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Significance of Prostaglandins (PGs) in Ovulation
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(Director : Prof. Shotchi Sakamoto)

E prostaglandin (PG) D PEII~DBS % BI 5 20cF 5 o> PG L ARESHE (cyclooxygenase) mHEHIC
# % indomethacin, mefenamic acid :;0 L O% cyclooxygenase DHiIMIER A\ TEHET v +, SEKOBHIIL
WHT 5 LR,
1) indomethacin {3435 v b, SHEE OBEEII% Imglkg ©30%, 10mg/kg {80~100/& dose-dependent
i 2 NS
2) mefenamic acid ¥ cyclooxygenase 1Zx14"% IDs I L 728 indomethacin L FHESHER O @bk
IRzl L i,
- 3) AKEEERR X b cyclooxygenase R HhHIRERL L, Th AR & sz?ﬁém‘ﬁgb cyclooxygenase 14541
TepiE R R L7z,
4) cyclooxygenase p¥fififg 0.1, 0.2, 0.4ml % #¥5 1, dose-dependent 1¥h# S » b o> EHEIFAINHI L
fz. LA L progesterone Eépgaiw EDN T DT
5) cyclooxygenase fLfifEIC & % IPfaMilEy cyclooxygenase JEMEFHSE AT 579, Hilli% in vivo
YT » b S L JIK% BIH L B34 4T\, indomethacin &R cyclooxygenase FEk% HET 574,
progesterone AT U\ 2 RTER L.
6) cyclooxygenase HUIME &I BMBNTIIM LY 7 » + IIRALIEH L 7003, cyclooxygenase FEEDFRE LI
D hiehot.
DLEX D HEOTET PG EERIIZ, ZORBRHIPIIG SN D LR L, PG BN HEDKT
THHT ERIP Lic. FADIgE D4 T Tk progesterone g | 3FHZE X -, PEUR L steroidogenesis % 4)
HEHIR D & & 2R LA R OBHIMBIERTE O 5 L\ ki Bl AR 8 7e.

Synopsis In order to investigate involvement of prostaglandins (PGs) in ovulation, it was examined whether
inhibitors . of cyclooxygenase, such as indomethacin and mefenamic acid, and the antiserum to cyclo-
oxygenase were able to inhibit superovulation in immature female rats and gilts. . Indomethacin and mefenamic
acid were dose-dependently effective in inhibition of superovulation in the two animals. The antiserum to
cyclooxygenase was raised in rabbits using the solubilized cyclooxygenase extracted and purified from bovine
seminal vesicle as antigen. The in vivo administration of the antiserum inhibited superovulation in female
rats dose-dependently at the doses of 0.1, 0.2 and 0.4 ml but did not influence production of progesterone.

- Inhibition of cyclooxygenase in the follicular cells by the antiserum with no effect on steroidogenesis was
observed in organ culture of the follicles excised from the rats primed with PMS and the antiserum. On the
contrary, no inhibition of cyclooxygenase was detected in case of the addition of the antiserum to the culture
medium. The present study showed PG is one of the indispensable factors in ovulation as steroids are.
Key words: Antiserum to cyclooxygenase+Indomethacin+ Mefenamic acid

and Behrman® % Armstrong and Grinwich® 2

&

BRAHbRR I & DR X 5 AR L 5oL ER| D indomethacin 2% A\ 7= Bk
{EM % & > prostaglandin (PG) 1%, AR oI sERR 2 B %Nc Shic. Larloh %
<B>Tw5s. PG o BEII~o Bi5i%, Orezyk vk, LH-surge 1c 32 HARPEINZ #1342 EK
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b LT 7o FEBR T indomethacin |3 ARHKIC ()
\ T gonadotropin 3 3h A Ml . F O FEEBEINAE
HIhibFEx bhic, —F OGray et al. " 135
R AL B 8 Wefidlic. indomethacin % #5325 &,
BEIR N 2 H 5 AERIIIEE & 1, progesterone
St Pk o Ao L% #1121, indomethacin
I E ) CHEIN R PEE T A S LR L
72, F D% Sato et al.? 3, indomethacin 512
I A PEIRENEIEE, < o AR FSH, LH 2 J1%E L
KB EZE D 7o & xR L, % 7- Armstrong et
al.” 13, FKEOIIMEAN  EE: indomethacin %
B5L, &85 Ry TH OB THINY I
HrEEEBL, b 0REN 5 indomethacin
DIRFA~DEEERN I bt 7e o7,

