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Thromboxane A, A FEHZE BAY u 34050
ETNAE v MER BRI T BRR

FAAFE S~ WA HE
FLEFEE & H#E HEFH
atEZ  FAFE  Es T

BIRK TxA, SREBHEIME TH % BAY u 34059, ERBEEB RIS (LAR) BEOMFIRIEH (respiratory
resistanse ; Rrs) & & UREXHiBE%% (bronchoalveolar lavage ; BAL) (25X 2 %8 %, Ascaris
suum MERBIEENLE Y P # BV TRETL 72, FWRIEHR (Rrs) (3, 30Hz * v L—3 3 »EICTHERK
ErTICRIE L, URBRAR O Rrs (2XF 3 50 (% Rrs) TFHE L 72 FURBA 2 B, BAY u 3405
10mg/kg £ 1= 3 BBNO 5% X FILELA—2DHEROZKS L 1=, MEBAL B LU 5BERENS
Rrs (3, BAY BTl 2 #N32.526.2%, 23.5F5.0% TH-1=DIcxf L, MBETR ZE L £N101.4L
27.5%, 77.5119.9% T4 £ & U5 BEA% L & BAY B BB L D AR ICEEERL 2 (p<0.05).
HERA 4 5E#0 BAL TRMBEE BAY#HOBCERLERRD oL >120%, RA 6 RH
#0 BAL T BRRK, FEIRMEE L U R BREE, BAY#E TR 2 £h274.9£70.5, 62.5+13.1,
11.3£3.3(X10%cells) TH =D 1= L, MEBEETIE F AL £h1491.9155.1, 198.6+43.9, 32.1+7.3(X
10%cells) T, WFh st BAYBHEINBEINEERIZ (B0OB0 p<0.05) Diubsr o1z, HIERA 4 FE
# o BAL i ® histamine (ng/ml), TxB, (pg/ml) % & U PGD, (pg/ml) ZFEH{HEMR % 7R L 1257,
ABcEEE L <, LTC, I3, M s AERA (20pg/ml) AT TH- 1.

BLE & D, BIRK TxA, BARAEIEMETH 5 BAY u 3405k, LARBOMRIERD LA L TE~DOR
EMESEA G LN EELILA, TXA,L LARDERUIUEELRE AL TS I e RERE A

7-.
Key words : Ascaris suum —— BAY u 3405 —— bronchoalveolar lavage —— late asthmatic
response —— thromboxane A,

AWK BIZEB L T AR, FEER, kX Ores-
ident cell Thr~z7rvr—oRIBEEMEKRL Y,
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thromboxane (Tx) A, 358\ KB IFEIE R 2 #F
b, KOBRGHERTTE XS Z L208HbR T\ 5, E
7=, prostaglandin (PG) D,%° PGF,a 72 £12 X % K8
IfERIEDS, —Mic R REREED TxAZ B %
LEET2 2 &9, leukotriene (LT) D, TxA,D
EARTIEIEL LY, —HMOERESZRT
TEVLTRBEIRTV A, [EZMEBITERE LR
EREEDTIE Y T OB BFTR & LT\ 525, KIE
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Abbreviations: BAL bronchoalveolar lavage;
IAR immediate asthmatic response; LAR late
asthmatic response; LT leukotriene; PG pros-
taglandin; PAF platelet-activating factor;
TxA, thromboxane A,

TxA, P HEIhB 2 &b, [IEZWREORBILE
5 TxA,OBENCHEHERN S TN T W5,

SETHEBEECHERARBREBIT TS &, HUR
WAES L DAL SRR ERIE (TAR) w5 &#E
&, 67\ LI2BREIBICE ORI (BRI ERE |
LAR) #4£ U A2 99055, LARIZ, IAR X0 %
Bk <, BL T B-RIBANTEROBBCHER T
¢, IAR 3ROV WA TF v A FEINEDTS &
WO BB AR AT, B, LAR i - LEMIC O LT
FERABRERABRBCKERGEOTLEIRD LN, £
DAHEERE X LAR O K& X BT % L o#mEND
57, HBFHC S, LAR BICXSEFEG OGO
fit, KoEEEIR X OKGENE~DKEMEORE, SE
R IE, SEASWHOIEIED LR, K[EXZ
BOREDEBME(L, #KB/I LAR 2 Bb->Tuw5b
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Fig. 1. The chemical structure of BAY u 3405.

