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SUEBHE 123§ A B 12 81 2 I5EM:
TuxyrsrvryoiEs
SIRKEEE AR = (45 ©
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HBAR)

TEPHE I T ARSI B AR 7025 750 O L OBERZWASMZT B, T
% v b % urethan 500 mg/kg, chloralose 50 mg/kg (= & - THiBr L, KRERIGOEEL LCqiizy 75
17 » A (Cdyn) 8 L OREH (R) 2HELT, 27 3 BAICL 25 8NEROEEER>BEL
72, RENRESRARCELERIIYA 70t 0 X+ —CFHERITH 24> P AF Y > 10mg/kg 28
FdaZkitkd, Cdyn DEME@ERS Y bo— L TERICBEL ., Moy BEy L SRESHE
EE|TH2 OKY-046 O 10 mg/kg DEEB L U5-U B+ v ¥+ —CHEHTH 2 AA-861 D 100 mg/kg
OFEORESE, WTHLKEOEERRR TS BErRIFSas o/, BUEDZ 0 s, SEINESE
Cr=Bzid, HE%W@L CEDPRMET R Y 75 L U pEES R, REOEEEEZOOIER
LTWwaEEZ o,

Key words bronchoconstriction, defence mechanisms,
products, guinea pig, histamine

cyclooxygenase

TR TTYryRehurRFdy, ufary
IyREDT7F N CBREEDE, SKEORR
(tonus) WKESHEL, REXMBDRED LTY
BELHBZIZIZLTWREELNLTVE, 5D
REEDZ, FIEREREYOH% 5T, %L 0
ERRIELC k- Ty iyt s ad, SoBEIEMICER T
2H O LYUREICIERT 2 L OPIRNEET A 2
Ebs, [EOEHEMEOMRO I, RTORTRA
FELTFALTO AR SH 212 8- T, AEL
e DL R 513, TUEIGEEDEIE» D Tk
&<,W%%%E@%ftruéﬂﬂ%f@%mtm

RO EHT 208N 5, SEIEEE, SEINE
cﬂT%%ﬁ&thf@M%ﬁfmxyfayyy
OBRBZ L VBEIZT 27012, ELEY MICERY

Ik ARENEEEL &Y, FOROTEDEE
BEEHEL 72, EEOTERFICBWTT 7% F
CBRBS DL BB TWENE, YA 704 F
VI F—CHERTHEA R ALy, SEIRN LD

Abbreviations : Cdyn, dynamic compliance ;

YR FG L ERBRAERTH S OKY-046 ((E)-3-
(4-(1-imidazoylmethyl) phenyl) 2-propenoic acid
hydrochloride monohydrate) ®, 8 & U'5-Y RF >4
F—YERTHE AA-861 (2, 3, 5-trimethyl-6-(12-
hydroy-5, 10-dodecadenyl)-1, 4-benzoquinone)'¥%*
AOTHETL, BED2HE2E0T, wET 2.
HEB L UHFE

1. REREY

290~510g ® Hartley Rt L £ b (ZH7 K
(BI)) #EAL, SIRKHEBYERERNOZE R
BE (FF23£2°C, BESSE5%)T 1AM LA
B L, WIRAERZIC & DE &I S i B & BB
L7z,

. EREEH L CREIEE

EREBO 70y 754777 L5E1ICRL .

ethyl carbamate (urethan) 500 mg/kg, a-chlora-
lose 50 mg/kg DEBENESIZL>TELEY b 2H

IDM indomethacin; LT, leukotriene; Pao,

pressure at airway opening; Peso, esophageal pressure; PG, prostaglandin; R., lung
resistance ; TLC, total lung capacity ; Tx, thromboxane ; V, flow rate; V, volume.
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Fig.1. Design of experimental system. Peso
(esophageal pressure), Pao (pressure at airway
opening), V (flow rate) and V (volume) were
simultaneously recorded.

