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ABSTRACT

Objectives : This study was to evaluate the anti—inflammatory and anti—pruritic effects of WSY—1075
composited with Corni Fructus, Angelica gigantis Radix, Lycii Fructus, Ginseng Radix, Cervi parvum Cornu and
Cinnamomi Cortex in rat peritoneal mast cells (RPMCs) and scratching mouse model,

Methods : WSY—-1075 was prepared by extracting with 30% ethanol, In the present study, we investigated the
effect of WSY—1075 on the production of tumor necrosis factor—-a (TNF—« ), interleukin—18 (IL—18) and
histamine in rat peritoneal mast cells (RPMCs) activated with phorbol 12—myristate 13—acetate (PMA) plus
calcium ionophore A23187, and on the scratching behavior in mice treated with pruriogens.

Results : WSY-1075 was not cytotoxic effect in wused all concentration, PMA plus A23187 treatment
significantly increased TNF—« , IL—18 and IL—6 production compared with media control in RPMCs, However,
TNF—«a , IL18 and IL—6 production increased by PMA plus A23187 treatment were significantly inhibited by
WSY—-1075 (200 ug/mL and 400 ug/mL), WSY—1075 also inhibited the histamine release from RPMCs stimulated
by compound 48/80, which promotes histamine release. Moreover, WSY—1075 administration had an inhibitory
effects on the scratching behavior induced by pruritogen (compound 48/80, histamine, serotonin and substence
P) in ICR mice.

Conclusion : These results suggest that WSY—1075 administration (200 mg/kg or 400 mg/kg) has the
anti—inflammatory and anti—pruritic effects on the activated rat peritoneal mast cell and mouse pruritus,
WSY—-1075 has a potential use as a composition of medicinal plants for treatment against inflammation— and
pruritus—related disease,
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WSY-1075& 3ADHREMS BHer Hgxds 54
o2 7Pt Ao g IS (Y FHER)7E Aett
PAA AR E ), VA HzE £EFHR A
o7 HojAn o|F rEoR(REHE)’S VIR T
oA EgH AHEIAL(EIERS APt =5t A
< EHo= &gH AYoltt FALS H8(EEH, Cervi
parvum Cornu), AHp8-(1LZE8E, Corni Fructus), THE
8%, Angelica gigantis Radix), AF3F(E%%, Moschus)? H]
7HA AR ARl glont arte] oFxfje] ARgF YR oF
Aol ¢ =% Fo= o g7 FES /AU SR
Jo)I o] Tedlte] FY BEXHORE ARGEOA Ao &
SEA) 3 gk, WSY-1075& H$jll EAI7F HE AR
A st F712HHAeF-, Lycii Fructus), S4#Z:, Ginseng
Radix), €A(AkE, Cinnamomi Cortex)2] M7HA] <4EL o
stod A= et

A2 BAzA 9 £~ 3ehd S48 ofel Y 1
BEQ A A AAS] HET-EIY A e Y
Y @eg 270 HRbAIZ(mast cells)7} E/d3}e| o] 3]
28H (histamine)?} 22 o}fl(amine) A2 GZmj7lEo]
FAEH olojx A3 Yol EAAEo] 2435kst Tl 7}
SR ALY 3t AdEhSolA EFA A|EFRIEC] A4
HHAd T AH=ZE o AHAE  BYI¥-S(delayed  type
hypersensitivity reactions)2 -SuHH}* ™),

