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The Ameliorative Effects of Gagam-GongJin-dan (WSY-1075)
in Contact Dermatitis-induced Animal Model
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ABSTRACT

Objectives : This study was performed to assess the ameliorative effects of Gagam-GongJin-dan
(WSY-1075) composited with Corni Fructus, Angelica gigantis Radix, Lycii Fructus, Ginseng Radix, Cervi
parvum Cornu and Cinnamomi Cortex in contact dermatitis animal model.

Methods : WSY-1075 was orally administrated the various concentrations (50-400 mg/kg, body weight/day)
with one time per day for 10 days from 4 days after DNFB sensitization. We investigated ameliorative effects
of WST-1075 on the scratching behavior, skin clinical serverity and inflammatory mediators in
2,4-dinitrofluorobenzene (DNFB)-induced contact dermatitis mice.

Results : The orally administration of WSY-1075 (400 mg/kg) inhibited the scratching behavior induced by
sensitization and challenge with DNFB. WSY-1075 (200 mg/kg or 400 mg/kg) administration also reduced the
skin damage, inflammatory mediators, mast cell infiltration induced by DNFB. Moreover, WSY-1075 (above
200 mg/kg) administration inhibited the serum levels of IgE and IL-4 in DNFB-induced contact dermatitis mice.
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Conclusions : These results suggest that WSY-1075 administration (200 mg/kg or 400 mg/kg)

has the

ameliorative effects on the scratching behavior, the clinical signs, mast cell infiltration and inflammatory
mediators in DNFB-induced contact dermatitis animal model mice.

Keyword : WSY-1075, Contact dermatitis, Scratching behavior, Ameliorative effects, GongJin-dan (#t/</})

=

R

[.A

. o

AGED S AR ™A
CerE—2y), Vel Az £29 o
Gl 52 Fo) Aol A o}
HAojol A Felsta el 258 ORTHAKE) 2] o]
o glztato] el §&S oWl A Bate
g BHow #guE Aoty FATE Wiy
Wik e B, MBS N, ERE-
Palciiahs L4, PlgelE B 47HA oFE
2 TAEe] Qo A 5 71 FAl

a9l 5

—~
Y
=

e
o
O

T

op o 1%
o
0 o

o)
o

R

‘

WLk koY

m

lﬁoﬂ*ﬂ‘: £$J(é'éjn)ﬂr re 5
HslhE Aol &85 = Zi—% =
Asl Agolu Mer)s %
2L A7 FES 7H3tstke] ’\Hi—ﬁr b xds
PR SY) (0] 9 WSY—1075) A -2 vh
o 2714 A3 (allergic disease)S ofvfdz}
2] (asthma), W< (rhinitis)

e = e, d

A 2~(anaphylaxis),
2 v H-E5A(eczema) 52
AAA 0.2 22%7F Sl 27]d Aokl =5 oIl
o] Q1o AZAS AA et Atk o
dHE7|d Aol FAHoR FI4ElE o)
%7300& A1 A8 1 Asksl A o] WMz 013k
Z(allergen)©] 271298 & 4= r}¥. 4y

_Ejﬂoﬂ 2 (sensitization) Eo] dojd 4 )

AT
P ES
H=4

r % mﬁl rr

95 (contact dermatitis),
A Fd 1] -

%m r&o “

% (atopic  dermatitis),

i)

ot

T4 $AqSa o)
- Tel : 063-290-1131
- E-mail : kimboncho@woosuuk.ac.kr

+344= 2013/05/30 =% 2013/06/10 <=} 2013/06/12

132

(seborrheic dermatitis) 2 AZ3]¥- (xerotic
s wXl(eczema)S HIFES Frg7]

01\:]_7 10). 114 Oﬂ

dermatitis) &
(urticaria)< EHi‘LL@: o8 =
gy zAo] ZAtEE, ¥t =

AZul2o] 71&EHo] olEy THEdo] furg
HHo g yFel T

= HES LY Er)d vl

<
T

helper T (Th ) A
Fe s H]%@

! ]