fliJ5 hCG 5 X 5 REOPEIPRG', /o7 »
O DRI O AR s TIlla o PGE, F
ZPIE LB X5 &, BHIBERNC PG EILK
EEAL, PG 2Pl CBE LTw3 o &
HicHE & ok, Lhik indomethacin $ 51T
X B EEIRAIENL indomethacin 23 IPfaic {8 & IR
WO PG EANHEI W, FOBRUSIVHZL
hictEZEL2 Az EnHkS. Lo L indomethacin
RN Te PG A GREBEROMERTH DD, Th
TR b0 % < OERERCHRT L EFH
JIBHTUB. Z il indomethacin OHEIBIA]
TEF & —Jtamiic PG BEARER T LR T 5 2
LIxRGHT, oKk L O%AT PG EA A
AL F R Lo T3 indomethacin & [FAREDFEE
DZONBNE S DR T HLERDL. DI
WAL indomethacin 1 X BT » b,
WFERK © BEEIE & BRE L, ¥ PG E
APHZEF] mefenamic acid ¥ L0 PG 4 &KEE
5 (cyclooxygenase) o HIffE O H#EH & 1T\,
indomethacin OFHE &+ HEHRE Lico © HET
5.

EERF &

1. JEE

a) PGE,, Fp, OE'

—EE O BER > 0.IN HCl < @Bt (pH
3.0) L7tk 2ml Eifg=o 1 C 2 BRI L,

HER#E33%2 5

Iml H,O 1= 2 E¥#E L, BREEOHK, silicic
acid column chromatography (silicic acid : 1.0g)
T BERS U 7. BEEBE1: benzene-ethyl
acetate-methanol (60 : 40 : 0.5), benzene-ethyl
acetate-methanol (60 : 40 : 3.5), benzene-ethyl
acetate-methanol (60 : 40 : 10) ¢ & 2 o &k
PGE 72 3 PGF piisH X h7-. 0.1lml assay
buffer (0.05M Tris buffer (pH 7.5) £ 0.1%
gelatin & ¥s) WD L3 X OBE#E PGE,
it Foo (10pg~10ng) 12, %h%h *H-PGE,
¥k *H-PGF,, (§7,000dpm), PGE, /-1
PGF,, Hifi{E 0.1ml 2¥RINL, 4°C, 24RfEs
#L7:. 0 0.1lml dextran coated charcoal
PREW (Dextran T 70 :0.5g 31O Norit A :
5g % 100ml assay buffer ZIBFI Lizd D) %
Z, WHEER IO HEREY BT OT oML,
EEO MO RE Lz, FikoZZXRIE
1%, PGE, Himi& : PGE, : 100%, E,:6.2%,
Fia :3.8%, Fous A Ay, Byt =07, PGF,, #ilfl
1H  PGF, 1 100%, Ei1:19.2%, Fi:14.7%,
A;10.39%, A:0.03%THore. PGE, HlimiF
1L PGE, 1wk LC, PGF,, fimiFik PGF, X}
U This ) ZRX R R AT O C, BIER R 1L PGE,
FrLcER L, WEREL PGE: 10pg, PG
F:100pg, [EUNEILT75%, KE (CV=8%) %
BRI NELDTH O,

b ) progesterone DRI5E

—EREDO AR LD = —F T T H%, Sepb-
adex LH 20 % FJ \ 7z column chromatography
(solvent system: hexane: benzene: MeOH =80 :
10 : 10) T progesterone % /y¥t 1, FEEHR LD
BEE S W-PmE? 2\, dextran coated char-
coal TiEpf-fEEEIA ML, RIA {7o7%.

2. PG #4&HEEFE (cyclooxygenase) LML
BIEEE

a) AJPL cyclooxygenase D jEEL

HeEEEle 4 20mM phosphate buffer (pH 7.4)
HThEUTAAL, 78,500xg 1 T 904 MR
DL, =A7ry—afBEEz. RT2%
Tween 20% &¢r E0 buffer %02 0°C, 304
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® 1 - Cyclooxygenase ¥ HBE

l Bovine vesicular gla.nd]

homogenize and centrifuge
with 50mM potasium phosphate buffer

I Microsomal fractionsJ

I
suspend in 10mM potasium phosphate
buffer pH 7.0,containing 5mM glutathione,
ethylene glycol(20%)and Tween 20(1 %)

keep in an ice bath for 30m.