HUb ZE ZA18 IYIERS-(immediate hypersensitivity
reactions)< oF7|& #gt ohlzt A A(pathogen)ol gt
Agurgmat olgl T ANE w7l Aof(T cell-mediated
disorders) & R 4= Ut Fod WAaH Aoy, &
At HTANEE g 274 S 8BRS 24 QA A%
A F4 2 T A dori=d o YHFeR
Fojgitt? | o]e} o] BASHE WY EE histamineTt 2
7tee EEA(pruritogen) H&*73 Bt ohg} tumor
necrosis factor-a (TNF—« ), interleukin—1 (IL—1)3}
IL-6 5 934 Ato|E7¢l(inflammatory cytokine)= B4k
=95t T NEZE HR3 SN EE AFste] o 2 4
T4 ARIEFRRIY S EX5tY E5S g3 Y9
o] =P ol HgAE I A AlETIILS 7}
4 241 A ZEste A%SE oS SXIAA gR
Be Byl gelo] O,
245 olEy mRAZLE H|RS 7HEE(eczema)
T RoA F2 JeRA|TE AA] dgte] A dA Ao 9]
Aol Yehd 4= glon, fRE FAY X2 42
5 Yoyl Eads goletn & 4 gt 4
%S op7|sk= A A|ES] BTN EE histamine, compound
48/80, serotonin ¥ substense P2} Z+-& A=of o) &
43t =H, Hgh A%Fo] fEEY fREYEE 5IAA A
2988 g% oA, dutdez HAAR] Alge) A
£ 230l o|EYE FoW diEY, ofEn mHEAF
AL FoH F25E TS 4% 2%5E oplste mR9
PAE Jp7E 900 7] mRe] olF 4T Bay
At grd o g A¢kEd 452 3 AMEE
FEL2 FI|AEMT AHROIE AAE & = Ued, I

o o

=

e

:

Aoz 2§ Er wRo ZXF F$ Hakgo] dojd 4 9l
o mEbd 2gEI 95 ARHoR Aofd 4 Y

zZhgo] Azt oHE9| o] Fasit,

weba B A= 184 (Corni Fructus), EiF(Angelica
gigantis Radix), ¥#d¥(Lycii Fructus), FEE(Ginseng Radix),
#I25(Cervi parvum Cornu), A#E(Cinnamomi Cortex) %
2 24" WSY-1075& td-22 phorbol 12-myristate
13—acetate (PMA)®} calcium ionophore A231872 =3}
o ZAstE AE B} ¥|UEH|EZ(rat peritoneal mast cells,
RPMCs)9] A E34 AIEZIRIY A4 9 7He FEER
(prurotogen)2 AHz|H ufeAo] AgF AAd| izt &3
ZApte 1 Azbs Bustat it

BRI

=
1. A=

1) AlSf

Tumor necrosis factor—-a (TNF—« ), interleukin—13
(IL-18 ), IL—6 S ELISA kit& R&D SystemsAKMinneapolis,
USA)ZXE FJ3t¥9 2, histamine ELISA kit = Bertin
Pharma AHGuillemin, Franc)2+€ ¢35ttt Compound
48/80, histamine, serotonin, substance P, percoll, compound
48/80, phorbol 12—myristate 13—acetate (PMA), calcium
ionophore A23187, 3—(4,5—dimethylthiazol-2—yl)—2,5
—diphenyltetrazolium (MTT), dimethyl
sulfoxide (DMSO), penicillin/streptomycin, hematoxylin
& eosin, toluidine blue?} 7|E} A]oFS Sigma—Aldrich A}
(St. Louis, MO, USA)Z5¥ FYs}gct.

bromide

WSS

AelSE

FAggoll A ARE 10589 43 Sprague Dawley 2l
Ex SYPAIFER)ARA, gl FdstHL, At
2ol BE FEI| THSHEA 13U &3 T A
AR ARSEHES Wt jRe] Y18 1241204 SHel L,
LE(20-220)¢ HE(50-60%)= YA |AEtEL
AAFEY Y39 FAof E3to] Aot

MU ol

3) WSY—1075 =NE

WSY-1075 24 <59 A4 Lz, EiF, Mkt &
B, {12, WHEE Table 13 ZAth o]F &2 4 9T
Aek(&AE, i) o2 Re Folste], st gho]toy
st WA|st oA AT & 1 BES WAstuile] FHA
o Hyslct,

Table 1. Composition of WSY—1075

Drug name Crude drug name Scientific name %
eI Corni Fructus Cornus officinalis 25
=1 Angelica gigantis Radix  Angelica gigas 25
R Lycii Fructus Lycium chinense 25
HZ Ginseng Radix Panax ginseng 10
JEE Cervi parvum Cornu Cervus elaphus 10
A Cinnamomi Cortex Cinnamomum cassia 5
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2. ¥y

