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Identification of Zg02 metabolites in rats by UPLC-Q-TOF/MS*
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Abstract: In this study, plasma, urine and fecal samples were collected from rats after intragastric administra-
tion of novel insulin sensitizer Zg02 (20 mg-kg"). The ultra-performance liquid chromatography-quadrupole-time-
of-flight-tandem mass spectrometry (UPLC-Q-TOF/MSF) techniques was used to obtain the molecular ion and mass
spectrometry fragment ion information of the compound, and the metabolites were quickly analyzed by combining
with UNIFI metabolite software. The results showed that a total of 12 metabolites were inferred in rats after a
single gavage of Zg02 (20 mg-kg"), including 5, 7 and 11 metabolites in plasma, urine and feces (including cross-
analysis), and the metabolic pathways were mainly glucuronidation and glucosylation. All animal protocols were
approved by the Animal Ethics Committee of Guizhou Medical University (No. 2100856).

Key words: UPLC-Q-TOF/MSF; metabolite; rats in vivo

B PR (diabetic mellitus, DM), #& — Flt LA 757 il 4
R AE BRI ZE AL R G, AR IR
I3 HUR R ER S K, A5 & 2021 4, £ FRIFG (%5 15 MLk,
6.1~6.9 mmol-L"' [110~125 mg-dL"]) &% ik 5.8%,
it 2045 KRN R 6.5% . T EITFH AR K E
BN S CE 25 0 I AN W R B, B R I B R R

Wik H 91: 2024-01-18; &[0 H 311: 2024-04-26.

FEETH: SMNA R RIIUE (B 5L [2022] 4017); SN EHE
JT RS “ DU DU "R BT E (B 2 [2022] 004).

*EIRAEH E-mail: 1104849720@qq.com

DOI: 10.16438/7.0513-4870.2024-0060

B A8 Hoh IR 25 9096 97 2 I R b B 7
ESOLRN TR B RE SR Y R AU AT R IS 2
_.[11-13]

B 7Y U S R AT AE ) 2202 (B 1), HL2E A FR N 6-
WA FE-9-(4-FHE WL HE)-1,2,3,4- DU S HME-3-FE R, 2
WA AT A L 2 B LM B R LT R 5 25
U 1A P 3k Ak & U, Rl g 0% AMPK S 5 08
5 B AR /N B MBS I ELAE TSR S AR e PR S
RIL Zg02 LEAR A 3% AN TRt h 28 fese, fEAN L
B ORI OK BRI ok A s AR AR e Y e, Zg02 B



- 2306 - 242224 Acta Pharmaceutica Sinica 2024, 59(8): 2305-2312

3 K (6.46 h)s I IRAE YR AR (20.2%) (19545
A, KBS 7 UPLC-Q-TOF/MS® 43 #r J7 i, 6l
Zg02 7F SD K R Ak N BIAR U 7= 4, SR L& I 7 1
BT KFERER B TS B, VI T 2g02 HIAR I
A R RARU P2 ) ) G5 4, e T R IR s 24 i gk B
SE T FEA, P HEEH R AL ST KRR .

Figure 1 Structure of Zg02
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Table 1 UPLC-Q-TOF MS" detection of metabolites in plasma (P), urine (U), and feces (F) after 20 mg-kg™ dose in Zg02 rats (M,;: Proto-

types of compounds)
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Figure 2 Mass spectrum of Zg02 in negative ion mode
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Figure 3 Base peak intensity (BPI) of plasma (A), urine (B), and fecal (C) samples scanned in positive ion mode. The names of M1-M12
were listed in Table 1
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Figure 4 BPI of plasma (A), urine (B), and fecal (C) samples scanned in negative ion mode. The names of M1-M12 were listed in Table 1
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Figure 5 Metabolic pathways of Zg02 in rats
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Figure 6 The mass spectrum with MS® function at high collision energy (a) and low collision energy (b) of Zg02 (A), M5 (B) and M10 (C)
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TR I 5 ¥, 15 min A 58 RO B 2% A W RE L RS I, 75
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(20 mg-kg™") JE AR I 12 MR P4, 2808 202 R
T 5 A) N T 288 465 ) i 5 61 20 0 8 TR A, T 760 W i A 285
B IR BE, TR AR A ST 7 A R A I ORL A AR AR
S PE 25 LA R, HE 52 3R Zg02 (AR 1 32 B 2
G R

EETUEK: 5k 2 RS T R R IRE
7 R P B SE B ) S BG RER RTE SR I R IR At R R B

EGECE DS
PSR AR SCAAFAEATFTA 28 R
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