|
centrifuge at 10,5000XG
|

[
precipitate

1
[ Sup.(solubilized enzyme) |

apply on a DEAE-cellulose

column
Frecr ] [Freot.11]
(Cyclooxygenase) (Isomerase)

MifkiE, 78,500xg, 1204 FhEO L k% “solu-
bilized enzyme” & L7z, o EkyF % DEAE-
cellulose column ¥Rin, 0.2% Tween 20 %4
o 52 buffer 12 TR L cyclooxygenase % ¥H
L7, WHWERIMERC T R#E L, electrofo-
cusing R AT\ FICHEH L, HAIFE Db o
i, BIHaldA bRE3 cyclooxygenase & LTHW
72t (R 1), FREAEML cyclooxygenase @
FEPEE 2. dunits/mg 2B (lunit 13 24°C 1 [
lpmol @ PGG, ¥ 713 H, % AT oBREEME
NI THOT.

b) e

 »TIEE cyclooxygenase (1mg/ml) % HE &
LT Freund complete adjuvant (Iml) & emul-
sion {t L, RIBICHE, K\ T 1 BHIK 2 81
EIfE ¢ 2 [8] 0.25mg FE % booster injection L,
2 ERR Rl LYUE & LTH G, KEXD
Z bl PiliEk Ouchterlony — B HL#IE R
Ihic cyclooxygenase kRG22 4T\ R
HE L.

3. BBk

EED Wistar RMGHE 7 » + Q5HER) (B9
50g) (3TE32) 1= PMS (pregnant mare’s serum
gonadotropin) (FFEfE2E) 101U/0.2ml/PL, 48FF
iy hCG (human chorionic gonadotropin) (3§

HSEE 30iU/0.2ml/yt% BUTFESS U ABEIN % 55

261
FL7c., GEix hCG #5445 8 Tkl &
Tehyoteny, 1248 © 85%, 16HFMEILIEE Tk

100% Tl C o). hCG b & R JEREMIC
indomethacin ( 2 4 7 F74) 0.05, 0.5, 1.0, 5.0,
8.0mg % ¥ b1, 24FSRECIVENOINE 2,
Ifiide progesterone % HIZE L7z.

H=EAOY  ShAEMEE (Large Yorkshire £, 7
B, ET70~9%0kg) (§+228H) wwPMS 12iU/kg,
T2k hCG 6iU/kg # itk LIBBEIR AT L
fo (hCG 853258216 % DI 1T, 42WffeE
w85% DU, T2RFRIHC85 2% D I PN
s bHivfz). hCG FE. 24055441 indomethacin
(& 20m]l i FE) #+hFh 0, 0.76, 2.53,
7.6mg/kg #¥5. ¥ 711 mefenamic acid (,3— 2
7~ A «Z38)  (propylene glycol WWiFEL,
ARCRE) ZhZh 0, 10, 30, 100mg/kg $
5L, hCG #ETAFMERICBIE L, BEIRECR R
~, [ progesterone ZIE L7z, HEIIRIT A 2
SO TN O BRI s X OREEIIE DT EIC
X35 PRIRINiE (stigma % F42 I %%
L2 TCEDH L.

EER3) Wistar REh#E 7 » b€ FED & FER
VRBEIN AR L, hCG $ 5 L RIRFIC cyclooxy-
genase PLMEE O0.1lml/PEx 1B, 0.2x 1, 0.4X
1, 0.4x 2 (hCG #5 3RFRIBICE 2 [R5
(41E32), FRLIEFHRREMFE (NRS) 0.1ml/
PEX 1[E, 0.2x1, 0.4x1, 0.4x2 (cyclo-
oxygenase PLIMIF & FERIC 2 Bl E) 2#IRAER
51, 4R BAiE L, RIS L ffirh proges-
terone ZJHITE L7z,

4. DUiaRsRERIE

a ) cyclooxygenase F{IM{E in vivo ¥ 5

Wistar R0 7 » + R ERERD L RIRICAE L,
hCG ¥ b L Bl it h Fh 2 EFor 4 0.4
ml/PE, EFEZK K fiF (NRS) 0.4ml/pL,
oxygenase Filfi{s 0.4ml/JE% ¥ 1E, ¥ 7- indome-
thacin 8mg/IL% JEHEPIC $¢ 5L, 6 BRI IR
HAafil, EEERET cEENIiE1 = XY
FUAREEOIME2 =225 By ik, Th
SO R 2 =230 HORIC U BB 1ml,

cyclo-
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(Medium 199 (10fZ345) 10ml, 7 % NaHCO,
KW 0.75ml, HEPES (Sigma) 0.4766g/7k1E87K
200ml, pH 7.3) Hr Falcon organ culture dish
wH, ZERH37 CDEAE T C 6 K] quadricate
WCEER AT OV, BEgE#EK b PGE, F,
progesterone B % RIA = CHIE L.

