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Effect of cholecystokinin and i1s antagonists
lorglumide ., devazepide. and L-365 260
on gastrointestinal motility in rats

WANG Shu-Xian ( Departmen: of Pharmacology.
National Institute of FPhormaceutical Research and
Development. Beijing 102206, China)

ABSTRACT Cholecystokinin (CCK) plays an impor-
tant role in gallbladder contraction and gut meotilicy.
Sincalide (CCK-8) evoked guinea pig isolated ileum
contraction at 107*— 107" umol+I. 7! in a concentration-
dependent manner . EC.: being 207 pmol L7, Tt de-
The rate of inhibi-

—1

layed the gastric emptying as well.
tion of gastric emptying was 71+ 12% ar 100 pg-kg
by ip.
and L-365 260 antagonized the ileal smooth muscle re-

Sincalide antagonists: lorglumide, devazepide.

sponse to sincalide 1n a concentration-dependent man-
ner. Their pA; were 7. 30, 10.02. and 7. 77 . respec-
Lorglumide . devazepide. and L-365 260 inhib-
ited the delaying of gastric emptying evoked by sin-
The IC: were 0.11. 0.0064., and 0. 66
» Tespectively.

tively.

calide.
1

mg kg™
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MATERIALS AND METHODS

FRFHRFSigma) FFEHLARKNSIPEH. A
I 4$%E dorglumide) , devazepide (L-364 718)#0 L-365
260 4; ¥ h Rotte Co I Merck Sharp & Dohme Re-
search Lab W45, B F Me:SO (1 mmol-L™ )5 I NS
e,

HAEMFEANBERIEE CRL:COBS (HAMKR,
b, EE19945 12, EEFEKZ4 D vk, W
B 5920 cm, L2 cm KB, EHBETIHH
R Krebs @M iK10 ml B MA, HETC. ES%
CO:+95% Oh871 h

™ W 40 4y (pmol »L77): NaCl 113, KCI 5,
KH,PO, 1.2, MgS0,+7H.O 1. 2. NaHCO, 25, CaCl,
2.5, dextrose 11. 5.

Al Gould 2800 5 A £ ILF I Z I AR K
j]i‘ﬂ:f ﬁﬁfl E-

1 FFHRFmXEFRBEAEGE FE1—2 min
FRAREEENAMARER S GEMAKKES.
1075—107* pmol*L™ 11 =R FI$F, FF3 Bsh ¥k H .1
pmols L MA G 2 min, LIFEEE MM ERE2K, TH
30 min, BEHITTRER. RHEIEEMIK, MR
H ECs..

2 FFAIHRERFF A4 8% R-FREMKL
I HER HETEMATHLLE, FHIMAR
ERFEHIEHEHME—5 min FHMAHEYHERE
HREMFEFARELD . REMARKRHER EC..

3 A REFEEMKHEFFREEIER
By B R 5 He B R HIRFO. 1 pumol LT E R Y
ZH, 5B EEE0 M B B B R R
Wi ECo . H#ETARE Ko X pAH.

K, =& (R—1)"}

R=ECs FEHH )+ (ECo FFFIKF )

pA:=—1g K,

WHEZSSILE R  Charles River (SINKXRE. §. 191
t6g. MASH, HATHK2 h. HEBRHHRE
FO.5%HAEAFHERE D, 5 ml-keg™? ig /530 min, ip
FEFHYI00 ug-hg™!. 30 min 5, BRSFERE

30m, lh ERAFHKAEEXR, BUHEE. MEAE
HEFHHE, HEXEHF. MEATYHETS. BE
ETFRaE BT, HE THNSREAREEYE
K. Flim ZREMNBERAINGENFHAaYR.
T HE HEE .

Kitek® FMEXERMNERIEM THENART
Mintab (Minitab Inc 19873 T8 i1 40 H. H W15
¥r, 59, % Bliss i 8 IC,,.

