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Abstract

AlIM:To examine the pancreatic exocrine response to CCK-8
and to clarify the mechanism of the pancreatic exocrine
hypersecretion after oral administration of synthetic protease
inhibitor ONO-3403 in rats.

METHODSA single oral dose of synthetic protease inhibitor
ONO-3403 was given to rats by orogastric tube 6h and 12 h
before experiments. The pancreatic juice was collected before
test and after stimulation of stepwise increasing doses of
CCK-8. The output of protein, amylase, lipase and bicarbonate
in pancreatic juice or pancreatic tissue were determinated
by Lowry method, Chromogenic method with blue-dyed
starch polymer, Whitaker method and by the DST 800
multititration system, respectively.

RESULTS:Oral administration of ONO-3403 had no influ-
ence on pancreatic juice flow and output of protein in basal
and CCK-8 stimulation at 6h after ONO-3403 pretreated,
but it caused a significant increase in pancreatic juice flow
(peak level 21549 ulper 30 min vs 9316 ulper 30 min, P <0.01)
and protein output (peak level 16475+1 801 ug per 30 min
vs 5 9204593 ug per 30 min, P <0.01) of the basal and
CCK-8 stimulation at 12 h after ONO-3 403 pretreated.
The basal pancreatic juice flow and output of amylase
(470+32 su per 30 min at 6 h P <0.01, 394+47 su per 30 min
at 12 h, P <0.05 vs 251+32 su per 30 min), bicarbonate
(2.224+0.333 umolper 30 min at 6 h, P <0.05; 3.148+0.374

umolper 30 min at 12 h,P <0.01 vs 1.428+0.282 umolper
30 min) were significant high after ONO-3403 pretreated
than those of control group. There was no change in lipase
output compared with control group. The pancreatic weight,
pancreatic contents of protein and amylase in ONO-3 403
pretreated rats were similar to those in control rats.

CONCLUSION:ONO-3 403 can increase pancreatic exocrine
secretion and sensitivity to CCK-8 stimulation.The mechanism
of ONO3 403 induced pancreatic exocrine hypersecretion
may be a feedback regulation of the pancreas by increasing
CCK secretion.

Chen SF, Liu WX, Yamamoto M, Makoto O. Effects of protease inhibitor
ONO-3403 on pancreatic exocrine response to CCK in rats. Shijie Huaren
Xiaohua Zazhi 2003;11(6):737-740

: ONO-3403
CCK-8 , ONO-3403
Wistar , 6h 12h
ONO-3403(20 ug/kg)
CCK-8 , Lowry
. Whitaker
(1) CCK-8 12 h (

215 + 9 ulper 30 min vs 93 + 6 ulper 30 min, P <0.01),
( 16 475 = 1 801 ug per 30 min vs 5 920 +
593 ug per 30 min, P <0.01), . 6h
(2 (6h 470 = 32su
per30min P<0.01, 12h 394 + 47 su per 30 min P <0.05 ,
251 + 32 su per 30 min ),, HCOs"
(6h 2.224 + 0.333 umolper 30 min P <0.05, 12h