b ) cyclooxygenase [ in vitro ¥R

Wistar 25075 7 » b % RB1D & FEFCLE L,
hCG F b4 1 el © DR A GIH, DPfaaERER L
7o. in vivo 5 & [FfEic Falcon organ culture
dish g% 4 =3 2o, Iml B2 £ &
(0.05ml), NRS (0.05ml), cyclooxygenase HiIfl
1& (0.05ml), indomethacin (Sug/ml) % +hFh
WL, Z225737°Cn4M T C1285 duplicate
CEER AT oM. BEEEERR O PGE, F, pro-
gesterone % RIA [ CHIE L7, ;

K &

I. prostaglandin 4: AERBE S 550

1) indomethacin = J % HEIPHNH

Sy b 1EERDD X5 IC indomethacin 0.05,
0.5, 1.0, 5.0, 8.0mg/PiaghilEs » bkl
UBEIRE A 3R~ 5 &R E24.949.3% /JE (mean+
SD) (indomethacin #5355, %7 : 9, HEL
72y P DECH L TERTR16.7E4.57 [T
(3,3); 3.0%£1.0 (3,3), 8.0%3.0 (3,3), 1.5%
1.7 (3,3), 0 (8,0) & dose-dependent =B
i (p<0.001) BEFIAHIHI X e (K 2).

if1#f progesterone fi (hCG #L-24i5 M) 12,
% 32.50g/ml “©% », . indomethacin P¥ERET
2% % n34.2ng/ml (indomethacin : 0.05mg/Pt
#5), 35.1 (0.5), 33.4 (1.0), 31.4 (5.0),
35.6 (8.0) T indomethacin DE{KIT L % prog-
esterone PEAE~DEEIT D b Io DT,

B EER2D X 51T $hF5 MK 1@ indomethacin
0, 0.76, 2.53, 7.6mg/kg X535 L BEIIRIX
ThZhb8% (BRIRIMfak/AeRfaZy « 25/43), 39
% (16/41), 13% (9/68), 0% (0/49) THo7
(X 3). indomethacin #¢5--¢ IR R lE A
L, 7.6mg/kg 250 INE DK E S FHHET
99 x 44 x 40mm, PIfgyEE (% 0.67ml/ify <hH o

A ERFE33%2 &

K 2 Indomethacin iz X 241#£ 5 » » @BEIR o 14

|

No.

ova

10

%

= 0D

8.0 5.0 1.0 0.5 0.05 control

Indomethacin (mg/rat)

X 3 Indomethacin 1= X % %)% K @RI © 1)

PMS hCG  Indomethacin
12iU/kg 6iU/kg
v v 3

—72 024 72
© Owvulation 1
R Lapa
%

504\

40

30

20

10f

00.76 2.53

6 mg/kg
Indomethacin
7o, NEEEOIIE D K& X1% 27x20 x 18mm ¢
BT,

Il progesterone {E1, XM 7.81+2.72ng/ml
(mean=SD) (5 PL) ¢ indomethacin FFE5EFECIT
Tz n8.18+£1.72ng/ml (2L, 0.76mg/ke),
9.45+2.31 (2, 2.53), 7.07£2.95 (5, 7.6)
T, NREELEHCEIRD bhishrol,

2) mefenamic acid 1T X % BEIFHN4]

