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T 1058 P B 2R K I T ( VEGF) PR FH S Kbl . ik
45 H SD KER, BEHLA M IEH IR (NC) 41 DR 4 ZEkH
AT DR(DR + C) 4, MR 19% 55 IR 3 (STZ) 2
SEBERIEHETY O 1A S, DR + C 4T ZE R A (50 mg/
ke)MEE (1 /d) 2 A A 5 Rl i v S FE B (TC) (i
Z (Insulin) ; WEZAL R0 i 20 25 BLURFAE ; Western blot 46701 A
o B R 40 T RE R 1 (JAML) VEGE J Hofw 53 4%
R RYFRIR ; R T A ) S 11 A 22 (TL) -10 L 56 40 B 285 B 43
F-1(VCAM-1) 258 1 43 45 . HUVEC 4H 43 1F 3 78 %5
ZH(NG) 4 b (HG) 4 AN st 25 2E 2k &4 (HG + C) 41,
Kl LR R, R 5 DR, DR +C 4
KL AR 5 NC 1 ELAR DR + C 21 K BRI IR s )52
DR + C WM JAML 85 B8 Bk LEZ 3 5 3 (PI3K) | M R 1L
BERRBEILBSA AE-3 ( P-PBK) (4752 A F 1-o (HIF1-a) |
VEGF £ HE T DR 41, FNC4l, DR+C 415 DR 41t
LM T1.-10 \VCAM-1 ik T [, DR + C 411 DR 4 TC
FHET NC41(P <0.01) ;DR + C 2071 DR #H Insulin &4
f&TF NC41(P<0.001), 5 HG 4L, HUVEC 409 HG
+C 21 JAML. P-PI3K. HIF1-a. VEGF 25 £ ik T & (P <
0.05) ,fHE T NG 4H(P <0.05) ; =ZH401l PBBK FEHEZ R T
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NBEECH R IR DR R RE R R 4k,
SHLE AN oE v A W9 SR 8 A E
T W B L B4 FE DR Y A il R b 45
BRI, FERE A 2 —Rh et AR H AR TH 2 2,
JIZ U R MR SR . Amrite et al ™ BF5EIE
S MR A ZE R A mT A ] DR R R R 1l A8 P B
H: K [ F- (vascular endothelial growth factor, VEGF)
ATk (HHHUR AR, IR TR A
(junctional adhesion molecule-like protein, JAML) £
FEFGA TR /INER R 00 O I PN R i
G100 R  JAML /N33 58 1 200 R P B2 4 A
B P 3 ] A3 40 P9 R S, 78 SR AE A
B3 R SCBAE T . BT, ZER AT IR DR &
AP I ANTEE . ZBFIOITE DR i F e SR
AXE JAML 3k B 520, LA R ZE€ % 5 A1 %F DR A0 )
fi VEGF f94F FH B AL

1 #MREHE

1.1 ##
1.1.1 53%3zh4hp  SPF 2% 8 A HEME SD KK 45
H KT 180 ~200 g ZEBUERIR 2 sh#Hy 5216 ol

+1)°C B (50 +5)% HIREE T, H &Rk,
TENPERESE 1R, IR ARAS R R R
& = Bt BHIF R PR 3 50 40 B 25 01 S L HE (ST
2021049) , ISP S5 S R B ) K 3R
JE DU FH 5256 3

1.1.2 EZRXA5NE HEIRLE E (streptozoto-
cin,STZ) HE G080 & (555 :1120) g T 5t R
FEFRHEAT PR B s MR AN AR = A G
Z- 30 A At 25 A A2 IR w5 26k A
T3 DV i 1) 245 B2 ) 5 S AR B i fk PN Bz 44t
(primary human umbilical vein endothelial cells, HU-
VEC) il ECM 5555 5206 H 36 [ sciencell 247 ; Ji54F
IM7E B LS BI 23 vl B3 ; D % 4 W T 12 bio-
froxx 23] 50. 25 % J it 40 AL A6 (525 . €0203 ) |
HERR -WHHE - WESEE B IR (585:00223) |
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BCA 5 H e B2 5 12057 & (5245-: PO010) # F |
35 = KA BRZA w15 JC LTS A0 M VR AT (525
C40100 ) W T 95 JH 57 B8 5 A= I BHE 23 W) 5 Anti-JAML
PR (175 ab183714 ) g H FE[E Abcam 23 F ; HL %
PR Ak 15 B 5k JUL I 384 1§ -3 ( phosphatidylinositol kinase-
3,P-PI3K) PLIA (185 AF3242) , P84 A B WL 9
fi-3 ( phosphatidy-linostiol kinase-3, PI3K) $T & ( 4%
5 AF6242) Pk S5 5 I 1-a (hypoxia-induc-
ible factorl-a, HIF1-o ) LA (525 . BF8002) , Bt 4
#-10 HUIA (DF6894 ) , 4T VCAM-1 HilA ( DF6082) ¥
Wy AP BH 28 B AW 2 w5 BT VEGE Btk (4245
R26074) W14 F J8 4B 1F RE A 9128 ] ; B IH [ B2 ( total
cholesterol , TC ) Kl 71 & ( 555 . A111-1-1) W4 F 75
TEE RN ) 5 2R (Insulin) BT A (RS,
CSB-E05070r) M F R AEERHE A R A H