L% MELELD L EEENCTRENR 2T
LoTEEH = a— L 2EEL, SRRV ALY
L —# — (Harvard ## Model 1680 (South Natic,
USANK THRERR£TR -7z, £z, EEFIRIC
# F—F ) % &L, suxamethonium (succinyl-
choline) 1mg/kg ##iEL 2, 1 EHREKER 10 ml/
kg, MEERBIIEST60EE LA, BRI 0.5ml
THB, [EA=2—VORIE (Pao, pressure at
airway opening) ¥, EEF I Y AF2—%— (BF
SegE -8 Model TP603T (BH=)) AW THEL 72,
AERE (Peso, esophageal pressure) 1, S[EVIF
MTAEEYEL, &S 5.0mm BRET2 >Df
LErv 2RV ZFLrFa—7 (SHEL.5mm, WE
1.0mm) 2ATHIZLTEAL, BEEEENT XA
72—+ — (H & ¥ B # 8 Model MPU-0.1A (R
ENICTRELR®, £, K[EE (V, flow rate)
i3, B7VF ARSI T 7I2L D DT /NEA Lilly
Bloa—%% 327 %7 (HAKXEHLHEModel
TV24IT (ER)) BLEERZEEL 7Y AT a—
W — (HAENEHE Model TP602T (Rm)) 2£ D
AlEL, ThEESCESL THEE (V, volume)
ERDI, LEOL4DDNT A=F—ldVv 7 Fa—
F— (AANEHE Model P-0770C (RF)) 128K
FSZEL, Amdur 5O ARSI HEVIERIEIC & D [kt
0 (R, lung resistance) LEIffia> 7747~ A
(Cdyn, dynamic compliance) #HHL 7z, R &
Cdyn BETRBICIKET /-0, R UHE (kg £F
L, Cdyn 3BE (kg) THRLIEEZRAVEY.

M. EHHIRARR

wy (EAY )i, Ao L /NEMRE
EHRASREELAVT, WRREEELLEEs 2
r 7% <, tidal breathing I CTHRABR L 72,

V. £x4 2 BARDRE

{48 360~450g (F430g) OELEY b 8 IL%

LT, 22 o ORBEAERICHZE (cumulative
dose-response curve) #{ERRL 7z, MARE RS 1o
¥A¥%1%, histamine dihydrochloride % 4B &E K TH
fEL71.0mg/ml OEE L LLOEAL KER
BETEBRD—EILTELY, 1ERTED2~3
EOERE (TLC maneuver) (1774, £3D 1434
CF—-sETHLTAFERNOa bo—rEL, 20
%, ERAY I BEREERCIMME (REBDSFL
7oV ARHER 15 ul/min TH O, IHRORA
TIHEAZIVAREIZO0.TOug &k d) RAZE,
ZO1MBICT — 7 28U, D ERLT I
B TLC maneuver 21Ty, 20D 345M&1Z 5 ¥
(1.25 ug) BAETR L CRBOREE2{TE, TR
B 7 (.75 g), 108 (2.50 g), 15BH
(3.75 ng), 200 (5.00 ug), LIEXBRARRFZT
noTTF—g RTER L. RRAERICHE,S, T
RTDELEY MIBLTTEORRIMELEL 28
MNEOE RT3 vEERD, UTORBRIZBEITHRA
ERIDESE L L.

V. 22 3 VBABOKERIG IR ET EERY

DR

1) 4 Ay v OR

i) AP xyy o EER

320~490g (Figdleg) mELEY b IEEFHL
7z, TLC maneuver ® 3 5312 1mg/mlDE RS
vEMWHE (5.00ug) AL, 13EDT—5%
C—rEE L. #ZTHESIZ0.2% Na,CO; IR T
VEER U724 v N AY v > 10mg/kg 2 ARk L 0 8
L, 20%0 40 PEORERCEBREL /2.

i) 3> hbo—nE

290~510g (FHJ404g) DELEY b 9FLEML
fro A B AFY ORIV 72 0.2% Na,CO,
BIIE pH11.2 LSHT LA UHETHD, £ P X +v
VEBIRIEpH 7.7 LiZIEFHRETH T e, D, g
W L TIEBEEKER G, A Y ATy AR
Db O W EEAEKEROIZESNE, A F AT
RSB 2 ARCERETL o,

i) 4> R A%y REROMEDRE( i wet/
dry ratio i 20T

ERY IV EMEHRBIZEASES 20, 28K
HEOEELELTA Y NAT U EE#EB LTI b
O— VO 6B LT, MEOESEHEL .
%72, Cdyn OBIE XKLL UG cEELR
555, BRE:e ATHERETOELE Y b TR
BB ELCS EEDRTED, &5 IKED
AP S YRAR L DRI OE B TET B T4
HyvEZLNDE, A~ R AL IS DFKER




RAEREHE 126 B RIS &

BEE Il TO AN ERET 572010, EBRK
THi, EAEY MlEBHLCERLRIEL, #E
BRI ERVERLREL T, wet/
dry ratio K& /-,