3.148 + 0.374 umolper 30 min P <0.01, 1.428 +
0.282 umolper 30 min ). .(3)
6h 12h ,
(P >0.05).
: ONO-3403 CCK-8
) CCK
. ONO-3403
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0 )
[1-5] [6-8] ,
camostat ) , 30 min 1
, (CCK) , 1h , 30 min s
CCK CCK-8 , 30 min
CCK-8 , 62.5, 125, 250, 500,
ONO-3403. 1 000, 2 000, 4 000 ng/(kg-h), 2 mL/h
camostat 5-10 @, ’ CCK_BHCO )
ONO-3403 ’ ’ ’ :
[10] ’ . ’
ceK , , , 300 mg
ONO-3403 , ’ _70 C ,
CCK , ONO-3403
, , 2000 r/min, 4 °C 0.15 mol/L
[11-18]
Lowry s
, Somogyi
1 Whitaker , (1V)
1.1 & wistar , 250-300 g, HCO5” DST800 (radiometer,
23 °C, 12 h , copenhagen, denmark), [2425],
ONO-3403(ethyIN-allyl-N- Xts ,
|(E)-2-methyl-3-[4-amino-phenoxy(arbonyl)phenyl] t ,
propenoyl | amino acetate methansulfonate)
’ ’ 2
pH 64 : (CCK-8) 2.1 ONO-3403 CCK-8
. 6h ONO-3403
1.2 [9-23) 30 3, 10 , P>0.05. 12h ONO-3403
, ONO-3403; 6 h ) CCK-8
12h 6h 12h, ONO- , P<0.05 P<0.01,
3403(20 ug/kg) ) CCK-8 500 ng/(kg- h)
Urethare(1.6 g/kg) , 215.8 + 9.1 m./30 min,
) , CCK-8. , ONO-3403 ,
, , , 12 h, 6 h ( 2.
1 ONO-3403 CCK-8 (ML/30 min)
CCK-8 ng/(kg- h)
0 62.5 125 250 500 1000 2000 4000
27.5+2.8 34.4+2.4 50.2+2.9 74.147.4 93.646.6 108+9.5 104.648.3 88.5+8.1
(n=10)
6h 32.643.1 62.248.0 99.5+145  136.4%153 171.2+13.8 173.1+16.7 147.3+95 10246.9
(n=10)
12h 59.2+7.1° 103.2#11.0°  145.8+7.1° 169.2+9.7° 215.8+9.1° 201.8+11.2° 167+19.6°  116+24.4
(n=10)
% <0.01 vs ; °P <0.05 vs



. ONO-3403 739
2.2 ONO-3403 CCK-8 CCK-8 500 ng/(kg- h)
6h ONO-3403 16 475 + 1 801.6 ny/30 min,
, , P>005 12h s ONO-3403
ONO-3403 , , 12 h, 6h
CCK-8 , P<005 P<001, ( 2.
2 ONO-3403 CcCcK-8 (Mg/30 min)
CCK-8 ng/(kg.h)
0 62.5 125 500 1000 2000 4000
237.6+8.9 929.3+119.2  2486.3+4115 4668.4.146252 5920.74593.7 7539.4+10415 7424847496 5316.9+626.2
(n=10)
6h 356.1447.8  32285£926.7  7004.9+1091.5 8975.1+943.1 9531+740.3 6186.7+5488  3967.2+412.4 2818.3+389.8
(n=10)
12h 425.1473.9° 4 672.6+£728.4° 9055.8+700.3° 13 038.4+952.6° 16 475x1 801.6° 13 140+2 067.9° 9 630.2:+1708.9" 5659.8+893.8
(n=10)
%P <0.01 vs ;°P <0.05 vs
2.3 ONO-3403 N 2.4 ONO-3403 .
HCO;™ 6h 12h ONO-3403 6h 12h ONO-3403
HCO5” s
s , P<0.05 P<0.01. , P>0.05. 6h 12 h
6h  12h , P>0.05( 4).
, P>0.05. ONO-3403
HCO;" s 6h 3
, 12h : : :
ONO-3403 HCO4"
(3. . \ :
HCO;" . CCK
3 ONO-3403 HCO; -
(su/30min) (u x 10%30min) HCO; (mmol/30 min) , HCO, 2627, , ONO-
251.5+32.5 290.5+58.3 1.428+0.282 3403 R R
(n =10) HCO4 , CCK
6h 470.2+56.3° 288.7+13.6 2.224+0.333° CCK
(n=10)
12h 394.5+47.3" 287.3+24.7 3.148+0.374°
(n=10)
P < 0.01vs P < 0.05vs )
ONO-3403
4 ONO-3403
(mg) (mg/pancreas) (10° x su/pancreas) CCK , CCK s
995.1+54.3 189.5+12.5 1194.6+179.3 , , , HCO; )
(n=10)
6h  1052.6453.2 196.3+15.6 737.2+43.8 CCK ,
(n=10) (monitor peptide, MP)2,
12h  1096.2+42.4 217.5+21.9 855.6+75.8 , CCK ,
(n=10 CCK (LCRF)®  diazepam-binding inhibitor
P >0.05 vs (DBI)EY, CCK ,
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