1.2 FHi&

1.2.1 SD X A RmBEARZ 2 ¥ 45 HKEKE
BLAT A 3 20, 430 R IEH X B (NC) 2 DR 20 8k
HAT DR(DR + C) 41,541 15 X, DR 41F1 DR
+ C K% 60 mg/kg & M8 s 7 5 STZ (L pH
4.5 890, 1 mmol/L KRR Eh 2 thifi i BE ) ,NC
A MR ER TS . TS 3 d JF2E R 8 h R
JE2 i ki 000 0t B R B2, DA S L I B ( fasting plasma
glucose , FPG) > 16. 7 mmol/L A ## FR 9% K B 1k A5 R,
Ho FPG <16.7 mmol/L K 54k LE 2% a8 1) 45 HE 57 1
JAl B A TEAR 2 AN, A 1 A H R ]
FEREATLL 50 me/kg =R H RS %L 2 1
Ao &R REIFe s 3 AR &, Yok &
FREHORAS s BRI & 1 IR BT & |1 IR FPG.,

1.2.2 SD K AMM AR KA ENL F£5 ml/kg
LSR5 1% 030 B 2280 4 B R SD KRR,
AR ER 4% 2 5 W[ E 24 h 5K of ik,
B C K S I Z 2R E BT @0, SR 5 AL i
AR T T LA A WD R VTR R 3 ;I
WS IR AR R YA 3 min, FRAGREE PRy {HH
F RS ES Fr 400 £ 62 WU T LSRR IR
1.2.3 % & 412040 5 4 & % (immunohistochemis-
try , THC) #&m] SD X S AL M it 48 22 F & 4~ % (inter-
leukin , IL) -10 | 2 & 48 it 6 B 5 - (vascular cell ad-
hesion molecules-1,VCAM-1) & & & ik H4HEHR 3
sKAESY) Fr, 64T THC S84, 60 CE IR RS U) A,
Jiis 6 E L BE(100% —95% —80% )2k 3 IR, 2
JE AR U R 23 B R D) R A R s R 2
min J5 BN 3% H,0, % iR F 10 min, PBS-T

PE 3 U, AT = iR A A 20 min, TR N 1L-
10(1: 150) .VCAM-1(1 : 100)—%7,37 CH¥H 1 h;
BRI =P E , Yeid SN DAB W], R
KOt ERUBK, B R, T Image J 341155
K] F v BE P G DX 3 S 2K B (R, AR R
FIRENL

1.2.4 Western blot % #m JAML . PI3K . P-PI3K
HIF1-a \VEGF % & & £ K S AL M B4 427 69 & iA
PRI M ZE 21 20 mg, JTA RIPA S0 5%, 5
O B S, BCA R P e o ) e 50 6 G ) 2
H& &, #AfL 20 pg BFEEIEFT Western blot 3£
55, fHH Image J 3RO HT 45 407 IKEEME . H 4R
HERA T = B 5570 KB/ AR N 2 K FEE A
1.2.5 #ddiEd TC Insulin &% SD K BB
FEERE 3 AN H R, 1% I FE Z 4RI SD KR, 4
HEE 5 Dk B s B 0L, 4 °C BE 151/, 3 000 1/min 2.0 10
min, HEZMIERD TC  Insulin & &,