EDHEREIN TS,

4, LARIZEITA TxA,0RE ¥ EET %2 81
T, BEERRIEE L E » P AV, FERW TxA, X84
FEHLEE T H A BAY u 34052 ; (3R)-3-(4-fluoro-
phenylsulfonamido)-1,2,3,4-tetrahydro-9-carba-
zolepropanoic acid (Fig. 1) %%, LAR B RRIKHT
(respiratory resistanse; Rrs) & X 0" % & B
TLEREZMi%E (bronchoalveolar lavage;
BAL) Brhofifagich 2 5 B8 st Lo T
T5,

ks X O

1. M

EES I\ 7o Hartley Rfffe L€ o b IZRBES
XoEAL, EIR (24+2.5C) 3 X OER (60+10%)
DEHETITHE L,

Ascaris  suum FURW Z 7 > 2 v (B XD,
Silica % Sigma # & v, # F L4 v — 2 FFHH
E D Lo xhZhBALE, ¥, BAY u3d05ix
A = FEGR (B X RERZ T,

2. ik
1) RAEEE

2B, FE212.5+2.7g Dt L E o F48IEIT,
Ascaris suum FJF100pug 3 X 0> Y #20mg % 1ml ©
AEREKCTREBRE Lcb o R BN IS
L, Hiw 2 8%, v—2%— & LCRAFE20ug LV
¥ ) »20mg & R EEAR S Lic, B 18%, &
ARBEBRNZC, BERER 7 74% — (Fam vt
NE-U06)12600ml/min O EH KM A WL, /L€ v b
D~ A 7 %W U T Ascaris suum FURHK10mg/ml % 2
SERA T,

2) PUFERAF + v v

RIEBEtA D 4 BRI, SEoELE S P HEES
Bt U CRIFOR” B8, H O 043D E L £ o
PIEKL, PURBRARELR CEELX AV, BMEL YO
FHECTHESF » Vv o2& T-0, Thebb, 4 €y
FERERBTICT 2 VABRORT 4 — Ay 2 AITA
N, EHOHEARAT 4 — AR 7208 HL, =LE
b OBEMENZ, —W % 400-mesh screen TE -7c< A 2
S, A2 HANEZEL D EROKTREE > BIE
L, A= —&H\, KFH»LERE2cmH,O, 30Hz
DIEZWHEH 2, = Ey b 0B FEERICsuper-
impose LT A30Hz kv v 2 4 v 7 v 7Tk
DL, %R (AV) ¥ X OERBHER: & DA%
(0) Zskod, ERENEOIRIE (UP) & &b T, BHEE
BT T O X 5 ek lREH (Rrs) HEtE L7,

Rrs=4P - AV‘I * cosé
PURR AL & Cid#Eft LT Res #BIE L, 305% 0
BIEDH, 1ERELD 47001 6 BB ECIR1E
fIfEIRA T Rrs 2 IE Lic, BIERHERE, FURBRARIO
Rrs iwxt3 A4EM*E (%BRrs) THHfi L 7z,

PUR B 2 Befi#, Rrs BIEE I, EEANICHT
L7220l = 4+ % » + 2 BAY u 3405 10mg/kg @
0.5% » F Lt e — ABEWOSml/kg &, D D21PL
1Z0.5% A F e —Abml/kg D AERKEOHE L
7o,

“RAED L BRI OWTIRHRE S v v v o2 fTh T,
DUF o A 7 e vt o 22 T L e,

3) REZMlastd (BAL)

PREBAF » Vv o X b AR, BHESF X
h 7PL (BAY 4 KR, XIBREFX D 7L PR 4
IR wm{FAEICHE L, BAL M7l 1,
F v L vk b 6EERIE O Rrs BIEK THEB, FH
BER LD TIL(BAY 6 Kefifr), irL v 7PuCH
B2 6 BRI #|(EARICHE L, BAL #EfT L.
ik, Sl “BAEDLRTFIC OV TH BAL T L
7.