1) WST-1075 ZM=9| =&

Table 13} Zro] ZAE WSY-10752 1,000g A}t
30% ogh2(10 LYo 2ol 25CoA stF ¢t A2 &3}
At F=2HL 0.45 um syringe filter (Advantec, Japan)
E S oTstr AdE 60 ColgtilA TUAESH (Model,
EYELA ROTARY EVAPORATOR NE-2001, JAPAN)%t &
ZZ47AZ(Model, ILSHIN Freeze Dryer FD8508, KOREA)
sto] AxAX 2495 g(BEFEE 24.95 %) & dol 20T
of BystHA AF] AHESHAT

2) MTT assay

RPMCs MIZ AYZE&L MTIT assay HHol 28] SA3IA
o}, 2251H, RPMCs (5% 105/mL) AIEZEE 24 well uj%g
710l FEstr A7Ier 2ol o3 7HA] =2 DLES AHgh
o] PMA 2 A23187E& A=3t & 12A17F Zof MTT €9
(5 mg/mL)E FY3IL 4AIZHsE 37CAA WA & 4
Mg AASHL formazan AFES DMSOZ &£3)5le] 96 well
plate2 274 540 nm ELISA reader (Molecular Divices,
USNE SRS 2Rels

3) RPMCs £2| 2 =Xz

%% 3 Sprague Dawley HEZRE EA8|THAZ
(rat peritoneal mast cells, RPMCs)¢] £&]= Martynova
519} whio] wel Eelatgch, Lok, o2 (ether) 2
uFA1Zl o2 calcium—free HEPES—Tyrode buffer(10
mM Hepes, 113 mM NaCl, 4.7 mM KCI, 2,13 mM
MgCly, 0.6 mM NaH;PO,, 10 mM glucose, pH 7.4) 10
mLE B FUAAA oF 907t 4L F=7A SRS
T BEE 9 @A ¥o] Pasteur pipettes ARESlo] AL
BoolS 23}l percoll density gradientt & RPMCsE
At Eds| & A EFo gt SESE A2E |
H8liAl 5-10mte] AE A 2 BEHTHAEZE £t At
L3ttt o8 71K &9 WSY-1075 FEE2 RPMCs
(5x10%)°l 247t B¢t A At F PMASH A231872 F
Al A=tk AASAE ARIEAR] £33 compound
48/80L.2 =3t S| AE SH o ARSI

4) RPMCsOlIM SIAEIR! BiEZfo| =X

PEBZUTA| Z(RPMCs, 5x10° cells/mL)E 2] 7}A]
FE9 WSY-1075 FEES 37ColA 1082 A e o
compound 48/80 (0.5 ug/mL)2.2 A=sle] 30E7F ¥
T3S SAAZ7] Yot viFREE Hgro gol SEI
ZAIZ1 & 1,200 rpmo 2 1587 QARAA7 L AE
Aot AS5dezRY s|AEYE S5 89

anti—histamine antibody (ab)E& &3} A7)} Zro]
2 AEY AR BFEA]F)AL, anti-histamine aboll £©]
Hog Zgdl= 7|daAvt HaE 2z FAE YT F
HHAA|A R&DAFF AlFdk= histamine ELISA ®e] £}
o ZHsta A=Fstict

Ol

de

(8 flo o >4 do

5) AIO|EZIRI

RPMCs2HH Apo]E71919] £42 WSY—-1075 (25-400
ug/mL)E 2AZFEt A AHFE £ PMA (30 ng/mL)%t
A23187 (10 uM)E FAlo A= tha 1247 Fof A2
AENo2HE TNF—a , IL-18 & IL-65 EA3Ich &,
TNF-a , IL-18 ¢ IL-6 &2 anti-mouse TNF-a ,
anti—-mouse IL—15 , anti—mouse IL-6 & IAE AH&3H
o] Z}Zto| Eo]xog Zg3l= ELISA kit (R&D Systems)
ARGt SAstal Attt aofstd, AEASY T
Seff 34 dA 100 ul= ZZe] FA7E ZYE plateol
FAskaL BESAIZ] & 2 A3 o2 horseradish peroxidase
7 B2E 2% FAE TSt vRAIR 3 7S S
At ¥hEAlA ELISA reader2 Z33t9ow, Z- 3
e B 479 228 sEEE XSt HEAA &
TS Aot Az E= FH FiE E29 2

