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B AW B O ERE, BHalbRBOBHICHiz Y,
ANIZhEERER A EHES (late onset in-
tractable asthma, LOIA) ¥ /374 # $20EL,
5.9 2 7 VL X— Rk UFic#E2 o) S5 M
MoOMEERIC DWW TH—EDWRL 5, M
BIUNVEFGR L0 5 MG T L rx—2
PERIEETIZLERELTWEY, X518
BHERBNORERIC S DHEUA2EET B8R
RSERIG (late asthmatic response, LAR)
PERT 2RI F0RECHEEL, I
house dust - mite £ ) % Candida »*H.0T,
IgE X N i IgG & < ic IgG, SiRBEM IR &
BAE) >R EAT B NERBHFEETH Y,
BB I RIGFOEICER L 2 PEk, FEEsk
7 ¥ DEERIERD 6 U & 115 mediator 2 B5
FTHZEWELPIZENTWBEY, 8- THIRYE
mEEDEHEIC I3, Candida FLEZ Fic & 5 #1138
RSB TVAX— %G+ tHrEREEDL
s,

BRERERIEG L BROBENT 7 % o BAH
EHDV &£ > TH 5 thromboxane A, (TXA,)
BT TNICBWTHE®, £ V9, platelet
activating factor (PAF) 7, leukotriens

(LTs) 94z & % SIEDNHE BUGe ROE B BUE &

721

7, BARBERENT F ) aY) 10 LT
AT 2 RERGENTUE, 3 HICHFERAR
24615 LAR OR3UIC L B5§ 5 WhEtED
HWEINTE N, histamine, PAF, LTs 7%
& &3k 4s chemical mediator DU D EEZ S
nTwa,

—7, BN TXA, ARBEREERTH 2R
A7 v (OKY-046) {(E) -3- [p- (1H
-imidazol -1- ylmethyl) phenyl] -2-propenoic
acid} i3, BRAMB~ND24AM L L E#HER
BicBnWT, 2704 FORBMRLEDTE
RGBT 2 EMESFRH LN T2, 22
TEHBEBIEIEEERREOPRERT &%
ZoNTWAHBRBETVAX -0 bR
VRGBT 5 TXA, nlE+HE»z§5H
BT, RAOERERSBEEICEITLY ook
B LU BROBEREICITT 5 OKY-0460%1% %
RETL 72,

HRECHE

Mg LRRER B L UABERORAD
HBMEEB126 (B1o#, & 241, 27~634%,
FH4T.15%) 2BAN, TOBEERIL, 276
mite B £ U Candida > RASTscore »*f&id T,
Candida $ilRIz & % ) > 2 BREFEALE B H 2\
I3 interleukin 2 (IL-2) BEHEREDTLEDR
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Table 1 Characteristics of intractable asthmatics.

Lymphocyte IL-2 production
No. Age Sex  (RiST) IgE (RAST) blastogenesis(S.1) (S1)
IU/ml mite Candida mite Candida mite Candida
1 55 M 1019.8 0 0 1.19 5.55 1.14 3.47
2 28 M 215.6 0 0 1.80 2.67 1.00 2.50
3 63 M 46.3 0 0 1.62 3.57 1.09 2.50
4 35 F 156..2 0 0 1.03 2.13 0.92 2.24
5 61 M 58.6 0 0 1.24 3.81 0.89 2.86
6 47 F 125.5 0 0 1.30 4.67 1.10 3.20
7 27 M 383.5 0 0 1.80 3.29 1.80 3.81
8 58 M 99.7 0 0 1.26 4.15 0.88 3.45
9 45 M 391.4 0 0 1.40 4.46 1.64 3.87
10 48 M 897.6 0 0 1.73 3.00 1.45 2.74
11 39 M 142.0 0 0 2.03 4.67 1.11 2.35
12 59 M 103.1 0 0 1.40 5.24 1.02 3.88

LR TH 5 (Table 1), BAMRBENE
i3, BE-MRCACLN T EHAEHRET
RERNKEEZ AT, 2724 FEIZEWERT
NIFEEEEI CELWEErOBEFENRE
XHE T, LA i mBHErlaic 1 £MLE
ATuAd FERE(TV F=Vo  REFH 5 ng/
BEL) 28T Twdnb®bAT24 FIEE
Mme & Lk,