BALBUTOX 51T, bbb, TLE s b
Z50mg/kgip. DRV kSR = A TEIFEE, B
BL, SEPICHRALLY =2 —LVA@BLT, £
A KIOmliz T 3E, BALZT-7, B X iz
BALBRWEE» - ¥ %@L THELXREL R,
200X g T 5 ofEE L LTc, M+ v v 4 BERE%
i~ BAL ZHE4T L 721408k X OV A ED 27 B 5 PLic o
Wik, RiER 7 1 A 25 4 =— & — (histamine,
LTC,, PGD,, TxB,)EED 7D —20C I THRHE L.
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T3, & AR REKE I Tdml & LcH, X
CERAEL, £0—#% hemocytometer 12 & b, BAL
BrRoRMRE L RS, BRYBEZLL, bR
72 % cytospin (Shandon #8Y) = TEHER X E
L7, &tk Wright-Giemsa #:t8 L, JeBE T fifa
SETEE L, M, EEROr s A2 F 4 = —
DIEER, ZFEMby —> —=1IcEFEL, radioim-
munoassay 1= & 0 4T » 7z,
4) #Et

BTOREME, FHE+EERFZE (SE)CTER
L, Welch #, unpaired t-test % H\CHB LA, FH
BAEIEABECTS % & Lk,

1. %Rrs OREEEAL

Fig. 2 iR 6 RFREIFE14VU s L O BAY 6 FRFREF¥15
ED%Rrs DHEBR YRS, PURF v L v IK, £
v FIZEWT Rrs DR EAM»ZEDSh (JAR),
155 IR e — 27 1I25E L1, %Rrs D v — 7 {Biid, F
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JBRE L EFIERE L OB B RZZRD b RIh -
o, MR L B %URrs i35 v+ v v QBB E CIL P&
e, Zo#BEERALLAR), 3BM#Y v —
7, DB TFRELE, F+ Ly o dBRIED BT 5
e o Rrs ML, B TR LR X R101.4+
27.5%, 77.5+19.9%CH-7-Dicxt L, FEHHEGH
T hZh32.5+6.2%, 23.5+5.0% T, 4 BRI,
5 BFfElfh & b A 5B D % Rrs (I IBEE & HE L,
HECEMELX R L (p<0.05) (Fig. 2). vk, #HE
F v L vy 4 BB BAL 27 L7, WRER
ORFIHEFHDOZ TIIZ> T 4 %Rrs 11 Fig. 2 &
FEOHBZRL, IAR DK SRHHcEEELYR
Dl ote, PR F v v v o 4 BEE#H O %Rrs 13,
HEFERFIBRCHEL, AR TRV AVEEY
w7,
2. RAELZIRLEE

BAL BOEIREL, “BAFOL"F, X 4 BEE,
X PR 6 FyfHiRE, BAY 4 KiRS%¥, BAY 6 BB CTH h
#h82.0+2.6%, 81.4+3.9%, 86.4+1.4%, 83.6+
2.6%, 84.3+2.3%THY, FOBEILIEETERR
DT,

BAYu3405 or vehicle

Time after antigen challenge

Fig. 2. Effect of BAY u 3405 on antigen-induced LAR in guinea pigs ; Control
(O,n=14) ; BAY u 3405 10mg/kg (@, n=15) : Values are mean=+S.E. of percent-
age increase of baseline in Rrs. BAY u 3405 or vehicle administered orally 2 hrs
after antigen challenge. *; p <0.05, statistical difference from control.
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208 BAY u 3405 0 EFHG B ST 5 5R
[0 Before challenge
4hr control
* % B 4hr BAYu3405
I I o 6hr control
B o6hr BAYu3405

Number of cells in BALF (x105cells)

Total cells Macrophages Eosinophils Neutrophils Lymphocytes

Fig. 3. Effect of BAY u 3405 on total cell count and differential cells in BAL
fluid at hefore, 4hrs and 6hrs after antigen challenge of Ascaris suum. ; Values are
mean=+S.E. of number of cells. BAY u 3405 10mg/kg administered orally 2 hrs
after the challenge. 0.5% methyl-cellulose was alone administered in a similar
manner to guinea pigs as the control. * and ** significant differences from control
at p<0.05 and p <0.01, respectively.
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Fig. 4. Effect of BAY u 3405 on histamine, TXB, and PGD, in BAL fluid at before and 4
hrs after antigen challenge of Ascaris suum.; Values are mean+S.E. of concentration of
mediator. BAY u 3405 10mg/kg administered orally 2 hrs after the challenge. 0.5% methylcel-
lulose was alone administered in similar manner to guinea pigs as the control.
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D #fiascks X ol 5

