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8.5 502.04 0.93 4.47 11.7 | 11.2-12.8 | 4m30s-5m46s 0.25
9 505.74 0.62 4.43 12 11.7-12.6 | 6m15s—7m55s 0.14
10.2 504.8 0.57 4.31 | 13.74 | 12.8-14.6 | 7m19s—8m8s
¥ 2
0.8 mg
£ 45 rpm€l 329400 tab/hr
3 T T A | A= A= DT 33143
(KN) (mg) RSD (mm) | (Kp) He
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o]l AES w3 WO 94/26778; US 5,359,030; US 5,438,040; US 5,681,811; US 6,191,105; US

i)
a
30
i)

s
o
A= s So], 1A FAEL 7|Fo=E dlo] 0.5 WA 1.5 wt%, dE 5o, 0.75 WA 1.25 wt%, 4=
o]
5

t
ol

6,309,633; US 6,380,405, US 6,436,990; US 6,458,776, WO 97/33531; US 5,912,014; US 608,618 % US
6,479,602 (o]5e] && olo] elaln €8] Fiw EgEThel 7&d vheh L& B s1&d olaA
4 4= 9o

ng

Boage B ogaad 7eE AA 2 2YES AxsE PHe T

53, ¥ uge



10-1432313

s=so

Fod 5 WA 20 pad AEZES 7FAH, 10 & o3t

°©

AZ2FAE +

l¢— 5-CNAC (1) +
101 (D, 7 0.85mm A
20W )& A A+
obxl 4 101 (II)

(0.85mm )

1:69) FFW 2 A%
do} ZA B+

o= 200 PH + o}u]d
AAE Mg 2H oo E

5-CNAC (D

AR 4=

4——1

el
=

o
=

12mm9)

3;‘:11—

[

=

=

z
TEL FRE AR 7HEAE

—

°

A =9 W9 FodA 9 o

o] &7

A1
ZHHE AFA
&
¥ (Fette) 3090

A1
ZHHE AFA
(Frewitt Oscillator)

1

2 1ol YeERH AT

o
BEd=11
sk F A
#3F Bdc=
ERR R
AAH Q] A%

#% I% : HDPE ¥

=]
A

[e)

[e)
2k 9 A (diffusion mixer)

A el el

NVR/984 Q1R

bel wr

[e)

°]
A

1

pud

@7 0.25mm
0

B3 Adg

=o
=

=

g]

=

150rev ¢ B39 ¢

o=, o] e o

7 1: 503 A 5% B9

A (60H41)E BsA Ad.
A& 5-CNACUDE A=A

B4 3: AR ES B4 BAH
Yi 150 rev ¢ B3 #

9A 4 B9 224& 0.85mm
A (204)

@A 5: AW BAL 50 E

C.

(<))

A=
F82) 1
aA 2: 834
100 &
g7 6: ¢,

&7

[0160]
[0161]
[0162]
[0163]
[0164]
[0165]
[0166]
[0167]
[0168]

