FRESF 20205 2 A% 49 5% 3 B 349

Ay -+
O = doi:10. 3969/j. issn. 1671-8348. 2020. 03. 002
WM& EH % http://kns. cnki. net/kems/detail /50. 1097. r. 20190821, 1425, 002. htm1(2019-08-21)

BT R igHE S B X S TR S ML 5T

Ehit IR, FEW L FRA, TR A
Q. HHEHAKFHEERZD LI, @ F N 646000;2. HEHAKFHEFEERZFIH, W) %M 646000;
3.v IR F A E ¥ 5 ik BB, A 610041)

[(BE] BB MARHFAFEESTAIERATEREAR LB RTHE, Hik 2F I8 ASD RIS ERF
W EE>AHRERALGO mg kg ' o d DFNBA(FEARLENR , HH24 A YMEEHL S, 2NEL
% 1.4.12 AiEHMAR 8 A XA, M 2 LIRS 4,4 m o iF ALT.AST KRF,1L-6 fo TNF-o £ 5 35 47 , WA
WRHEAFEAGRNERNAMEE-RiEE(GCMO S FRMHENL, ER Samarnik, fAkma
B 12 AERRENBME(P<0.05) ; FIEIEH AL 4,12 B H B3 m(P<0.05) ;&% ALT,AST,
IL-6  TNF-a KRFEL%H 12 AEHARAZ(P<0.0D);FAR M ZH, AR BERRE, AL
SR FRPHARTFEARIAE, ZFRBEER TR DS R B D-5 28K 8RR, RARBR WS
REBRM;EARARR BARFOCARARM:; ARARBRRK:; FAR. TRARFF 2 RBRAH., &8 AW
FHIH I LT RALR L ERBBER RALERERB B A ZE RS FOFERAL,

[EEIA] R KM 5 IR R R % fe ik 12 248 &35 ik &

[REESZES] R992 [x#ktRiIRFEE] A [XEHS] 1671-8348(2020)03-0349-07

Study on mechanism of ketamine hepatotoxicity based on metabonomic”
WU Zhigui' ,YIN Wenzian® ,LUO Hongli' \WAN Shengli' \WANG Maolin' ,LIAO Linchuan™
(1. Department of Pharmacy A f filiated Hospital of Southwest Medical University ,

Luzhou ,Sichuan 646000,China ;2. Department of Pharmacy ,Af filiated Hospital of Traditional
Chinese Medicine , Southwest Medical University ,Luzhou ,Sichuan 646000,China ;3. College of Basic
Medical Sciences and Forensic Medicine s Sichuan University sChengdu ,Sichuan 610041 ,China)

[ Abstract] Objective To study the hepatotoxicity and mechanism of ketamine from the metabonomic
level. Methods Forty-eight SD rats served as the experimental animals and divided into the ketamine group
(50 mg * kg '+ d ') and control group (same volume of normal saline),24 cases in each group. The medica-
tion was given by intraperitoneal injection. After 1,4,12 weeks of drug administration, 8 cases in each group
were taken for measuring the liver index,serum ALT and AST levels, -6 and TNF-a inflammatory indica-
tors,and the liver histopathological changes were observed. Meanwhile, the changes of serum metabolites were
analyzed by using the gas chromatography-mass spectrometry (GC-MS). Results Compared with the control
group,the body mass after 12 weeks of administration in the ketamine group was significantly decreased (P <<
0. 05). The liver index at 4,12 weeks of medication was increased significantly (P<C0. 05). The levels of serum
ALT,AST,IL-6 and TNF- a at 12 weeks after medication was increased significantly (P <C0. 01). The liver
tissue cells were damaged and showed obvious pathological changes. Serum metabolite levels in the ketamine
group and control group were significantly changed,and the different metabolic pathways involved D-gluta-
mine and D-glutamic acid metabolism;alanine,aspartic acid and glutamic acid metabolism; phenylalanine, tyro-
sine and tryptophan metabolism;phenylalanine metabolism;valine,leucine and isoleucine metabolism. Conclu-
sion The ketamine hepatotoxicity mechanism mainly involves in multiple amino acid metabolic pathways,
which are reflected in abnormal reactions of energy metabolism,oxidative stress and neurotransmitter trans-
mission.

[Key words] ketamine; metabonomics;drug-induced liver injury; metabolic networks and pathways;gas

chromatography-mass spectrometry
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