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Determination of sotagliflozin in rat plasma by UPLC — MS/MS method
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Abstract; Objective
tandem mass spectrometer ( UPLC — MS/MS) method
for determining the concentration of sotagliflozin in rat plasma and apply
Methods

ion multi — reaction ion detection was used. Chromatographic column:

EXT -C;(2. 1 mm x100.0 mm,2.7 pm) ;

To establish a ultra — high performance liquid
chromatography —
it to pharmacokinetic studies in rats. Electrospray negative
column temperature :45 °C ;
mobile phase: 5 mmol + L~' ammonium acetate aqueous solution —
flow rate:0.35 mL - min_l; ion pairs; sotagliflozin m/z
483.3—-315.1,

6 wL, plasma samples were processed using methyl tert — butyl ether

acetonitrile ;

dapagliflozin m/z 467.4 — 329. 2; injection volume:

liquid — liquid extraction. Six male SD rats were administered a single
oral dose of sogliflozin at 40 mg + kg ™', and detected the concentration of
sogliflozin in plasma. Pharmacokinetic parameters were calculated using

Drug And Statistics (DAS) 2. 1. 1. Results
linearity within the range of 5 —2 000 ng + mL ™'

Sotagliflozin showed good
, with intra — day and

inter — day precision both less than 15% . The recovery rate, matrix

effect,and stability were all within the specified range. Pharmacokinetic

parameters;: C,. was (3 716.67 + 568.28) ng + mL™' was

max ’ mdx
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(1.00 +0.32) h,z,,was (2.28 +0.45) h,AUC,_, was (1.70 x 10* 2 075.87) ng - mL~' - h. Conclusion This

study established a method for determining the concentration of sotagliflozin in rat plasma,which is characterized by high

sensitivity ,rapid detection, and good repeatability. It is suitable for the determination of sotagliflozin concentration in

plasma and pharmacokinetic studies.

Key words : sotagliflozin; plasma concentration; pharmacokinetics; ultra — high performance liquid chromatography —

tandem mass spectrometer method
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Figure 1  Typical chromatogram of sotagliflozin ( SOTA; A) and
dapagliflozin( B) in rat plasma

I :Blank rat plasma; II : Blank plasma added; III : Plasma sample after
1.5 h of administration; A; 500 ng - mL~!

standard (IS).

sotagliflozin; B: Internal

BRAEMZLSE LLOQ SOTA 7E 5 ~ 2 000
ng - mL™" PN, ME 6 RORAF, AR E R E 7 R
y=4.22x107x+0.12 x 10 (r =0.999 6), LLOQ
N5 ng- mlL™",

EZESEYE 5.800.1 500 ng - mL ™' FifskE
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PRI,

BER¥MBE AL & 3 A Bk B (15,800,
1500 ng - mL™") Jf % FE 5 (14 36 5 2008 43 0k
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M
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Table 1 Precision and recovery of SOTA were measured by ultra — high performance liquid chromatography — tandem mass spectrometer

method

Intra —day (n=6)

Inter — day (n=18)

Concentration Extraction recovery RSD
4 Measured RSD RE Measured RSD RE _
(ng - mL™") (% ,x +5) (%)
(ng-m]fl,icis) (%) (% ) (ng-m]fl,a’cis) (%) (%)
5.00 5.41 £0.25 12.79 2.40 5.34 £0.48 9.00 6.74 - -
15. 00 14.50 £0. 09 0.62 -3.33 14.61 £0. 93 6.33 -2.63 95.27 £5.09 5.34
800. 00 834.83 £28.32 3.39 4.35 845.39 £35.67 4.21 6. 62 103.78 £9. 86 9.50
1 500. 00 1533.33 £57.50 3.75 2.22 1 501. 67 £98. 41 6.55 -10.00 94.93 +10.71 11.29

RSD: Relative standard deviation; RE: Relative error.

RSD 351K 5. 72% 4. 65% Fl 2. 16% ; Il AF i b B3
JETE I E 4 h, RSD 43 %4 3.64% .4.69% FI
3.20% . KW I SOTA YEA R 5544 T BA BT
FaE

BTSN WS SOTA AR MIRE 2 KB
25 F 2% 40 ) F R 8 A A S A% e, RSD {E 4 il
8.13% 1 6.91% ,¥/NTF 15% , S HAKE W F % 8 firak
5 XT3 AT ) 2 BT R
2 FiEF¥MH
2.1 IZ5RE - AHE 2k

6 HMEHER R H 40 mg - kg™ SOTA J5 Y 1ML 3¢
WeRE — Bl Ze, WA 2,

50004
4000
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2 J#TE SOTA JE MW - BFEIHTZE (n=6,x +5)
Figure 2  Plasma concentration — time curves of SOTA (n =6,

X *s)

2.2 AHRHANESH

6 MR E 40 mg - kg ' SOTA J5 24t 3)
JI2EBH AR 2, SR, SOTA TeE 8 45 245 J5 4%
TG .

&2 SOTA MBI I#ZH (n=6)
Table 2 Pharmacokinetic parameters of SOTA in rats (n=6)

Ttem Value(x £5)
AUCy_ (ng - mL~" - h) 1.70 x 10* +2 075. 87
AUCy_,, (ng - mL™" + h) 1.72 x 10* +1 984.35
Cpoy (ng - mL™") 3 716. 67 £568. 28

tax () 1.00 +0. 32
tiya, (h) 2.28 +0.45
CLp(Loh ™" vkg ™) 5.88 +0. 62
Vye(L-kg ™) 19. 11 +2.56
MRT,_, (h) 4.31+1.14
MRT,_, (h) 4.43 £1.08

AUC ; Area under curve; MRT:Mean residence time.
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