T WM T Ed = = = =
o olo e = = = =
oy - % - T 3 3 53
WK o BN o X X X X
Ty (= o = =
~ T = ,D|
&o S Lf Ho Hm —~ —~ ~ s
T o= ol i o o o o
Wm oF ‘_mvu N o= oﬂT o] o] o] o]
— 3 T e Gl ) G
Fn ~ il 21 Tw
. o Ao ol k3 T -7 k3
oy mo M BIN ~ JRri - i _
T M iy - = o T W o
Ee ﬂ [nxe) ‘:L 1_ ;lmrvu ﬂ_wu Ho ﬂ.wu ﬂ.wu
WL o B B B -
L _ﬂ i) R i "
TEw e X g kT A
RPN = SO B
DA il I - ~ wﬁ
= TR Y 5 1y ) B ) 7o
= 3 or B 3 < T o Ko 7 dr
s owXy T Tg T T
0 U s w - Wk W o W o
0 o
o w 2 g T =
Gl T ! Ea o o oy o o o
N iy oo o oy !
) = W i 0 TN R O N
O = el X BN X <
=W T N Moo oMoz MR
o T 4, o ~ =" S S Y
BT X0 5E < BOE OB T W o
lemﬂﬁn.o A = = = =W =
— X o X o XK X
ol g ® 3 or T I S
Tz W = cop e ° ' °
By oy, oF < MAw o Mo I e
oo B o2 P [N VR R
%%wm:/aﬂe H mq@ ' Luqmo LUqW‘
— ) ‘m;A | \_lw_w‘_ . AO J— ]L J— ﬂwa J—
° n T o B ol T R T
)Lt‘rFeE o o N o T o 0 0
CAR e w z 2 Ex B o
B _ T A Wy = o W @
S . 34 J el
—_— R 0|/ X N
EETes 5 o»h ol wf o=
SUEGS L TN TR TwOT
™o nma BN R o o B
oo o WO B N R R
- ol oo o W- oOF or oF mm oF & of =K
o U - o N oo B o W
PG TR, TR T T owH oww
W = H o O%  Wr (o~ B N B
mwﬂrs_LlﬂrwmﬂAT ﬁ.%ﬁﬂﬁﬂ Ei
TwoNly Py g T g T
o W] g AN Fd TH TH THT T
e T ogpx TR TR OTH TN
ﬂmﬂﬂramjl;ﬂ - X OXH XA KT
= R W 1o Y W WO W B W ®
AT RT OHEF AT T s T 4T
ey s = < = F
2 = = = = =
= = = = = =

_17_



10-1432313

s=s4

sjo Wad SAol

;OD
23]

ol
DS

—~
o

FAell Al

5.

[0175]

]

A

ate] dasdk ghxtol A

23]

ol
=

I

—~
o

"

;OD :

p
"o

& 5o, A9, (Asul-7)-9%

.ol

e

[0178]
[0179]
[0180]

[0181]

)

3

i

o]

Al =¥ PTH, PTH &
PTH (1-31) NH2 FE& PTS 893, H]

5=
oJhE 2|0 £);

(¢}

e

WD EE
PTH (1-38),

B}

PTH (1-36),

I

H

TSE-424, FC121, ¥]&& (Livial 0),

AEA A,
=

o

ZeobAl AAA,

3L

PE—

At

==

AA; PTH

}

Eu

=
=

A=zl E,
7HAl K

PTH (1-34),

o], PTH (1-84),
G =20l E,

q& =

245

7
Fulg}tsA]E (Prexige

; SARMs (%

I

EA

COX-2 A A,
HHg| A E (BextraS)),

2]
Sai

sHAl=

kg
2elobd ojAlA),

A=A E (Celebrex0),

ZhsiAl S AA,

°f,

MP A A (=

pj
jp

tH 10

S

A EZFAH (ArcoxiaG)),
Hj A ] o 2 4

& Eof,
v

(Asul-7)-H

~EEF dHEZ
= opAst oz

L

SHAl

[e)

CEE R EE )

g

A1 kA F

ZHFAB (Vioxx (D),

]

3L

L

bl COX-1 % COX-2 <1AIA],

H

=

A E 25t

(E)),

az

& A A AL

[0182]
[0184]
[0185]

ARl Al T A A

g

3]

o}

i
i

2

0

0

X

H, ol 7]l

o

A% ol

L

ol
Ho

=

oy
N
i

o)
"

ﬁ
ol

i3

Aol

10
(Asul-7)

vl
=

(iii) H3fA,

(ii) F2Al,

S @el EE A ge) Ao,

EICILIEAOR
. g S0,

L
L

SHAl

[€)

kg

a) (i)

[0186]
[0188]
[0189]