RESULTS

EEBGEER =545 EER R Bk
#, B RRE, 3481 min, 32K .
&ﬂﬂ‘)ﬁﬂﬁﬁiﬁﬁﬁn Fig 1. ECsnj’ﬂz{)?
pmol-L~", 95% AI {5 H170— 262 pmol -L~".

!

Sincalide

T
63 7 B 9 1n {1

- L

ACh

—1g mol + L

Fig 1. Contraction of an isolated guinea pig ileum
evoked hy sincalide.

24 o i & Y6 5 A i BE A9 FBLKHF, de-
vazepide 1 L-365 26082 fhES, ME R BHE+E
FIEFS R E Bl B R SRR R EME . 45
BT, g MRFITAE, HEKEH
3 (Fig 2).

WH=RR =AU ERECR
BHHFZE®RE, 305100 pg-kg TR FH =R
B A36.9% (P<C0.01)F70.9% (P<C0.01).
B EHF RRAIEFL100 pe-ke IR EFH=
%2 J08 0 bk LR o LR EE R B

T ip ¥ FH ¥ 30 min BT ig FFER B
HoER R TR S A B HE B RE R 4E
. |KE, L-364 7185 L-365 2601 IC,,
ArE01250.22, 0. 0064F00. 66 mg-kg™', 955 ]
fEPR 4 9 20.08—0.16, 0.0026 — 0. 0153 F0
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0.43—1. 05 mg-kg *(Fig 3).

1.0 Lorglumide
pdy 1301023
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Fig 2. Effect of antagonists on contraction of isolated

guinen pig ileum evoked by sincalide. {(()) Control.

DISCUSSION

EfikmBXed. AHERT. FER
REHE By I, T A e .
MM BE pAEHATLE 3R ERAIME
Fil % 5 L [ B W48 B 3 T KK 4 devazepide™
L-365 260> @R K¥F. EMREZREHT.
FATHE LRt S PR FEFRIFS IR AY H2E
W4 pA M H1410. SR 7. sCR B 3K

Lo

P=580=081%
r=10.9905

T
[}
g
)
[=]
B
=
= 79 P=sm140.32x
= r=0.9987
e
g
E" 314 “45
(-9
.6&

E &
v sof oF
2 o
-1 O/
2 40}

suL —

0.001 0.01

Doses/ mg* kg (in Ig scale)

Fig 3. Effect of devazepide, lorglumide, and L-368
260 on gastric empiying delnyed by sincalide in rats.

) (BreFHEE. AESEIERHE.
BHZAAR - e REER IR
EHERFTE®, RHERTERTSERYE
BEEFRENZREER, BEEF, BEN
f£. EEXRAHN. FREXRENRENEY
HERNSERAEEERER, TUATH
PErFEBAMN EEDIERERERETRYE
. FAEAFBHEFFARDPSETIXEE. B
[ ShEAE B B HEE M 2, HE RN
MAELEHFHEBRFGEE, 757
PR AEToOUuMBHEMHIER, RIKH
Tip 100 pg kg ' FRFIIFEM KRB HZIE
FRIRT. ERHER BRI FEEFIS 2R RN
XMW EFFFSIENBEHRTZEEIEN.
HERSWARS'“HAZER, TRS5ER
FEE, RATYHEE. TRE, TSN
HRESH RN 2B X,
WERMFRERE. FRFREELEHN
FEE O (FFRARFES), CCK-A FEFMIE
FAREAR. xBHEDHEEWMRKX, T
CCK-B EE KA. ®IKEF, devazepi-
de fll L-365 26035 — & 9| 9 F P & 4H-CO-NH-
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IRE BIAY JE BR 3K O AR A B0 = = R RedE Al
AW RN F R R S MRE
HIRAZH, devazepide X — B ¥ CCK-A
ZHENN, YEHBRE SR THRBEN SR,
MUt & T E KRR W L-365 2609 HH
9 CCK-B SERRBHIHCY, 3 H Bl f i 1R
5, WIWEIFREIE X —iE5s.
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