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BE PGLOWERT v F TEH~OEELY FEIES X U cyclic nucleotides 8 X b B L7z,

D FEFERME (in vitro) ~O PGLI\ 5 CTRFIBIEALRL, %D oxytocic potency X PGE,-
analog (ONO-802) >PGF,«>PGL TH oz,

2) 5-lypoxygenase inhibitor (AA-861) O FEIHEMHIER L, LTC,>PGI,>oxytocin>PGF,a>
LTD,>ONO-8020 JEfZ xR L, & h b FEH & ONO-802F B 5 T T D AA-8610 MHl X LTD, -
LTC,>oxytocin T#H 27z, Terbutaline D% oxytocics X3 5 I, £6Iic<2min. KFED LRI
2, % oxytocics ~® ONO-8028¢ 5 T T, oxytocin, ONO-802# 5-41CFg oD,

3) & M5 F14 D bath medium # D cyclic nucleotides ® &) i, PGL# 5Bz c-AMP,
c-GMP iz 8 in%x 7= Ll oxytocics & (X R 75D pattern 237, & OEFANIX PGL + & (ter-
butaline, ONO-802, AA-861) #BE5EFIC R Hivic,

Synopsis The effects of prostacyclin (PGI,) on the uterine muscle of pregnant rats were studied in terms
of uterine contraction and the variation in cyclic nucleotides.

The following results were obtained :

1) The administration of PGI, stimulated the pregnant uterine muscle (in vitro). The oxytocic potency
of PGE,-analog (ONO-802) was greatest, followed in order by that of PGF,z and PGIL,.

~ 2) The effect of 5-lypoxygenase inhibitor (AA-861) on uterine contraction was greatest under the
administration of LTC,, followed in order by PGI,, oxytocin, PGF.«, LTD, and ONO-802. The effect of
AA-861 was greater under the simultaneous administration of LTD,/LTC, and ONO-802 than under the
simultaneous administration of oxytocin and ONO-802. Terbutaline exerted the inhibitory effect on each"
of the oxytocies within two minutes in all cases. Its inhibitory effect on the oxytocics was slight in the
cases to which oxytocin or ONO-802 was administered.

3) Changes in cyclic nucleotides in the bath medium were determined before and after the administration
of each drug. When PGI, was administered, both c-AMP and ¢-GMP increased and showed a pattern which
was different from that for other oxytocics. This tendency was also observed when PGI, and other drugs
(terbutaline, ONO-802 and AA-861) were administered together.
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e BRENIEE T & 2\ A (Wallenberg, 1981), F
= IR ) R~ o PGL o B 51X cyclic nu-
cleotides & DBARM L HHEE I B 2%, £ DOEHM
IARHETH A,

LichioT, &2 TiE, PGLOEEFEH~D
FEYBWER X ) EREBRF 2T o0 clE
5.

‘ MREE

BRI ORER S i Wistar RIEIEZ » + (F
#R19~21H B) &AW, =—F AFRETCcBlE,
FELREE LU TOE I SOV THRET LT,

D FERE (n vitro) ZHED

WETFE X VIEEF - BEYEREL, EbcER
A THUCIE—E L, 100%3mEL ML 7o
Krebs ®HicfRAEL,

F E B2 N 1IZ condom-rubber balloon (#
1.8~2.0mD) #H A LEBEE L 7. WHBE X
polyethylene tube ICE:6t X W AEB A K27
L transducer IZ CEXHZEH L polly graph (H
AHEH RM-45) I CEH -FE&E L7z, Bath Ao
TEPHEIH200EKE L, IEERSEE LR
RECEREBIB L.

Bath medium ~D#5FE ¥z, PGl PGE;-
analog (ONO-802), PGF,«, AA-861, terbutaline,
oxytocin, LTC, - LTD, T » b, # 5 & X

:F‘

il

1723

0.01~120ug/ml TH % (N=60).

2) Cyclic nucleotides & E:

FEREFIF 5D bath medium A c-AMP,
c-GMP Z&) %, TCIo#fis) Ui & @D RIA
(c-AMP-125, ¢-GMP-125, Hoechst) = X b &
L7z (N=54),

B &

D PGI, & FEIkE

FEREG2054%, irregular contraction DIk
RETi2PGI, 0.5~10kg/ml% #5 L dose-response
R LA(E L), #EERX Y RIBHREZRD
72735, maximum response (¥ >3ug/ml TH b,
Z D FatE PGFze, ONO-80212EE L5V (K 2),
Z B £ oxytocics D dose-response ZBIE T
X (X 3), oxytocic potency i ONO-802> PGF,«
>PGLTH5,

2) MElmE & OBk

AA-861D T EIHEHIHITER e (R 4) T,
£ oxytocics # 5 R bt B A%, inhibition
time O HEE 2B D AA-861D potency 13 LTC, >
PGI; > oxytocin>PGF,« >LTD,>0ONO-802T
# %. Terbutaline ® F & I & #0 %l 1 B 1 &
oxytocics #45 T T <2min. K&HFIRD bt (FE
1). ¥ 724 oxytocics+ONO-8028 5 Fic 1+ %
AA-861 (10ug/ml) #5RDFHFHIRIED BT

4 PGIz 0.5 ug/m1
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vl PGiz 2.5 ug/ml
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1 ONO-802 0.02 ug/m1
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4 PGI2 3 wg/ml

{

PGF2x1 ug/ml [ 20 mmHg

2 e A A AN A A A AR A A A AN AN AN A AR A AR AR AN

—_—
min.