BAL &b O BMAEE (X 10%¢cells) %, “BAED R
B, o 4 WREfERE, XIS 6 BFfEIRE, BAY 4 FfE%F, BAY
6 Bf [ B T % h £ 1155.8+41.6, 270.0+58.0,
491.9+55.1, 285.3+57.6, 274.9+70.5TH - 7= (Fig.
3. Tihbb, HiEF »r v v 4 EBEHEO BAL Tk
KRR L B L OMICABZIRD LAY,
FEd “BfFoA” FRCHE L, MRk EEm
Hhotehy, FOEFEBETCEIhoto, FiEF» L
v 6 BEI% D BAL T, “RRIED A Bk L OFEH
FEFEVBECHE L, BREERCE, -7
(p<0.01, p<0.05). BAY 6 BFRIFEIX, “REIEFOR”
B, AR 4BERIRE, KX O BAY 4BMBO LR E D,
BHRECERZIRDbhieh - T,

s E o R % Fig. 312787, neutrophils (¥,
“RAFO L R LHE L, W 4B, 6 BEEFR X
O'BAY 4 KRR, 6RREIB L D CARBCEE TS -
72 (p<0.05, p<0.01), eosinophils \xERRIZ, XM
6 BRIRBE T RAED A" B L HNAEBICEE (p<0.05)
TH -7, BAY 6 FefEIFF 2, X4 6 BefdAr & lh~E
BIEME(p<0.05)TH -7, —7F, macrophages i
BT, WEEE, BAY BE b “RIFOL™FICIHL
BEOEMIIRED it ote, Ik Y v SBRE,
BAY 6 BRI TR 6 RERIBE & e ~F BIic(K(E
(»<0.05) TH-7e.

D FIHANAT 4 =— R —

BAL ¥+ @ histamine (ng/ml), TxB, (pg/ml),
¥ X O'PGD, (pg/mb) 1%, “RRIFDO X" BHTIE £«
0.60+0.05 136.60+48.57, 11.68+1.87, XBEET
(3% 42.06+0.83, 549.00+244.16, 66.80+23.13
KB 5 BT & 42.98+1.22, 346.43+112.16,
48.20+9.56TH ~ 7o, MR 4 KfFF R X O BAY 4 K
RIBEY, “BEOR"EEwN, LE3 2Dy $ hv
Fu=—r—1Fd, HETILOUIEEXRLEL, it
B, WBRFEEAFEH LOMICIEREEIRD LR
fedr o e (Fig. 4), LTCe 2Ty, WTFhoRL b
HIERF (20pg/mD LITFTH -7,

z B
Coombs 1 & 7 v ¥ — G CEMAL & Lo BB

e B RIS B RIERFEICFE S Bb o T b Z &I
DT, THETRELS S OWEFBRI DBLMNME

ENRTVBD, ThRE|EH TR D REOREN
IV RELZMBOREE L, RIEOBEAL, EFF
It Eh{bDLLTHEER IR TV,

REZmMB BB YR RABTREARL BT TS &,
BPRs Rl g B RS e\ C AR A AE X b B & huie{b
LEWED 5 b, LTB,, PAF, NCF-A, ECF-A 7z &
GEHPERE L O BRESECEES D, [BRE
Bl h bRAEMRTEER LS h, b oflk
FREVME YT 5, CoR, KEZTHEHOI
i, TOBKETEE SEASWYORENEL, E
RAUMBRICHRIET 5 &L TR T\WAHDO ¥
interleukin (JL)-1ZE D £ F 4 ==& =) v A%
BEHALL, oAb ) v AERBIO~rs7re7ry—21b
HHENBF A P A A VD, [ECEBLCFRERe
FERER Y & DIEMILL €, REXEEIY, HiEY
BEHICLTHLIDEELDLRT WA,

Lijima 5%, ®=rE o b OEXRAMBRICEOE
BEEBF L, [EZHBECIEPIR, SWEBENIIC
GIFEBEROBEEXRD TS, Tz, de Monchy 59
X, &+ LAR KO BAL %I iFEAER & ECP 238
mT A EnD, BEELLCEHFRES LARRRCE
B RE R R LT AAREM R R LT\ 5,

—%, BmEST A2 H VI LARDRBEIC Tx ®
LTs 7e E DL EEYENEBE S LT\ 5% 2 &2 ER
T2 e f BT b PR R AR O RIS B K
JEF X OBREBMARIGICE T, TxA M X
UBALBEhiw#mML TwbZ EAHEIh T
622)—25).

