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<84>

<85>

<86>

<87>

<88>

<89>

<90>

3}-gH& 4 (INCI)

lels abel EaZEAE olzEZ(N = 17
A - gy AR AFEE AR o b A
o Ausigior the sekd 2 7h wAst

oAlAd, N& H40-109°3, R=H =%

Al
EEAEE 4o, Aol shfe] R 7|

e 2AlE dlzEHE

= =
vpEAE AR o) & 9 Bu ax &
5

9/E

_12_

ZYZYME - 6 - gt fdolE 6 14.5
ZZYAE - 10 - Zxg$dolE 10 15.5
ZZgAHE - 10 - Exv|g2gHolE 10 14.0
ZgZgAE - 10 - Ex=2Holg ol E 10 12.0
Z2YHE - 10 - B - Y2 olE 10 11.0
ZY2YAE - 10 - folhzEHolHolE | 10 10.0
Z2YME - 6 - ZengAHolE 6 11.0
Ze2gME - 8 - ExgYolE 11.0
ZYIFYAE - 10 - ExSYolE 10 12.0
A7) AT EYIPAE olxEEs gEY NKKL® o Y=
9] 7] FZ(Durkee Foods), “J¥W ISOLAN ¢ =47
opul®l A X o] (Abitec Corp) oA L Q)
dAHEE OB So FZA o o8 =H3 =
dxHlzel BEEL Fu e EREL £ Ao

el 2AEC AMEEHE AR b)) % =g HE

"] E (Goldschmidt )

f

SS=50ol 10-0828748

IxHeld, ¥ SANTONE

sEjobarel, ey 9

dzHE Feold A

sejolatel,  gelabel, o

8 Aom WA

ZYedAE dzHE



<91>

<92>

<93>

<94>

<95>

<96>

<97>

<98>

<99>

<100>

<101>

SS90l 10-0828748

2HAE 99 HE HLB
Z2YAE - 3 - Ex&folE 6.5
ZEZgAE - 6 - gLYolE 8.5
ZZYAE - 10 - HEZG LYo E 10 6.2
22 AHE - 10 - "7 dgolE 10 3.5
ZZYHME - 2 - ExAgHolgolE 2 5.0
2 AE - 10 - AepzgololE 10 3.5
A7l dgd ZY2PAE dadEs AEY NKOL o U: Av#Az mxdeld ; E: CAPROL
NERE N IE 2 DR R R
ik W/EE Bxst AW dFe EISFAME dsHE FdA A" A - ¥y EHE 23s)
EouE AR o B B U (o BEE AW 22 FolA dEd 2hou, uhgt
Aapl edd FE(O - BT - 1) & odE Hol b &E AL WHAI) A AL
Ao
Mr = 268, 49 ; #4% = 1,458 - 1,460 ; 2 no<1 ; 3J|==A no =205-215 ; 8= no =85 -

A A - g4 AR o B vaEad, de2ad, gddd, 2dHdEad, fwddd 4
Y=Ads Tdele Gy ¥3F, BX3 wE ==A3 ke ZEgAd daHE FdA A
gk Aot} Cors Aake]l mpghAsiar, @922k, & 9 g sauidds 2Fs G
5 AAte]l  ®WTh uhghz sttt =PES AE ot satsdel 7P wpsbA st
=
N=g<Ql olead e FelZHAd - 10 - AxEEsl 53] AlZEaEAd AR A¥E Rew
EEb )
F - AsAR AFE F ot AR D) B AR mAaRzZFedE gz FoN dud Ao
= na23 FEAEY G X3 T EX3 AWt oxdHEE xgdt
58 AEF, 4% 5ol Fad 2 wFasd PG, oEE{ EE S55fd e vlass
FPAEol HHAs, olge AwmHom ool oW AsE 2 FAE =@ BA
AHg FHe cdHel wrgo] o) AlzxET. 53] wkEgk dEd AkstEe] E(1+m+an
tx+y+z) 9 OB e FAR 5YF gL o wgdsd

(1+mintx+y+z) HLB
Pt RE (1540) 2l - g9 FEAg= 35 12-14
PtARE (1760) a3t g4l - 299 ZEAgE 40 12.5-16
PtARE (22000 A3t Al - 2d9 ZYHg= 50 13.5
ntA2E (2640) 43 g - 2¥d FPAY= 60 14.5
MPARE (3520) Fas A - g2dE9 FEAg= 80 15
PFARE (4400) FAst g4l - 2 FPAg= 100 16.5
MPERE (2640) o}EE - 29 ZeAg= 60 5 |
PtARE (2640) S5 - 299 A= 60 15
A7) AsE 2R 544 2od, sed Aebvige dew g
&@m)SZ,ﬂE%@nO:m—6O,ﬂEn0<f;ﬂiﬂE 7beEs] ¥bS no = 40 - 70 5 B9 =

