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ANty Ry e VHEECBET A7 VIV
F—3OT, BEET VLY -MERR, [EXWE, 18
HEREZEDT P E-HERBO TP B L EERCE
MThHDIENMESINTHDEY, KEWM, IgE Hitk
MEDODSy VZHKET F 747 F — (passive
cutaneous anaphylaxis : PCA) #{&H &5 5§+ %
Z £ (ED50 ; 0.04mg/kg, p.o.), REEN/EE L E v b

H CH2CH2N e HCI
i N\ CHj
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C21 H23N03 e HCI MW : 373.88

Fig. 1. Chemical structure of KW-4679.
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WCHUE Z A L 72 RpIC 3R 5 2 B 36 & OV SR UG
BEG AE BB RS2 1H 3 5 2 &, PURFATER
D RE LRI h ~ DIFREERIETE % 1mg/kg & 11
BEWCLOIHEIT 2 Z L bIME SN TV B9,
KW-467913 28R 7% H-EHEA2 BT 5 L & b
W, 7v MNEREREME» SO Xy S IERE, E
Ty MFEEKOO A 2 b)) CEL, & MFPEKD
M/NREMEICAFESA 2 214 29, it
Ty PREERIIBNT, 74—V FEKRBIC L2
RZFNEHEMBERES O IR KIS % KW-
4679 (1~100M) iy + 7 AER L THIEIT 5 2
EBRWIZENTWDBD,
TULF—HERIEI Ledk, B, S, BLU
BRERATERET AT VALY EBTHS, K
FZBOTE, TELEY FOTUVLF—HERET L
ZRWT, KW-A4679D < L » A, BB L ERER
WX T AERIC OV TR Lz, S Lo ATEEMREET
TOL Lo ARG 2R L LT, SHEFERIIMRK
BT TORBEIITH 2ERELE LT, REMET T
O SRR E @ TUE Y VR EE L LT e T
FHE L 72,
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1. #EHEY

Hartley R € v v b (HASLC) *» k&
250~300g TAfIT L, EiE23+1°C, IBE55+5% DB
TOEBYE I TR AR X CEIESE £ 8 hiBE s
¥ TCFMEE L BERICHE L 72,
2. HHEY

WEREEY) & U CH W KW-4679 (BAN5EEE) X, o
SRZEEAKCEREL, Sml/kg REOH S TROKS
L7z, Z20fth, EBCHEA L 233, ovalbumin
(OVA, SIGMA), carbamic acid ethylester (7 L %
>, HHEIEAK), pontamine sky blue (HE{LEL), B
7N =vh (RDLMZE) & & o1 BEKEEF »
U AW (FEHE) THh 5.
3. {lxrdk, BEEKE
1) EBORBSER

OVA ZR/EHIR & L CHW, KEBET V=
LML, SUDHEET VS = A AEEE -
5%DAKEALT M) v AEBERIERIKEES D 20T
BEL, ERLU 7B A BAER THREGE L%
AHRIE T20mg/ml ORI TR L TR L 72, 10
#g O OVA £lmg DKBIET VI = AX V2 &
AHAIERKO.Oml £ ELVEY FOFHMIE THRE L
7z, 3BEMBICLFEROE TRER2{To7. 2D 18
fit&iC @M Z 1TV, MVE 258 L7z, Z0H OVA M
HEK 2 1ml/ kg BEOE G THEBIEELE Y b ICH
RS L, 8 HERICEKBRCHE L7z, ZERIEICH
7o PLME o 8 HiE homologous PCA O Al 1 : 128
THolz, %8B, 56°C, 2B L v, PLMmMEs
D 1 321 HEs L7,
2) EEE

1%0D OVA A B RFEWOul EELVEY bOA
HEZENICHE T L TRISEERL, Z0#%305 I
WL L2 ADEE (K LeAZ0b0DREK) B
FUBREITHORE (B EHEEORS) %I
BL7. EMB L U0ZOBETH 3 A KIRIGER
O 1FHERTICREAORE L7, fUERORD D cEHA
B x BENES U 7B R MR L U,
4, SRSRRINE FEMETED
1) BWIORE S