1.2.6 @iz HURWAYRAER HUVEC 4l
A 37 CHAKIETAR R, SR % 25 ECM 564
REFREAEOE P, B, 5 LI e e R R A
B A BB IR, T 37 °C 5% CO, MEE %
PSR R AR A 2 80% MR 0. 25% JF 40
HITE AL R AL, 28 kT AL Ja WCER 20, il s o 4
B, AL 2.5 x10° NI & =M T 6 fLR
SR 24 h, KAk 3 4. IE H AT A HE (normal
glucose , NG ) ZH 4 Jfd >R FH TG 1L 45 35 5% 2 15 7%, mobl
(high glucose ,HG ) A 4HMITE A 30 mmol/L (17 %)
BETC MR 35 5 v 55 97, 5 W% 0 25 ZE 5k B A (high
glucose and celecoxib, HG + C) 41 40 il £ & A 30
mmol/L #Z5HFl 10 wmol/L ZE 3 E A B JC I %5 1%
FEHEAIESE, FER TR T B ( DMSO)
L2

1.2.7 Western blot ;= #m 3 28 48 i JAML  PI3K
P-PI3K HIF1-a . VEGF ¥ & @t &k PR
R FE 24 A FH 200 6 ) SO 200 L, A e R
H 4% 5L 20 wg 85 &% 5 4T Western blot 5250
HH Image J 84450 Br 4 400 K EEME LATHSR H & A
ORI EPO TS o

1.3 it 43E i GraphPad Prism 9 4tif4k
PEHATGE 30T, LB EAEII L ¢ =5 TR, Z 4110
R 7 2250 M1 (ANOVA) |, 5 4H 22 [] FL 8¢ R FH ¢
g, LL P <0.05 NESES ¥R X,

2 #HR

2.1 3ZASD XREKEFRE,. ME R RAKHTH
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1 NC KR TR, (RBIEHT; DR + C 4,
DR 4 KRARE I, EARIR, DR + C.DR 41K
AT BT NC 241 (Fyy =39. 13,P <0.01) , 1fii
DR +C 45 DRAUAEF LG IH#E L (K 1A f15k
1), DR +C 41 DR 41 FPG /K V345 T NC 4 (Fyy
=318.7,P <0.01),1f DR + C 215 DR %1 FPG /K°F
EREGHFE (K IBMZE 1), DR +C 4 DR
12 hiFEES NCHRKER LG IT¥E X
(Fuy =1.704,P >0.05) (Bl 1C #1Z 1) ;DR + C,
DR 41 12 h HRK &5 NC 412 (Fyy =9.438,P <
0.05) (1D f1g 1),

2.2 3ASD KEMMIRALRRETHIER NC
20 2 HEHES N HE 55, G540 )2 ORI 6T s DR + C 471 DR 41
PRI BB AR | S22 TRI S5 A4 ANV 5 DR 2H KRR Do B 1 55
ook, WA AN SR, 3 2 K R I S JEE 38 o T
7 : DR+ C A0 I JBEJR BE N AR (TPL) A% 2
(INL) AhAIRJZ (OPL)  AMZJZ (ONL) R KT
DR ZH(P <0.05) ;DR + C 415 NC 4110 % s J5E i |

WiZZ WARIZIE R 22 5 g0 Em L, WK 2,
2.3 34 SD XRMMEHLH IL-10, VCAM-1
EAREBER X3 ARR#ETTm2 MHE, K
FH THC A8 B 21 TL-10 . VCAM-1 (2R 13
KK, 459N, DR 41 IL-10 \VCAM-1 & [ ik
KT NC 4 (43918 P <0.001,P <0.01),DR
+C ZH R B B IL-10 , VCAM-1 & [ ik 7k
KT DR A (H P<0.01), WK 3,
2.4 348 SD KR TC.Insulin EE T IER
341 SD RESAT T8 2 A J5, K i B v
TC .Insulin %%, DR +C 41 DR 41 TC FHK
NC 44T+ (P <0.01) ;1M DR + C 415 DR ZHM b2
SHGEHFE X, DR + C 4151 DR 49 13 Insulin
TR NC 41 R (P <0.001) ;DR +C 5 DR 41
TR ZE S g2 E L, WK 4,
2.5 34 SD XRMMEEH JAML, VEGF FRikK
T X% PBK/ HIFl-a« ESBEMNS FRIZER
Western blot 461 JAML 1 VEGF B9EIAKF, 45

