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1. BfEEr Ty b OMERR

#EKI300g O Hartley RffEfEELVEY b (A V) 2>
FWNAZ Y —EX, KPR @) 2RI
WL HFEDCH-TC IR 7 V7 8 > (OA:
Sigma, Grade V) TWARIELz., T7hbb, FHL
OYERL- 7T A5 v 7 SHUFRBRAZERE (EE55cm,
E&8cm DHEE, T/EY FOEONFULNICHED -
THERRIZ % 2 & 5 IWEENAIRET, ZOHLICHA
- CTHURZAI nebulizer ¥ OEA DT 2, aspirator
T outflow ZE—ICERE L CTH D FAIRFIZI0MK, 121Xy
—OYURIRABBEDTRETDH S) NIZELVEY P EA
#, ultrasonic nebulizer (2 u > #HE) wC1H1
E10mg/ml ® OA #1053, 10 8 EhEK K ERA RS
ZROERL, WAREE, 9~10HEIKTNTDOENV
Ty M IZh BREERER D, 7o, WKL
baseline @ 2 f5LL FICHEINL 72 £ & 2SR & L
To. RICHIERBEDA > — % 1B E L, 10mg/
mlDOA %5 HHBET L7 —AF—BAZ% 2 [H
fTotz., 0 1BE%EI, TELvEy 2 HELIC 47
WA, 2RISR L T0.5% A F v a—R % fnT
BRE L 72 BAY u3405 (Bayer AG & 023217 72)
Img/kg R U 10mg/kg 2 #h ZThnKgOKE5 Lz, %
7z, SEAVERAIZIE, 0.5% A F e a—XDH xR
BEL, 2ho 38 PAF KRS LU THL, BV
1 B3 PAF WART OMBRFRIBRENHIC vz, SO
RBAEEEONY, FALERE (n=6) £%9.60+£0.12[E, BAY
u3405 1mg/kg ¥ 5 # (n=6) #%9.12+0.57, BAY
u3405 10mg/kg %58 (n=6) #%9.43+0.33[H, #H#H
FHIREIENE, 9.33+0.25HTH o7z, T o &
DORAFEENC L, MEFIREEER, DL o7z,
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ISR AT (Rrs) D HISE 1Z, Terashi 5220 oscillation
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chamber (77 A F v 78, M@ DOWNEIOcm, &K
&18cm, BEDEX(.5¢cm, ENVTw b iﬁ%ﬁﬁ%ﬁ{ﬁci,
o ABLR — 5 V4R balloon TIEELS WEEITEE) 1
TENEY hOEE L D 18Hz @ sine wave (Leader
Electronics Corp. Model LFG-1300 function oscil-
lator iZ TRIO integrated power amplifier, Model
KA-900%38 L ¢ Coral Corp. Model 121.-70, woofer
speaker IZ#55 L, sine wave Z2F4) OFE ik 2Nz

7z,

—F, ENVEY FOWRREZMNERL 77 A F v 7
~ A7 (H#E0FERIC8mm DX % & 1J200mesh i
B2 V- 2%E OA7 V- E2HELT,
differential transducer (Validyne Engineering Corp.
Model MP45-18) 2 & > CTHUY HiL, #HiE#s (X x
AT 4 A NEED) 2L T oscilloscope (=] gR %51
2G46) xHixH L, polygraph (=s¢#lgesl Surgical
Monitor 125) 2k L, chamber HE & FERFRED
X DBEEL .
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S LU HENCHEL T PAF 2IRA & E 2, Thbb,
EEEEACTHEL210% ¥ 7 —)v % Devilbiss
646 nebulizer T6//min T 1 FHKA S ¥, HEOD
Rrs % baseline f & L, X 100%< ¥ /—n 1 T
8mg/ml IR L 7z C16& 8 PAF (Beecham #:8!) iz
A REKZ M 2800ug/ml & L 1 OHBKASE
Rrs OZAb% 9 el & CRFEVICHIE L7z,

4, TUE OREBERIRET

PAF R A 9 FFRBICE B Iy F XV E ¥ —)
Img/kg EENE G 12 k> TENVEY b 2 FREES
¥, TOKREMEMHHL, 0% K v~ CEER, /¥
7 4 EE L, 2um HYI L 72, Wright-Giemsa %t
BETVWEREE Lz, B0 Z & < il osEf i
%, [UETRIFRHERENESND Z oS50,
SIS & 0 #I5mm MHEISVE AR D W TRRET L
7z. double-blind THITE & 7z MifaEkid, Bk ERE
(V2R R) WKTHE % [ERBED outline % b
V—AL, ZOHEEZ2 Y 2—%—(NEC 2 XT7
VINMET ST L) RRAGTHEL, FRifElmm?Y
7o OffEE L U TR U, BIEHERIL, [ERESM
WDOWTRET L7,