_13_
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I S PN

A no < 2,00 ;5 dAHE

<104>
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o= < 80 ppm ; frEl
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T

d) 2A ALE
% <0.5%; daH=
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e e

<105>

A 2 Zoj| ~H E o},

9
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o
e

nI 2F(660) - 12 - 3| =EFA| AE ol ol E

HS 15 ¢

®
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kA 0w
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<115>

<116>

<117>

<118>

<119>

<120>

<121>

<122>

<123>

<124>

<125>

<126>

<127>

<128>

<129>

<130>

<131>

<132>

SS=50ol 10-0828748

vesseD) o2 T34 0.2 - 5.0 m o 254 2 GVHP(Millipore ; Y XoDNE B oGt}
Abgol  8d wi7A] At &AE HZAd A oA Tkt 2 ERA v #(gas-proof

stopper)7} ZtEolx 50 mb W&ol AR

/‘1}\]01] 2

"Elongated 0" =7]e] AHZA AegEl W&

ool AEe Argsid

a) AbOlEEATY A 50.0 mg

b) ZZZYAE - 10 - Ex2dolE 100.0 mg

c) ZYZYAME - 3 - Ex2dolE 15.0 mg

d) PIERE (2640) 23 gl - £#9 FPAg= 140.0 mg

e) olE& 80.0 mg
A7 Agd Ee] FHES HAAd 1 3 s wWHoez Axsdm =77 "E0" 1 AE Agd
g ool YA
AN 3

Aol ZF 2 A 5.00 g
b) ZZEAHE (10) EHolE 9.50 g
c) E2EAME (3) Y olE 15.50 g
POE (40) 23t 3Ivpxbf
d 14.00
) lazE a0) S48 A - 2do Zeldels) e
e) ¥ e 6.00 g

AN 1o AAE AAY 100 me/mt FolFe ATE AL AT A ARE EFHT K%
el gAE WA @At FaAZ o oBAZIm 50 m el AR

a) Aol E=2A~Xd 100,00 mg

b) ZgZYAME (10) SFHJE 210,00 mg

c) ZYZYAE (3) S E 350,00 mg

d) POE (40) ¢33+ IvlztH 315,00 mg

e) olgZ 135,00 mg

Ad Agd HEy FHES HAAA 1 3§ WHeR A xS st &, A
2, cEHE, 8 Adde Egel o8 AdY Pus Az Al Ao &
R ZAAS H7betar 100 mg Tl AES Az

_15_



<133>

<134>

<135>

<136>

<137>

<138>

<139>

<140>

<141>

<142>

<143>

<144>

<145>

<146>

<147>

SS=50dl 10-0828748

a) AlolE2A¥Y A 100.0 mg

b) ZE2AE - 6 - ExeedoE 120.0 mg

c) ZEZYAME - 10 - HEG 2ol E 410.0 mg

d) Gelucire 50/13 300.0 mg

| e) g 170.0 mg

Ad Agd Ao FAES AAd 1 3 Fdd gHoz  AZXIST). o] FHES 77t
2WEA] g iz zZFolR 201 ZHSH AT TR o738k oot Jast A4
e SHAES HEAA @AM FHAF. Agtel E3Ee EFydez dvkHd WS
AHgste]  FHEEt SHGlT).

A6 6

HPMC 78<¢ (Shionogi Oualicaos)

2o ARS AEEN

a) AlolEFE2 XY A 25.0 mg

b) ZelZgME - 10 - vlg 2o E 50.0 mg

c) ZZYAME - 10 - HEelAgold o E 70.0 mg

d) "FERF (2640) o2 - L9 ZYAHF= 75.0 g

e) gk 30.0 mg

AE a) 2 AR e % b o Edsst). EFES 40-50 C 2 7Fdstar AE a) 7t
gag u7tx FH23 e aga ¢ Fo, AR d) = Huksidh. upx]uko 72
AR o) 2 HUbskU. EAES AEEA EFEIST 3B LRE AzREHE
Hotel 60 T & ZIspH  <reT). RE AR oA g3 2 #23 Fo, AES AA
de 2 B3 oFgsm A7) 39 AE AERA PAE(dES S0 AsgESdA ) AU
A 7

A oHAe A73}

E35]&Y WO 98/05309 AAldl 1o wWE A -FHE 2L B wdgd siAE A- 552 44 3
1 20(A8FE @ B)9o HE&=Z AP 2% 25 £ 1 C oA 10 ¥ Zor A¥A  [E7|(IKA HS -
B20)oll A ®EAbstgiTt. BAaE A 89 AS FE wrdAde] 49 COHU Zhdlge] &) o
SE = o] AMHS  AZEo]  LUCIAM(ZtEeIEZ] oA A:EHolE=)d <3
73kt WO 98/05309 o w2 olwd Yeje] BAAS FAnA Alper &= 1 oA YeEh
ATh. Bowgol AAle 1o wWE H - ¥EFE 25%EH ofjd A Jddd f3o HEidg
HAulA ARoew 2 oA YeERT).