A 6001 NCH B 40r Nc#
DR41 DR
DR+CHH DR+C4H.
_30f
o 400 =
~—~ o
0 g
*® O
200 F =
10F
0 1 1 ] 0 1 1 1 1 1 1 1 1 1 1 1 n n n ]
01 23456 7 8 9101112131415 01 23456 7 8 9101112131415
I 18] (&) I 18] (J)
€ 60r  Neut b 300- NC4L
DR4L DR4H
DR+C4. DR+C4
40F 200
& g
= =
=
201 100}
0 1 1 0 1 1
0 1 2 3 4 5 6 7 8 9 10 11 12 0 1 2 3 4 5 6 7 8 9 10 11 12
I Tl () I} Tl ()
1 348 SD KBERE FPG RE RkTHIER
A KT ;B FPG; C AR ;D ARK
*1 34ASDARIEEI MARKERE. . FPG. IR IRKEEE
4151 n R (g) FPG( mmol/L) WE(g) ok (ml)
NC 5 509.10 =31.51 6.80 £1.04 15.78 =1.30 35.00 £5.00
DR 6 285.90 +55.13 29.35£2.14 33.00 £7.55 183.30 +32. 53
DR +C 3 301.60 +34.34 30.60 £1.00 26.73 +18.50 130.00 +65.57
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A

2 3AXRUMBREALRFETL HE J4E x400
A:NC 4 ;B:DR 4 ; ¥ (i 3k Fa/m A 4 ; i A5 Sk  H5 /R 25 18 % ;C. DR + C 4

1L-10

@

VCAM-1

ILM
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B C
B
2'5- skokok
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{10
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e
% 1.0F #h
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b c 0
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W
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s - i
S
b c >
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3 348SD KEMMIEALA D IL-10, VCAM-1 EAFKIEER %400
A B THC K048 R B LH 2R TL-10 B P 26k B R C D THC K T4 M B AA 2L VCAM-1 B9 A 338 BT Bl ;a: NC 41;b: DR
#;¢:DR + C 4 Bk 5 R MY 4, 5 NC 4 Eb%, * * P <0.01,* * * P <0.001;5 DR + C 41 . #P <0. 01

B 800001

A 4r

*k ~ 60000F
_3F £
€ 5
3 C!
=) £ 400001
£ of =
o E
i i’iE
= 4L = 20000f nn

0
NCZl DRZ DR+CH NC4l DRl DR+C4

4 3 AKXKRMF TC. Insulin ETLIFR
A:TC; B.IM¥ Insulin; 5 NC 41Eb4. * * P<0.01,* * * P <0. 001

PR DR 20 JAML Fil VEGF & (K kK T
NC 4 (P <0.001) ;DR + C 4H JAML VEGF Ay ik
KL T DR (P <0.001) , Western blot 72 i —

A T PI3K/HIF] -« {555 18 B G 5 7 7 19 R 3k
IR 45 8 7R . DR 20 PI3K , p-PI3K  HIF1-a &
H#kK 8 NC 4 THE (P <0.001) ;DR + C 4
PI3K .p-PI3K \HIF1-a 2 13355 DR 4RI (P <
0.001), WK S5,

2.6 3 24 HUVEC 4 JAML, VEGF Rix7KF
% PBK/HIF1-a ESEHN S FRIZBER West-
ern blot ¥ HUVEC i+ JAML fl VEGF Y%
323k K F, 45 5 k. HG 4140 i b JAML i
VEGF 1235 /K ¥ T NG 41 (P <0.05) ; HG + C
2 JAML , VEGF £ H /KL T HG 41 (P <0.05) .
Western blot i — 2450 PI3K/HIF1 -« 5 53 %
H)5rF 23K 7K ¥ HG 440 P-PI3K  HIF1 - A9 43
TEIBKFEET NG (P <0.05), HG + C 4 P-
PI3K HIF1-a £& 7KL T HG 453 41 HUVEC 4
Jiirf PBK RiAKFER TSGR, WHE 6,
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A B 20 C 8r s D 4r
a b c ku ":i’: o,
1 5 L 6 L 3 L Hkkck
60 : < -
JAML £ = =
S 4 ? S
B-actin 42 ;'CL 1.0 | 5 s g_ ok it
= o
s = H#ht =
P-PI3K 84 S o05f 2 ook H E L
PI3K 84 0 0 m 0
a b ¢ a b ¢ a b ¢
B-actin 4
HIF-1a 120 E 3r *’“M F 251 sk
S
B-actin 42 =] = 201
s oL i = i
< -
VEGF 180 %L g 1.5 .
T =
B-actin 42 E ot & 1or
st >
0.5F
0 a b ¢ 0 a b ¢