Iwamoto H221Y, Tx ARBREEETH 5 O0KY-
046% A\ T Z DR S 2 v + BIRENG B G, b O
Chl TR 2BRAERBRIGY & b cldl+2
TEEHAELL, Zo%HE, IAREHIEI LA &8
LAR ORBZMH LR S EETE o, £ 2T
SEOFFETE, FERAF+ Vv O TRIE—EDK
XXD AR EFR I LHRICERN Tx TEAER
ETHH BAY u 3405"9%F 5L, LAR B #ifl Zh
EEMLEEE LK,

BE o EE >\ Cid Francis 52055, 1% 5 b
iz TxA,, mimetics TH 5 U-46619%HEL, Zhic
LD EUKSENMECRT 5 BAY u 34050% 05
(0.1~10mg/kg) OMEIBH R A #FF L, 10mg/kg #5
CCHEBERIMESELRDTSHZ L XD, 10mg/kg
OO E L L, 2 LARBIRS RES 4 #
HELIBEEEZL,
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AT, HUEFr v PR TLEELE Y I
IAR 234 U, %Rrs @ & — 7 fEIL 5 FBEE & 3 HI % 5 7%
EOBITHBREIRD ORI T, FrL v 2
Refdfk, AR 5B BAY u 3405 10mg/kg % #&
AFELAE A, Fig. 2icxbhbd X dic, HIR
F v v 4 R S X O 5 REREI R o % Rrs 23t FREE
N, BECEMETH -7, S, BAY u 340548
LARZ BT Rrs 0 ERZME LIc EWIRT5 2 &
»TE, Tx 2 LAR RO BERE e K EEERYE O —
DTHHIENHEINRS, LrLehd, SEEE
L7 LAR KO TxB, B3 HEIMBER TH -7 b DD,
HETHI A BZIE N o1, BIEED T v F
NREDSTeicdb EFEZ b0, —JF CRIERCEEM
[ % 7R L7 PGD,® LAR ~DBi45 & Bike 7o\,
PGDik =Ly PRIV P RELZFES 5 UK
PR 2 NG &2 5, o PGD,DEM L TxA, rece-
ptor N LTIEBIL T\ % &\, BAY u 34057
METEELERIND,

¥, MAOKENMEYERLE IS LTC, b, $ED
EETHLNEMEAD L -TebDD, Zhbo
—E IR e E O MR R B L T TxA, % EAT 5
tvbhTuwd, LchisT, BAY u3d059 LAR @
M hbAF 4 =—F —DIEAZBESRIICEEL
JekEREEB XD, 2L, BAY u3d05no#E5 -t
IERIE PN baseline I CEREL e izl ok, &
[ElH#EINEE D 228 5 417 histamine 2 & D 2 5 4
=— 2 —DBE L HEINT,

PR F v v v A BFRE% O BAL %, &EHF L BAY
B & TR S X SRS BEICEBRELTZD S
nighote, MEEED “BRIFOR" FFLHENB L, #F
FROLZBECEMBETH Y, ThistoMiasEci
BREREZEZRDD NI o1, FUEF + v v 6B
#o BAL T, MBEEE “RIEOR" B, Bl
Ra¥k, HEEERH I X OFHEBREIEBECEMETH -2
2, BAYBEIHEF» v v A RREBOBE R -
O'BAY #0 BALFTR L BIEBRILTH -7, F2, &
PR 6 REREIFE & BAY 6 BRIRE & 0 [T, SEHIARE,
HFERERE ks L O Y v 3R ¥ BAY B CHBIEME T
B o7z,

LEDER LD, TxA,ZHERREOENE L, LAR
M OMBEERERIE L vwh, TogoMtEEy
H 4 % & H# 2 X ht, Lotvall 52003 TxA, O
mimetics T & % U46619%° € L+ £ » b O K I mi-
crovascular leakage #EEKEMHIZRIL, “hn

TxA,ZHEEERETH 5 ICI-192605THHI 2 h b =
ERHREL TS, TxACMRasEEEEI#HE S h
T EREBRBICANS &, SEO BAY u 3405
DZERN M EIFIZE L, airway microvascular
leakage 1= X % Ml fQiZ (MR £ 2 DI U 7o AT BEME & B8
TER,
SEDOHFEIERI I, TxA,DY —ARRET S
TERTERGA, LAR BNRIFY — 2 S 5 5EF +
Vv o ARFEIH O BAL FIcABIC 2 T % D aMF
HFEROZTH B, EFFIRHFFERVEELY — AT
HDHAREMEERL 5 5,