2) OKY-046 O3hE

i) OKY-046 & 5.8%

320~490g (F¥1419g) ODEALE Y » 8EEF L
EoAY R AT SRS LFBC Img/ml OE RS
TR 208 5.00 ug) MAIWL X BREGEOE —7
%, BEHICEBEAEKICTHEREL 2 OKY-046 % 10
mg/kg, HFEFR L DEEL, 40 SMOREIRELE
g1,

i) 2> bo—nEE

310~490g (F#390g) DELEw b 8 FER A
2. OKY-046 WD K D IR A E B LS
i3, OKY-046 58 L & K EBRICEER 21T o 72,

3) AA-861 ik 2 BoH

i) AA-861 ¥ 55

350~470g (Fy418g) DENLEY P FEEAF L
. EERBM L REMANC, 5% 7 7 E7 I AKBEI
WEEL 72 AA-861 % 100 mg/kg BIOKES L2, R
72500 ug DRAERTRZ> TREZIES ¥,
E—7# 40 RO TERERFEL /-,

i) 2> bo—LE

340~480g (423 g) DELEw b 9VCE AL,
KERBAIS 1 BFHEIRTIC AA-S6l RS LABDT7 S ET
TARERERORESL, ALY I o 2RAS
¥, E—27% 40 SHEORERERHEEL 12,

VI. fEFZEY

FERALLERIUTOBEY TH 2, T4bb,
Histamine dihydrochloride (FGHZETE (KIR)),
Indomethacin (IDM) (Sigma (St. Louis, U.S.A))),
Ethyl carbamate (urethan) (FItMIZETE (KK)),
a-chloralose (F1t#H 2 T % (KFK)), suxamet-
(ZzHeE ER)

honium (succinylcholine)

OKY-046 (v 1 T (M4)), AA-861 (K
M T (KMK)), Arabic gum (FIyE#lisk T %
(KRR)), &,

VII. §% i

histamine WA &R D 1 3B OPE@ER € — 7 {E L
L, B 368 ROBER (AA-861 50
Heudr—2%), 1, 3, 5, 7, 10, 15, 20, 30,
40530 Cdyn B L R, 2R, AHFIOMECRNT 2
EHMDER% Cdyn, % R, TEb L7, EyE5E
Larbru—VBEOLREE, /v XN vk
(Mann-Whiteny @ U-test) % fi\» T, BMEE®ROE
BEIZ DL T ORE 21T o7, WAKRE T p<0.05
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24 #
1. X8I vBABROKE (REABRICHBRO

1ER%)

EAY I kA RBHERICHBRER 22, b iR
7. Cdyn (FETERL/:E) I, AiE4.45+1.70 (F
BE HIERRZE) (ml/cmH,0kg) 25, 3.75ug @
T’ A TLE) TIRIFHRIEE (0.1540.05 ml/cmH,0
+ kg, 3.5£1.0%) £%bH, Z0HRESZRAREE
MUTHIFEALE R An 0T, &-EEED
B/NE L, IR —oBRsEenk, R, (BELX R
U 7z M) 12 A A 0.158+0.025 (cmH,O+sec+kg/ml)
T, 3.75~6.25 ug DBMATIFIZHAE (1.48+0.55
cmH,0 * sec - kg/ml, 942+354%) kb, zxnlit
DEBTHL I = rERANRESNT. 1,
Cdyn IZEb L CREMEZE N K Ed o7z, BEDORERD S,
FECFERT 3 ELEY P OLFICREZORRIE
FEUCESH¥IHNT, ERAY S ORAER 1 mg/ml
% 20 BRAMA (5.00 pg) EHEL:

II. ExZ I vI2da0EXNRANEZROOEAR

EBlzownT

1. AP Ay 58 IDMBE) Lo ro—
LEE (CHE) it

1) Cdyn ®ZEALIZDWT

EAY R AEREOCdyn O {Hi%, IDM B
4.75+2.34 (ml/cmH,0+kg), C#£3.89+2.69 (ml/
cmH,0-kg) ThH, EFEOE—7{E (% Cdyn)
X, IDM#£1.7+£0.6%, CB2.2+0.6% &, FELE
Wlw o, LoL, CHETIR19#H3.421.1%,
3431%5.0£2.2%, 553 6.613.5%, 75%8.1%
3.8%, 10 3% 8.6+4.0%, 1543% 13.8+6.8%, 20
S #%16.1+6.1%, 3045 #23.0+10.8%, 40 5 4
30.5+18.5 L EIE L T2 DI LT, IDM BT
19% 1.8+40.7%, 39%2.4+0.9%, 572% 3.4+
1.0%, 757 3.4+0.6%, 10 3% 3.8+1.1%, 15 %
%4.7+1.3%, 2053 % 7.3+2.5%, 30 3% 10.4+
2.5%, 40 3% 17.6+5.8% &, 4 ¥ R AH ¥ U EHED
13% &0 CRCILL THBICEEERSEBEL, M
F5,7,10,15,20, 30 s L EEESEDH SN (p<
0.02~0.05, [ 3a),