X1 A continuous recordings of effect of PGF,» and ONO-802 on rat uterine

contraction (1)

Effects of PGI, and PGF,. on rat uterine contraction (2)
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1%, oxytocin #5Ric £ OEFINEEE L, LTD,.
LTCH LB Thdok (E1). RECE
oxytocics+ONO-802# 5 T iz ¥ 5 terbutaline
(0.25ug/mD) 5K &I 5UG O LB T,

PGF24 2.5 ug/ml

ONO-802 0.03 pg/ml

WYY

© PGI2 4 ug/ml
i Izo mmHg
— e AN AN AN A AN
‘ ,
min.

- K2 Stimulation of rat myometrial contractility
by PGF,a, PGE, analog and PGI,

E PGF:a
2 1o} PGE, analog PGl
é (oNO-802)
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0.03 0.1 0.25 0.5 1. 25 5 ug/nl

K 3 Comparison of the contractile response of the
rat uterus to increasing concentrations of various
prostaglandins

PGLOERES » + FERME R TEE O EROIE

HEREE38%105

ONO-802, oxytocin #5-B1258 027 (F 1), fib
D oxytocics TiX control £ Z bz \s,

3) Cyclic nucleotides D ZH)

EREYRER B X 0% 5305 #% © bath
medium H® ¢-AMP, ¢-GMP ® parcentchanges
%M 5 12”3, Terbutaline #5-Fic c-AMP, c-
GMP & el KOELERD 55, PGLEE T
X c-AMP (+15.91%), c:GMP (+4.09%) %7~
L7z, —7%, PGL#EFLE T~ terbutaline (0:25
xg/ml), ONO-802 (0.02xg/ml), AA-861 (10ug/
mD #FRE5605ROEFHTIE(K6), FFHLDIT
c-AMP, ¢-GMP & &1z FRER % ERD, +FOF4L
R o t 8 T c-AMP X terbutaline >ONO-802 >

AA-861 10 ug/ml

Oxytocin § X
x 10 €/m 'l [ 20 mmHg

—

AR-861 10 ug/ml min.
PGIz 3 ug/ml o/
INANAL NN AN A S A P e P o s

LTC« 10 ug/m AA-861 10 ug/ml

\AAMN\AAAMMJWN\M’\M/\MWM

PGI2 3 ug/ml Terbutaline 0.25 ug/mt

LINANANANANA__

ON0-802 0.02 ug/m Terbutaline 0.25»ug/m1

PGIz 3 ug/ml

X 4 Effect of AA-861 and terbutaline on the
stimulated contraction of pregnant rat uterus as
influenced by various oxytocics

%1 Effect of AA-861, terbutaline and PGE; analog on rat uterine contractions

Inhibition time (min.) Addition of ONO-802 response
Uterine contrations Addition 0. 02:8/mb)
AA-861 Terbutaline AA-861 Terbutaline
(10g/ml) (0.25,g/ml) Group Group
Spontaneous <13.5 <2.0 + +
Oxytocin (5x 10~3/ml) <18.5 ” (#) (4#)
PGFz, (2.5ug/ml) <20.5 ” + +
PG, (Bug/ml) <18.0 ” +) +
ONO-802 (0.02g/ml) <28.0 ” + ()
LTD: (10.g/ml) <25.5 4 = CD)
LTC:  (10ug/mi) <15.5 ” (- G
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—20 0 tn _ +d0 (%) HiZ, PGI, 2~50ug/ml TFEH ORI BIEH %Y
CONTROL 1257 ~L (Omini et al., 1977, Williams et al., 1979'?,
PaL (3pe/nl) +15.91 Phellips et al., 1980), PGF,« * oxytocin O H|¥
LTCs (0.1ag/nl) +12.13 ERIE PGLIZ X o THH I N 5 25, PGLORI®

LTDs (0.14g/nl) +13.48 %8 12.6-keto-PGF o 12 H: L8O EE N &\~ 512,
AA-861(10xg/nl) R +16.50 Gimeno et al. (1983)1z X yuiE, PGL O#| B
TeRBUTALINE | O — X 1%, PGF,a 58 LELL, ZhbORIGE in-
(N=6%6) domethacin H#ETFTTHRD L, = hitfto PG

[ Je-AMP
c-GMP

R 5 Percentchanges of c-:AMP and c-GMP in the
bath-medium following administration of drugs
(after 30min.)

PGI:+ TERBUTALINE

g +40 —
3
S +30f- 8 }PG1+ONO-802
[ = /'
=2 4
S +aof / /o},PGszAA-SGI
° ’ PGL+TERBUTALINE
@ CONTROL
£ +10}
(%] .
gn 60min.
s 0 Sy T
o 1 TTel
“~~o L
-0} ——9 c-AMP CONTRO

----0 c-GMP

X 6 Percentchanges of cyclic nucleotides in the
bath-medium following administration of drugs
(after 30min.)