10ug ® OVA &1mg OKEILT VI = A L%
G AEAERK0.Sml A ELE Y OEHRICE TRS
L7z, 3BMBICHERO K TG %21Tv», 20 158

‘I DRBICH L7z, EBRICHWIZELEY b LD
B U 721 @ 8 HE homologous PCA @ J{iiiz 1 :
32~1 1 128TH -7z,
2) EERT

BAELI-EVEY PEY LY VRBE (1.2g/kg i.p.)
%, HOOCEE L T8 & ER Iz - TYIBL 72,
JEZVIBL, RO D = 2 — LV EFEA LT,
IR E AN SREVIBRR L D BEENCH =2 — L 24
AU, BEFAR > 7ICHE L T0.25ml/4r O FiH Iz T &
WENBETR 51T > 72, 2 %@ pontamine sky blue &
B & 2ml/ kg REOEE THIRWKRS L TE 51210
53 (period 1& 9 %) 4B AW IR L, ERKY
EMR U7z, & Ok, FEG%E PR L THEW (1 %0VA
AFAEER) 220u] TOMBIOANEILEL D HEL,
103 [ERRE L TIRIL R B Uiz, i THARARER Y
104318 (period 2& 4 %) ¥R L, [EUXL 72, B L 72
FEVIW (period 1, 2) 23000rpm T104RIE 0 L 72 1%,
EEROERRERHE L 7:, OFRBEEIZHKE20nm
BT LRAEEREL TRDT, period 20 B EH
FEH & period IOBFRBE %2 L5 Wl 2B H A%
REE LU, BB L U7 OB TH 2 EG KRG
AR 1 RFENCEO®RS Lz, VIEROR Db D o4
HRBR Y BENRS U B2 R ENEE . LT,
5. MatalE

BE ISPl £ TR U e, 2 BERT (Rt
HERTE & WIEEERD) OME 11X Wilcoxon BEER, %
REE] O BRRE & KW-46798 5 EE0) oM 12 1d LSD #&
FEk %z,

KERR

. {L=»&- - BEXKE
MBEOBENBRGOHSH LY, < LraiB L UH
BTREZ 23 21TE (REEITE) MAHELL. 305
MO L ADREIZ12.3+3.5H (Fig. 2), &8 x{T
B M#362.0+21.9[A](Fig. 3) TH o772, < Lo &,
SEXTEE b, PURRS02ICIITIZHEE L 7.
PR O D D W AR % BIENKRS L B iR
B (sham ) KBV T,  LeaBLUBKx{TH
B EAHIELU o (Fig 2, 3).
KW-4679120.01~1mg/kg, p.o. CBWTIZITHE
REFRZ < Lo A 20 L 72 (Fig. 2). 0.03mg/kg LA
ETHHEERIZEETH D, Img/kg 2B 2 MEI=
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Sneeze response (times)

Sham  Control 0.01 0.03 0.1 1
KW-4679 (mg/kg p.o.)

Fig. 2. Effect of KW-4679 on sneeze response
after the antigen challenge. Results are mean+S.E.
of 9 animals. Guinea pigs were passively sensitized
by intravenous administration of the anti-OVA
antiserum. After 8 days, 50ul of the antigen solu-
tion was instilled into the unilateral nostril. Saline
was instilled instead of the antigen solution in sham
group. Drug was given orally 1 hour before the
antigen challenge. *» <0.001 as compared with
sham group, and # p <0.05, # p<0.01 as compared
with control group.
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Nasal rubbing (times)

Sham  Control 0.01 0.03 0.1 1
KW-4679 (mg/kg p.o.)

