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°] UPLC A ZvtE18 Axtoln] & 25 o -2 2w go] u}2 of 82
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gelskr] Sl Abghe] Rl i S50k 54 Nl Wol= ekl
319 ¢t # (Spontaneously Hypertensive Rats, SHR)®l| &b F-o $- ¥ 3z S5
=8k A 3S ofgl & o] A ATl

SHR(male) 9 ~ 14 5= 5 o] &3}tk A& A E(Ist day)oll =
H] 3] & (vehicle)(0.5 % CMC)<, 7T WA E(2nd day)dll = A & & (I aLA] 55
2 ) &2+, vehicle?} & Y &) AFE)E FolEkgl o, o] E1He] Fof
E-H(volume)> 2= 3%t
v 8] E 3 Al gl efE o] ol H F & vhs diAF Alo] Aol W aL, w9k AFR 7}
a ¥ A &= dH ol A 4 A7 &<t isometric transducer(Harvard apparatus) 2}
MP150(BIOPAC systems model no. MP150CE)<- ©]-8-3}o] 33l =&
=43k A T}, 1] 8] Z(1st day) A 7 2F=(2nd day) 7] 5-2 A1} &<t
W 3 814 gl o] & 1| alslo] FA| * ] 3} Ul (Paired t-test).
3£ 1 % & 394 "Vehicle" SHRe|l H] 3] &1t 3 % gk o, "TTD"+= SHRl|
B 29 (tolterodine) 10 mg/kg 78 1~ Fol ¢k FA =2, "
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[0058] [Table 1]

o] 3= 2A17F &<t vehicle Drug B
3= 8l Mean SE Mean SE
Vehicle (n=5) 8.4 1.4 8.8 1.2 -
TTD (n=7) 8.0 0.7 6.7* 0.7 16.2 %
A<= (n=6) 7.3 0.4 8.2 0.6 -
of &2 (n=7) 7.0 0.7 5.4%% 0.8 22.8 %

[0059]

[0060] -n: A3l AFEH E&= v

[0061] - Vehicle: F&5 FofabA] o2 e ol A o] w3 Sl

[0062] - Drug: &F& Fol gk 3 vl 35

[0063] - Student’s t test (*p < 0.05, **p < 0.01)

[0064]

[0065] A Zd| 2: 331X (Psoralea coryIIfollaL A EEEY AR

[0066] “F7] AlZ2Eu}517] 50 F-3]% o &2 FE 5 5 g SEAAE G At
% (0DS, 12nm, S-50 um)©| %ﬂﬂﬂ = AR S o] &5lo] A7
AR EIYIE 58t o] w) #] 7> Al = %] 10 ~ 20 W FH(100 gy
AFEBFSL AL, Bl = W B2 =] £3HE | R W e2-0] RS e vhHA] dxd
F-3]9] 2 ~ 3 ¥ %200 ml) ] Wl g -8 NS 2518 T A E(Step-gradient)
W2 o 2 L85 T} ZF 10 %, 40 %, 60 %, 80 % 2 100 % (v/v) ™ &2
TENOR o2 FEES TAHLRE EEFAA S8 ES AL, 5550
AZAZ - 817] A3 o] Al 2= ARSI T

[0067]

[0068] AAd 3: HEEE9 AJ& o] HIt

[0069] UPLC °]& 7}

[0070] X4+ HalA] FEES A g2 vtEady) 2 X8 ste] Al 23 B8 E S

9] UPLC A &vpE 138 Aylo]th[A] 228l Waters AQUITY:; A C18
Z+21(100x2. 1mm ID, s 1.8um); A== ¥4 210nm). 5 & -8 5o g 2nE 5
50 339 ol ek 2 FEEo ARnfE M-S vl Al 1 H 8 E(FL, 10 %(vV)
wEE 85 :lé?A A o] 2 EE Nk E9hs)o] XﬂzﬂMJﬂ el
=9 w2 g Bold a5 a4 o 2 FAd o] srolb A A 5 ¥ -8 = (F5,
100 % (viv) W B2 B8 59 4 F+= F40] w2 Bdvs & 0]

OSir
o

_l

o
r-{u:F
‘ll
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[0071
[0072
[0073
[0074

—_— e e

[0075]

[0076]
[0077]
[0078]

[0079]

[0080]

