOD) inhibition. Methods: By establishing the
acute and chronic hyperuricemic mice models and use of febuxostat as the positive control drug, the effect of
CC18013 on serum uric acid levels was detected; the XOD inhibiting ability of CC18013 was determined using in
vitro XOD model. The effect of CC18013 on serum and tissue XOD activity in hyperuricemic mice was measured.
The interaction between CC18013 and XOD was analyzed by molecular-docking. The body weight change and general
state of the mice were observe after a single dose treatment of CC18013. Results: CC18013 dose-dependently
reduced serum uric acid levels in vivo, with the lowest effective dose of 0.5 mg-kg ~'. Tts IC, value of XOD inhibition
in vitro was 4.6 nmol-L~". Moreover, it significantly inhibited XOD activity in liver and small intestine. Molecular-
docking result indicated that it had a strong interaction with XOD. It showed no evident toxicity under the single
dose of 500 mg-kg~'. Conclusion; CC18013 is an XOD inhibitor with strong anti-hyperuricemic effect and high
safety.
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