e e

tlo AN =2

]

e 3l 30% Bt FEg AP WS
a1 3 iz AHAEsE AFFEY s, AdEde
WSY-1075 (25—400 mg/kg)S HTEASIL 605 2o
compound 48/80 (50 ug/site), histamine (100 ug/site),
serotonin (100 ug/site) T+ substence P (100 ug/site)
9] FEZ 100 uLA ks 5O FE o7 Ato] Folof
stEAL BHAT a%E FEERS FARE npeAE ZHE
Mihara'”¢] 92 wal micro—camera (ONCCTV, AL,
qEv=hHE A3 608 B HIEGeH, LR 29
T FIEdo] FYd RHE F& IE olSWHNHeE 4
ot Grletgith ZF O EdY OE Ad: 44 gE ¢
of AP om uf Ao AMEH nReA= 13 ARE G

ol

7) SAXz2

BE AEHE B+ EEH Hmean + SD)E EAFOH,
BAEAL SPSS =238 &85t ANOVAS} Student” s
t—testZ HPen, {4 A= p<0.052 it

2 7
1, H|9HN|Z YEFo] v]X= WSY-1075 &3}

2 Q3= WSY-10757} RPMCs® &89 nmx]= I3
S zABIGT. 1 ZF Fig, 1A3} Zo] WSY-10755 &
ATl AREE BE sRolA AlzEAdo] ¢lith. RPMCs
of PMASL A231872 AT AL & 78%= FAdatol vl
A NE AEEo] At HAY 2 (p<0.001), WSY-10758 A
T FL v JEHoE AE AEEo] 7 HUtkFig.
1B). 3] 200 ug/mL¥+ 400 pg/mLe] WSY-1075 &
A 93% oo R NE AEL] 37T HATHp0.01).
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Fig. 1. Effect of WSY—1075 on viability of rat peritoneal mast cells
RPMCs. RPMCs (5X10°/mL) were pre—treated with or without
WSY—-1075 at indicated concentrations for 2 h, and then
stimulated with or without PMA (20 nM) plus A23187 (1 M) for 12
h. Cell viability were measured by MTT assay as described in the
section of Materials and Methods. (A) Cells non—treated with PMA
plus A23187. (B) Cells treated with PMA plus A23187. Values
represent the means = S.D. of three independept experiments,
”p(0.01 versus the non—treated control group. ©X0.05 versus
control group treated with PMA plus A23187 alone.

2. AEZA AlEFRI
WSY-1075¢] &%}

B A3 WSY-10757F 843HE RPMCse] ARZEA A
o|EFIRIC] A Al Wt "AAE YotEr] $Ehd
RPMCsE AH&8a WSY-1075 (25-400 pg/mL)E 2A7F
A AHFE ok PMAQF A23187& FAlo] A3t 1247+
Hjok & ujoFolo] =HE TNF—¢ , IL-18 % IL-6%& &
Astact, 1 Ad Fig, 29 Zo] PMASF A23187& A =gt
gz2Z2e ATl H§Ad TNF-a (995+97 pg/ml),
IL-18 (685+86 pg/mL)¢}t IL—6 (36183 pg/mL)7} &
A3 27181 ch(p<0.001), WSY-10759] =5 mL %
100 pg ©ol8t2 AZsgS W TNF— , IL-158 % IL-67}
7t F7kshe AEe] AAAT 23 Fogt Aol A
ot a2#u 200 ug/mLat 400 pg/mLe] WSY-1075 &%
AEdolA= TNF-a 7} ZH2F 670+£87 pg/mL(p<0.05)2t
495458 pg/mL(p<0.001)7} A=, 1L-18 & 22+
458+ 73 pg/mL(p<0.05)¢} 401+109 pg/mL(p<0.05)7F <
A=t IL-6% 400 ug/mLe] WSY-1075 5% Haje]
ATk 181£61 pg/mL%(p<0.05)7t AA== a7t et

A QA o7
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Fig. 2. Effect of WSY—1075 on PMA plus A23187—Induced TNF—
a, Il-18 and IL-6 production. RPMCs cells (5X10°/mL) were
pre—treated with or without WSY—1075 at indicated concentrations
for 2 h, and then stimulated with or without PMA (30 ng/mL) plus
A23187 (10 uM) for 12 h. Cytokine concentrations were
measured in cell supernatants using the ELISA method. Values
represent the means £ SD. of three independent experiments.
#0.001 versus the non—treated control group. X0.05 versus
PMA plus A23187 alone group.