5 3AAXRUMEALA JAML, P-PI3K PI3BK HIF1-o, VEGF £E B 45 %H1ER
A JAML P-PI3K .PI3K . HIF1-a \VEGF %52 [ AU 8 LI 4558 B ~ F. 20 %1 JAML P-PI3K  PI3K HIF1-a . VEGF A2 FASC I &5 1 B
a:NC 4l;b:DR 4l;c:DR +C 4l; 5 NCAIHH . * * * P <0.001;5 DR + C 4L H3 . # P <0. 001

Celecoxib 0 pmol/L 0 umol/L 10 umol/L
Glucose 0 pmol/L 30 umol/L. 30 umol/L ku
JAML 60
B-actin 42
VEGF 180
fB-actin 42
P-PI3K 84
PI3K 84
B-actin 42
HIF-1a 120
B-actin 42

6 3 %4 HUVEC #4if2 JAML . P-PBK
PBK . HIF1-o, VEGF EAREKFE

3 itig

DR 24 PRI 5 | 6 1% 400 o ol o, 38 1) 7™ B 9
i, BT I, FE K AT AR AR I I 4 A
TR, HELE DR B & (B ELARA 2T B 5 AN T
., Tk E AN IES DR R EZ/EN, A
5T B AE T HAE DR AL 5 i sz 7 9 1/ AL
il ABFFEEE R BN . DR K&k B S )G
FR I 5 R Y TL-10 , VCAM-1  HIF1-a0, VEGF & H 4

FEIRREAR RS S 505 B9 HUVEC 4 P iEsE,
SEK AT T R A = B R BT Y R 4 ML HIFL-o
VEGF fR R FRIE, DL S5 RRW, 8 54 mT LA
JEE DR A0 IR ZH 21 1% 5 9 & 07, FEAIK VEGE 197K
ST AELE DR 1Y %4

JAML J&3% £ 5 43 F (JAMs ) ZE 5% W 54, al i
4 MLE PR R 200 B R R B, R 1t A5 B D) e
HARAER KA B g R W, 24 40 7 2145
i, JAML 1) 2% 35 18 i D 52 o 6 45 18 52
Fu et al'* 7EHH FRIE B 6 OB 58 vh & B JAML 25 ¢
AR BTG AR A R . PR S S DR 02
W DR T B BN P AR, WA T R R L R b
AL BRARRAE . R L, ARAFFE AL I JAML 25 5
524 DR MFE LS . BFFTas b s
=N HUVEC 40 L & STZ 55 DR K U
PIREZH 2 JAML 2 3A /K7 Bl H R AR5 4%
it I IL-10 , VCAM-1 S8 G, 2R B THil ),
JAML 7£ DR KB BB AT DR 4 i i85 78 b R38R
R, XSEZER IR FORE AL T JAML BRIk,
W T DR LI B2 2R 75 = 19 HUVEC 41 i
(R RAE S I, BFFT R, JAML 25 (07 T P9 2 40 il
(1R 20 MBS, FL R P 485 4 BT EL AT 1 2 11T 9 B A SR 4R
PI3K , AT S S5 545 326 30 40 B P 210 3 20
JLPN i o F RO R IA . TAML i P B B AT /9 PI3K
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AT AT LU A0 Y HIFL-o {5 Sl i,
FEHABFE B W HIF1-o (93546 T LA _E
HUVEC #iiffith VEGF WA KF, £T L Ryt
FER, A — 8T T JAML 25 DR &4
(1 530 %, &5 5 SR, DR R BURE I I PI3K , P-
PI3K HIFI-a BYRIEIG S, ZEREA T HS,DR K
FURE 5 PISK  P-PI3K  HIF1-o 25 1 3R35 T R
I, € ok B A T DL 2 DR & A=, HEAL ) T BE &
JAML /519 PI3K/HIF] -a {55 B 5,
AR E Jeiid HE G4 @RS T DR R B AL
IS A LA T A, I3l 3k Western blot A& HY JAML
IL-10 \VCAM-1 7E DR " £ 5 Tt i 2€ 5k 7 + 7
J&i , JAML A F#AR, DR K SR AL I 05 28 28 fift , &
iE N FREAK . ABFZEAE HUVEC 20 [ 0k B IR i
HiE—2UESE T JAML A%/ PIBK/HIF] -« {55538
BEAE DR PPEH ., R AF e L R R Z
Ab S PSR T JAML A9 26 38 I IE 52 H R % &
SiE AV FHBILA  FLk 5T iz F HE G 68 25 SLE ]
FERFATXT DR KW B AE A 647 10 1) i i
SR 7R DR 335000 S I 45 1998 e v O 5 PR,
WF5EH DR K R R AT 5 gt 2ok H 2
T B KRR A R UE SR o 45 5 o) BT
PRITFERAT A 2 Aol P45 JAML (1335, DL 45
FIMLEH], XL Z AL B AR DLE ST it — 28 58

o

25 L TIR W 58 i R Y R AR SR IE S T
FER B BAIELE DR RAEMVER , HALH W] 682
FER A 1 FEAR JAML 9 %3k, il 5 PIBK/
HIF1-o {5 53 B8/ VEGE #28 i LL J K A5 BT &
YEFT, HEZE DR &L
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Mechanism of celecoxib inhibiting the expression
of retinal VEGF in diabetic retinopathy rats via JAML