24 8

A oHAe] A - FHFEo 7|xskE ookE AAEo AAol&a&o HEF

2AANE 1o wE RAHES Aoz g5 4 9= wlolma=zdHA Neoral ATFE £H3 v
skt ANel 1ol wE zgEA g4m= 1363 o] FolAi, Neoralw ATE 89 =

= 1352 slollA

ddshl

2= AgelA 5 mkEle] M) - ZH(beagle dog)ollAl 100 mg Abe]ZEAXAS 1 3|F T Fo oF
Fohe vlasg. 12 - 36 AL A7 9 - 15 ke 1 FReA ez 3 A &
of 300 g 4ol wFoR T AY ol ATEH 0, 1, 2, 3, 5 8, 12 % 24
AR Ao r AFAGAWorTY dANgE  FHsksl. dAARE  FEYE(complexone)



<148>

<149>

<150>

<151>

<152>

<153>

<154>

<155>
<156>

<157>

<158>

<159>
<160>

<161>

& ARgEle] SbgEAlZIm u] - Bold WMAAUGEANE FAste] AT urA YFIeAN  fA
A AT, AolFRaxd A B9 wxe Hagel o dets @i AAVelgEge W
& X 39 Yehsdd. =3 Mg T, 0.2 - 500 pm F A7) H] - FEH ALY
Bars gAsts A odd A - EE] s)xd AR AAuelgage] HF oF 100 m T
Qrte] vlolamAWAS s AREel AAdolgEs B ¥4 HuE £ JAee oy
APAREE % 4 AT
AN 9
gZejetae Ffele Ad AdE fao ZAHE
tgel AEe Asaid

a) v 78.75 ng

b) ZEZYAE - 10 - = - f2olE 205.00 mg

c) ZYZYAE - 3 - Ex=SHolE 129.50 mg

c) YUY &= 205.00 mg

d) Pla2Z (1760) F43 A - &89 FFAE = 302.00 mg

e) OJErS 129.50 ng

AN 10

Az Agy Lo AR

tge AEe Asait

a) EgeEA 78.75 g

a) [3'-AEMBmt]' - [Vall® - Alo]E22F™ 52.50 mg

b) ZYZYAHE - 10 - Ex - TEHolE 187.50 mg

c) 2dd ¢=F 187.50 mg

c) ZgZYAME - 3 - ExEolE 112.50 mg

d) v a2F (1760) F43 A - g8 SYAY= 302.00 mg

e) oEF2 129.50 mg

2AAld 11

UdAt#e dfete dd Agd ko] AR

tgel AEe Asait

a) ydAoa . 20.00 mg

b) ZgZYAME - 10 - Ex - g Lol E 205.00 mg

c) ZEZYAE - 3 - ExegdolE 129.50 mg

c) =YY &= 205.00 mg

d) "E 2 (1760) 43 A - 289 ZPAH= 302.00 mg

e) ofEr2 129.50 mg

2AAld 12 - 17

F1e B oawe Ades Az 9% ded Aot Azgye AN 19 Az
W st
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<162>
<163>

<164>

<165>

<166>

<167>

<168>

<169>

<170>

<171>

SS=50ol 10-0828748

¥ 1
A No/A = A B [oh (oA D E
10 10.0 19.0 19.0 12.0 28.0 12.0
11 10.0 23.0 19.0 15.0 28.0 5.0
12 10.0 13.0 19.0 8.0 28.0 20.0
13 0.1 5.0 19.9 15.0 50.0 10.0
14 10.0 37.0 19.0 12.0 10.0 12.0
15 10.0 1.0 19.0 30.0 28.0 12.0
16 0.1 21.1 34.7 31.1 13.0
17 30.0 10.0 15.0 6.0 22.0 17/0
geo ARE AAd 10 - 17 o4 AgsT:
A - Ao)E2AXH A
B- ZgZdAE - 10 - Ex - gEHolE(Ex ¥ yIYolE E3E)