FHEi TR0, BEFRM MBI OKY
-046 78N % KBENTEHEML, PHA LU
Candida $ilRic & 3 ) > EREGELRIG, IL- 2,
HrhakiEEEMRF (neutrophil chemotactic
factor, NCF) B L U iF Bk EEFER T

(eosinophil chemotactic factor, ECF) ? g4
BICRIZTHELZREL 72, 2 biciFhekizxd
$ % OKY-046 HEE/ER & L ¢, BERM M IF
rhERA & 7) leukotriene C, (LTC,) $ X U super-
oxide (0,7) EERICRITTHELHERETL
7.

1. K Y) > <BRGECRIGIC RIT$ OKY-

046 DENRDBRES

~2%1) > 1mlin B & K+ f110ml % Histopa-
quel077 (Sigma) i< & % WERILEIC TEEIK
B %8RB L, RPMI1640(GIBCO) = T1200
¥z, 34FEERL L/MREBREL 2% 2 B3
%L, 10%fetal calf serum (FCS) it RPMI1640

12T 1 X10%/mUcFREEL 72, » 4 2 BB %96
well tissue culture cluster (Coster) 21001 §
<D tripricate I2T4EL, ZEENH OKY-046
% &Nt 5 %CO, incubator (2 T37C, 3B
L2, RWTH well i2 5, 25, 125(&FR
Candida #i/&# (Candida 5K, BEER%Z
RPMI1640i= T10mg/mlic #5%%), 3 L UF PHA
(100pg/ml), X4 & LT RPMI1640%50u1
DEML37°C N 5 %CO, incubator 1= THZEL
7z, ¥EEHR L well i2 *H-thymidine *H-TdR)
0.24Ci 2@ML, 7 ReRIEESMIE & B L &
K Frv—avhrZ—cTC*H-TdR®
WDAAME (dpm) ZEEL, HEH DN
PHA fMEN L REICBIT2FH dpm 09 b
NI RE & IRRMEN T dpm fENkIZ LY
stimulation index (S.1) %3, 1) > Bk
FEREE L TERLL .
2. IL-2, NCF, ECF & & v thromboxane B,
(TXB,) EEARERIE N 12 DEEFE FiENFESL

&%

FFo) CIBERMM & ) SBEL 22 B
Bk%, 1%FCSin RPMI1640icC 1 X 108/mliz
FAEL 72, Zh#E 1mlTD24well ) tissue cul-
ture cluster (Coster) iz L, KiBEN OKY
-046 % #In1% 5 %CO, incubator {2 T37C, 3
R L 72, & 52 & well IR IBED* Can-
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dida H /K i3150g/ml, PHA 1310ug/mlic 7% % X
Jic@ml, *Riz RPMIL640 A, 5
%CO, incubator I T37°C, 4SRFEIIEREL, =
nEFE FFEZ B L TIL-2, NCF & £ U ECF
FEERENRERMIK L Lz, —F TXB, EARE
i3, EDTA, indomethacin i -&FKMim & ) &
BERESBEL, AL UELNEELES
Bk L7z, % NCF B & 1 ECF EA R,
Bk £56C, 304 #SLEICCIEE{L L TR
EL.
3. KM EZER IL-2 EAERRIC BT OKY

-046 DEN R DRRES

K M BEAEER ) IL-2 EEERE IR, BllIbNH
EW cRLTHELR, Tibb, 7 IL-2
assay 2tz IL-2 dependent cell line. T4 %
CTLL-2 (cytotoxic T cell line) '® #%,
recombinant IL-2 (TGP-3, ®E¥XR) 25
10%FCS fn RPMI1640ic TikssaE L CTHW
72, KT L EOBAE (#538 E1E) %96 well tissue
culture cluster |= tripricate 12 C100l/well #
RS (21 —2%&) % 7 %FCS fm RPMI1640
IS THEBL, 20 & well 12 1 X10%/mlic 7 %FCS
in RPMI1640ic CFA%FE 3 /- CTLL-2 %
1001 Fo &M%, 5 % CO, incubator (=T
37°C, 24BRRHsZFE 7z, HEHE well i *H-
TdRO.2.Ci % @500 L 18KE[E115321%, 1) 2 <2k
FLRIG L RERicBR S > FLv—sarav >y
#—i2C *H-TdR MHLY iAAfE (dpm) ##IE
L, S. L &3k IL-2 EEREL L TERb L,
4 . KM ERIRK ONCF B4R &Iz OKY