B EER2) D L 5 1 indomethacin L [FfE7: PG
A ER]TAhH B mefenamic acid % 0, 10,
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® 4 Mefenamic acid ¢ & 2hEBBEI 0 6 B 5 Ouchterlony g~ Bk X %5 cyclo-
PMS  hCG : oxygenase I DMK
12iu/kg 6iu/kg Mefenamic Acid
Ovula‘uon ‘J,’ ‘,l"!’ .
ol —72 024 72
80 [
Laps
70 -
60 |-
50
40
30F
20}
10
0 1IO 3‘0 l(')O mg/kg
“Mefenamic Acid '
3(?, 100mg/kg #5375 & do‘se-dependent ez (N A I
KR, BRI hEn84.6% (11/13), B i FREBENR X b i HIKEEL L 2o WTESE cyclooxyge-
80.9% (17/21), 63.1% (12/19), 21.7% (10/46) r:;& . ] 1 ‘ :
C : $HERoTE{LH cyclooxygenase 43
125“371 (X 4). D : cyclooxygenase i If1i%
fi7 progesterone fiF %, ?ﬁ‘ﬁﬁz-%g/ml T, E : 8 cyclooxygenase & PV %A 2 CERS
mefenamic acid B 58 CI13+ h+Fh4.4ng/ml (10 Lt well @iEiLcd o
mg/kg), 3.2 (30), 4.3 (100) T indomethacin % Tween 20 -CAl%{l L7 cyclooxygenase %)
& RBERTR & 5 FE Tl i DT, & DRIERREAR TR E T\ B . — RO IR
. cyclooxygenase HifiE#k5 -k TN ORI ELEESR & ORICBD b, Fict
1) P oReRME WOVNEIEE LTw5b, ¥ BoIEES R M
X 5% cyclooxygenase #IMIFICHR3 2 s F (NRS) L 2f@0 AT LEER & ORI s
N f- cyclooxygenase F&¥EFER~< A 27 v Y — & DR bRV, TSR cyclooxygenase L §T
# 1 Cyclooxygenase fif{ (anti-C)IC X H%0% 7 » + BHEIFO ]
5, b oy o3 OE & B 0 % TerS 2 ATRY
7 (mg) (M=£SD) (ng/ml)
PMS 6 58.3+15.3 0 ) 13.0
PMS+hCG 6 65.2+ 7.6 24.2+3.3 31.8
PMS+hCG
+NRS 0.1ml 3 63.3+= 9.1 25.8%1.6
0.2ml 3 58.3%t 9.1 26.0£2.0
0.4ml 3 63.2+ 8.6 26.5+4.7
0.4mix2 3 85.8+ 7.2 26.7+4.7
PMS+hCG
+anti-C ~ 0,1ml 4 94.0% 5.1 15.9£2.9 33.8
0.2ml 4 73.8414.3 13.3%3.5 40.7
0.4ml 4 66.51+15.1 . 0 39.3
0.4mlx2 4 76.5+10.6 0 36.8
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ME% TS > TEA L well iR LiBa
ik, RIEEDOFEHL cyclooxygenase & o i ik
MR Rieho. L b ORI CF
BI 17> cyclooxygenase HiIfi{EAS cyclooxygenase
WRRMCRIET 52 L &R LTV 5.

2)  BEIpIH

FEEE3D X 51 hCG #E L [[ElFic cyclooxy-
genase FLMiEO0.1, 0.2, 0.4, 0.4mlx 2 [@IFEIRA
BH5 L, 24RERCBEIR RN, E1LCRT
L O RIEBRARME (NRS) #5450 R Lt
IMEH 5B T AR (p<0.001) dose-dependent
CHEIE Rl S e (6D, Lo L JREEE

X6 Cyclooxygenase HM# (anti-C) & X % 4hHE

7y PBBEIIME (PEIB K meant-SD)

ova
30+

20

10

T

PMS PMS+hCGPMS+hCG 0.1ml 0.2ml 0.4ml 0.4mlX2
RS PMS +hCG+anti-C

PMS  hCG+normal rabbit serum (NRS)
(10iU) (30iU) or anti-C
{

B e e
~48 0 24 {(hrs)
1
Lapa

BENR LRI O, E20 R ToO M
progesterone fH# PMS+hCG 5 o EHFED
© 31.8ng/ml WHARTIZE A LENRDBRT (E
1), WBEEFELFET XS BRI RS &
IR LT, '

3) JpMaiz X A PGs, progesterone B4

(a) cyclooxygenase #i[fi{F in vivo ¥E.

IRfakE R ERC R~ X 5 R A ¢ 0.4ml/pE,
TERBREME (NRS) : 0.4ml/JL, cyclooxygenase
Bl ¢ 0.4ml/PL, indomethacin: 8mg/Pt% hCG
LR ST » b (PMS 58RI 1
BE5L, Uk RO H L6 RREEY 175 &,

B EmE33%2 5

®7 7t ORlasEERE (cyclooxygenase Hi il i
(anti-C) in vivo¥t4.)