Tor

_18_



10-1432313

=
S=2E75

I
ol 0 —
= X ITILEES X
> T %0 2 B X
T Ma S i ar TN T A
S o N o ko
aﬁeh EOﬂrﬁwﬁ_ﬂa = Mﬂdgﬂls_ T W
N o o% o < - ol B 3 —
_ 3 or o Z.L Z-# TR ﬂ = Moﬂ.ﬁdl . T N Ln.v__l HT_
CLs 1@?0_“% o < ™ u- -3 F o o o
™ SR KN T & = 2 CR - S o T W=
- 5 m ol = 10 IR Ea% o ) — o pe 1@ K —_—
) e a i = T o5 °Tn d u T . T
"X ErfETE S ™ oo W ° X NG g
EL ﬂol 7ﬂA_I o o_laﬂ ,.&u M ,ﬂ/ﬂdﬂﬂ ﬂo#a E|E .ﬂmﬁi o MnAo ANl E.._ . ol M_I yLC ME
T T GO i.:_gl 3 o O e o G E = N Dy ) T N H
,.lﬁ_w.._ ET EE EO O_ v o 3 EE ﬂt — ﬂﬂ . ,“IM_I o#a o = ‘EIE T _ _zT \WAE _ .
Mo W = do oo Y = — N w A 3 Y X v X T N o) o T
= 5= %.fﬁ@;.% o Wﬂmrnoﬂ = iy EyE o LR A M 0 ey
o < T H X = 1y y = XN X S T < < " 3 ~K Y " by ny 7 i W o N
o e W 2w - T n 2E T W ) u- e 5w w i b T B o
b T 5 XX A @ of S & oy & R R [ oy ooh
o o | uﬁotﬂ%iwu Ho Blﬂl%ﬂ + o T mmﬂ SEW ﬂfg i w_g_/_/x " m«ﬂ%l
o B il T =T S T ;o] X < -
. mhﬁmoxo%% CI R AR S ~ g e ﬂﬂéw_a% I
ok B o Mo P T E E o w3 xS T 2 S b X T By
- 3 o o —_ = ~ Cr
b T= T3 Eoosk m % e = 4o s TS E - = bHE do i
F @gpﬁff chlﬂA%;m z W vy BT - Toop W o
1 LSS W o ® S T % = - W o o) N W I m;rio_a
uk w ol 2 WE B~ N T - o o L = o
C S ) A el s 54X T w _TE = L@
p P E o P o o CCHN w =T Toows® T U W o
~ = © ﬂokll AE o) ™ — ot o o BJ ﬂl W) @_o =~ Lo =
Nog o Tl Da v f GRS =T I T N BT o
i w2 T O TR o ™ G o 2T - o ) Sae o wY T W P
—~ S JleﬂLawr I Aaguy .g& N oor BN d.qci = o oT]Ho
= ey SEET N T T D I R - W P o L %
E ot ® % T X T ) B R P o T 3= W R TR °
< - B oo X By x T TS B voa N g i o X T o o s W
\ qge Mdrlﬂebtumo _om| kﬂﬂﬂorm o)) Lo#aﬂo; N %d.q o_uée < Ur],& LR 1 nmoo_xodr
= g Lo BN @@mamﬁw oomE 5% EX S TEL L2 Mo
c oz LRI i P w2 o AT K LS T I W T
W E o Ne it e = i Moo @ W= Rl M No ~ o) o - i B
o i 5 %o t _oo X o H < W " 2 do T B o o F
L d= oo o N wour X LomeE %o T A A 5ok ol o ® T M =
WE L TR T T TG < o T oo w ST R o X S TRNITE
a dﬂq HAIJl.I X f O_H1_,_Al EE :.L ;o;1r LEpo T ]ﬂ_OFL. _.:L X0 <© 9T ~ — ™ [t s = i ﬂm
~ o o ar X - o M ]43-%0&0 o < - 2 -3 E| IR © o = AF %o o o N
N do ° ) oy o — RN ~ w T =N % — oy = v N ~o H X P
o P SE e EE ® SeNg T EF S I T L o M e NE e T
) AN - ) 14 ) y .9 ~ O
.- %u it o _ W N o T Eﬁﬂm Yy = .Wc W oo X _Mﬂ ﬂ,m__.ﬁ ey g NEE]O T X mo %
T T R o - mﬁa_u. Eox2E w2 W < i M Gor S ¥ =% &
o oo Euﬂﬁ a1 v djo — [ [ o = K P s T o = w B T dn%
[ - oy Lﬂﬂﬁ Eiﬁ ,]EoO. o ,yz, Hk_.bﬂa/dr d.ﬂm = o ﬂ9 el 1
G A Mk T er I T ST gy LT g@@sﬂmo_ﬂﬂ =BT
IRl D Efy iviizet f igfap B35 20 8 ISR L
ol o T K - = o LR T n e K mm I~ = R 355 o o X o
T g or o . 0ol iy o ol T e W= o W o T w 8 N K _
: Tef T Eriiz T S T 2Eo% brZ 2 gRf o BrEa
%@ﬂi%7 oo o 1r,5.%1w Hr Ww%mﬂr X W oo T X 9o A W w T o o%u
wr T T e e e~ EE i x _= e b E T
W2 2 SH 4.5%%% LpE T =M e T W
- g L:J.ZJ0115}143; X ElEY
— o —_— 0 T — fuyl
s S 25 el etz Brw T BF T w
S B T g ZRE e By PR U
= 3 3 ) FRAm P oL T M =
S 2 — Hl ORI o o e 2 or
[ o, % ~ —_ "z HLL‘..&U H.ti‘%
S 3 R 3 W R
= _w — o)} —
S — (=] —
[ =2 Q =
S o —
[ s £ g 2
=2 S