-046 DFHRNIRET

FKAE M EA%Ek> NCF EEAEREIZE )] 619, Har-
vath 59 HHFkic#E L T, Multiwell micro
chemotaxis chambar (Neuroprobe) % >
Modified Boyden’s method i CHIEL 72, §
bbb, TXA M7 EAVRLERLEICT
185 N7z i hEk HhEe05 % LI E oy Rl — 5 A5
3k % Hanks’ balanced salt solution (HBSS,
GIBCO) =T 2 X10°/mlic g% L, 2% 512
Wr FEIT200k], THiCIIBEK $EELE) %
BulTHOEALL, LELTENMIIX 7V 4
HT 7 4 W% — (poresize 5um) THEEIN, 5
%CO, incubator i T37°C, 304 MH#HEHE 7

AN —%EN HL Giemsa #2217V, ¥
SEEEA00FE I T T Sl L7z FFERD104%
Bnadts NCF itk L TEbL.

5. ki 8ii%Ek. ECF EARRIC ]iTT OKY
-046NEHFRDERET
K BAgEk ECF EEAERGIZ T H S0 F 57

¥ LT, NCFE4 B & FAkIc Modified

Boyden’s method ic CHIZEL 7z, T4 bbb, *

TR—@EARMBmML ) 70—, F £ }Y—1¥

AVTITRRRESBEL, W0%LL ELoBHET

186 N i8R % HBSS 12T 2 X10°/mlic 55%

L, »d 538EH100k] 2 EEic, Bk (353

k) 50ul 2 TFEic AL5 %CO; incubator i
T37C, 04MBESE, 74 VF—FWMNHL
eosin s (A ¥ ) AT 4>, REER) 217

W, 400fFic TTEMIcEE L 72 F IR 1045,

Bonoit% ECF EdERgE L 7.

6 . FMmEAZERD 5 TXB, EERRICRITT
OKY-046 DR NBREF
TXB, i3 —80C TRHEF L T zfkik (BEL

#) % New England Nuclear (NEN) %2 (125])

-RIA Kit #FWTHH & CHIEL 7.

7. XimFFeky» 50 LTC, 8L TXB, E
EfEIC RITT OKY-0460%h R nist
LTC, BEERENTEIR, BELNHED c#

LT -7, Thbb, ~%) Y 1ulinis

REMI2mlc T X A F 7> 2mlz2 M2 ERIC
30~60fEEER, /b buffy coat #%
Histopaquel077ic & 5 E R ILHEIC TiFhEksy
B &AL 72, BEAK 1 mlZ2 02 CiE AR,
1mln1.8%NaClic & ) FiRiCE L BERILE
Tris buffer (e F 71073 >, Ca*, Mg?* &
fm, pH7.38)ic & 0 #FpERIERI5% Ll L iF
BRIFHA (7 X10°PMNs/ml) 2EBLL 7z, » 4
5 1 mlic £ BE D OKY-046% ML 1
FEMIRTALE %, 5 ug/ml?) calcium ionophore
A23187 (Cal) & % \»iz Candida $ilK # ik i

E150g/mlic % % & 5 ic@mML37C, 548K

B3, AEROMIS /) —NEMZTKE

BEEELZ ZntkiE% SEP-PAKC,

(Waters #8) T, Concentrator TC-

8 (RFRIET M) I CTRREE I W50%7

b= b ) As00ul THERLL. Z0150u] &
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TSK-GELODS-120T RV —#8) # 5 4% H
WixE 7 g+ 777 4 —(High performance
liquid chromatography, HPLC, Water #%{)
ICEALEE L7, LTC, EEREIZ ng/7X10°
PMNs ic#BE L THEb Lz, 72, TXB, il
iz LTS L 2 L5 % (D -RIA Kit (NEN)
I THIZEL 72,
8 . FMMIFHERA 5 superoxide (0,”) PE