5. fataLE

KEET — 1%, £ CmeantSE FHRL, BEE
DIRE X, Dunnett O % HE ELE R E i student’s
t-test 2y, p value<0.056Z2FE & L7z,

i R

1. PAF R A#® Rrs DZ&Ab
PAF % A% @ Rrs O # & % baseline @ 2 5 3 %
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Fig. 1. Effect of BAY 13405 on the PAF-induced bronchoconstriction in sensit-
ized guinea pigs. BAY 13405 1mg/kg or 10mg/kg was administered orally 1 hour
before PAF inhalation. Values are mean=* S.E. of percent changes in respiratory
resistance (Rrs) from baseline after PAF inhalation. (n=6, * : p<0.05, ** : p<
0.01 vs non-treated group, * : p<0.05, ** . p<0.01 vs baseline)

N—t v FHEME L L CFig LERT., HBEOD

baseline {H IZMEALEEE, BAY u3405 Img/kg 58 % 1600 1

U BAY u3405 10mg/kg B5BTZHZh, 0.239+ 1400 1

0.008, 0.244-0.006% 1¥0.250+0.009cmH,0/ml/ :zzz mEosophi
sec TH D ZEHMICBEEEZIIRD shixroiz, PAF 600 - B Lymphocyte
& ATE £ O BN SR E K G, $EALEFE T baseline & e 6004

L C129. 11 14.9% DM TH > 7z DK L BAY £ 4ol

u3405 1mg/kg 58, 10mg/kg BEHTE, ThZ S 200

1108.34+5.7%, 105.1+4.8%D¥MTH H, BAY 0- ;-
1340512 & D RIEp: SGE BUS O BNHIE R 2 7R U 72 29, 100 -

BEHMCEEZEIZ Do » >, PAFIRA4~9 200 |

R OBFEMHE T, MALER CRERIED LR %2R 300 7

L, 5, 6KfE#%T#FZFh baseline i2xfL T80.3+ !
20.6% (p<0.05), 79.1%+13.2% (»<0.01) ® Rrs ® Before  Untreated 1 mg/kg 10 mg/kg

BN ERD 2. 2Rk L, BAY u3405#5 BAY u3405

BT, baseline it L T Rrs OFEZBINIED 5 Fig. 2. Effect of BAY u3405 on the PAF-induced
Wishotz, $7bb, BAY u3405 lmg/kg 512 & eosinophils and lymphocytes accumulation in tra-

cheal walls. BAY u3405 1mg/kg or 10mg/kg was
administered orally 1 hour before PAF inhalation.
Each column is the mean+S.E. of number of cells in

b 6 KifHI425.2+14.5% (p<0.01), 10mg/kg 51
£ D 5 KEfE129.1+£8.6% (p<0.05), 6 RFf#R11.3L

4.6% (p<0.01) O £ D IALEFICHL LIS tracheal walls 9 hours after PAF inhalation. (n=6,
MERMERE RGO IE S e, ** 1 $<0.01 vs control, N.S.: not significant)
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2. R[E OB R

Fig. 2 12 PAF B A 9 KREfHifR o [AEHRRR N D AFERER
B Bk E T, PAF KIRAFEOSE BN
DIFEEEREDS, 160.3+34.8/mm*TH - DI L,
PAF % A 9 B R £ o QLB B T 131103.3+£221.9/
mm?(p<0.01) L EEICHML 72, BAY u3405, 1mg/
kg, 10mg/kg B 5H TR, TNEFN472.4£71.2/mm?
(p<0.01), 247.9+31.4/mm? (p<0.01) & IWALERE
WU TEBERRY 2R LU, U v oSBREUL, PAF K
R AFETHE, 95.9413.3/mm> CTH > Dt L, FAL
BEETIZ150.4+29.2/mm? & BEhER % 7~ L7z, BAY
u3405 Img/kg, 10mg/kg HEH T, ZNTH69.2+
11.5/mm? (p<0.01), 42.2+4.7/mm? (p<0.01) &
BRI AN THERCEY 27 Lz,

x =

B TXAZZARREDZE BAY u3405D TSI
o7, OA KEWMAREIC L 2EBRFELEY b
~O PAF WA %O MO KERIGDOA, BIRFHES
WG U TR & 2 ilif 2R s dp o 1208, #E
FAIZ BT B ECER R VG EN DR E Y >3
o L TIERLIHES R I,

S[ETWE OB bORBCIE, BEECREL
TEMALATEEER T & 2 SOERGRE O RAE AR S B 2L
ThHHEEZSNTWBEY, PAF I3, FREIKICHL T
s e bR R R T RREA T 4 - —& LT
HohTHBOEEDKEICESET % Z EWRBahT
W3, Bz, FEEROEE oI helper T cell 2»
SEEHES LAY A PAA YOERAPHRESATW
22 g E BEEDIFEEEKIE, PAF Xt d %38EEHTT
EL, 2O A H =R LAD—ER 2 GM-CSF, interleukin-
50 priming BHERMNEEG § 52920 2 L YIRS LT
3. —F, ek X, eEEFELrE Y PO PAF O
KERAZICHIESRER & E80o AESERIGE T
[ENHBEEREOE AR TR Y, FEEYET v
iZ PAF ORI B 2EHOKF 2 HT 2700
EFNEZZ TS, SRIZOETNVERANT, LAR
FBIC BT 5 PAF OEA~D TXA20BE5 25T L
7z,