Az AL e 5 Agieh o)l 3k Ak vhax] FEES DY
& Azl Qo] & ule] 2ol wheh

ARV E Y9 E A}L5lo] B3 L
35 Aol o]k Qg wol T,

A A &) 4: In vitro 71 A G

Tachykinin NK, & A A 3] &4

M & (modified) HEPES ¢+ <Y (20 mM HEPES, pH 7.4, 1 mM MnCl,, 0.1%
BSA)S 7} welloll 100 0% ¥ 31 DMSOO]| 91 3} 31%] F£2} FE&E3} 2355
F5 (7H 10, 100 pg/ml) 3} A o) 254 <91 1L-703,606 (0.5, 2.5, 5, 25, 50 uM)<
b2y 5 0P @ Tk, of 7] of] NK, 7-8-A 9] 2] 7F=<] [*H]Subtance P 0.8 nM-Z 50
WA E a1 AL 758 727 NK, 22 7F 2 W A 32 ¥ (Human recombinant
CHO cells)©] %1 ¥ & HEPES ¢H5 3 100 p0 & v, 4°Coll A 90 &<t
200 rpm O = W NFSHH A 1) 9F gl 9 of }ao] Al A 319l Tk

HELA A7) & o] £3)o] 9 94 ([PH]Subtance P)7| A5 Al X9
A3kl th o ul] A1 3 &= o] &4 o 3] A5 ¢ 7= ([*H]Subtance
Py} AdtalA] Rt S gho] Aol vk A A A Adh. Bjt=rt Yol
well®] Ao} g5 0% oA, 2| =S o] 4] 82 #5100 % 1A = 5
oFe o W2 A &S AT gk o] A7 Qlo] ZF AR o]

MA L™ (n=2), 21 AH= 3}7] 3 20 LEFY AT

Muscarinic M; =& 3| A & &4

H & (modified) Tris % (50 mM Tris-HCL, pH 7.4, 10 mM MgCl,, | mM
EDTA)S 2} wellell 100 102 @ 31 DMSO°! =<1 3} 31 2] (Psoralea corylifolia L.)
AL 50 3% o & 2 B85 5 522 10, 100 ug/ml) 2
FA ) 25 Al 4-DAMP (0.5, 2.5, 5, 25, 50 uM)= 242} 5 ¥ W AT} o 7)ol M
» &4 9] 2] 7FE2] [FHIN-Methylscoplamine 0.8 nM<- 50 p0% W31 ALst -2
T 271U M, &A1) 71 e A 3Z 9 (Human recombinant CHO cells)©] $71
3] Tris $5 NS 100 w02 @A} 25°Col A 241 ZF 5-<F 200 rpm O =
A NEEFH A W] kgl 5 of 2}ako] A A 81¢l Tt

W ELA 54 7] & o] 4389 &9 A (*HIN-Methylscoplamine) 7| 2 314

kS At Y Ent Yol & well2] A 412 0% A, 2 EE

A
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[0081]
[0082]

[0083]

[0084]

[0085]

[0086]

[Table 2]
Ay oFE Tachykinin NK1 Mucarinic M,
a1 A] F5 5 100 ug/ml 64 97
F1 (10 %3] %) 100 ug/ml 11 7
10 ug/ml 5 2
F2 (40 %3] %) 100 ug/ml 35 11
10 ug/ml 19 5
F3 (60 3] %) 100 ug/ml 60 29
10 ug/ml 5 9
F4 (80 53] %) 100 ug/ml 83 99
10 ug/ml 22 41
F5 (100 -3 %) 100 ug/ml 53 99
10 ug/ml 5 79

A7) 35 20 A 9} o], 50 H-3] % 331 A] o &2 FE 5, 60 F-3] % W T2
3 5 (F3), 80 H-9] 9% H g2 H ﬁ%(th) 100 -9 WL -85

iy (F5) 100 zg/ml
ol A 2T B A oF 2T R =8 A| ol Hisle] 50% o] el o Al E A =
LEFH S gkl e = Ql3lvt. o] 49 7342 g3ho] 2y ] wE dparA| F2t
FEEY HEE2 FalAT 12 7§E(n001cept1 ve pathway)& & ¢F 7H2-d e
R G 2ol #Hodh= NK &4 ¢ My #8412 A 8l of = 53482

| ek AW B3E b= Sl o8 FS5ETh

RHMH W3l F7t 2o 28 31X £ &5 iixils

>
>
£
o
72
=

A7) A A] o 40 A NK13+ M, 587 2] #8)] 84S el 3 9] 23] 5 F3,
F4 BLF50l] o] 3k 37l W4 A4 &3k-E gelstr] o4, ngﬂ Fa B 7Te}