HERIC BITT OKY-046 05 ROMES

O, EERRNHEIZERX, SELNHED ICHEL
TUTOZE(fTh -7, Thbb, BERM
k") 8L 725F$8k> Krebs ringer phos-
phate buffer (KRP, pH7.4) i#### (1 X10°
PMNs/ml) 20u1 %65 M OE{LEY cytochrome
C 28U KRPizinz, Ztuc &BED OKY-046
% #m L 1557 F8 preincubate #, concanavalin
A (10mg/ml) 20u1 & cytochalasin E ( 2 mg/ml)
20ul #@L, EEEINS O, oL NBTS
N5 cytochrome C NIERENZEIL%E double
beam spectrophotometer UV-210A (&) %
T UVss0nm CRIEL 72, % 0.~ EE
#gi3 nmol/min/10°PMNs T&xb L 7z,

9 . ZIEEHK| cytotoxicity i2BIT BRRES
wimic Ave7z OKY-046i%, &7%& buffer ic T
BE%E ) BT 7 4 V7 — (MillexHA 0.45um)
THBTHZ icE DL, $72, OKY-046
wmic & % BgER, sk L or CTLL-2 @
viability %, trypan blue dye exclusion test
B X 53 L B # lactate dehydrogenase
(LDH) f&iz & Y JlE L 72 #5%, MRICKLE
BES P72 L b, OKY-046iC i3 EHED
7r cytotoxicity ¥\ = & & & L LOFEZAL
7z,
10. BEFLHR Ol & HEFFFEIRE
TIMER DR OFE 3 ((EF IR N D
il — SR F BRI e 0> 18) <+ 3 F1 Ik 7 0 e o> {E) X
100=H#0fi= (%) TEbL L. 2%
By FEMSEIT student’s test % Fvy, Pvalue
2 p<0.052FFL 7=,

s R

1. TXB, EAREICRIZT OKY-0460%hHE
1) R BZERA &5 NEEE | BERMEME
%3k» 5 PHA B LU Candida HERM S

PHA 22?.3‘3,? OKY-046

TXB: producti(;n (pg/md)

1000 1500 2000
| 1 |

- — 0

*p <0.01

Fig. 1 Effect of OKY-046 on TXB, production from peripheral blood mononuclear cells stimulated by
PHA and Candida antigen in intractable asthmatics. (n=12) ¥



BEmRE & TXA, AREERILEHR

& 3 TXB, EARESL L U OKY-046i iz & 5
HRIFRERET L, 2R, Fig. 1ol
T 9IEM B L T PHA & & ¢f Candida
BROWTIORETH TXB, EARRIIEEE
NEELEmMERL 2 (P<0.01, P<0.01), #»
% TXB, EA#EIZ OKY-0467 1 M #hniz
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& D AEF I S n(P<0.01, P<0.01), 7
FERI e T L WERFF IO A B L ISR A
222 (Wi

2) RAEMEFHERS & DEE | BERKMEF
FERSED & ) Cal Rz & 5 TXB, EXRE
B L U° OKY-04630niz & % #II%hR & &5 L

Ca-

TXB:2 production (pg/ml)

. OKY-046
ionophore 200 400 600
(Sug/nk) (xM) ] l]| 1 ] 1 ]

- o[ H ]

*p <0.01

Fig. 2 Effect of OKY-046 on TXB; production from peripheral blood neutrophils stimulated by calcium

ionophore in intractable asthmatics. (n=
PHA

]
7]
g (%)
3
2 100
8
o *k
(]
g T
_g " ek

5 -
g 0
s
c
-.9_,
S
£ olL™
) 0.1 1 10 100 (M)

Concentration of OKY-046

% p < 0.05,

12)

*% p<0.01.

Candida

(%)
100

% inhibition of lymphocyte blastogenesis

0.1

1 10 100 (uM)

Concentration of OKY-046

Significantly different from control.