3. 3|2l W& JA ik WSY-10759] &3}

T & AT WSY-10757F a%F 2 Y EE
histamine W&o e JA FFE Lok sk
RPMCsE AZ3}lx WSY-1075 (25—400 ug/mL)E 343}
3 37CoA 1087+ A A3 T2 compound 48/80 (0.5
ug/mL)S2 A=3to] histamined] ¥& A 1 2
1} Fig. 31} Zo] RPMCsE compound 48/80%2 A=3 7
2 histamine WEHFZ 68.517.8 ng/mLOZ AL H|
ax @A 7 THp0.001), WSY—-10759] =F mL
F 100 pg olstz AZsHE AS d2Z 2ozt A
9 200 ug/mLI 400 pug/mL AHZFoA+= histamine HF
Zo] Z}z} 42.5+6.1 ng/mL¥} 39.8+ 6.7 ng/mLeZE &
oA A== &7F AATH(pL0.05).

Histamine release (ngimL)

o
C48/B0 (0.5 pg/mL ) - + + + + + *
WEY-1078 [pg/mL) - - 25 50 100 200 400

Fig. 3. Inhihitory effect of WSY—1075 on histamine release from
RPMCs activated with compound 48/80 (C 48/80). RPMCs cells
(5%x10%/mL) were pre—treated with or without WSY-1075 at
indicated concentrations for 2 h, and then stimulated with or
without C 48/80 (0.5 ug/mL). Histamine assay was performed by
ELISA method on supernatant from RPMCs. Values represent the
means * S.D. of three independent experiments. #0.001 versus
the non—treated control group. X0.05 versus C 48/80 alone
group.
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3. 2%3F Ao oigk WSY-10759] &3}

£ ATE WSY-10757} 243 oAl nlXe 93 &
ole 7] 93t WSY-1075 (25—400 pg/mL)E ICR vl
of AfEAStL 1AE Fof 7lEE FUEESE s 59
FE o7 Ato] Eolol| HtEAL silty, 1 A} Fig. 4¢9)
Zro] AAFFo|| H]8l compound 48/80 222.7+17.23], 3|
AEMIL 80.3+5.13], AREUL 11344673 ¥ & P
£ 106.7£7.232 F& 347t A3 F7FHATHp<0.001).
WSY-10759] =& mL 3 100 ug °olstz 2 AsAS
o F= A7t 0 Sk Aol AAT dxeE ¢
ogt Aol @igich eyt 200 ng/mLt 400 ug/mLe]
WSY-1075 %% AL s|2Emd o8 fEHE F=
3|47t 2k 64.2+16.59F 60,2419, 12 FoJ8HA Zo54
h(p<0.01). Compound 48/80, NI2Ed % =2 Pol| 93|
{EEE FE= 34E 400 ug/mLe WSY-1075 XEsEo
A Z+7F 123.2+16.3, 62.1+15.2 9 56.8+3.88 325}
A A= ek (p<0.05).
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Fig. 4. Anti—pruritic effects of WSY—1075 on the scratching
behavior induced by compound 48/80 (C 48/80), histamine (H),
serotonin  (S) or substence P (SP) in ICR mice. WSY-1075
(25400 mg/kg) was administered orally 1 hour before the
pruritogen injection and then 50 ug/site C 48/80, 100 ug/site H,
100 ug/site S or 100 ug/site SP was injected into rostral back.
The scratching of the injected site by the hind paw was counted
for 60 min. Values represent the means =+ SE. of 5 individuals.
#X0.001 versus normal control group. X0.05 versus C 48/80, H,
S or SP alone group.