AAE

N

T

#}0% X‘j Zﬂ

S

] 2]

A2 AA A7) ALY gt

=
nn

, o]olA
-19 -



[0205]

[0206]

[0207]

[0208]

[0209]
[0210]
[0211]
[0212]
[0213]
[0214]
[0215]
[0216]

[0217]

[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]

[0226]

[0227]

[0228]

SS50ol 10-1432313

B ogAAe] 4 0 KA Al AHA, wol "EH L gRAD W oI5l WY, AF o,
"EREET Y CEFHE CEYSh, -2 AVHAE SR gusel, dE wy, A4, 4R, 45

T dAE Atz st AL ofyth (AQsA s e,

F

A AR g ST A 2AA, dege B tE e e A ¢ I 5rEe
G 53], FABAE ARSEE A, WAAE 20 te AS daw oA ¥ d2 g
ofuzt H48E awfsts Ao osdn

w Ege] 54 B4, FAd B de #¥ste] Ved 54, A, 54, S¥E, 9 PR e e
AN ed ojd e i, TAle T AAdEd g oA Fe d olEde H8d F e
AoR o€t

4 A a

ofstel Aol 2 S H Awsty] e AEH, & vlsiokld FdHeR sdd dwvtel oA
A7 olsid F A& Fojtk. A o AoezE ¥ IS st s e oyt

AN 1: FASH FAHE 1

A& & (mg) HAE

Aol ZAAEW 0.8 0.16

H)E-8kE 5-CNAC 228 45.6

o}n] A PH 102(E) 241 47.94

AZA~FHE, NF 25 5

ul v AHolg ol E 5 0.3

55 500

Aol ZAEW, 5-(NAC B AZ2¥H[ES Al 509 9AldA 4 BddEdnt. oA PHO102E
AAsta, EZo] Hrlste] A2 Ay dAA BaAdsdt. 2 ¥, upaulsr 2ol EE Hbeta,
EFES HF BUY AN ¢ EAGsY. HFT EANE=E 500 mg AAR Fsta, dHgs 9eol

(Rhesus monkey)ollA H7}sley. A= = 50 YERNSIH.
AAld 2: oA FAEH ZAE (3 HFH)

AAd 13 5L3 2AE, & USS X ZAES AFSUH:

i & (mg) HAE

o] ZAEY 0.8 0.16

"2 3lE 5-CNAC 228 45.6

o}r] 4l PH 102(E) 241 47.94
AZA~FHE, NF 25 5
v}y 4 Aol ol E 5 0.3

Ty, AAd 19 9 o] ZAEY 9 ofH]Al PH 1025 All BHUY @AM EAPEGIY. 1 &, 5-
(NAC 2 ARAFHES A2 Ed9 dACA Al Bdso A7, vixgoz | vlavd 2EHololES
HAF Zdg dAA HAskict.