Fig. 3 Effect of OKY-046 on lymphocyte blastogenesis from peripheral blood mononuclear cells
stimulated by PHA and Candida antigen in intractable asthmatics.(n=12)



726 ' & B F B

72, Z#ER, Fig. 2 & < Cal flEiz kb
TXB, EEIAFTICHEML 222 (P<0.01),
OKY-0467 1 M, 10xM #hnic & 0 BEKE
i HE LTI R RS bz (P<0.01),
% 72 OKY-046i3 Cal JERIBEET L MEKFFHE
iz TXB, E4aE# L 2.
2 . FMEIEZBKIC RITT OKY-046D5h 5%
1) ) orSREGEACRIGE SO IL-2 BEAERS ©

PHA

(%)

c 100
S
g
-1

2

Q
S * *
= sof

(=]
8
=
£
® ol 4 ,

01 1 10 100 (M)

Concentration of OKY-046

IS RIFIETH 5 PHA * RFEFFEMETH
% Candida I & 3 &K > - BRDLGEAL
Kt & or IL-2 EEARBIC RIZT OKY-046 080
iR e R L7, 2R, 9 Fig. 3iom
3 PHA Rl#ic X 3 1) > 2 SERGZE LRI > #0H]
iz OKY-046/ 1 M, 10p¢M, 100xM Fim¢
FBERFECARLIREIRIFBO LN (P<
0.05, P<0.01, P<0.01), # 7 Candida #i/J&

Candida
(%)

% inhibition of IL-2 production

0.1 1 10
Concentration of OKY-046

100 (uM)

* p<0.05 *%p<0.01. Significantly different from control.

Fig. 4 Effect of OKY-046 on IL-2 production from peripheral blood mononuclear cells stimulated by
PHA and Candida antigen in intractable asthmatics.(n=12)

NCF

(%)
100

“% inhibition of NCF production
a
o]
|

ﬁ .

L ﬁ
1 10 100 (uM)

Concentration of OKY-046

ECF

(%)
100

% inhibition of ECF production

0

1 10 100 (uM)
Concentration of OKY-046

Fig. 5 Effect of OKY-046 on NCF and ECF production from peripheral blood mononuclear cells
stimulated by Candida antigen in intractable asthmatics.(n=8)
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(%)
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% inhibition of LTC4 production
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(%)
100

50 -

% inhibition of LTC4 production

1 10 100 (M)
Concentration of OKY-046

* p < 0.05, Significantly different from control.

Fig. 6 Effect of OKY-046 on LTC, production from peripheral blood neutrophils stimulated by calcium
ionophore and Candida antigen in intractable asthmatics.(n=10)

aA
g8

Pg—

*%

% inhibition of Oz production
o
o

*

]

0.1 1 10 100 (uM)
Concentration of OKY-046

*p<0.05. **p<0.01. Significantly different from control.

Fig. 7 Effect of OKY-046 on superoxide (O.")
production from peripheral blood
neutrophils stimulated by concanavalin
A and cytochalasin E in intractable
asthmatics.(n=10)

Flgic & 3 ) omkEFAES PHA L R
CBERFECAEZIRERL 22 (P<0.05,
P<0.01, P<0.01). —%4 Fig. 4 PHA Iz
k3 IL-2 EERENIHIERIZ1I0M LI L TlE
KEHCARLHHSHR»*BH LN (P
0.05), ¥ 7z Candida FUEH B OB HIFIE D,
104M Ll ECREKFEICH B oIz R A2

HHkz (P<0.05).

2) NCF B & v ECF E4A# . Candida #t
BB & 5 BERM I EiEEKD NCF & LU
ECF E&fic RiTT OKY-046 DIz E % 1%
L7, Z#ER, Fig. 50 NCF Bk
UF ECF EEAEREIZ OKY-046750NIc & N IBEK S
RIS R LB ERAERD b iz,

3. KEMFHRERIC BITT OKY-0460%0E

1) LTC, EAE#E - BEFM M PERSEIC
OKY-0467A7 % 1 M, 10M B & UF100:M
L 7-8 LTC, EEREOMGIREZRET L2 L
Z 5, Fig. 6 »Zk < Cal $ & Uf Candida #;
BEnwFnomlgiz & 5 LTC, EEERED OKY
-046ic & N BEKFHICEZTCMHI R L (P
0.05, P<0.05).

