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Antiulcer action and mechaniom of triflwoperazine Lu rat
stomach
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ABSTRACT  Trilluoperazine (TFF) 5, 10, 20
mg - kg ' ig inhibited the formation of gastric uicers
induced by pyloric ligation., stress and indomethacin
in rats and showed dose—cffect dependence. TFP
10, 20mg - kg™ ig depressed the secretion of gastric
juice, awud, and pepsin, but TFFP 5, 10, 20 mg -

kg~' ig had no influence on the pepsin activity. TFP
20 mg - kg™' ig inhibited the gastric HY, K'—ATPas
activity of both stress and indemethacin vlcers in rats
in vivo, and the gastric HY, K'—ATPase activity was
also inhibited by TFP 50 pmol » L' in vitro. There.
sults suggested that the inhibition of gastric HY,
K*—ATPasc activity and gastric secretion might be re-
lated to the antiulcer mechanism of TFP.
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MATERIALS AND METHODS

TFP MF S AL RN ), BREH
FRAZEE, EE SOmmol - L' (B4
30). HATERE. B 1% T EFH K
(CMOC)4r B B 6 L 3 JE 5 0.25%. 0.5%.
10%M B WM (B A X ®) M E W
(omeprazole) (Fit 2 AB Hissle F HETFHE
Larsson R H), BT EKIEF, HKE
1.0 mmol- L7' (&KL ) 98B Ix
(indomethacin) i (8 72 5= 3 B0 25 | )BF L #r
. 1% CMC BE# R 1.5% KER.

Wistar XR, ¥. 1M, 1794,
{3 224+ SD 50 g, AL ShiEHE XK.

TFP HAMEBEMREMNEDR B8
Bim X BV G ir AR A, HITAE
H8:00%15:00 4% ig TFP 5, 10,20 mg -
kg, X A ig FAFRM 1% CMC, 3£ 7K.
B ARE TR VK ig 5Ea. 72
he #FRTWig/a ShEHMIT, AR5 18h
AR BEEtEARETH 4R ig 5%
7, FE36h, HTFHETKiglalhBXEN
W, FBS 6h AFEKR: BIMRERRET
HImig FERI6h, HTH 7K ig Fr sc
BigkEEIomg - kg 1. ShEGLAEXR.
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1 AREBRATRE DZMENITHE
[T LA T {145 L B B A LADS R 35 3
EFHEMEHNESREETIEY: Rl
B MEA RS MYER RS

? REFIRFABEBEFE LRE
HEFHFER R, R, ¥ 1% B RIHM 10
mFAREHN, BEERA 1% B RINE
MBI E 10min k5, R ATHF, BEBH
Y, ARSI TR TEAREL B
BB, LERTHSHBAZ REE
¥, HITH TFP X RARFZHIMHE R WHE
= EEARMER-ATHESRBE /R
ARBEW x100%,

BE B WNEQRSTRERRORE
APAE DML ILERN B ER, ®E S5h
HEROR, BEZE AWK, D ml-b #
F: LA NaOH 0.0l mol - L' EENMETR
WEE, HHEERHR BRI RER T EE, LU
mmol « h' #FR; PREAEMNEREON
WA, UEEER umol - ml™' o, FURE
AEEAMBRSEETHREOBES P K,
LASS BB pmol « b1 &R1O,

TFP X MBFAWIEE H, K -ATP B§i&
HERATRY DN Y R E
MEXEBE. 4 TFP 20 mg - kg ' /¥ A
1% CMC A RE, BHRKBMRHER. W
g7 KRS REETREABRWA
R, BT KEHMEM 025 mol-
L™'-Tris-HC! 20 mmol « L' (pH 7.4)28 Mg
e, A5 9 S R A B AL (20 000 % g, 30
min, 4T Y& & &L (100 000 x g, 60 min,
4C), WU LA ZMRERG I o iR
B HY. K'-ATP B# &, BB 1 ml
(A EOR 30-50 pg) 4RIMAK KCIF1
X KCIHBESE | ml(E KC K%
KR, &4 Tris—HCI 40 mmol » L7,

pH 7.4, MgCh, 2 mmols L% ATP 2

mmol - L™ & KCl/EH N ABEYH,
REYRESHBHIMA KCI 20 mmol - LY,
F37CHEHE 10min, A 15% =¥ HE 1 ml
®IERNY, REWTEHAKKE ATP EBHML
HBE)E. H'., K'-ATP BE# R % KC
20 mmol « L7 KB 0 P, B¥ =L KClE
d iR P, R ELRE 69 TE £ 8 1 [umol
P, « {mg protein)™' + b7'). N, ig1% CMC
HEEMN HY, K-ATP BiEHF L EERE
5 TR TR,

TFP & H', K'-ATP EHEHS
HMED KR 2K, ? 33:M. #4hE 236+
36 MFEAE, TEERE H, K'-ATP
B fo, WCBSH AR 100 pl (B OB 30-50 pg),
M A TFP 5 mmol- L™' 10 uxl, Pipes—Tris 2
mmol - L' (pH 6.1} ¥k 890 ul. (AER
1ml, RGLEEEDT 1%, MNWEETE
Wi, TFP ¥ B %R 50 umol- L7, T IICHE
30 min FME HY, K'-ATP BGHE@ESE
WEFEFW, LRERW 10 pmol - L™
(1 mmol» L' 10 uIME N HEE N B, HE
TFP. BRFRWHXNRAGEWH, LKILHE
10 D2 AIBEFHEAZR. Fi, T RAMTE
IR T R RS

Hitsr For RRUEBSGEHS
WRALRNER.