C - 244

ol =1
=2 2

=) \___9_3“0]5

el

C; - Zel2giAZE - 3 -

D-vla =& (1760) 23 4l - g9 ZFIAME=

|E - o

AN e 18

Aol &ase] Ay 1 el FAY] BX

12 Wel A% AAASERE AWl &m L] ATelA A7 100 mg o Al FRAZAS Fhohe
Ad Azgtel Hed AdE T oMY Aol Ay AAol&a&S wuSATHAY A - GEMI01 ¥
AE B - GEM304) Noreal 100 mg &S 1 - 150 ym & W glollA EAS YehiATHA
g 0 Mgk e S A|xEle] A g 92 Az A7) BXe AHEs HE A
st

AZF #AZo| 71 %3 2918k A A~ES GEM(Gel based Ermulsion ; o@Ad] 71%3 A)o=xw AFHAT.
N ZHES ¥3stE AolFRA¥de FAE

AE A - GEMI101

a) Alo|EFR2AXY A 1.020 g

b) ZYZYAME - 10 - =2 olE 2.040 g

c) ZYPZYAME - 3 - ExgdolE 3.380 g

d) "taEE (1760) F&23 g2l - 249 SgAZ= 3.000 g

e) olEE 1.330 g

_18_



<172>

<173>

<174>

<175>

<176>

<177>

<178>

<179>

<180>

<181>

SS=50ol 10-0828748

AE B - GEM304 :
a) AlolERAXY A 1.020 g
b) ZZYAE - 10 - ExSHolE 2.630 g
c) EYZYANE -3 - B lE 1.580 g
c) Y &F 1.105 g
d) Pla =& (1760) 23 A - 2899 FFAE= 2.450 g
e) olgk 1.300 g

A= 7] EF

Sji(ﬂgﬂ%ﬁ A A7) WAbE vhmEAbelA mpola R, Wl 2. 18(THE dxEux gy
;ﬁg ﬁo4ﬂ ¥ 7tad ). A& AGEMI01) 2 Ad BB A =AY BEY F2E
age AY A4 B)Y EFFA AEo] 92.05 wm(36.23 m) IS HoFErh N -
AEstY 714 AT AE
o .
12sﬁ A7 wmel I RUAE(18 - 45 Alolal o]Ee] oAl EIRAS £10 % ¢ EFADA
y ] ) =] £ vl I=la
M g, FREE 3 - WA nAAFE AFEAY. Agers 9 J|FESES F2Hl
o RUSR ] = A=
2 gl AFFAgdFGor oo FAR FAFT. Ztzto]l FolEe 200 mg 2 Mﬂ;g*f
;Jw mg AE 2 ) & 23 Al Alole]l MH7|ZHE Holm 7 dolu}h ) ;;
jSﬁ? SACA, 14 He] "ol AlgE Tzl Hel  AFHSa Fol$ 20, 40, 60 &, =
5, 2, 2.5, 3, 4, 5, 6, 8 12 2 24 Ad AH3Y % o
SRR 2 FoAtt. AA AF Bkl HzHgo]
EDTA 7} Agl® Zg~8  FH(Sarstedt Monovettes)E AFHGAWo] do] FAs  AFHstch
ARE AL P20 ©) ATt - o
A = 3T = & = L = =
ol ZF2AXde AA dF FEE EAHI RIA 9 Hyod o3 SAHSFAG AUC e
- — ] (0-o0) =
Cmax = AANel&aso] HruloA dxte] WHFRA AHAHJAG AUC(o-), Tmax, T1/2 & o]}
0-t) , he A
o] wgrolt} |
T 3B b;
S3rEe s=/A7E dolHERE, RHIE(TopFit) 2.0 & AMgste]l #H] - 78 2o o8 7t7}
MR wleleldl oa <kEEH  HetulEE SAHSST S -
m@ 2 Tmax & #FH FE - A dolHERRY AHHozr doxrh kAl AHE AT
(elimination rate constant)(kel)E 8 FE - AP FXAe ERE9 iﬂ—ﬂﬁjw*ﬂij ;;
Ao o] A - = y iz 349
4 sl Axtsielct. T - AE FA A o H99S AE AthEE Fdd s
HEo =A% 2 L
159 SHE & e FE - A AFHG 7HA ARSI Fetgl2e]l <) (AUC
ol H A 0-t »
AUCp--) & oFAl A& e 98 HFozx FEd sz hro sl
1. O PN
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<182>

<183>

<184>

<185>

<186>

<187>

SZ2E3 10-0828748
or=six [l0]E{e] 29
mtato| e T1/2 Tmax Cmax AUC(0-t) AUC(0-inf)
{h] [h) ng/mi] | [ng*h/ml] [ng*h/ml]