2) O, AR BERWMFhERkoHEIC
OKY-04678# #0.1uM, 1uM, 10uM B L U°
100xM #Im L 728> O,~ L=, Fig.
T BEKFECER LTSRS RS
Lz (P<0.05 P<0.01, P<0.01, P<0.01),

& =®
BFE, MTVAX—RRARDESIZIE S L
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FNEBERIISEICH2Y, RBICELR
BRENBIRIEEE -T2 Ll
5Hit, IgE RORGHFERERTEENT + E
— R RS I ERE R R, FEEED
¥7 FE—RRETL HIEEOHEIEDL
NTWw3h, wWind EEFICIZTAEIES
S REIFTE LY, BICRAOEHAEGER
YED¥EFI Candida BfEIC L 2 MR B L VR
RIET b blRESET L AX—2 TH N,
DL REFID L IIFER DERITIETES
SRL, ZOWBEEL T4 FEICHE R
WEZRWIZLECOHIBRTHS .

—%, BERBINI-EBHT LAY —FlD
B CRINE TXA, A BRI ES Th 2158+
HF 7L (OKY-046) i3, LAR i2xt5 2 #%]
ZHR'? L AN EERSICNT 5 RS T
BFRE, ELIi3ATof FORBMRNH 3
ZEDPHREINTWEY, 22 THRIFEL, K
ANEEBE TR EHRE~ND PGy BL UF TXA, nB
5#HicT2EMT, MRRERT LV LX—
D) LREICNEEG 2 LT 5 ) > s8kicxty
3% OKY-046nIizhRE L Ui ek £F8 16
HEic BT T OKY-046 DGR 2 e L1722, #
DFEFR, OKY-0461 EittEns 8 AR ) >
<2k PHA 3 L UF Candida #LIRIC & 24055
{ERGIELC IL-2 BT BERTECEE
ICHMIL, & 54 Candida i & 5 NCF B
& U'ECF E£AE L MIHIT @RI EH Lz,
F e BERMMF P> 50 LTC, BL U0,
EERD BEKFEICERICHNL /2,

tMzBWT iURRAZICALNS LAR®
Eric i TXB, #° peak #7RL, OKY-046%¢
FnEEfT sz EicL, TXA, i3 LAR D
FERUVREBRICEELRA2H- TR 2 L
BEIN TR, X 5IcFEE 5L, Cadida $it
BRAIC LD LAR #FRENLER TR, *
N 1) > - Ek%k N Candida HLREFREY IL-2,
NCF 8 L FECF EEBNFRLTLESL, 72
house dust iz & 5 LAR %] Tit mite HLE4E
£y IL-2 L ECF EEEOARLTLES
2D, MIBRIGRTLAX—N—BELTHLAR
REUC T ) v SBREARNHERTFHES5-L, »»
% LAR 3" BN EEREILOBFICRC b

S>TWBREMEZHE L T 220, & B
RGNS Mgk (bronchoalveolar
lavage fluid, BALF) o> 1) > »<8ki Candida
IR BHEI N, & &I KIBIL T RIRRDATR,
HIRLNTE N, - TR BB ILREICIZ
TXA, 209 5 ) > 7 EREREDTRE R F 28R ¢
BET 2RI RES NS,

D HBES S, 40 BRI 55%IR
B TXA, AREXRMER 2R L& 25,
Candida Iz BfE 3 n-BEA MR B BARM M )
> <8k Candida HLlRIC & % $h3E b6 BG I Loz
IL-2 EERE T %, OK Y0460 B A I
BFRICHHIL 72, 2 52 OKY-0461%, BAEFKM
1) > »¥8ko> Candida HUIERI & & 5 NCF B
& U8 ECF EEREOTLE % 1055 2 Em 438
Litsz, k& D OKY-046i3, 2704 FoHZ
E BEN L RIENHRIER TR, LAHRE
VRO EYA P A vEERZPRLET MR
JEC XS 2RISR 2 L C LAR 22 BRAD
BAMRSICAMEERTLNLEZ LN,