PGIL,: 3ug/ml TERBUTALINE: 0.25gxg/ml
ONO-802: 0.02¢/ml AA-861: 10x/ml

AA-861, c-GMP T ONO-802>AA-861>ter-
butaline TH»o7c,
£ =

PGE and PGF series DIEE S v + FE~DH)
BAEAZ, Bergstrom et al. (1968) DLk
BDOLI TV 52, PGL & FEIRMOBIRTIZ,
5 v b FEM TD PGl,-like substance D & 1
(Williams et al., 1978) %°6-keto-PGF a0 DK E®D
FEY#HE (Fenwick et al., 1977, Jones et al.,
1977) ST &, PGLOFEH~DIER I,
biphasic character 2384 Xh, EREBEKI Y
g OIFE»RD BN B, In vitro DEBRIC X

ELERIBL0TRRNE EXRB L, —7,
PGL ORIB/EA X PGE Ic B L 58, ZDIEMA
13.6-keto-PGFa I X 5 FTEEME S EED I Lz 25,
6-keto-PGF.a O KB {E FH © potency 1355 < 12,
PGL, B# DRIt &% 21\,

PGLOFERMEOMEIER B L T, v M3k
IEHRRS T E H5 (in vivo) o B RIS, R#ik
FBIERZRTHRCCTHFIERE 2R LcHE
(Wikland et al., 1984), # 7z in vivo TBi b avis
TEAZ RS\ #E (Mikéirdinen et al., 1982,
Wilhelmsson et al, 1981) 35 %. Zhd PG,
O RS B83 % biphasic character &2\ T,
EREROMER X 500, PGLARBMEDTH S
6-keto-PGF,a %6-keto-PGE, D B A EAIC X %
DNFEDEBITRHTH 5,

SEIOFMETIL, 7 v MERTEH~D PGL#HK
£ ¢ dose-response R B EFE % 525, 3ug/ml-
DK B E T maximum IZ & L, % © oxytocic
potency (X ONO-802>PGF,o«>PGIL, >LTD, -
LTC,TH>7z, Vesinet al. Q97D L BT »
b FE#5 T D& contractile agents ® potency
¥ PGF,2>PG, >PGI, > 6-keto-PGF,« & #E &
n, SEORE L —HRAERYRLTW5, FHE
s 5 IEtE S cOMER ccAMP -
Cat*nBhiBlY, EARIETH %5 (Anderson,
1978), PGs DBI-5- O FEMIIZET & v Tl iy, MfY
A c-AMP D381 & 75 Btk Mo e B L
(Marshall et al, 1973), EEFRHICIX oxytocic
PGs (3#i@H c-AMP %4 ¢, PGL, Ti:HEn
X, c-AMP OBIMIHE L BIET 5, Lo,

FEIEO SIS 3515 ¢ AMP O REICRE

FIXF 272, exogenous PGLIZ X 5 cyclic
nucleotides EEA & T EINMB~DOBEM L HT 5
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Vesin et al. (1979)¥1%, PGE,X » PGLAFE
5D adenylate cyclase system IZX$3 55877 7¢
activater TH 5 Z L ¥WE L, SEIOBE T
1% PGL#% 5B c-:AMP, c-GMP & & w4 hnfH
FERD, ZhbIiXTTREEY?L 1 oxytocics
TD c-AMP O BAEF, c-GMP o ¥,
tocolytic agents T @ c-AMP © ¥ i [, c-
GMP OB EEOBME & BRI DERTH O,
FHAIZIX, both cyclic nucleotides D EHEE T
T, FEHIMEARCETTLEELLNS
2 (Miles et al.,, 1980), 4E® PGL#&# & T To
cyclic nucleotides EE&4= 2> 1%, Hl pattern #52
BDieDIR L, EBROFEIHEE (LR B pattern
THote,

5-lipoxygenase inhibitor (AA-861) @ PGL#
B4 5 FEIR ok, LTC,, LTD,
D F) B HHIE 2% 3R 7 & FRIC PGLF)
BEYESCIE Lic, Zhi, AA-8610N 4R
1z cyclooxygenase products % b BB ¥ 72X
REREl T3 EFRCE S D EELDLR
%, L L, #1% oD potency 1% B;-stimulants 2%
$5HDTHOt,

HE, PGLOEES » + FEMHCHTHEA%L
FEIEIR & cyclic nucleotides D W 2> H&
FLich, PG oxytocic action iX PGE « PGF
series IZ LB L§5 <, iR D F KA ifish D ZEED
A1 < (Mitchel, 1981%, Turnbull et al., 1979),
FEIMEEHEOE b ORENIPEVE V2 X
5, TEMHTO PGLEADAEBRNBERITHO K
D3B3, MFAP cyclic nucleotides *BSEL, %
DR ~DBIEXSH I DB I N D LELD
5.
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