2) ReoEfzD>VT

EAY I yBRAAMHOME X, IDMEE0.168+
0.040 (cmH,O * sec * kg/ml), C#0.188+0.068
(cmH,0-sec*kg/ml) THH, AFEOL—7#E (%
Ry) 13 IDM B£1664+873%, CE£1545+684% &, W
ThLEEZRFED Lok, AV FAFYUdH



PLIERDFHIR b, 40 SMOBE CERECEE 2, TCREEL T3 Z®ICECeCLERAL, 204,

EZiZR s -7 (E3b), KERT ETIRIF LA EETIE oot %7z, IDM
3) MEDEESB L U wet/dry ratio i22W\WT HECHTHEEEIZD >N o1 & 7z, wet/dry

AR AV U EBERBRDOMEOEFE 4 125 ratiold & 1 2R 7T & 512 IDM B£4.43+0.22, CR
¥, HifEix IDM 3% 76+ 6 mmHg, C B 68+ 7 mmHg 4.48+0.26 T, MBI HEZ IR S L o7,
T, BAK I BRGEO Y — 7 BHclFEIE—FHEF T 2 2. OKY-046 % 58 (OKY®) o> bo—np
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Fig.2. Histamine dose-response curves for 8 animals.
(a) % Cdyn compaired to initial value is plotted on ordinate and cumulative dose
of histamine on abscissa. % Cdyn is plotted on an arithmetic scale and histamine
is on a logalismic scale. (b) % R. compaired to initial value is plotted on ordinate
and histamine dose on abscissa.




% Cdyn compaired to initial value

% RL compaired to initial value

SUEEH R T AR L R 7oy oL v

100 |
(a)
50 f
40 F
*
30 -
* ///’/
* - -
20 t J T
* * _ -
£ 3 _ -
10 L * j- _]////
* L B /1
E—{:-‘M
01 3 5 7 10 15 20 30 40 (miny
Time after IDM or Saline infusion
(b)
2000}
A
1000}
0 N

01 3 5 7 10 15 20 30 40 (min)
Time after IDM or Saline infusion

Fig. 3. Effect of indomethacin on Cdyn (a) and R, (b) in the recovery process from the