T, HAF BREE 3 7HH Aold BEAE AlwE] deiA 3 7R Aol dEHFFor dFse] 77t
3 7HA Aol miF o HAE F53HATH:
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[0229]
[0230]
[0231]

[0232]

[0233]
[0234]
[0235]
[0236]
[0237]
[0238]
[0239]
[0240]

[0241]

[0242]
[0243]
[0244]
[0245]
[0246]
[0247]
[0248]
[0249]
[0250]
[0251]
[0252]

[0253]

[0254]

(I1) 5 % 40 % DT
(iii) 8 ¥ 51 % DT
A 3: A FASH =AHE

S=50l 10-1432313

Ao H-2-48 ISt v HAEES X3stE RAAES FAAIIE AS Adstas A 19 &
M=ol fARE BUl=2 Azt
A& & (mg) HAE
Ao ZAEW 0.6 0.12
u] &3} 5-CNAC 228 45.6
o}u] A PH 102 (E) 241 47.94
AR2XHE NP 25 5
7H-9 -2 1.5 0.3
Pkl Aol ol E 5 1
& 500
ol ZAEW, 5-(NAC ¥ FAR~A¥WES Al BdY @A Bddsiic. o 9 f-o-Ad&
AAstar, A2 Edd dAANA Hrsigich. wiAge R vladlg REHolHOlEE FHF EdY dAlCdA ot
s, FH-o-Ae] EQL AAY ¢tEF Z2LS AAZY.
AAlY 4: A FAEH ZAE
ZAAE g AEES XT3 E RS AYstae HAAld 3o &g vkep Zo] 2AHES Ax3GI.
AR & (mg) HAE
Ao ZAEW 0.8 0.16
u] &3} 5-CNAC 228 45.6
o}u] A PH 102 (E) 241 47.94
AR2XHE NP 25 5
7F-9-2 1.5 0.3
w2l 2ol o E 5 1
= 500
AAld] 5: oA FAEH ZAE
AE % (mg) HAE
A A ZAEI 0.6 0.12
5-CNAC (1) 1.2 0.24a
5-CNAC (I1) 226.8 45.36b
olr] A PH 101 (1) 15a 3a
olu] A PH 101 (ID) 224.9b 44.9b
AR A~YHE 25 5
oo} 221 200 PH 1.5 0.3
v 2ol E 5 1.0
= A TF (mg) 500 100

5-CNAC HERHC®E dAY U9 TF

(ath)+= 200 mg9
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[0255]
[0256]

[0257]

[0258]
[0259]

[0260]

[0261]
[0262]
[0263]
[0264]
[0265]

[0266]

[0267]
[0268]
[0269]
[0270]
[0271]
[0272]
[0273]
[0274]
[0275]
[0276]
[0277]
[0278]
[0279]

[0280]

=5=0d 10-1432313

on

o] Al PH 101 (1) 2 (IDY v % (atb)E ¥4 PH 1019 HIgH Fkol] 4S8}
A 6: A FAIHE ZAE
i ¥ (mg) HAE
Az Ao ZAEY 0.8 0.16
5-CNAC (1) 4.8a 2.1a
5-CNAC (I1) 4.8b 2.1b
5-CNAC (I11) 218.4c 41.4c
o)A PH 101 (1) 15a 3a
o}H] Al PH 101 (I1) 224.7b 44.9b
J2A¥HE 25 5
of o] & 4] 200 PH 1.5 0.3
ul g 2EHoRH o E 5 1.0
= AA T (mg) 500 100

5-CNAC HUHEFH O dAE &9 TF

obv] Al PH 101 (1) ¥ (ID< &#¢ T

&7 AAL] A=

1. 0.25 g9 sCT DS& Ha3it}
2. 5-CNACE] H-& 1
3. @A 22 RE EUg

4. TA 3o.2HE 9 AE 5-CNACY

5. olo]Z4 200 PH 2 o}u] 4l PH 101¢]