S o m A a1 Sl F(SHR)Ol| of = Fof 5 vk Sl E
Z A3t} o) ZF 1822 100 mg/kg = 7T Fol3k vk A= olg] %3
2 = 50 LR ST

3 3 % =50 YELE vk o], 359 B8 52 5 SHRE W 355
A7l E a9E Yeh o, 3] F4oll A 7HE 2 &35 el Sdv o) 23k
A2 Ry Eodyel mpg a1 x] FAF 252 60 ~ 100 3] % w '
& =<l Ao] npgkA skt
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[Table 3]
o] 3 2A17F &oF vehicle drug B
f 3e 35 Mean SE Mean SE
F3 (60 %3] %) 6.5 0.7 5.8 0.6 10.8 %
F4 (80 -] %) 7.7 1.2 42¢ |05 45.4 %
F5 (100 53] %) 7.3 0.7 4.9 1.0 329 %
[0087] - Student’s t test (*p < 0.05, **p < 0.01)
[0088]
[0089] A A]d| 6: SHRA| A H|u}H 8} 958 AALZ FZS vl =gy 2 &4
g3t &3 &4
[0090] AFEFTE
[0091]  SHR(male) 9 ~ 14 8 & o] &3} A}, F &= o, & 12 Al 7H = 7|
ZA3 A, 529 S AFEA HeE 7 RS v Ad TS 2955
HAF =4 %%1 A2 A S A} A B2 555 300 mg/kg o= o] 313l T
W= FH oA WA cystometry ] control = o} 58 ¢FE-S Q84| Al W E
3-5cycles A7 % oF& 7+ Fof 930 & FHHEE 1 AIZF 5okl A 7], 2}
e S4BT =A% e Alo]E Tl A FE ol A, F- 722 ~3 79
A& ARl W 5 I] H(peak)E =t H A S U
[0092] "3 RTI AAH
[0093] HF VS S R AY AAF FAS A 95T 54U 3 Hof
# (Rat)2] M55 F4ANE Babo], AX(cuff) 7} Edl ] olE @
7HE B (polyethylene catheter)(PE-50, Becton Dickinson, Parsippany, USA)& H“a}
1) 7] (bladder dome)ll <= 1% 5-31H (purse-string suture) ©. = 3174 3}
7HEl Bl (catheter) S 3] - o} | 2= 0.2 F A 7] §- FZ9] ol 51493} ‘:}
[0094] WIAHLSAHE AS 7T
[0095] EFU T ESA T AU AlE 3Y F- 21 O] AFF-2] (metabolic cage) ol

@40V1%%1Hﬁ&rJﬂﬁ~aaﬁ¥34«w%%ﬂﬁé3mmwmhg
o]-&3s}o] & v =A}E 3Z(PHD22/2000 pump; Harvard Apparatus)$}

Qre =4 (pressure transducer)(Reaserch Grade Blood Pressure Transducer; Harvard
Apparatus, Holliston, USA)°ll 14 3}o], W33 #oll 10 ml/hour-19] & == A9
Ae) 45 e sk BB IgHe S4seleh.og gl 24 23

A2 49127 AP ke 919l o] R e olth. Mg 24 &
#3ko] A5 F (fluid collector)= force displacement transducer(Reaserch Grade
Isometric Transducer; Harvard Apparatus)©l] $1°43}o] o] o 22l AW S-S
S48t W Uk EQF, vl gk e] A= 4> MP150 data acquisition
system (BIOPAC systems, Goleta, USA)Z} Acq Knowledge 3.8.1 software =
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[0096]
[0097]

[0098]

[0099]

[0100]
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o) -sto] H5HT
2958 AALY S HTE
Al w1 o] 9HE A QL vl 5= 7] o A Hkg ) F X[ 321 7] 4] Sk (basal pressure)->

g g ARl A 71 vk gb e 0. =2 Q) A S (threshold pressure)< 3%

FE2 9] QFe o 2 vl 3 Yl (micturition pressure)<> W 3z A] # o] W3t o =

7} 7r A ol s} v}, &AM 4= X 31 21 9 3 FF(micturition volume)< & A F 7=

force displacement transducerol] 123} o] ol Xl AWM GO R 43T},

3 (residual volume)-= W 3z 7} Bt 9-of] Whagof Al d & A YA ZF H2t

AR} kol FAAA A& A drE S48l W3-8 % (bladder

capacity) P g W] e S gheko] S48tk vl 3e 7FA (micturition

interval)<> A W 2] W32 F=7] Foll A Wl 3tk vl R I G2 Wl e 527 ] 9] Wl A Q)