maximum bronchoconstriction induced by histamine inhalation. (a) Open circles
(o O) represent the mean + SD of % Cdyn in 9 animals which were infused 10
mg/kg of indomethacin just after the peak of the response, and closed circles (o
~~~~~~ @) represent the mean = SD of % Cdyn in 9 control animals. The recover of
Cdyn was significantly delayed by infusion of indomethacin (* : p<0.02, % : p<0.
05). (b) Open circles and closed circles represent the mean = SD of % R, in IDM
group and control group respectively. There was no significant difference between
them.
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(CEH) D&

1) Cdyn ZEfizDWT

ERY I HABFR O Cdyn O E 13, OKY B
2.16%+1.43 (ml/cmH,O+kg), C B£2.66+0.73 (mi/
cmH,0+kg) T, BHfEDO E©— 7 {8 (% Cdyn) 13 OKY
BE2.721.4%, CEE2.9+1. 1IN THEEERL, E—7
E#%D OKY-046 #HET L # DB O EEBREIE 2~ b
n—-LEDMIZE<ERRoN o7 (H5a).

2) R, o&fLiz 20T

EAY IR AHTEOMEIEOKY $£0.189+
0.051 (cmH,0 * sec * kg/ml), CE# 0.168+0.031
(cmH,0+sec kg/ml) T, AREOC—7{E (% R.)
& OKY B¥ 1696+626%, C £ 1706+623% T & » WEE
RicEBEZRROoNR o2, 8517, FOHD 40

mmHg

Blood pressure
(8]
o

SHEOBETLmBMICERR S e o7 (|5h
).

3. AABBLIESEE (AARE) oo bo—ngE (C
) Otk

1) Cdyn OF{bizDLT

ERF I CRAAMATOCdyn Dl 13, AARE
2.89+1.34 (ml/cmH,0+kg), CE#3.77+1.44 (ml/
cmH,0-kg) T, EREOE—27{#E (% Cdyn) i1,
AABE2.5+0.9%, CEE3.3t1. 1% CHEERL, #
DBOEERRIIS T UEHEMCERIR 2k
7z (X 6a).

2) RLOFELIZDNT

ERAY I VIRAR DR OEZ, AAFE0.747+
0.344 (cmH,0 - sec - kg/ml), CE0.502+0.315

D" ‘t; T T T T T T T T T

@ 81 3 5 7 10 5 20 30 a0

_c‘ = . min.
o Time

Fig.4. Change of blood pressure during the experiments in which indomethacin or
saline were infused just after the peak of response to histamine inhalation. Open
circles ane closed circles represent the mean + SD of blood pressure in IDM group
and control group respectively. There was no significant difference between the

two groups.

Table 1. Wet/Dry ratio of the lung weight after the experiments in which indomethacin
or saline were infused just after the peak of response to histamine inhalation

Wet  (g) Dry (g) Wet/Dry ratio
DM growp o 2.95+0.15 0.67+0.05 443022
Cont. growp | _ 2.86:£0.20 0.640.05 448£0.26
differences N.S N.S N.S

IDM group means indomethacin-infused group and Cont. group means saline infused
group. Each value represents mean-=SD. There was no significant difference between

the two groups.
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(cmH,O-sectkg/ml) T, HHEOE—-7{E (% R,)

15, AA B 1998+397%, CBE1761+701% CHES % =
1, *OBRORBEATRIC MBI ICEIR AL TUEOTRITIL, BEMESR, WIWE, 77%F
otz (1K 6b), CERBED LY, FLO0RFNEELTWS, Y

% Cdyn conwaired to mitial value

0 L I [ 1 I I T I 4‘0
01 3 5 7 10 15 20 30 (min)
Time after OKY~—046 or Saline infusion
(b)
2000+
Q
2
3
K]
g
2
8
g 10004"

5
(4]
—J
I3
®

o S

TT T 177 T T T T 4:0

01 3 5 7 10 15 20 30 (min)

Time after OKY—046 or Saline infusion

Fig.5. Effect of OKY-046 on Cdyn (a) and R, (b) in the recovery process from the
maximum bronchoconstriction induced by histamine inhalation. Open circles
represent the mean + SD of % Cdyn (a) or R, (b) in 8 animals which were infused