N1y

WSY-1075 AHuhe oAt A B8ET 9= FATGE
ALS 7kt FAET FATGEMDS  TRERE, ©
oM THHEER, O YRS ALl fHFEoR wof
Qlom HERAESRE . RIS HE, ENRE - B
Bkl (LR, BIgReR BEC] 471X k2R TAH A
Hho 2 kRO HE MBI ATAAES 28 St LES
magerA ARl FiRel et o ¥ X2 sh= AW
o8 AdfEla glou 9EHe MISEWRT P Rt
EB7L et TANAAS (BT R, o2 TREE—
B, ABZH - EAAM) ole KRR SE
HIYERRESS JERETIAML (BRI EER WL E

£ a2 RUERHERE ARBE AR B2 ERMaR 2
TEERTRR (HEFRTG—R FAkAKE BIIEERN EREE 1t
FHEZ TR BAKRADERRZ B8k BEEIR X AR
2R T ARDREE )IEE ikt &R 555 LRI
EEAAR ABEERS) R TR AT R EAR—Ek
Sk EE BT 2 71=Vskm glo] ddbEel g
FREREE, o eI vSgt AoR Hoxe e B
o WEsle Yutoz Asfeta Ytk
Ak Yuke B3k Azl g0 PR ek ¥
ot FAHY sEEmRSHE s sttt Bl
stk 1ela A3 302 Alzheimer s diseaseol|l A #t
Aol &3t Qidm Bustgch ® e gast @ g
3} Zgo] Q= ofu|ieibd}t Frd AgEo] Wol 52 uhE
itk 9ol B shulgAgAdte] Balb/c uhgoA
Ovalbumin HERESo] tfs] JAEIN} AFES 9HL o2
=8| = Acetaminophen GE UReA 7hEAlo| djgt
IEHtES $E2E9 tRSavE wEste] Rust v Qo
WSY-1075% ol2fgt TA Aol gofsbal Aga U
A ZAE LR sl AREE AYstal 7|Ed HE7]59
zZoly AE AT vt &R A, T4 SAR
g A8

F71A = FERHZHA1EE; Solanaceae)ol] £38F SAERERS F
7\ AT Lycium chinense Mill, ®= =FWK L
barbarum L.9] <3t AL AR AC=E WUMFE, &
IR, et asos dgitel’, 4P 5o &
B yeo®, e dare 7hEE Aoz ate) Au
0] 97135, AFHE, I, FESEIL ok A
9lom® ) gAL fER(SURTL Lauraceae)o] &3 AFE
W89l WEE Cinnamomum cassia Presl®] S AZ
AoR fychy, BREE, BEY, Eiksie 502 ¢
32 Exskal AfRrgo] dom WgdA|, d5F, At
wE YA,

TN EZE= A23187, PMA, histamine®} compound
48/803} & A= o &43% =W, TNF-a , IL-1
8, IL—4, IL-6, IL-8 & TGF—8 & ZL Ajo|E7CIS &2
Hlste] GFUNE-E £30°VY Bl ohet histaminedt 2
2 JtEE FEEAS WES T £gFe] = YR
A BAA 4E98S oS s It?, aeEa o
& IAIs] HalAe HTAES A4S Adske
4 95}t
2 A7 ez 2AE WSY-10759 Wgs =4 &

3

meHO

[

20

p

o] IS Wt oflgl mL T 800 ug?| IEEoIHE AE
E40] g HREE AASHA $%S). H O R H|TAZ
o PAMS} A23187=2 AFsHH, AZEEAo] HAE 4= U=
g, B Aol ARESE PAMS} A231879] SEoAE Hit
T8HAE NEQZLE 2Pt a9y 200 pug/mLi 400
ng/mLe] WSY-1075 EZo)A PAMS} A231879] 25 &
ZEE Az 548 AASE 537 Aok ESE PMASH
231872 A= RPMCsolA HE 4 AllE7IIS] A E
S|2EMe] HEE RS At ATk H&ol s
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rEdE frE 4
oA B3t