RESULTS

TFPHARKXEMERMREHEM TFP
5,10,20mg « kg 'ig W BIW M 15, &
HUEMERErERGOER, BEIREYXE
WimA S, HpE ARG EE A (Tab 1),

WA RE. REAMIOPRZRNES
WEHEER TFP10, 20mg-kg'ig @
BRUNER M TSI Sh IERBER. BEA
BEOBRN W, H=PMRRENREORT
ABE I WIEF(Tab 1).
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Tab 1. Effects of Ig trifluoperazine {TFP) on experimental ulcers, gastric juice. acld, pepsin ocutput, pepsim nctivl

tylnrats. n=7. x£8D. ‘P>005 "‘P<0.05, ““‘P<O.0lw Umg- kg
Doses of TFP, mg»+ kg™*
0 5 10 20

Mumber of gastric ulcers

Pyloric ligation 70+ 35 3G+ MW L5 e akd

Streas 37+ 4 1243 15+2"° ot

Indomethacin It 14 15+ 11" $12°° gt 3
Gastric juice output, ml - h™" 0.841027 0671 029" 033 017" 0401 0.11"""
Acid output, mmol + h™’ 0.48 £ 0.36 039+ 0.35" 0.13+0.07" 0121 0.04"
Pepsin output, umol » h! 271 1 22+8° D e 12+ 5"
Pepsin activity, pmol » mt™ 0+ 5 27+4"° 331 4"° W12

WAMEEBRGM H', K'-ATP REH® &t X 13.5% 3.4 umol P, (mg protein) ' +

HIBEM TFP 20 mg - kg™ ig ARBA R 4014 iz
WEATLARFEERFARAEE FHEBRHY,
K'—ATP B 5 ££(Tab 2). [A)i th R B
W KRA HY, K'-ATP BN, ME
HWARILLE, ERABERFN; WMBPT TFP
EMTEERE(E. FMIEXARIE,. WEAERHR
BHERTCRBER L. MHBRREEARFAHLL
IEH 4 H{E(Tab 2).

Tab 2. Effect of Ig TFP on the gastrie H, K*—ATPase
activity of stress and Indomethacin ulcer in rats in vivo.
n=8. Normal control n=22. rtSD. ""'P<0.01 s

Pbmg- kg, 'P>005 “YP<0.05 YP<tbl w
normsl control.

TFp, Gastric H', K*-ATPase

mg - kg" activity, pmol P, »
{mg protein) ™ » h™
Normal control 13.5+3.4
Uleer induced by
Stress 0 2581 6.4™
20 15.5+54""*
Indomethacin 0 19.1+ 4.4
20 103+3 30

HAMBEREER ', K'-ATP BENY
HIE M TFP S0 umol~ L' B EHRM 10
pmol » L' 3 A Bl E A R HY, K'*-ATP
FETE TR B BRI fE . A ERAI(E % 4858

h™', i TFP 4 B Rfrmei 5 B4 9.5+ 3.4
1 5.6+ 2.8 ymol P, » (mg protein) ' ~ k™', 5
WA R, ERABBE(FE P <0.0D).

DISCUSSION

TFP EEBREHiMm MRy, HALBE
R#xE, EXAEENAZMNTREARETHR
HERER. FEMBEYIRBRCE. PR
ANARBERE, REENNRRSZHE
RAX, HEBRSEAHBEHRBGEFRE—
TEENERSY. ZEAxZTE$, TFP10, 20
mg- kg HAMHARER. FRABEED
B WMER, XML Y RE TFP LW
SEAEERE LMW 8 TFPS, 10
0mg- kg MEFAME LW, LB
¥ TFP MBS EMa B+ EAE I HE
Sr. BB E RS TR G S
HERMEIY. HF TFP Smg - kg' B A
EmBaw. =88 RERN0RRmn
HER. BrHTEEEREMmEILN,. &
HF— I BT

TFP %} 57 S PE B 1 % 03| o o8 3 B W 5%
KEEEE HY, K'-ATP B HRAG W HE
. MEMAXBR&EEE H'. K™-ATP BEFH#E
REHEMSER. —%ESE L TRM
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H, EERSIRMSEE ST BHiANS
H', K'-ATP A BRI VNREHFHY
Et R AT R R, TFP ML G4 B ER
ARE AR E H', K'-ATP BAFE.
FRERE, W EEE M
AEME H, K'-ATP BHEHBSETIEX
AW, ™ TFP RMEBANESEEAS EXAE
i, XPAREH,. K'-ATPBSHENEREE
HABREEANARE. BTENMEE U
AISRLRE TRV 2%, R SR TR Y
R RS E N RE B — 5.
Ex TFPHHWE HY, K'-ATP B #l
., BREATME. SoRPVRET e g
HRPYWHR TSN K ES 5 HY, K'-ATP
BEESE. FHMT KU 0 EEA RIS MBS RIS £
SEHk, TFPEXERAAdMEE HY
K'-ATP 8. 4 B2 @mERRZERN.
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