Apol o] Al A S S2d3)k a1, TL AR A A E S AR Wl glo R

Zkzy A ol ATk M 371 & 604 5t S48l AL, S E T A 7

329 = 3719 A& TV & A8 eto] ZF i A gES S48t
WA o2 Fol H, 58S A Aeke] 53] =

7155 Ao 2 o 7Hd Y A S sl A st

FolBk gt 7o) 30 & F-F-H vl A EE <

Aol E(eyele)ye A 8T

[Table 4]
BP TP MP BC g(ml) [VV g(ml) |RV |MI
CmH20 |[CmH20 |CmH20O [(cal vol) (mea vol) |g(ml)|(min)
SHR 16.0+£1.3 [23.4+2.2 |72.2+£3.2 (0.56£0.06" |0.45+£0.05" |0 3.50+0.34"
CON
(N=0)
SHR 16.7+£1.7 [23.8+1.8 |75.8£3.3 (0.71+£0.07" |0.61£0.07" |0 4.26+0.47"
PSCT
(N=0)
SAE |- - - 268% 1 |(356%1 |- [21.7% 1
(%)

BP: Basal Pressure, TP: Threshold Pressure, MP: Micturition Pressure, BC: Bladder
Capacity (Calculated Volume), VV: Voiding Volume (Measured Volume), RV:
Residual Volume, MI: Micturition Interval.

Results are expressed as mean + standard error of the mean. “p < 0.05, (paired
Student’s ttest),versus SHR Con.
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[0101]  -n: A¥lel AMRH S & mhel s

[0102] - CON: of=& Fo 814 &2 AFHjol A o vljie M

[0103] - Fo] & o] £} 50 H-9] % of &2 5 5(PSCT; 300 mg/kg) o & 5-
W e W=

[0104] - Student’s t test (*p < 0.05, **p < 0.01)

[0105] [Table 5]

BP TP MP BC g(ml) [VV g(ml) |RV |MI
CmH20 |CmH20 |CmH20 |(cal vol) (mea vol) |g(ml)|(min)

SHR 13.5+1.1 {28.0+1.6 |69.2+3.6 [0.60£0.09 [0.53£0.08 |0  |3.61+0.54
CON(N=9
)
SHR 12.8+1.8 |28.2+2.4 [70.3+5.6 |0.73£0.08" |0.65+0.08* |- 4.36+0.49*
PSCC
(N=9)
e |- - - 217% 1 |226% 1 |- 20.8 % 1
(%)

[0106]

[0107]  -n: A¥lel AMRH S v

[0108] - CON: 9 Fo8kA] k-2 AFefel A o] vl = W4

[0109] - 5o & 9} 5314] F4 §-3] E(PSCC; 100 mg/kg) 7o 3 5 vl iz W=

[0110] - Student’s t test (*p < 0.05, **p < 0.01)

[0111]

[0112] 3% 40l YEfvb= upo} o], s anA] o k& a2 A B E S5
Aol A VrERVEE W o) I R o H el 3-8 2 (BO), M (VV),
H] = 7FAMDS 2l 8FA| S 7FA) A W] &371 9= A o 2 ek}, w3
3 500 vERy = vhe) o] i A] Ad 8 EE 3o A FEEE T A S
Sl A Nxcet AU E FI)Hp A Fo A1 g ot = 31 21kl th

[0113]

[0114] A A4

[0115] o3}, E o] 55 = B35S ¢fate 24 52
A A| 8} (formulation)Z o] A] 2 0.2 A g sfif, 2 g 2o o] 2] & of| & o] 2] g
A = A2 o,

[0116]

[0117] AbAIY A=

[0118] A¥: 2 diyo] 55 T 585 20~ 100 mg; 73 100 mg; 2 &= 10 mg
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[0119] 7] Ai-E& &3tsla 71U 2 FX13fo] AhAl & A x3- 3tk

[0120]

[0121] AAY A=

[0122] A2 dyo] 58 e 85 10 ~ 100 mg; <5~ % - 100 mg; 93 100
mg; 2 2o} Ak i € 2 mg

[0123] A7 QTS 3 5 S22 A Ayl upehA g4 ske] AAS
Az 313t

[0124]

[0125] A9 A=

[0126] A2 dyo] 5 e 85 10~100mg; 2794 AEZ Q2 3mg;
HFEQ 2 148 mg; X vl 1Y gr Z=ElolE 0] E 0.2 mg.