10 mg/kg of OKY-046 just after the peak of the respose, and closed circles represent
the mean = SD of % Cdyn (a) or R, (b) in 8 control animals. There was no
significant difference between the two groups.
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Time affer the peak
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2000+

1000+

% RL compaired to initial value

1Toime of‘r1e5r the pze%k %0 40 (min.)

Fig. 6. Effect of AA-861 on Cdyn (a) and R, (b) in the recovery process from the
maximum bronchoconstriction induced by histamine inhalation. Open circles
represent the mean = SD of % Cdyn (a) or R, (b) in 9 animals which were
administered 100 mg/kg of AA-861 orally 1 hr before the experiment, and closed
circles represent the mean = SD of % Cdyn (a) or R, (b) in 9 control animals.
There was no significant difference between the two groups.
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L PEENTE AR 1T ROE T A U 38, TR
pREEEETCEH L T, KGR ETRTARAE K I A o
DT eFLaY S EIEIL Thsm, E e JET R
L) o AEER PRSI Sl VA OGS L T
BT @ &, BEMERTE, &Y E 2 R0EE
EVERAE T D AHEME LRIB X T 52020 [R50
2T, BIBHRO7T KLV Uik B, EEEEML
TEETBGAME R AL, AT O PR ELA
% DEERIGR FIERIG A BT L T 2 BIERAO
HETH 5.

75 % FoBARBEY TR, VRFLFF—ERD
leukotriene C,, Dy, E, (LTC,, LTD,, LTE,) ¥ 5>}
A 7 atF ey —¥ RO prostaglandin D, F,
a (PGD,, PGF,¢) ¥ L& Fthromboxane A,
(TxA)MZIFRENFEERD D28, FUH 4 7 a4
FV 5 F—EHROPTTY prostaglandin I, (PGL,)" &
2DOHRMEYTH 5 6-keto-PGE, P13 K8 18 5512 0f
L CHRMCIERT %, PGL BEFEREOLEIZNL
TREHIV LV ELMESNTLE2H, Lo b=
VX AREEEIIN L TIERERMRED ST E
D WTHE L 7REED ZOE IR E & U TR
LT A EREMEAIE VY, prostaglandin E, (PGE,) i
WL Tk, FRERMEIERY? & UG TEEROD D& H8
EbNTLaEY, FEHORROREIIL>TLED
ERADBRL D LOHREPLH D, —FEL T, L
Lads, PGE, 3IREERAME THS LT 2ER
OHB—BTH S, &5, FEOERFIZIIEL
OHAERNTEEL, B aFELrRIFZLH-TL
627)~31).

PEDQESICKEOBERIIIEE  ORTF2EHEICE
EL&->Twa 78, invivo DEERE LTz <<
HEECTWIREETIT 2 D OMEE Ly, b b,
pentobarbital @ & 5 7 B R 2% T 2 FRE A
BT, BB E BEICKR L e ATRES D D
%, AWFFETIZFRERS] & L T urethan & a-chloralose
ERGIA, ZOHETH EDITRERRDORREREIE
FT3240m, & A5 3 IRAROREMER K
BEAXIIBIE NG LE STV D,

LAY I VIRAIZL BKERIGIZDWLTIE, WD
POBFERH TN T D, ETFE T35 PR
T2 EEONEERTH Y, BT3B ORI
REBE ML TOREMBR S TH 239, %712,
histamine & EMREHR L O EIER® L L,
REMRERE» DT 2F L a3 v EEHEEERS 7
vFALD ) L EQHBER L ENE b T3, E
BEREEROTE, OTRLLREMELES LG
THD, BEMREENLLZRIGST 2% ¥ o BRH

ML TOAMEEMEEETE LM, Ll
HERAY ICRAZL A BN, 75N B
REEDPEBEELG L T3 205 8BEIT 20,
SEOERE, £AF 108 2 RENEEOEE
BREOBEENENTH 7210, TRTOELEY b
WS EORARXINHE (maximum broncho-
constriction) ¥4 U X8B3 8OERA Y I v 2 A%
L7z, BERY I I0T 2 RIGICIZERENH 24040
bk, RN AT ABEEISE A B IRk
IEE IS ANENTHL LEZSN0ST
bhb, ZITEAHRBREDL D, 2 THAERIGHE
ERR L7278, Cdyn TRIEFSDEHMNEL, R, Tik#
W KR&E»- 7 (F2), Zhid, Cdyn sSEEREFHE
i, R, 2HBEMOTEREERERL THE9Z £
5, HBIWKOEEZIARL ChdanTn3a
D EBME RO O BAR O B AR & 1 - ATREME
BEZOSND, Fi, HLXOHERGHRII—EL~
VTTTh—EkoTHD, FEIMEZEH 2 —ED
RANHZ2 Z e¥mBans, ZhsDBERIZ,
Hulbert 50 $& L7z L €y M2 B 1 5 hista-
mine dose-response curve DFER & 1FIF—L 7=,
Sterk &*%, IEH AW 0.5 mg/ml » & 256 mg/ml
ETOXH ) YRAEFETRY, SEHEICIE