—7, TXA, ABEZR#10°M L W) KBE
THEHIL, cyclooxygenase ®° PGI, &BEE
XL TE107*M T3 #ifHl L e vWiF R EnFW
RREHITH 5 OKY-046ic L D TXA, DERD*
BiEX 115 &, prostaglandin [, (PGI,) 2429 <
prostaglandin E, (PGE,) 29 7 & 2" HIC
RESIND LV BEDDH D, »rbHBICHE
LT Leung 5ix & F spleencell iz TXA, &5
BEMEXTH 5 imidazole, PGI, ARkE¥EM
E#|o) tranylcypromine # & Uf PGE, # &
L THEILRE##ET L, imidazole i & 240
#YeAIC tranylcypromine (3%8+¢¥, PGE,
LAEMEIHIMFR L 2B Lo b HEL T
BN, o THEIRFIZE W T 5 PGL
NEER LV wb ot BRbh by, PGE, 0%
&z >\~ Tld thromboxane A, receptor antag-
onist, & %\»|3 analogue %t ¥ Z2HWTI 5T
HH LR ULETH 5.

R[ETFEGROERDAL LT 5Bk &
NHMmMEREERRIC LEHEEFRIZTEZEZ LN
5 TXA, i3, 77 % BN cyclooxygenase
FRHEWD—2TH ), WIS EE
ReEAL, ZOEYIEERERIII#H308 & IFE
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KAEETRRICIKSHE I N TXB, I EHKE
N 3%, Winther 513 TXA, 2RBEEHESR
2 & )R cAMP T 5 2 & 28R
LTsN2, TXA, i Ca*t oz, MERN
cAMP OETIcBAE L Ty 2 EEMED D 2 55,
TX DEBIER % &b BT ICIZ RIS
BHEW, IMLIEA BN THY VIS
SUBRIERRIC TXA, SREBERHER DRTLE
KD REREETTESRTT L2 L5,
TXA, SGERIGENTTEIC L EEL&E 2
2 TWBZEERRL T3, X LIZHADE
BERENTXxF N2 1) >R LTD, 2§ s5E
it R ¢ TXA, » 85 L Twa 7
B HE I N TV 51910 § 72 Holtzman &
34V YBAEN A XORENERET, |
BRI L T E 2 iFhakE &k SOl R
AR H B Z £, b FTY Seltzer HidA
VR ABIC SR RGO & BALF ek
BM%EBH T 33, F RS IZEEIC R EED
RIETHZ LT NEEL 225 PaRE D g
N7z TXA, D&z k » CRIEBEEL LT
ZLBELTBNY, RERETMTH TXA, D
Fz B EEMTH 2 HFPEROEEBIZEE L &
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Studies on the mechanism and treatment of intractable asthma
Part 1. Effects of a specific thromboxane A,
synthetase inhibitor on lymphocyte
and neutrophil functions in
intractable asthmatics
Arihiko KANEHIRO
Second Department of Internal Medicine,

Okayama University Medical School,

Okayama 700, Japan

(Director : Prof. I. Kimura)

To clarify whether thromboxane A, (TXA,) is involved in type Il and IV allergy, so-called
“cell-mediated allergy”, the effects of a specific TXA, synthetase inhibitor, sodium ozagrel
(OKY-046) on peripheral blood mononuclear cells and neutrophils in adult intractable asth-
matics were studied.

Lymphocyte blastogenesis and interleukin-2 (IL-2) production from peripheral blood
‘mononuclear cells stimulated by PHA and Candida antigen in intractable asthmatics was
significantly suppressed dose-dependently by OKY-046. The neutrophil chemotactic factor
(NCF) and eosinophil chemotactic factor (ECF) from peripheral blood mononuclear cells
stimulated by Candida antigen in intractable asthmatics tended to be suppressed by OKY-046.
Furthermore, leukotriene C, (LTC,) and superoxide (0,”) production from peripheral blood
neutrophils in intractable asthmatics was significantly suppressed dose-dependently by OKY-
046.

These findings suggest that TXA, plays an important role in the developement of intrac-
table asthma and OKY-046, which has a suppressive effect on type NV allergy caused by
lymphocyte activation and on mediator release from neutrophils, might be a useful drug in the
treatment of intractable asthmatics.