PMS 10iu/rat hCG 30iu/rat lapa culture
i 1 1 L

3.0F % —-4;3 hrs 6 +'6 hrs .+1|2 hrs

+saline,NRS,
anti-C or Indo. Assay

2.0

10t

Indomethacin 8mg

(ng/fo]]icle)v Saline NRS 0.4ml  anti-C 0.4ml

EEW%Hh~0 PGF opEA R (meantSD) (ng)
OUEED) 1%, 4A: 3.0%0.16 (UPRA%: 8 =),
NRS :1.710.47 (8), cyclooxygenase ¥ iE :
0.66%0.13(8), indomethacin : 0.8810.08(8 ),
PGE (meantSD) (ng/JPfi) X th Zh 1.8%
0.36 (8), 1.740.51 (8), 0.33%0.08 (8),
0.34%0.11 (8) THR (g, NRSHE5H)
kX cyclooxygenase $TififE, indomethacin #.5.
BECIAEEIC (p<0.001) PGs A2 Iz Hh
fo (B7). Las LEEEK D progesterone fEA:
& (mean®8D) (ng/JifE) 12£hZ£i1.420.2,
1.72£0.7, 1.2%£0.15, 1.620.17TEBITENE
Bd T, cyclooxygenase FIfM{E, indomethacin
k7 steroidogenesis [CITEZE L\~ Z E B B
wisore. '

(b) cyclooxygenase JLiF in vitro ¥R

K 2 [WERW I cyclooxygenase HiIfiF & ¥R
Lic#i4&» PGE, F, progesterone DA ER T
LTHh%B. invivo THIMFEXHE Lick & LR

2 I, b IifakEEEE (cyclooxygenase il
1% (anti-C) In vitro ¥in (n=8))

PGE PGF Progesterone

I | (ng/g0k) | (ne/S8%0) | (ns/50RD)

AR [0.05ml[0.4550.04]1.8+0.21| 2.5+0.4
E*%;%‘e‘l{i%m?% 0.05ml | 0.56:0.06|2.0+£0.30| 2.8+0.5

Anti-C 0.05ml|0.48+£0.03[2.3%£0.41| 2.4+0.4

Indomethacin | 5 #g/ml| 0.03%£0.02|0.2+0.1
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72D, cyclooxygenase HLIIERIND b D1E, KB
DR, NRS ¥ o & PGE, F EAK DT
S35 0.45~0.56ng/JRfE Tz & A & ENR bR
Mot Fhic K L indomethacin ¥gfhncid PGE,
F oBEADMY10CEAD L TR, in vive 45
LAt PG EEANEE X iz, progesterone FE
DN TIL 2.4~2.8ng/IRfAD EEA R 23R bR
LZEN T £ steroidogenesis IC BB D e py Dl
EDTRERNTVS. '
’ Z =

PMS 3108 hCGH W X 5 4HET » +, $F
B D EBEIN S PG A ARFREAITH % mefenamic
acid, PG 4 & HiEEFE cyclooxygenase DPLIMIFIC
X >C indomethacin ¢ FE U X5 iEIzhs o
LA OME Li. T E T indomethacin [ X
2 BEIRIENT 5 ‘\y FONOI o 220 DI
KO e & CHRE IR WA, fEERo indome-
thacin DYEMIICOVCTHBI L7z b Didig\ >, indo-
methacin OYFE T » b,  SHEKD EBEIR D P
ERARGEXD OBRGEETCHE TS L7 v FOFK
58 0.05mg/ptiy Img/kg iYL, BKTo 0.76
mg/kg & equivalent ‘ChH%., F75 o + 0.5
mg/Pii% 10mg/kg T, KD 7.6mglkg DEG-EIC
EiT 5. chbo H5E X2 BIiElRs
BT 5% TELTET y FTIX30% (0.05
mg/PL), 88% (0.5mg/pt) T, FKT1x33% (0.76
mg/PE), 100% (7.6mg/PL) & 72 b, indomethacin
DYFET v b, SHEKTO BRIHRIR 3z &
AERETHEDZ Edvbhb.
cyclooxygenase [HE(ERITLMEMIC X > TR S &
Wb TWAD, FHITEHEBED cyclooxygenase
@ indomethacin X3 AEFHDOEL VS XD
LA BBANDO Y ALD EC LD EELD
ho. ZTREARPZED KR D WO JIEAD
indomethacin @ B RARITIZ LA E ED TN E
Wz 5.