Q1ZF & Hgk A|ZFEQ HMC-1M|ZFE= IL-3, IL—4,
IL-6 ¥ TNF-a ¢ Z2 ZAY IUHEE FEshs Al
E71E AAste] Hougol Hojshe avAER 23ttt
I )R] HEE AEFAL IL-3S HRE
TNF—¢ &} TL-18 = &z AASA|Y, 11-69F T1.—4
o] 7ZF$E HMC-19 vl3)| 2% ik Aoz gzt
B AFME ol 2 BHH IAS iR Y=
12} WA ZQ] RPMCs= dido2 PMASE A23187% 54l
of A=38te] TNF—a , IL-18 % IL-69 S Al
ot 1 23 TNF-a ¢ IL-15 & Hl2d g2 o] f=
Hal, IL-6+ ol& A|EFIRIY HgjA Adidezs e
Fo| f=Ett IYEE B dFE= ZASHE RPMCsolA
o|E Alo|E7IQI Ao u]X&= WSY-10752 &IE ZA}
stk I A3 100 pg/mL ©]8He] =M= o7t 2718}
= AF%E BIAT, g2 2 Jole glodth 1 200
ug/mLeF 400 pg/mLe] WSY-1075 BEoALs axzoz
ol AO|EFIRIS JAISHE &IVt AT Eg compound
48/802.2 E/dsE RPMCsollA WSY-10759] o] o=
ZHo=R 3|AEtyle] JAEE &IVt Ut ole Hik:=
g43stE RPMCsollA #5383 EZL JAIsks WSY-1075
9] Hx 243 200 ug/mlolgis AL & & UTh

3t ZA3tE H|TNIEZE histamine, serotonin EE
substance P9t 2 4%E wWAEES Bujgcl”, o3
EAEL 4&%5S FiBked, oy HRY 5 =714
D71 FRoA &3] HAEE 295T AR TS F
itk olE B figt siEe #% md5ES F=2
ICR, ddY, NC/Nga, hairless 9] A7 AMEE T Q=
g%, 2 a7 [CR upeAs AEste] WSY-10752 14]
7+ Ao AFEAS T compound 48/80, J|AEH, NEE
d EE= B PE & Tt FARIY 608 53 FHE
Fe ¥4 JA+E AR 1 23 200 mg/kg Ee
400 mg/kg® WSY-1075 BEoA A2 AR st &}
7F Ak olek o] AYS5S H3HAFIE WSY-10759] 5

= 200 mg/kgolt ATEAT of 53kE & £ Y=
o2 AtmHr)

olxel AuE FJE|E wf WSY-1075%= AHEZA0]
& @l oz PMASF A2317 Aol 93t NZ &4
Fale mabyl 9uglch. ®3 WSY-1075% PMASF A2317
EE compound 48/802.2 ZA5LE RPMCse| AFEA A
o|EFIIETE oz}t 7HE 8 tiZiEZEQ histamine ¥
2 digt gA &37F AU 53] compound 48/80, 3
2eHl, A2Ed F= 23 PR {23 ICR uh$2oA
WSY-1075€ 718252 93 4 e EZYS RIE
4= gt waEkA WSY-1075% QA9 HHSRAE T
St Y2 AT 5 QUi

Fo= dAsks A s & A7

9

=2

A=

= =

2 ATE L, EE, Wit BE, 1 Ak S5 3
A2 2AHE WSY-10759] "Hz2E gt avts AR}

of & 22 2ES AUTh

1. WSY-1075& AIZEZAo] ¢lli, PMALE A231879]
o3t NEZL2ARS BESI= any) Qi

2. WSY-1075= PMASH A23187¢] <3 A3t
RMPCsollA] TNF—a¢ , IL-18 % IL-6& YAIsl=
a7 ot

3. WSY-1075% compound 48/809] 23] AlstE
RMPCsollA 3|AEHIES B oA &3 T

4, WSY-1075+ compound 48/80, 3|2AEtY, AMZEY
E= £4 PE 5% ICR whe29 24¢5E A5t
= A3 Uik

2j9} ZHo] WSY—-1075% RPMCs¢] &Alo] w2 g jj7)
E9 A9 uhe-A AckF Asto] aAAQl SR ER, &
T2l AFES FEE= 200 mg/kg oAl Aoz yERgttt

AL 2

B ATE RARAERY SolopigA ABSAY
ATALAY ATHIFLL0004)9] Aok S, of
o A=Y
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