RAPFEETLZ . (RIEW—EV RV TTI b—ER
% Z k) % partial flow-volume curve % Fi\> CZEFBH
LT3, &7, Woolcock &4, IEH A L BEDM
BEET, tRYIVARIILSZ IPDEORTHRI
D77 =T 2 LERLTVE, Z0EIIER
EE» B2 RELU LICEETLZLI EOBFEEL L
T, BEMEPCHNIWR, TRy 7S50 v
X BIHHE S EE S LS, Woolcock » DR % &4
2L, ERYIVAEFMICLD IMEBETO7S b—V
AL, BRBEOANERE LD LETOREHNHR
<, REEMBIZH VT, BN 5 i
DEFVFET SRR S LT, EREHL, F
HACB T 2 BEBEOFERIEH S A TR
0, DX S LB, RENERO BEREIC
CEBBEL TV R LI RIS EZ LN D,
FIEE AR RO ®ENZBI L Tid, McCulloch
SONTNT v b TRBIMEMED RIS RE IR ME
HOEIET 5 Z L% L, %7 Colebatch 57 4 2
EAVT, BIBRHEDIELAT U vt Ry 3 L #E
CEPRERIEFEHT 2 EMEL T3, 8512
Drazen*®13 €L E v b D Cdyn 2#1E L L CRED
BRERL, KEBIRECET 3R BT 2BIBNS
L UERIBHO 7 R v+ L EEMERE OB 5 » 3re
LTwa,
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IRy TI Y rRIZBAL T, in vitro TIRE
EEEEIERR I, ZoWisL v, PGE 2EREE 13
ZEDREENTLBD, 72 Orehek'MMINREMED
PGE, PGF,a M i ORRE MY IZEHL T 3
EARRTEY, E5IZH LRI ERAGTIN vivo
HET, 1> F XYy U EiEIc &Y LTD, DIUGER
EOEEL, REMENBICLARIGLTETSI L
#RL, HORASE L TOHRERYE L LT PGE
FEELTW S,

— 7, Shore 5D 4 X REF®EHF £ A 7zin
vitro DEBRIC X 2 L £ A Y 2 2T & B FIEHIHERE
DERT 3 F F o BRBEMDZ, PGL, ONRBEL TS
% 6-0x0-PGFa TH Y, £z, HEMEPGL LD F
WHEHHE T 2 Z L 2FERAL T b, a5, 1~ F
AV Y S & o TIIERIGOIEET 2 2 L &5
L, STy 750y L LTO PGL O%E
EZEBFAL T 5B, Leitch 5520F|ETH, ELEY b
O LTC, BAIZ & 2 REEIE A >~ F AY v D]
BEICE->THEBEN, X5, UEROEEERD
Cdyn CBWLTEBEL T3, LaLidss LTC R
A, BREOBRSTLT 7 % F vBAH 2 EEIK
THEIENEDLNTEDS, ZOZ ehsiEEEY
BREEOGRZRIGIC L o TEEE N BRIV
BT riRTER, FEEHENECBEEC, Ihi
EHT 2L WHBEE I aRy oo v rnEmlsh
I EEFRRTLELE, L 2rREINTY
3. Shore 5590 in vivo DRERIC L 5 &, FERTL
AYIVERERASEZ LAY 2 VIRT 3RIG
M {E T + % (tachyphylaxis) #%, Z O tachy-
phylaxis BIRIE 4 > K A3 BB X - THEEL,
tachyphylaxis D¥&F & LT, ¥ 704 F v 7+ —
CEYOESREZ 55, £72,0Byme 55530 E
BEIEBARN 7%, exercise-induced broncho-
constriction CEBIARI %O 1#&E FEV, DET) 23,
HEL-2BEHOAEW CRBHETAZLERL, &5
2202 EEOKERAEICTT 2MBIRIE S, 1> F
APy o BB IOVEELLCRELTSY, ¥VHD
FENERICHEE 7O Ry 75 v Y o nERan:
AJREMEDSRE N T 5,

SEOHRLDERTIE, TLEY MNMEOEEC
LoTRBRLELNIFEREEELC Y, £0HE
BIA VA Y EBET I EICLD, [EOH
EBRES Cdyn CB W THBIGEBEL 2. £/5, 1 ¥ F
Ay o EDOFEIC & > THO wet/dry ratio IZFE
Mokl e, IORBREMAEOERENRS
B, REFEHOIGEORERRILI:bDEE
ZeNB HEEOBECINE, 4 Y KAy ki

EE# LD, cyclooxygenase #FHE T 2E 8 r b
D, KEBRIZBE LT HEHE 1 5E» S, 1> FAdy
VIZk o TREIEEOEEEESEEICIH s
7z. Brink 53, EHEEL Ty MIBWLTA ¥ K x4
U bE R I vRACHT AREEEELs e
Mol EMELTEY, IURIFLIERTIE7 7%
CEREOBESRL L L EZ NS, i, BIRW
bR F s GREE R E A OKY-046' 0 &K X
WEEOKRSZ, EEARLSGES L L4
DEELRIZSh o122 s, TxA IRENES
OEEBRBIZBLTIHIEEALEESATOLALES

Zont, #-oT, [EIHERICIET 7 F F o BRH
DI BDY A4 7ot FvyF—ERMBRIFLINTE
D, LobZhhBIEEYE T ERE 7o 2y
7o v Yy REAT BN TS aEEEIRE
Nz ELHNLE, 512,50 ¥y 7+ — CIHEHR
TH5d AA-BLVERIHRES LIz SRIOERTH, A
F 2k BRGEONHES & U O RIELERICHES
Eelixssht, SEO—HEO KBTI, 5-U K¥ oy
F—YEROESFIELAL oL EZ NS,
i, AYRAFY LA AT OTFL S —¥
BED DI RKF o ¥ - —CEMMEMNT 20 TR
TMEDH® Y H o 2h, Shore S in vitro DE
BT, ¥4 704F3 5 F—¥L5URFLFIF—¥
FRBBCHELSS Y, Y170t 57—l