[0127] 49 HaA Az Hl et A7) o] s &53tar Aaetel J 4
FH sk, PEAE AT

[0128]

[0129]  FAFA| ] A=

[0130] Ad¥: 2o 55 e 585 10~ 100 mg; THYE 180 mg; +AFE
=5 2974 mg; 2 Na,HPO,12H,0 26 mg.

[0131] &9 FAMA o] Aol nhet | BE Feme) 719 it o] ¥
FAA & A Z33 T

[0132]

[0133] KA A=

[0134] A2 dyo] 55 e 8520~ 100mg; o138t d 10g W55 2
AA = A

[0135]  &7F9] MA A= H ol whet Aol 2H2te] AdtS 7lske] el Al 7] AL
S A5 ke O 719 A RS oA £5ekslh L us AA S E
7hsto] A F-917F 100 me 7| B e g 5, A o] S8kl g Al A A S
Xﬂ}_o]—c}j\

[0136]

[0137] ZAAAEFL Az

[0138] Ad¥: Byl &5 = B35 100 ~ 1,000 mg; B EFY 35 &,

1E}DJ A oFAH ©] E 70 pg; W EFS] E 1.0 mg; W] EFS] B1 0.13 mg; P EFR] B2 0.15
g; 7] e} B6 0.5 mg; B EF B12 0.2 pg; W EFR] C 10 mg; W] ¥ 10 pg;

Hﬂ%ﬁo} 1= 1.7 mg; 44F 50 pg; AERNIAE Zhr 0.5 mg; 714 ﬁa B A
A1 4A 1.75 mg; AFslold 0.82 mg; SR U] 25.3 mg; A 1A AZF 15 mg;
A201 Ak ZH 5 55 mg; A AR 90 mg; ©HAFZEE 100 mg; A Ei}ﬂ}:ﬂﬂ% 24.8 mg.

[0139] 7

A =
#39 ALAE AT nelt P19 JUEE TATRE DS
3kl o) % Bde] el nhet A A i
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[0140]

[0141]

o] A=

A=

100 ~ 1,000 mg; 744k 1,000 mg; &< a1

b o] 2l = B3l oL
2 BF-91 1 g 2 A A

=

H.
.

d
100 g; v

A

[0142]

(A A 900 ml).

o
X

A

a

N
Ho

<

]

~
o
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[Fig. 1]
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[Fig. 2]
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20

1.00-

AL

0.00-}

100}

0.00-

200

100

0.00-

2,00

0.00-

200

1.0

0.00

2001

000

0.00

200 4.00

PSCT-10%E 3mg/mi;
PSCT-30%E 3mg/ml;
PSCT-50%E 3mg/mi;
PSCT-70%E 3mg/ml;
PSCT-90%E 3mg/m;
PSCT-EtOH 3mg/m;

|
___,JIUL _m_}uj JLM,'\,J L)l'\_;\__, l_ 4
.00 "800 10.00 12,00

Mnutes

Date Acquired: 2011-02-21 PM 5:31:59 KST; Channel. ****
Date Acquired: 2011-02-21 PM 5:48:21 KST; Channel; ****
Date Acquired: 2011-02-21 PM 6:04.44 KST; Channel. ***
Date Acquired: 2011-02-21 PM 6:21.06 KST; Channel; ****
Date Acquired: 2011-02-21 PM 6:37:28 KST; Channel; ****
Date Acquired: 2011-02-21 PM 6:53:50 KST; Channel; ***
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[Fig. 3]

Voiding frequency
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oo o b ARk
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A

a0

pon 200 400 w00 g0 " 1000 5200
§

e PSCTOT 50% MeOH  Date Acquired: /152010 §:12:42 PMKST, Channet; *
s PSCT Bx1_F1y Date Acquired: 81152010 8:28: 39 PMKST, Channel: v
— PEOT Bx1 F2: Date Acquired: 6152010 8:44:35 PMKST, Channel »
s PSCT Bx1_F30 Date Acquired: /1572010 9:.00:31 PMKST,  Channel
. PSOT Bx1_F4; Dale Acquired: 67152010 91827 PMKST, Channel. *
et PECT Bx1_F5 Dale Acquired: /162010 5:32:25 PM KST, Channel ™
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[Fig. 5]
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