SEBK O BEEIR% indomethacin & [ U cyclo-
oxygenase PHEH|TH % mefenamic acid DL
B4 Fhic il U-BiciEE 75 & indomethacin
EFEU XS eEIMIEIIR A B Wiz, oz &

indomethacin @

i

265

13 indomethacin O FEIPIHIIL cyclooxygenase ff
EERCESSADTHL Z LOFHEL 8D 5.
indomethacin t cyclooxygenase Hifi{E e cyclo-
oxygenase PHSE(EM% HECT 5 & LXK 2 D
DT LHBEZ TRISD, $hET » b ESEIIIE
Ep b PrmyE 0. 1ml/pt & indomethacin 0.05mg/
7., 0.4ml/ft & 0.5mg/Ttod Xk 5 &) RIL  equiv-
alent &2 bhb.

indomethacin {% cyclooxygenase i }]7cfHEE
Flch o3 clal, MLOBEROHEFFEM b E
TWBZERHLRTS.
XrXaE, o 1Dy it cyclooxygenase : 0.17~
38uM, PG-150H dehydrogenase : 15~1,000uM,
phosphodiesterase : 28uM, DOPA decarboxylase :
1004M, oxidative phosphorylation : 250uM, histi-

Flower and Vane!®

dine decarboxylase : 400puM, collagenase : 3,500
pM L ShTwh. B EGT T cyclic
AMP dependent protein kinase (ID,, :0.017~
0.048uM)'® 2 ornithine decaboxylase (ID;, :
5004M)* HEHE Shp 2 L b i otk

R HIRTORERPINCBART % bl Tldia
Py, RGO BRS EL &b EE S hiudsk
R b0 BN s L FRESH, B
indomethacin K B&# 5. -CI¥ toxic I{EHIC 12T
B2 bhD THL Y. EBELYRYES »
FEBEINA 0. 05mg/TLo> indomethacin CHI4] L
fo& &1k PGE; (0.4mg/pE) 35 L U8 PGF, (0.4
mg/JL) &R 575 & L THiA sE2 1 [E
Bk, T ED&E D indomethacin #5.C
FEER ORI R o hish ol EHE LTV 5.

Z it indomethacin OER Y cyclooxygenase i
EREF T toxic K HE-TWBZ ERRLT
W5, BEINaRMke X35 LH ofFfik
FhBHao adenylate cyclase DEM b E LD
fERMEINT 5 cyclic AMP 1@ X % #iflgpy cyclic
AMP dependent protein kinase O{EMAL, F+h
1t & steroidogenesis D LA &\ 5—FH O BN
ErbhTwan™,
AMP dependent protein kinase DFHZEY, KGR
D ZERERERE D HFEBL X ufe protein kinase % s

indomethacin & J % cyclic
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THRETHH, S LELI S I MEEEd
indomethacin 12 LT [HEE S h 5 +345 LU
T steroidogenesis \EE X, FOFEEBEIIN
Bz b/alindz L FHRIhD, %0 1D,
7y cyclooxygenase o IDg, D 1/10CT¥s L AF R
FbFREZEL IR 2 0d Lo, L
AsL in vivo, in vitro {2 indomethacin % #¥5.
L7cH B Th progesterone FEANT KR & 4 < A
CThsZ &b, JIfacit indomethacin 12 X
% cyclic AMP dependent protein kinase MDJfZE
BIBEA Y BERE LS, JUEP ornithine
decarboxylase |3 polyamine &R D ALHESE &
Wb, LH @ X oTEREI B, Fhillck
FEsR OFRE L BEINIG A BT AR B bh
%. Lhlkoz &% indomethacin o> PRIRINHITE
Fi7»> cyclooxygenase BHED LIZ X A0 L%
iEEilenp QAN

FREYPHCT B b1 mefenamic acid %

LU cyclooxygenase HIMEXHTHET » b
BRI A T % 2 &% B, indomethacin &
[AI&E D FEE % % 7-. mefenamic acid |3 indome-
thacin & (1HERED B 7e 5 (LAY CF hilkeyclooxy-
genase [HEMEMIL BT MOBER~OEHIZ
DT LL—FTB LT 2w, R s b
PEOMEIER 2 & 22 L B IR DR DI,
FOILBOVERIC X % ¢ cyclooxygenase [
T L PG REAENHZ BRI, T OREEPIAH
flahzi vz s, ChTBIB S PG 23 B5
LAEDITERAZ LT WA Z ERR LT W5,

. K TH BT E e cyclooxygenase HIfT
BOREC X% S 7 » M@gIIo iy, PG
DB BA S L 5 & L A I EERCEE
BiL7c L& 2 b, Armstrong et al.” [ZFKED
LHZ X % 552500 % DRfai ~ PGF,. DiiMiE%
EHEEATS Z L Lo TSI S35 LT
W%, L L cyclooxygenase $ [fiiE CHEIN % FNH
Hsk7- & o#EIL o\, cyclooxygenase |3 PG »
RiiER4'HE (arachidonic acid 7z &) PG G, H 71
E @ endoperoxide # /4 AR5 BE ¢, PG G,
H 2"EZ % C PGE, F 7o FIcizili X h