Fig. 3. Effect of KW-4679 on nasal rubbing after
the antigen challenge. Results are mean=S.E. of 9

animals. Guinea pigs were passively sensitized by
intravenous administration of the anti-OVA
antiserum. After 8 days, 50u! of the antigen solu-
tion was instilled into the unilateral nostril. Saline
was instilled instead of the antigen solution in sham
group. Drug was given orally 1 hour before the
antigen challenge. 3p <0.01 as compared with sham
group, and #p<0.05 as compared with control
group.

Dye leakage (ug/ml)

0
Sham Control 0.1 1 3
KW-4679 (mg/kg p.o.)

Fig. 4. Effect of KW-4679 on the dye leakage
after the antigen challenge. Results are mean=+S.E.
of 9-14 animals. Guinea pigs were actively sensit-
ized with OV A and 201 of the antigen solution was
instilled into bilateral nostrils. Saline was instilled
instead of the antigen solution in sham group. Drug
was given orally 1 hour before the antigen chal-
lenge. *p <0.001 as compared with sham group, and
#p<0.05, ##p<0.01 as compared with control

group.

1388.4% TH -7, KW-46TIEE S TENIC R L T 3
0.01~1mg/kg, p.o. I B W T HAEEEN I&=NE %
RUTZ, Img/kg 2B 2MEIEEETH D, MFI=RE
83.2% TH -7 (Fig. 3).

2. SORGRRIME F T

PR EGHORNEFRERE120.391£0.071xg/ml
ThY, FiEORDL D ICEEAEAKE BEENES LT
BEMERRE (sham Bf) OEFRIRE0.041+£0.019ug/ml
L TEEREMSED Stz (Fig. 4),
KW-4679130.1, 1# & UF3mg/kg, p.o. KBV TH
BRI HEER 2R L2, SHEICB T 2K
1%, 35.7%, 64.9% 8 X 1U'90.6% TH Y, Img/kg Pk
THHERZEE TCH -7z (Fig. 4),

S

ELEY DT UNMNF—HEBRETLVLERANVT,
KW-4679D < L » &, &iFE L UREERIC T 51E
Iz DL TRRET L 72,

Lo dd L BB TN MR T icB U
LENEY DL Lo AKX, SEEfTEERW,
KW-4679 13 ERE» s PIFERE®ZRO S Ly ARG %
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MHIL 7z, Fio, BEEATENICN L T HIFIER 2R
LicZehrs, BREFERBICHT 2GR EZb O L
DRI L7z,

(LBl UERETHOBF IOV T, HiE
DUAKIGE:, SHBLEHRE L Vst ey 3
YEFULETARIBED T S ANV AT 4 T—F —23,
EXMHROHEM Cfiber K2R L2 210k
BEBRORMEVPBBETEHTH Y, ZOHERBIC L
LR EN LeATHLEHZONTWVEYY, £
VEY PO Lo ABLUREETHI A I v %
FHRETHRIGTH 2L E <Y, KW-46790 <
Lea, BESTEOMGIEFHORR L LT, &Nt
BRERY I UVEPERYB XU 28 3 IR E
RAn#Ez ont:, &5, ELEY PE2HOLEZ Ly
HDRRETZ B L THER 7 F K, ¥ Substance P 8
CLr ARBICEBELRBREHEZ O EBXRES LT
%19, C-fiber R~ DREIINETHE K ITtED D <
Lo APRBERERLITE L b, PTHCEEL
THBERAK LD Substance PR XDy ¥ F = > %k
HEE, RICEHEBIY S, KW-467913 HIH MRk
25 OIHERTF F OB &/ + 7 AANCER L T
MHIT 2EABREVHEINRTE DD, KW-46790 ¢
Lo dB L UREESTENICON T 20IHIFEH I, EX
Y I UETEARE R Y I CIEBIHEFR O ST
R 7 F N OMEHNSIER b BS54 2 AlREtt s d 2
boOrEZONS,