Duan Mei',Cao Fan',Gui Yanchao',Chen Keyang’,Tao Liming',Jiang Zhengxuan'
(' Dept of Ophthalmology , The Second Affiliated Hospital of Anhui Medical University, Hefei 230601 ;
*Dept of Inspection and Quarantine Health , Anhui Medical University, Hefei 230032)

Abstract Objective To investigate the effect and mechanism of celecoxib on retinal vascular endothelial growth

factor( VEGF) in rats with diabetic retinopathy. Methods

Forty — five SD rats were divided into normal control

group (NC) ,diabetic retinopathy group (DR), celecoxib intervention diabetic retinopathy group (DR + C). The
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diabetic model was established by intraperitoneal injection of 1% STZ. After one month, celecoxib (50 mg/kg)
was given intragastric administration (1/day) in the DR + C group. Two months later,serum total cholesterol (TC)
and insulin were detected. The histopathological changes of the retina were observed. The expression of junctional
adhesion molecule-like protein (JAML) ,VEGF and their signal pathway proteins and the distributions of interleu-
kin-10 (IL-10), vascular cell adhesion molecules-1( VCAM-1) were detected by Western blot. HUVEC cells were
divided into normal glucose group (NG) ,high glucose group (HG) and high glucose plus celecoxib group (HG +
C) to detect the expression of the above proteins. Results Compared with DR, retina in DR + C group was thinner.
The retina in the DR + C group was thicker than that in the NC group. The levels of retinal JAML , phosphatidylinos-
itol kinase3 ( PI3K) , phosphorylphosphatidylinositol kinase3 ( P-PI3K) , hypoxia-inducible factorl-o( HIF1-a) , and
VEGF in DR + C group were lower than those in DR group, while higher than those in NC group. The expression of
retinal 1L-10 and VCAM-1 decreased . The content of TC in DR + C and DR group was higher than those in NC
eroup (P <0.01), while the content of insulin in DR + C and DR group was lower than thlse in NC group (P <
0.001). Compared with HG group, the expressions of JAML, PI3K, P-PI3K, HIF1-a, VEGF in HG + C group de-
creased ,but was higher than those in NG group. There was no significant difference in PI3K among the three
groups. Conclusion Celecoxib can decrease the expression of VEGF,IL-10, VCAM-1 in retina of DR rats,which
may be related to the PI3K/HIF1-a signaling pathway mediated by JAML.
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LC-MS/MS simultaneous determination of 22 bile acids in serum,

liver ,amniotic fluid and placenta of pregnant mice
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Abstract Objective High performance liquid chromatography-mass spectrometry ( LC-MS/MS) system was used
to accurately determine 22 bile acids in serum, liver, amniotic fluid and placenta of pregnant mice, and a LC-MS/
MS method was established for efficient detection and analysis of bile acids in serum, liver, amniotic fluid and pla-
centa of mice. Methods Pregnant mice serum, liver, amniotic fluid and placenta samples were processed, with
0.1% glacial acetic acid in 4 mmol/L ammonium acetate aqueous solution as mobile phase A and pure methanol as
mobile phase B, the flow rate was 0.4 ml/min, a gradient elution program was used to elute with Phenomenex
Gemini 3 pm NX-C18 110A (100 mm X 2.0 mm) chromatographic column elution, and mass spectrometry detec-
tion system used an electrospray ion source for negative ion multiple reaction monitoring. Results The linear rela-
tionship of 22 bile acids in the quantitative range was good. The RSD of inter-day and intra-day precision at low,
medium and high concentrations was 0. 5% -7.4% , the matrix effect was 88% —110% , and the extraction recov-
ery was 84% —108% . Conclusion In this experiment, LC-MS/MS was established to detect 22 bile acids in ser-
um, liver, amniotic fluid and placenta of pregnant mice. The method not only has high sensitivity and selectivity,
but also can stably detect a large number of samples.
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