lijima 512, LAROHBE Licer 2y b DHE
F v L v 6 R OO MBFEIIKRET B X 0V BAL
w7\, BAL RICHFBEER S T iz L TRl &
b, B IFBEROBENER TH D - L AEHEL,
SEE~DOMBREBE L Th b OSKUBBEA~DOHE &ic
BRHEP AV RSB LR HEL TS, HiEF+ L
v 6 kfEE D BAL T, SRBE O THEAER 2 2
Tk O, BAYBTY vBRdisho7ehy, ZOFR
i, %Rrs e’ — 2 TH S RO K EEN O MR
EORFERBL T2 8EES DS, FEEERIT
LTC,, D,, PAF, EMBRE O KBNS L O EF
BERYE XL 5 52302 L s X U0 v 8BRS
IL-3, IL-5, granurocytemacrophage colony stimulat-
ing factor (GM-CSF) %D ) v b 4 v & HH L CiF
BRER & priming (LB X OEMAIL X ¢ 5 = £32340 5
NTw%, Z5LkcZ &nb, BAY u3d05s LAR &
DKEABER A IH U7 & LTS BERE NG
B OKERRFEEOMEIEALUM S, [ERIEY
HBE S5 KEMRORE B % ME %8B TTHE % 1
EFTH5Z X vIEld5 &5 HEMERZE 2
nic, TOS5HLELLRLVEETH DO TIL
S EIDBFFFER D Z0 S XKW R ETH B,

&

1, TxA,ZBEFEEROETETH S BAY u 34051
ELE y P OEFEHEEBRIGCE T, RRIEHO -
F & KB~ D SAEA R 2 #0H L 7,

2. Zozkry, ERImBKIEORKBEICE T
TXA,PEELRREANY R LTCWD T ENREI N
7z,

3. Ml &L P ¥+ o histamine, TxB,, PGD,
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i, BUREBRATF + v v 4 REIBRICER TR0
InfEE 278 U, BAY u 34050 R 51c X 5 8% 5 1)
fehiote, Fto, LTC ook, WTFhoBEs il
EEA (20pg/mD LITFTH -1,

4, BEM TxA,ZHEETETH S BAY u 3405
B EEMREEBEORREL L TERTH LR
MR S i,

X
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EFFECT OF THROMBOXANE RECEPTOR ANTAGONIST, BAY u 3405 ON THE LATE PHASE
PULMONARY RESPONSE IN GUINEA PIGS

Hiroshi Inoue, Norio Tani, Hideya lijima, Atsushi Igarashi, Shinji Okada and Tamotsu Takishima
First Department of Internal Medicine, Tohoku University School of Medicine

The effect of the specific thromboxane (Tx)A, receptor antagonist, BAY u 3405 on the late asthmatic response
(LAR) was investigated in quinea pigs which are sensitized actively with Ascaris suum antigen. Respiratory
resistance (Rrs) of awaked guinea pigs was measured by 30 Hz oscillation method for 6 hours after antigen
challenge. %Rrs was calculated as the increase rate of Rrs to baseline Rrs (pre-challenge value). Ten mg/kg of BAY
u 3405 or vehicle (0.5% methyl cellulose) was administered orally after the end of immediate asthmatic response,
i.e., 2 hours after antigen challenge. %Rrs of the control group at 4 and 5 hours after antigen challenge were 101.4 +
27.5% and 77.5 + 19.9%, respectively. Those of the BAY group were 32.5 + 6.2% and 23.5 =+ 5.0%, respectively. %Rrs
of the BAY group were significantly lower than those of the control group at both timings ($<<0.05). No significant
difference was shown between the BAY group and the control group in the results of the bronchoalveolar lavage
(BAL) 4 hours after challenge. Concerning the results of BAL at 6 hours after challenge, the total cell count and its
segment, eosinophils count and lymphocytes count in the BAY group were 274.9 + 70.5, 62.5 + 13.1, 11.3 + 3.3 (X
10° cells), respectively, resulting in significantly smaller numbers (each $<0.05) than those in the control group
which were 491.9 + 55.1, 198.6 + 43.9, 32.1 + 7.3 (X 105 cells), respectively. The concentrations of histamine
(ng/ml), TxB, (pg/ml) and PGD, (pg/ml) in the BAL fluid at 4 hours after challenge were 2.06 + 0.83, 549.00 +
244.16, and 66.80 =+ 23.13, respectively, in the control group. They were not significantly different from those in the
BAY group (2.98 + 1.22, 346.43 + 112.16 and 48.20 + 9.56, respectively). LTC, could not be detected (less than 20
pg/ml) in the BAL fluid of both groups.

These results suggest that BAY u 3405 inhibited the increase of Rrs and cellular infiltration to airways tissue
at LAR, and therefore that TxA, may play an important role in the pathogenesis of LAR.
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