KEBRIBOCERIERAEZ LY YBa 74 > (20
mg/kg p.o.) IF< Lo AEEIIH L TR EEL RS
Bl (F—=F R L Twizw), -7, BHExh
72 L2 ARIGKEERIGDRBER VWD EEZ S h
5,

e TNV TORROFM AL LT, 7y b
LVIXENE Y b BB 7o tR, RERERETV,
RIGERR, H5» UDEIRMNKRS L TBw-aES
SMENERRTPICRH T 222 H0E T 5 HE 090
IRLHAwsNE, RETHOWEBZEZMERO 7L T
SYERET A0, BREHIIEMEOME S BT
TCEDIEE L 25, 7N 7 3 2 Z B O MMEK S O
RZHDTHLWY, KRBV TELEY b %
REENRE L 7:1%, PUREBHEARE T2 kD,
SPENETRR P A~O S » ORI H N D S his,
KW-467913 COBRRBHERBL S 2 Lvs, K
ISR O SRSIE O MEZ @M TUE R IIH T 2 £ 3% 2
SNz, BHMBEMEEBETTED AT 42— —L L

TRERS I UWROEETH 39193, Substance P
bIMEEEETEER 2 b D 2 EFHIH T 510,
Fl, ELVEY PERHWIEKRET, ufa by
C', B X UIMVMOGEHEERTOOBES & ST
Wb, KW-467913 £ 2% 3 U HEHiERYE R ¥ 3 Vi
BERHEMEA & & bz, M7 F K OB IEIER",
aA b )xy CEAMGIER, /MRS LR E
EMEERY2ZHBL T3 I ehns, ALY I Ui
ERR ER Y 3 MR EER A T2 s DfEA
B3 BB RE I A TLEMHIER OB - LTE 2 5
ns,

AWIETIE, SRR Z B T § 5 KW-
4679 D FBNFHI X REENRAEE 7 & FH W TIT - 7248,
U ARIGE & USRS TENCN 3 2 ZEhFHE & [F
BRIz, ZERBYEE T VARV TORNLLETH S &
FZoNb, Fl, BMEIMEEAEITELSROIE
BELTROWY, SHRITABRSWICHT 2EH bR
AL, BRI T 28085 & SICHHEIC L T E 720,

SEMREI L7 Lo ARG, SEETEE X Rk
FEE MBS @ TCHED 3 D D KIS 3 2 KW-46790
HIHIR KT 2 £, { LeARIGICNT 255 Y
HIHIPERX0.03mg/kg L ED HETHED S h, SE &
fT8h k6 & ORI E E M T3 2 B R 2 4
YEZImg/kg LLE TR Stz RIBDE VLI L 2
KW-4679DIENZIC DWW TIE, SEEEM M 2175
THHS I LTz,

g & LT, KW-467913BA/EE LT v b NOFIE R
@O Ue ARG, SFEEITE), SRS 5%
TEZHIHI LI Z e 6, Lok, BERERBLIV
BRICH L TR 282 E 250, 7L —
HEROEEE L L TOERAMENIFEINS,

MERZDIZHIZY, KIFRICEB Wi R
TH& ANCHE BRI L £ 7,
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THE EFFECT OF KW-4679, AN ANTIALLERGIC DRUG,
ON EXPERIMENTAL ALLERGIC RHINITIS

Toshihiko Kaise, Haruhiko Manabe and Kenji Ohmori
Pharmaceutical Research Laboratories, Kyowa Hakko Ind. Co.

Effect of KW-4679, an antiallergic agent, on the experimetal allergic rhinitis was studied in guinea
pigs. 1) KW-4679 inhibited the sneeze response and the nasal rubbing induced after the intranasal
administration of antigen in sensitized guinea pigs. The inhibitions were dose-related and significant at
0.03 mg/kg p.o. for sneeze response and 1 mg/kg p.o. for nasal rubbing, respectively. 2) The nasal
vascular permeability was increased after the intranasal administration of antigen in sensitized guinea
pigs. KW-4679 significantly reduced the increase of the nasal vascular permeability at 1 mg/kg p.o. or
higher. From these results, KW-4679 may have inhibitory effects on seeze, nasal irritation and rhinorrhea
in clinical use.
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