HE : A

Arit.Mean 6.24 1.33 1372.69 | 4631.75 4861.85

S.D. 1.3 0.33 351,28 1204.56 1241.87

Geom.Mean 6.12 1.3 1329.84 | 4483.35 4712.35

A 4.06 1 908.1 2635.32 2873.57

E|CH 8.24 2 1930.3 6432.76 6684.33

HE : B

Arit.Mean 6.41 1.5 119649 | 4430.33 4696.56

S.D. 1.3 0.48 308.26 1032.91 1143.13

Geom.Mean 6.29 1.43 1161.84 | 4326.15 4576.94

A 4.21 1 851.8 3130.66 3254.08

3o 893 2.5 1785 6206.13 6643.15

HE : C/IE

Arit.Mean 6.13 1.33 1358.95 | 4647.01 4887.55

S.D. 1.32 0.33 380.35 1358.41 1430.5

Geom Mean 5.99 1.3 1307.19 | 447208 4705.55

A 3.92 1 820.7 2953.47 3028.58

3| 7.87 2 1805.3 7330.08 7686.89
2 A 19
olgh Aol Alztal
Axel geld FuE B FAAA A" AGe Bael o8 dg v A998
u gLo 2AES gdeHe A dxe] B4 yekd ot o] AZtst 7E2 AAY
59 Z1AE AT},
Ao 18 olAel A A 2 B E AlGsteIgl. 4% JAA7I(f=EALolA  mlolaR
AAd 18) 2 #AEE JdARA7] Alole] EUAE Aoldt Eab 7iEe] AHgE 2 SAHES #Hyd ¢
& ZAyEi) ul~gAlel A wlolmRoef| o SHE AT g EITAA AEsIA =37
HAqk, Fsk duAe] & dEE AlRE FEEu|FE ol E:oX|7] Al £ow REHA
SofEnt
el AYE ER BAAn s
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<188>

<189>

<190>

<191>

<192>

<193>

<194>

<195>

<196>

<197>

<198>

<199>
<200>

SS=50ol 10-0828748

AR C
a) Aol R XY A 9.5%
b) Zej2eME - 10 - g olE 40.0%
c) ZeZYME - 3 - o]axgo}lHo]E 10.0%
d) vta2E (1760) 23 gl - &9 FPAg= 28.0%
e) g 12.5%
A% D
a) MRlFEAFY A 10.0%
b) EZYAE - 10 - B o]E 10.0%
o) FEYAE - 3 - FE°E 40.0%
d) mEEE (1760) Fa3 24l - edo FeA= 28.0%
e) clEZ 12.0%
A% E
a) AlEFRATY A 10.0%
b) Ee]ZeiME - 10 - EiepegolE 27.0%
c) ZSYAE - 3 - JEEHolE 31.0%
d) #ta=E (1760) Fa3k gl - gd FYAg= 20.0%
e) g 12.0%
A A e 20

AEe 2AEY FEstd EAS I A% =30 T, 2BE(Spindle) SC 4 - 27, 2347 BF
A3 =(Brookfield) TC 500, #1223 (Rheocale) ZE13 WA 1.3] 3tollA] 3d HAAEA BIFII=
DV - I oA A3tk
AXE FAste T9E vlasry] A3 ZFEIME AREESiT Zzbel ANgE B¥ 11 (%9
of o= I3t sIME AR HAEE S/ok diAAEY fedA Z2IaHE AL
&3t Hrsiith RE SME AlsEE H] - o AAR 9 R MR &
AlaeE ZF(yFE) 949 A4S 7MY o] ANEES e AdEmoA  wlusgltt
AH AFE ofHfo] HFel QoG
UNS MEET0Me RE5 mjaiojE = 1.70 sec’
HE HESH Y=
(512 HEH) (N/m?) (mPa.s)
HME A (HI3|A) 0.34 200
M A (3A) 3.91 2300
M C_ (34) 6.97 4100
HE D (34) 17.2 10100
M8 E_ (34) 1.53 900
olfdt ZA¥ZHE ¥ WY XAHEC B EE FEIAY HEYUS o 2td AjxdlAe HAA®
7b Holx= 5x FtEQdtE 2RSS Y 4 d9dTh g HAEe Fte 7149 A
o Wgt gdE e Foln 1 AFAERK AT FEdwe FdE AL EES AT
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s==4

B
H

CyA (ng/ml)

2500

2000 1

1500 ¢

1000 1

500

B

R N

L352 (n=5)

L363 (n=5)

Azt (h)
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