6. @A S5EFE AAg EZ
BAFH =S S Sdgel vhetaL,

o],u] Al

7. Bddy 22 #20 W4 (0.85 m) AES

8. Mg 2EHolHo|EE

9. 50 3% st FEAUT

H E4S #60 (0.25 mm) AE

i 112 AF

#20 ™4 (0.85 mn) A

(atbtc)=

o 7l&€th:

s}

BE 1S #20 (0.85 mn) H4 AS

PH 101 (& ID),

A=FA71AL,

g wle} g

el ofaiAM Alxstar, @

W 42 RE A
150 3 FoF Edd 3},

EaM A A3}

sl AEstar,

200 mg2] 5-CNAC f&l2ke] wigh Fakol Ahg-3it),
(atb)¥& o] A PH 101¢] HigF Fakol] A-3-3Hc).

Al 1ol 7lEE A frAbske
A4S 98 A AA oo WL o]5)

ey

/\1}\] ]

EaM A A3}

EaM A A3}
49l 5-CNAC (3% 111), =

@A 7TRRE ] B drieig;

W Azl d,

9

T—

wolol el Akt

1. 0.8 mg, DT 2m35s, 3 8.5 kN
2. 0.8 mg, DT 5m40s, 3 11.2 kN
3. 0.8 mg, DT 8m34s, 3] 12.1 kN
Hl3 B

1. 0.6 mg, DT 3m40s-5m35s, 3] 8 kN

2. 0.6 mg, DT 6m15s-7m55s, & 9 kN
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[0281]
[0282]
[0283]

[0284]

S==5| 10-1432313

3. 0.6 mg, DT 9m, 3 10.2 kN
] C
1. 0.8 mg, DT 2m, 3 8.3 kN
g5z Q5B Foelrl Aol WAl BANTIE, ARV A%E feld S8l 4ol x AHR oA
ARANY.  Azte] WAl shte] AAE hlE B (gavage tube)E FoNA zzte] DgololA Foiaiar,
olojA 10 me] B FAst. g Aol o HES Fof 25 9 EO%SP 2] 0.25, 0.5, 0.75, 1, 1.5,
2,3, 4, 5 2 6 A Fol| A, 7o &5 9 7o) dzold ElA AHE F o] AAEUS
BARAZY oG S Adel Aols) Aol ko) WA L shal Akl D A A
Ao ZAEH (SCt), b wiF 2 shube] 7]t gk BE dFele At I SCt s%, st HiF ¢
shube] 7izkell Wi g3 SCt =9 HF=HA (SD), 2 shue] wiz 2 shue] 7|3k EH@& RE Aol ¥
A SCt w=o g Hie TF2 4 (SEM)S = 59 B aslict.
=9
Ed]
€ 50 rpm, 0.6mg, N E ZQAE

w120

= 100 <

S e = l i

— — e —a—10KN-13.74Kp

a0 P

® " : :

0 10 20 30 40 50
17HC)
Be gBAE 2= A 29
EEH2

94 £ 60 rpm, 0.8mg, 7 TE

w 120
= 100 A :
B g4 // [—e—8rN-10.51Kp
L eo — —u— GKN-10.95Kp
w40 i 10KN-12.74Kp
/
20 =
® g ; . .
0 10 20 30 40 50

)
rlo

FEAE F= AA &5
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k1
N2
W

0.6mg M E XIE

B3 AIZHOT: &) g A 2=

k1
N2
N

Lo
ol
i)

MMIWWI Faroe 8KN-10.2Xp,
«Qe0.8mQ { DT 8m18e-Tn35s / Force BRN-12G
*d0.0mg/ OT 9 / Farow 10.24N-13.74Kp
wibar), 8 / OF 21383 Imite / Force S 1EN-2.6WKp
00,8 { DT 1 Forom 11,
—ar=0.8mg /DT Bm34e/ Foroe 1Z.1IN-11.5Kp
A2 4]

Kp

ool g AA Bx=9 &
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