EHRIBEMOBE L 2L, EAF I ICL 58T
BHOIECEHEES LW I EERLT, Z20L5%
FEHETELTVBEN PEDZ ms, f > N AYY
VI & AREOOEARR BRI, AN
LTRISHE R TEL &b PGE, % PGL % X0
WREEZORA Y 7S o OEEMEI SN E
Ezohn, Iho OWMENRENHER DO BELAERRICE
ERBEEELTOR LD EHlan S, £/, R T
BEEZER RS, Clyn TEHIZEEENA S UL
T, WERMEZa Ry 75> Y2 & % homeosta-
sis B3, LR EED L~ i@ niz 2 .
ERMT LM EBbNA, B /2 Leitch & ORGR
T, LTC, XA & % ZHIE O REFNELE 45
£, [SEOEEBRIZ A P AL o ORHREIZ LD
Cdyn W BWCIIEBICEBILL T35, R, CHEE
FAHAONTEST, SEHOEFOHRL--HL T
%5,

BAES & UBHANM R B LTI, Boll, AHE%E
RENEERSNTEY, MERE (KEIH) 0E
EAEDBFEOD LD, T0LD RRBEE Y~V
BUALESETORAY S50 YO OBEERE LELS
n, ERCRRECEZATHE, FOERAOEREY
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PGE, THBM PGl R TH S h 1200 TIE R
BETHD, BYOMEIZL > TLROHEREE R L

TOLPENREL S TOSREELH S, ZHH0WY
Hoik, R AR, REESRMEI &
LARIE D & DEEA, BEMREREES S OB &
B AR EZ SN D, Rl X = Xz
LTI SBOKRRETH S,

W, TEXMEIZS T AR L ICAEREE T
BOERELT, MADT I AN AT 42— —il&
2 3@ F %l ¥ (hyper-stimulation) »31E H 3 h,
Fujimura 513, & T¥ TxA, ORS &L T
3, LipL—AT, PGL AREDKICHEZEEEL 72 &
DEEH H VY, FBRIISEIRL 72 & 9 L EBEED
BHELEBLLZ LT, ML T R eV BlEL
57 5% F CEABMEDORE S RE L U7 LED
hb, Fl, TAruFFL S —CIHEMROS S
EAT 4 FEPAERIZ, & b TIEREARE L
T B {ERMERE S LT B He288 SH 0O EE TR
ANk LI, ~HREPEHONEE U EE
i3, ZOBEIKIGE U TRATCES S L5 R & IERME
TR T 7Y OEAENEIL, FEEEELT
HATREMEDSE 2 s, R LMEEECHEH T 285
CREERET L LEbi,

=1

N— b L —%HE L EY b % urethan 500 mg/kg,
chloralose 50 mg/kg (= THEEEL, Cdyn, R, ZHIEL
TERY I LB 5GENER DR EBEL,
UTFDEREBL.

1. REORANMEOERIC A >~ F A9 2210
mg/kg #EET S 2 L2k b, Cdyn QEESEENZ
D1MeEE VEEIGRBEL R, CIHEEEEALN
oz,

2. OKY-046 10 mg/kg O #E i, Cdyn B L UR,
OEMEEFIC R E AR RIZ S R Tz,

3. AA-861 100 mg/kg & FERBG 1 BERIATICRE 1T
®ELTY, Cdyn & R, OIS & ClEiEisia gy
it

DlEDZ s, REIHERHI G RHREIC BV T
PGE, % PGl, REDWIRMET O 2 8 75 > & v HiE
fah, REOEEEHBOLOIERLTH2LH
ot

B

E:il B

WAz pHA4, RS, ERAT SO £ Lo mmRaR
CERBLET. FRBCERLHBh R LEZLE
SR HRE, BB A I IS IR SRR E D B
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Abstract

For the purpose of studying the role of prostaglandins in defence mechanisms against
bronchoconstriction, the author examined the recovery process from the maximum broncho-
constriction induced by inhalation of 5.00 g of histamine in guinea pigs anesthesized by urethan
500 mg/kg and a-chloralose 50 mg/kg intra-peritoneally. Dynamic compliance (Chyn) and lung
resistance (R, ) were measured as the parameters for peripheral and central airways respectively.
The recovery of Cdyn from the maximum constriction was significantly delayed by indomethacin,
a cyclooxygenase inhibitor, which was injected just after the peak of broncho-constriction. Both
OKY-046, a thromboxane synthetase inhibitor, and AA-861, a 5-lipoxygenase inhibitor, did not
have any effects on the recovering process. The recovery of R,, however, was not influenced by
these three drugs. These data indicate that the dilating prostaglandins such as PGE, or PGI, are
produced in peripheral airways when bronchoconstriction has occurred, and play a role in
homeostatic defence mechanism.




