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[ Abstract | Objective: To investigate the effect of high-altitude hypoxia on the
pharmacokinetics parameters of gliquidone. Methods: Twelve healthy male Wistar rats

were randomly divided into plain group and high-altitude group with 6 rats in each group.
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Blood samples were collected after intragastric administration of gliquidone (6.3 mg/kg).
Ultra-fast liquid chromatography-tandem mass spectrometry (UFLC-MS/MS) was used to
determine the concentration of gliquidone in rat plasma samples. And the expression of
CYP2C9 in rat liver tissues was determined by Western blotting. Results: Compared with
the plain group, the peak concentration of gliquidone in the high-altitude rats was
significantly increased, the absorption rate constant was decreased, the elimination rate
constant and the absorption half-life were increased, the elimination half-life was shortened,
the mean residence time and apparent volume of distribution were decreased (all P<0.05).
Western blotting showed that the expression of CYP2C9 was significantly up-regulated in
the liver tissues of high altitude group rats, compared with the plain group (4.18 £0.06 vs.
2.13£0.06, 1=11.57, P<0.01). Conclusion: Under the high-altitude hypoxia environment,
the absorption of gliquidone in rats was reduced and the metabolism was accelerated in rats,

which may be related to the up-regulation of CYP2C9 expression in liver tissues.
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Table 1 Intra-day and inter-day precisions and accuracy of
gliquidone in rat plasma
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Figure 1 Typical chromatograms of gliquidone and nifedipine in rat plasma samples
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Figure 2 Plasma concentration-time profile of gliquidone after intragastric adminis-
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tration (6.3 mg/kg) in plain group and high-altitude group (n=6, ¥ +s)
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Table 3 Pharmacokinetics parameters of gliquidone in plain group and high-altitude group rats
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Figure 3 Expression of CYP2C9 in liver tissues of
plain group and high-altitude group rats
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1§t %2 B8 2037 F BA $8 RBRCA 151 b IR HFAE 1 R TR
REFRFESHLH

20224FE7 A 25 H WL R 2% B 24 B B Jm AR i 5% B2 Be /4% AL Bs 2= W 9% B i 42 55 B T BAAE C B8R - 38R ) (Nature
Communication) &% T 85 “Nicks induce mutational signatures associated with BRCA1 deficiency” FIHF52 18 3C
(DOL: 10.1038/541467-022-32011-x) , $# 75 1 B 520 5 DN A S il {8 BCHE B SR S DN A XURE T 24 ( DSB ) I I, T DN A
R0 5518 55 R BRCA 1A s 20 M RRAE P S A O i 22 S A

20 B TE AR 2 A R DN A B 39 52, 175 DN A 477 , FL A4 St X DIN A B I 224l P e 20— 24t i Y
i FEADNABUSLZEAL, A DNAK IS, RAB S 1Y FABE T AR T REFL B SR ImDSB,, T J5 38 1Y) 5 18 52 A g i
PRI AT PEIE b B9 VE IR STHR IR IR . il BFE N AR T CRISPRRGIT & T —Fh o s 5 IRAE S 2 5 5 1
HI ™ A B AR 3 DSBIY 712 , A58 52 il (I B K 3 DS BB AL X BRCA LER A M 5200 . ST A 1 S8 R BBRCA 1A
TEUZ HIBE AR S DS B [R5 B S 52 B, 00 ) T4 3 52 1 S IS B 5 SRR B R T 5 D BR SR DSB YKL
FEREAG . FR  BRCA LHLE A0 o & fil B IR i DSBS S A SE 04 I AR e 1 57 R 2 1 1-80bp M R 7™~ 40 , 3142 55
TRIIR P A A6 R I, X 5 BRCA LB e rh 38 N 28 A8 X i FE— 3, bk, &2 BB oK o DSBI R i e 1,
KRG FBRCAVERE M TCZEAR , HE B K A A I A7 O AL B T K B2 52K, 3X th 5 BRCA VBRFE B B 43 2848
AL T , BRCA LB A AN T & Hil (R SR DSBS A 29 10 kbaR ARS8, FOB L S E AR
R R T 50 e s AR MMFEIRF I 910 kbERIBCATHY U 2 BRCA LR A MR HARRAIE P 58 AR A
Kz —o BRI, FIFHCRISPR A S AEBRCA BRI A P B 45375 5 DUR G DSB , JCie R B4 | 2 (i S2 T Rl P 510 4
FRERIBCAE Y, HRR B R BRCA LA R AR ff v

BRI, I 58 AN B B T BRCA LR R PR A S DSBAE & H AR AT, BE A2 387 T &2 Tl (B IE 5 A g
DSBA;™ Az 7 BRCA 1R B g S AR R 4 T 2475 PR T AN S 338 DA K 9 XU B DSB, [ 483 7% 1 A2 il (KBRS DS B S5
WAEE MU, XTS5 T AH ST BRCA LB Mol gg AR AiE M 58 AR A5 500 L) ) S , oo s g R i s R R
BLHITE RS 27 e RN

TR ITAIXME RIS —EE . DI R T EK A SRR E R & WA A AR e SR,
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