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Abstract

AIM: To explore the role of nitric oxide (NO) in
the protective effect of rabeprazole on the gastric
mucosal lesions in rats.

METHODS: Before gastric mucosal lesion
was made in rats by pure alcohol, rabeprazole
(20 mg/kg) was administered into the gastric
chamber and No-nitro-l-arginine methyl ester (I-
NAME, 4 mg/kg), [-arginine (250 mg/kg) and
d-arginine (250 mg/kg) were injected into the
vein. Gastric mucosal blood flow (GMBF) was
assessed with laser Doppler flowmetry (LDF);
gastric mucosal and serum NO’,/NO’; were
measured by cadmium granulation reduction
and colorimetric method; and the changes of
ulcer index and the severity of tissue necrosis as
well as neutrophil infiltration were observed.

RESULTS: The Ulcer index of the rabeprazole
group was markedly lower than that in the con-
trols (5.5 £ 0.5 vs 25.2 £ 2.3, P < 0.01), and the
degrees of tissue necrosis and neutrophil infil-
tration were significantly milder (necrosis ++ -
+++/<+:1/9 vs 8/2, P < 0.01; infiltration ++ -

+++/<+:3/7 vs 9/1, P < 0.01). The protective
effect of rabeprazole was significantly decreased
by prior administration of -NAME. The inhibi-
tory effect of -lNAME was antagonized by prior
administration of [-arginine, but not d-arginine.
Rabeprazole administered into the gastric cham-
ber obviously increased GMBF, gastric mucosal
and serum NO’,/NO’;, which was prevented by
pretreatment with [-NAME, but the antisecre-
tory effect of rabeprazole was not affected by
I-NAME.

CONCLUSION: Rabeprazole can exert impor-
tant protection against gastric mucosal lesions
in rats mediated by nitric oxide, and the action
of rabeprazole against gastric acid secretion con-
tributes little to the protective effect.
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A (nitric oxide, NO)Z&Y MW, w34 n'E
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Jig(Nw-nitro-/-arginine methyl ester, /-NAME)>4
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iv /-NAME 15 minfifj, iv d-¥§ % (250 mg/kg). |
IV B9 2NV, BENAL10 0L, Hop b d]
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PR R AL B TG W B 25 5:(P>0.05), 1M bb s DLy ik
IR TF R (P<0.01); /-Fs 2 R 415 i fi ki i 4l
FIZ-NAMEA LE 34101 2 PR (P<0.01), d-RE 2R A
S A 20 N AMEZ EL Y TG B W 22 5, 1T
LU 7R DLz PE2H B 5 T (P<0.01)(3R 1).
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WK EIRFEY R, 8 BB 412 rp o ks 40 i 3 3
B S5 T DU M 20 350 0 0 U A8 40 R i R 4
S e R A A T B4y L A5 407 A 2R 4 W ek
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B 82 (P<0.01), 155 DR M4 Lo i 2 22
(P>0.05), d-F5 2 R4 5 A B 4 FI/-NAME
YL G e e, T G DL e 4
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2.3 GMBF #8141 K U GMBF 55 1E 3 ) 41
LE B 2 BRI (P<0.01), Hy DL Mg 55 40 4 A 41
EE W 5 T 5 (P<0.05), I-NAMEZ 545 i 55 74 41
L JE I S 2 5(P>0.05), 11 LG TR DL M2 1 I 1%
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2.4 NOY/NO &= i A 2 K B &6 B
M ENO/N O Lb I 6 I8 41 35 HF 5 5 3% 14
(P<0.01); H VIR Ll E ) TR 7 d2 %
JN(P<0.01), JRELA4 155 780 20 B 2 39 11(P<0.05);
I-NAME41 5 75 DL h7 M2 LE ) 35 9k 2> (P<0.01),
M5 16 0 B LG G B 32 22 57(P>0.05, 3R2).
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B LR N B T A 40 7 (proton
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% 56+0.7° 8 2° 8 2°

Y/ 25.0 +2.6° 2 8¢ 2 8’

°P<0.01 vs Il 4H; %P<0.01 vs Il 4.

&2 | -IVAKRGMBF, BHEMMENO,/NOE

SRpHEIZE K (mean = SD, 77 = 10)

GMBF SBFENO-,/ [MIENO/

(mV)  NO7; (nmol/L) NO~; (umol/L)
| 323+46 0.37+0.03 29.94+2.06 3.52+0.52
I 197 +22° 0.69+0.06° 54.56+4.24° 2.34+0.36
Il 298+41 0.89+0.07 82.41+6.38 6.73+0.74
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P<0.05, °P<0.01 vs |, Il ZH; °P<0.05, ‘P<0.01 vs Il £5.
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