HEREE33%2 %5

5. xihiltEo PG PN AR 35 sk 3k
T3 LRk, TofimEe X oT PG
family 2 BEIR% 2 5 & &% GEBAT % o LI
3k %. Smith and Wilkin®*” |3 cyclooxygenase i
Mm% RE IR L, BTo cyclooxygenase 0
J#E#% immunohistochemical ZFBY L7 & 4
LT\5%., %7z cyclooxygenase o> RIA % Bi% L
7oL DMELH SN B, KPIFECfERL Lc bt
BeEHEINI0 LHBREECE LGB EA
EETIND, R CIRILEMIC W THRE L
T Ie D THAR D\ T il 3 o lEC
H5. ‘

M E 7o kst R e e T 5 WE % = O
BT s LT LA EEE 3 Bbhiow
By, wA 7w Y — A EENRECEET b
R oPk s RIGXE 5791, v-globulin
D X 57 BREBS T MR A i
Isbigw, —RRICZ D X 5 e EES 1L plasma
membrane % @ LIS e FE X bhbd, &
FUF T progesterone, estrogen PEAEICAHD A°-
3BOH steroid dehydrogenase % 5 . MTH5- L,
active immunization %47\ [EEFHEY 2 HikoD
progesterone pEA % I Lic & O MER BB,
CHHDOEMCIAFERY 7 » Pici 56 ~7H
BRI AN, BREESERET TS
EBHLMCINT S, ChBEROHGS
RN A D iR & complex ZEDZ L %/R
LT\5%. %730 ribonucleoprotein IgG Hifkns
v FRMIMF > mononuclear cell WA %2 &%
HHEEC IR Lc iE 5%, KPigec
cyclooxygenase HLMyEH 5 CHEII H 2 Hhic D
(b oY) 5% - R NV R (e XL N i 2 [ N
fER Licz LR LT\ 5.

ABFFE T cyclooxygenase BT fi{EIC & % BEIRHNH
PR & FESR D complex JURIC X A HAWER TH
B DO DD ST, FUERSHIaC X %
PG EEAE % invitro THRGET L7c. £ O#EE, FUmiE
Ty PEE LA I X% PG pEEN
indomethacin ¥ 5 LR U X 5 iz bt UL
LR ERWRICHIE 2 IR Lz & X%, PG AN
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HEHEIT R S Riehote. BIMBERCHENA DR
EDORAED D BB A, BBk & I FREEAIE &
WEP R ko MlaN~DRA  H o
BELRTIEE B WTHA S, Fhil in vivo
FBHOBE T NEROFIELMALRT, Fedh
Jan x5 h—BOBE OB AT EERERY L0
EEZLRA. FOZ LT in vitro YRINCHLIMTE
IMERER X e 22 ETHLNTHHS.

KBTI 35\ TRl 4 D FEREM T TD proges-
terone {HAVEITE S N7y, Wi b EETHL %
L UET PG AGHIE X >T steroido-
genesis NEEL Zi7- Lo BRI bhvieho
7=. Mori et al.? 3 5 » T progesterone O HL{E
¥ X U'testosteroneDHLIA LT F 595 & L1z XL h BE
Paiflds c LB LT 5. L OBHEND
PEDFE G steroidfEAE AALEETH B & LR R LT
WA DY, RBFZED B steroid EEARE VR & T b HEIR
Dz Hbhn 0T, PGRBEIFERIZ 38 T steroid
st o SEOHIMEERT & LTEFH LTS &
xR E . HIHPEINMCiL steroid & PG o
MENLERTF L LTE L LB b
oz B, g CHERE & steroidogenesis 338
Wtk L# % bh, steroidogenesis %% FLIEHEI
GATRD OB AEFEL IO T, Ll
AT HIFOEEH & steroidogenesis & % 4y BEHL
kB EDRERL. BRI OB FE I BT
T e BRI 52 % 0T, BRACHE
& e B ERACEPEIRINIE® 101 0 FRE O B~
F#Hr b E2 50 EE5.

Ma ks, BET > EEEHRME 2B > IR
TE—&FRHT5 L L b, BHEHBEHYE LI
e ERERHE SR L DR OB R EL & T
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