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Pharmacokinetic study of HMS-01 in mice
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[Abstract] Objective To study the pharmacokinetics of HMS-01 in mice and provide support for subsequent studies.
Methods Liquid chromatography-tandem mass spectrometry (LC-MS/MS) was used to establish a sensitive and specific method
for the determination of the concentration of HMS-01 in plasma and other biological samples. The pharmacokinetics of HMS-01 in
C57BL/6J mice were studied by the established method. To obtain the basic pharmacokinetic parameters, three doses of HMS-01
were given orally and one dose of HMS-01 was given intravenously. Results The pharmacokinetic results of mice showed that the
intestinal absorption of HMS-01 was fast, the oral bioavailability of HMS-01 in mice was moderate (50% to 70%). The exposure
levels (AUC and c,,,,) of HMS-01 in mice increased with the increase of dosage, while the AUC was linearly correlated with the
increase of dosage. After intravenous administration of HMS-01, the half-life period in mice was about 1 h which was not long. The
plasma clearance rate (CLiyy,,) Was 2.8 L/h-kg, which was similar to the hepatic blood flow of mice. The apparent volume of
distribution (Vgg) was 5 L/kg, which was much larger than the total mouse fluid. There were significant differences in AUC and F
(P<0.05), but no significant differences in parameters such as Cpu, AUC) o,t1/2,CLiot ,,MRT,Vss in male and female mice which
were given 30 and 60mg/kg HWS-01 orally. Conclusion The pharmacokinetic process of HMS-01 in mice showed gender
differences, and the area under the curve of blood concentration time and bioavailability of female mice were higher than that of
male mice. As oral bioavailability was reasonable, further in vivo studies on HMS-01 in mice with heart failure by oral
administration could be considered to provide evidence.
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A A I S A S R
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H A H ()4 2
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(nmol/L) (%) (%)  (nmolL) (%) (%)
8 7.838 2.04 97.98 7.783 492 9729
80 7693  0.89 96.16 85.24 9.76  106.55
800 710.3 141 8875 821.5 9.96 102.69
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Kot as B3 3. N Zysh# s LR,
HMS-01 Jiz 8 Wz e, /N BRI A A 4 0 B o 2
(50% ~ 70%) . HMS-01 7E /N FR A% PN 1) 2 55 7K -
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2 HMS-01 /MR MR ZART Lk
=3 HMS-01 EhRANEEKESTIZNEXME

i.v.(6 mg/kg)

p.o(30 mg/kg)

p.o(60 mg/kg) p-o(150 mg/kg)

IRER MR MR MR MR T/ N B /N B2 Tfe/INERZH /N B2
Crnax (nmol) 3,910£254  3,700+184  2,420+728  3,207+704 3,7704939  4,337+536 7,933£2493  9,713+1,824
Tpax(h) - - 0.5+0 0.42+0.14 0.5+0 0.5+0 0.67+0.29 0.67+0.29
AUCy 54 (nmol'h)  1,919+79.1 1,914+142  4,566+656 6,233+733*  11,230+765 12,937+411*  23,320+4005  28,342+3300
AUC_p(nmol'h)  1,923+78.1 1,917+142  4,638+654 6,301+722%  11,248+768 12,997+416%  23,346+3,999  28,375+3,289
t () 1.09+0.01  1.09£0.03  2.66+0.18  2.71£0.26 2.33£0.09 2.50+0.50 2.56+0.17 2.77+0.64
MRT (h) 2.07+1.35  1.86£0.75  2.82+026  2.41£0.21 2.96+0.15 3.09+0.49 3.42+0.30 3.3240.16
CLtot,p(L/(h-kg))  2.75£0.10  2.85+0.31 - - - - - -
Ves(L/kg) 5.6243.48  5.17+1.64 - - - - - -
F(%) - - 476468  65.1+7.7% 58.5+4.0 67.6+2.1% 48.6+8.3 59.2+6.9

*P<0.05, S/ LeEk

(T4 % 191 W)
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