PAF &, TeA D %\ id, BIRAES 1 X - TR E
DEBIIELERT 22 Lo fiFERBERICKFEDY
IgE #ll#0z & - CHCHHIE, FEER, ~7n 77—

I sz PAF 2 IAR ORI 53 2 Al
MDD %, PAF OKGENHED A 1 =X LEHS TR
b, BE 5 L i T 2L OMFL L D E
EINBZTRMAT 4 2—F —2NLTHFEESIND L
EZ2H5NTED, £ FD )L Ey F290TR, his-
tamine, leukotriene, TXA223BH5 3 % Z & 7R &
nTwz, Perarolani 5%, fEENREfEENLEY P LD
s niticik, FEFBFEELVEY MIZIEL PAF I
w3 2 KK IS U leukotriene, histamine, TXA2MD
TEEELIETRT 2 2 L RREL THB D, WLOERT
2 5tz PAF A% ORIRFESGER IS 25 0
AF 4 x—8 —DEEL TWAAREIFEZ 5N,
L L, PAF 12 & 2 AIRFESRE R IR E, BAY u34052
X > THFHEE 2R LT b O DA & e iidERE I3 EE
HoNkhokZ bms, TXALUADHOD X 7 4
T— ¥ —OFESGATRER S N, T2 LA &, B8
FEEE LT Y N OPURRBSO MRS
L C, PAF ZEKRETETH 5 WEB2986DRIFRIZD
WTHRE LIz L 2%, IAR OHIEIIZRD sk r o
eSO EDBENLEY MBS IAR OHIH
i3, PAF 0BG REETEWI LA RLTWEYZ
s, SEEZRD Stz PAF A% O B SGE K
i, MEOAMBKIGOETVE L TRTEYD b
L, —7H, FEZHF T & 5 LAR R USENITRE
BRI, PAF SA BT X 2 MH25R D s h T
BY, LAR OZFEHICI1Z PAF BWEETH D 2 EBTER
TNTWLBM 2l T, TXA205 bR
WX TWwa, Iwamoto 5*i3t +d LAR 25 OKY-
046DFTH G k> Tl sl 2 e 2HEL TH D,
HES®ZIELEY b OTIFREBEZD LAR L USGHE
NEFERER, U >/ SBREE %2 BAY u340508HEI L 72 Z &
DT\, &, PAF WA OFHE S hiEFE M
KBRS, U > SERIZE A ESEA T &
iz Z kid, LAR OFBO—IiL, PRBRBERICE
Eshiz PAFIC X 2 ) »/SBR R OFEEERRTEIC £ -
THT 2 EEREEEEVELS L, Zhs—HONG
OH1T PAF 13 TXA20O/EfA %19 % AlRet: 2R 3
%, 727PL, PAFRIEIC X > C~v 7 a7y —, HIR
X v interleukin-1, TNF 7 E D REHEY A + A A
23030 NGRS & RANTES 72 £ €7 A 239
LEESNBAREELSH D, Zhe05k, &ET
7w, UL, &E, BAY u34050D5E Wl o
MG RS- 2 Lid, TXA2Z X 2 IME F % LE
OEEM R L Tw5, PAF FRMEOEFRERER
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EFFECT OF BAY u3405-THROMBOXANE A2 RECEPTOR ANTAGONIST, ON BIPHASIC
AIRWAY RESPONSES INDUCED BY PLATELET-ACTIVATING FACTOR
IN ACTIVELY SENSITIZED GUINEA PIGS

Masafumi Arima, Tatsuo Yukawa, Takeshi Fukuda and Sohei Makino
Department of Allergy and Clinical Immunology, Dokkyo University School of Medicine

Our previous study in activity sensitized guinea pigs demonstrated an LAR-like increase in respira-
tory resistance (Rrs) at 3 to 9 hr after PAF inhalation. The result suggested possible involvement of the
priming effect of active sensitization and PAF. Mean while, thromboxane A2 (TXA2) is known to be
induced by PAF. The present study investigated the involvement of TXA2 in the guinea pig LAR model
with a new TXAZ2 receptor antagonist, BAY u3405. One hr after BAY u3405 administration to guinea pigs
sensitized by ovalbumin, the Rrs following inhalation of PAF was subsequently determined. Infiltration
of inflammatory cells in the airway tissue 9 hr after PAF inhalation was also observed. While a
re-increase in Rrs was found in all the cases in the control group, the re-increase in Rrs was inhibited
significantly in the BAY 13405 administration group, 4 to 9 hr after PAF inhalation. The numbers of
eosinophils and lymphocytes in the airway tissue were significantly decreased in the BAY u3405 adminis-
tration group, as compared with the control group. From these results, the possibility is suggested that
TXA2 and its direct effect on the airway and the migration-enhancing effect on eosinophils and T
lymphocytes, as well as PFA, are involved in the development of LAR by PAF.
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