A3} 5 A EH3 (immune disorder)dl] &3+
q
<

o, i oo

g
2 ofn

2 7k 5HE2-(acute/chronic  inflammatory
%9— 7] WHHO]‘:}M R 2 R

FET AEE 243}
A uy A=
Ao e HolsigT)
A4 /\]—O]Ei’}ol(pro—
cytokines)9] A ol et
histamine¥} & 7}l +9&E 2 (pruritogen)
S WEIGHY ol9) o] HinkA R F BEA

Aol EFRQ L A

response)
Aol o)) 2
AlA olEd ¥
43S doyj=dl 9l
HIWHA 27} A sted, %

J BH
R

inflammatory

XA 7]z S Al

S
histamine¥} #-2 E4& WEdoz2H 7HH 5
< UE FNA A4S BAATE Ul
Aoy, aeee Rag glo] Jtee 943t ¢ ¢
T WAES 24 F e =4S EFduH,
7VE G274 43S Aosted a4 d A
o8 AE] g S o] fEl HHA IHE4d

Do} opms] s 3-ed Yol A wed g Qlajel
00'801:0] EJ—QGME]'.

wheba] B A= 1148 (Corni Fructus), &5
(Angelica gigantis Radix), ¥ f-(Lycii Fructus),



B 9] 39 MR SHWSY—-1075) 2] HE5A 934

[SRE)N

ful weg o] og A Es O

Hwang et al., The Ameliorative Effects of Gagam-GongJin-dan (WSY-1075) in Contact Dermatitis-induced Animal Model

A (Ginseng Radix), #[Z(Cervi parvum Cornu),
sofA = =AY
WSY—-10759] Woqxdes dotrizt 24—
dinitrofluorobenzene (DNFB)Z® fX=3 FHEA
5o mel mhe oA WSY-1075S Fo
74l @st-8-3 tEo] WA RS
) s vz AeAEe] 243
A} IgEet IL—-4 A4 24 mA]E= S
zZrato] folgt ABE A7)0l Barsh= vlo|t,

=

AH:(Cinnamomi Cortex) &

0. As 2 4y
1. A=
1) AleF
Immunoglobulin  E  (IgE)9} Interleukin—1

(IL—1) ELISA kit2 R&D SystemsAH Minneapolis,
USA) 258 43k th 2,4 —dinitrofluorobenzene
(DNFB), hematoxylin & eosin (H&E), toluidine
blue?} 7]EF A]2FS  Sigma—Aldrich AF(St.
Louis, MO, USA) ZH-¥ G433t}

2) WSY-1075 =4 &
WSY—-1075 24 °oF&o] 742 %, &
WEORORC T, BEIE, 022, WEERE X 13 2 o)

k= A A (A, W)L

B Tstel, $Atsta wel RSt A

FE o ERe A

AL

EERC

fe Bl oo
ot

Table 1. Composition of WSY-1075

A 7R, Ansh 8¢ S8 FFHUA
1503 237 F Agel AHgate

1) 7+ 319 aL,
E(20-22C)9 £ E(50-60%)= LA A =

WST—-1075 A E9 &

13} o] 24" WSY-10752 1,000g 7
2ate] 30% olEH-e(10 L)o Qo] 25ColA 3}
F oo A FESlY FEAL 045 um
syringe filter (Advantec, Japan)& %3 o3}
stal RS 60 Tolstoll A FUE5H (Model,
EYELA ROTARY EVAPORATOR NE-2001,
JAPAN)3 % 52 7AZ(Model, ILSHIN Freeze

Dryer FD8508, KOREA)3}o] x>~ 249.5

T

g(BATEE 24.95 %) & Lol 20T B3}
HA Ao gkt

2) DNFB %= A 574 97¢ el

DNFB fr= HEA 979 22 =5 9
Hal7] 9% mE A9 BAHL Fig. 139 2o
acetone® olive 29& 3112 AF3 &1jo
0.15% DNFBZ A|%3}o] 193 40| 242 =
% I3(100 Lol FAakgle 5 WAl 74

9 4N dETe AYAPS

W AP FRAAA ATF sgn

ol ,
A WSY-1075 =4 E(50-400 mg/kg) S
ahFol 3 Ay FE A 139744 FAEA
o A HA U2 EE 7Y, 1097 139 3
d 7FA 02 0.2% DNFBE #2417 90 2
o ggo g FA(challenge)S 3+t

Drug name Crude drug name Scientific name %
Lz e Corni Fructus Cornus officinalis 25
O Angelica gigantis Radix Angelica gigas 25
il 1 Lycii Fructus Lycium chinense 25
[INES Ginseng Radix Panax ginseng 10
e Cervi parvum Cornu Cervus elaphus 10
ke B Cinnamomi Cortex Cinnamomum cassia 5
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0.15% DNFB sensitization
on the back (100 pL)
and ear (25 pL) skin

0.2% DNFB Challenge
on the back (100 pL)
and ear (25 pL) skin

¥ v

¥

Y
Day 4 7

.
I

10 13

¥

Oral administration with or without WST-1075 (50-400 mgikg) l

Sac&i’ﬁce

Ear tissues
- Ear thickness
- Histological studies

Dorsal skin tissues
- skin thickness
- Histological studies

Serum
-IgE
- Cytokine production

Fig. 1. Schematic diagram of experimental protocol. Mice were sensitized on skin with and without 25 pl (ear skin) or 100 ul (dorsal

skin)

of 0.15 % DNFB on day 1 and 4. WSY-1075 was orally administrated the various concentrations (50-400 mg/kg, body

weight/day) with one time per day for 10 days from 4 days after DNFB sensitization. Mice were challenged on ear and dorsal skin with

and without 25 uL or 100 pl of 0.2% DNFB on day 7, 10 and 13.
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Fig. 2. The antipruritic effect of WSY-1075 on the scratching behavior induced by DNFB in Balb/c mice. As shown in figure 1, Mice
were sensitized and challenged with DNFB, and administrated with WSY-1075. Scratching of skin site by the hind paw was counted
for 60 min. Data are shown as the cumulative means+SE of 5 individual mice. #p<0.001compared with the normal group. 'p<0.05

compared with DNFB alone group.
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400 mg/kg

200 mg/kg
WSY-1075

100 mg/kg
WSY-1075

Control WSY-1075
.-

'}

Fig. 3. Effects of WSY-1075 on DNFB-induced skin damage in Balb/c mice. As shown in figure 1, mice were sensitized and

challenged with DNFB, and administrated with WSY-1075. (A) Mouse morphology, (B) Ear tissues stained with H&E and (C) Dorsal
skin tissues stained with H&E . Magnification: x100.
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Fig. 4. Effects of WSY-1075 on DNFB-induced ear edema, dorsal skin thickness and skin clinnical score in Balb/c mice. As shown in
figure 1, mice were sensitized and challenged with DNFB, and administrated with WSY-1075. Data are shown as the means+SE of 5
individual mice. #p<0.001compared with the normal group. p<0.05 compared with DNFB alone group.
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Fig. 5. Effects of WSY-1075 on DNFB-induced mast cell infiltration in Balb/c mice. As shown in figure 1, mice were sensitized and
challenged with DNFB, and administrated with WSY-1075. Ear and dorsal skin tissues were stained with toluidine blue as described
in the section of materials and methods. (A) Number of mast cell in ear tissue and (B) Number of mast cell in dorsal tissue Data are
shown as the means+SE of 5 individual mice. *p<0.001compared with the normal group. 'p<0.05 compared with DNFB alone group.
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2500 1000
— 2000 = 800
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B ¥
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WSY-1075 (pg/mL) - + 50 100 200 400 WSY-1075 (pg/mL) - + 50 100 200 400

Fig. 6. Effects of WSY-1075 on DNFB-induced mast cell infiltration in Balb/c mice. As shown in figure 1, mice were sensitized and
challenged with DNFB, and administrated with WSY-1075. Serum levels of IgE and IL-4 were measured by ELISA assay method.
Data are shown as the means+SE of 5 individual mice. ”p<0.001compared with the normal group. 'p<0.05 compared with DNFB
alone group.
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