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A 2PF, Eropd, Efdd AE

)

=

Tox

hy A

glodd FeF,

3
=

ZhaskAl (YE=E,

=i
=

del =, 7]

p
L

Al
gd 438 3)
HolE, A4, S8Ad A

e} 2

[0067]

ul

ol
fro!
2]

el
oR
o}
o

Hlo

A
A7)

tg—/\

o

o

T At

e

Eis

THAIE &

=]
=

o
-

]

T o

Pt

5]

%
h=i

AZ A7

(7)

A. 80 mg FEHAl

[0068]
[0069]
[0070]
[0071]
[0072]
[0073]

;0.#
Y

7] 714 =

A%H o Az,

|

bk, oW OF) 2" AA " FC AA

Al 1ol Z1AE AY AxzE

[0074]

]

A
=4

[e)
EC}:’C

s
<l

q

=
2

[0075]
[0076]

_r

22§

=z g

SEE R

3

ANz (5% 5

& g
1 2

2

(D

[0077]

5

A7) (DA A

e}

=

(608 g)ell = A
=

=

<
T

Al
15},

%

sel 3}

T

S

=

=

i ks s}

5

ou] Aetelsl AR (320 g) 2 ARAFEEA AFE (16 92

29 fyYAdEzZ X (32 g)
o] 3}l 9

3L

==

T
g

EEA]
3ol

|

°©

% (576 g),

il

PR
EIERY

H
5|

+od

(320 g2),
[¢)

=S

FH3}7] (Multiplex MP-01/ Powrex Corporation A|Z)el %

3

2

(2)
=
=
g2 AL

Ll

[0078]
[0079]
[0080]

BN

7HAl

=
=

(40 rpm, 5 %), A (b)

_10_

[0081]
[0082]



[0083]

[0084]
[0085]
[0086]
[0087]
[0088]
[0089]

[0090]

[0091]
[0092]
[0093]
[0094]

[0095]

[0096]

[0097]

[0098]
[0099]
[0100]
[0101]

[0102]

[0103]
[0104]
[0105]
[0106]
[0107]
[0108]
[0109]

[0110]

on

£501 10-1552033

2Ego] & 13 g/E
232o]l =& HZ: 1.2 mm
232 o] 4= 0.12MPa

A (gun) 9A: T &
(3) EbE:

71 (2)ll A AxF eBZ] 2HS HI-AP12SS-11 (Hata Iron Works Co., Ltd. Ax) & ebgsle] AAZS AF
skt
Fo]l 27t $10 mm 14R

A 4.20 WA 4.30 mm

o

A ot 10 KN
(4) =¥:

471 (3)ollA Az HIHE AAES 1YY = 243l 3s}7] ZA3tel| High Coater HCT30N
(Freund Industrial Co., Ltd. A|R)o.2 FH3IY, Y o]F 7l=24u} 25 71sle] 5 3¥E AAE

Al 3-8 Tk

FE AAE 7] el wet o F4E Frbsta, @ 2 o w53 AHd 7

(1) &= A4

Aze AAE L Fd &5 A1F WY 20 wet £F AES AT SA 241 vy 2o
Ad gl 349 Mellvaine &%, pH 4.0
HE 31 4= 50 rpm

Al 900 ml

(2) && ZEI| A4

Scale-Up and Past-Approval Changes for Intermediate Release Products (SUPAC-IR)ol et AR <1z}

2 8 8% Zagel A4S BN A% AXZ AT ] Aol gAY 12 e Ave
SUPAC-IR ol 9]3] Z+ AA|2] §FEZHE AAS {2 Fe] 50<{2<1002] HS deld, Axd 7 AA=
A 82 A AT Aew AFHLG. AW A% F I5E, 08 9 4580 2 e A A8

Mo &EES AHEte] 12 fhe AlAtesit

_11_



[0111]
[0112]
[0113]
[0114]

[0115]

[0116]
[0117]

[0118]

[0119]

on

££0l 10-1552033

2= 5100

Ti % Riv= 2F Aol Aol &af W&ot
n 2 Hwd A3 e sfaEolnt
(3) AV X
Laser Diffraction Particle Size Analyzer (SLAD-3000/Shimadzu Corporation)E A}-g3fe] Az-A3Ezo] HiY
o7 FHAES A7) BEF AT =4 212 ar)ek 2t
MEZ :2¢g
27|12t : 0.4MPa 0|4t
EHOoIE SI™KE : 2

M 8%
g3 43
g7 2UEY: =3 = e
I 16 - H_ 1500
(=ICH):
O A=A 2 (& A): 700
CH-1) HIRE dIoIE
ZAS EA O 2000 ( ) e 9600
(bps):
ol™ =d3: 1) =483 53 ol E 20Xl 300
IRIE ;SR
SdO ZJ s HY 20
ZHE WL
HEE ZEHE: 1.70-0.20i
=3 X2 43
Hda =58 1 HA B8 FHAX 300
=X 2t (sec): 1 Z|4xl: 2500
g HIIE {8t
64 HE S 0.1
W Bl (21L):
e = _ HIIE fst
=8 S2C He (20) 0.1 . 2000
0 Y (=)
(ZIA): 0.05 A AFE AIE RAX 1
EflH 2E OFF
Al 300
<Ald 1>
AA G 1, 2 2 3004, AAF Z+2F 20 mg, 40 mg 2 80 mg ¢ FEAIE, HFE du AgEst A& 2 84
3 AFAZS Fhete S84 FHAES Edete EA G 2ABS 23stE AAES Azt H]
FANG 1D 2004, AT ZZF 40 mg Z 80 mg o FIAES e AAE, 53 T 20 7149 A
o

_12_



[0120]
[0121]

[0122]

[0123]
[0124]

[0125]

[0126]
[0127]

[0128]

[0129]
[0130]

[0131]

[0132]

on

££0l 10-1552033
=, Al 1 8 29 dulAlzE A7 8ol JHAEHI

X 4 % % 50l A3E AAEET (D9 Aztell e &5E5S = 2 9 30 A&

Il
@9 mg
e AAd M3 H W A Ao A%
1 2 3 1 2
ZHAE 80 40 20 40 80
DY E 144 72 36 188 148
BE on dee s A8 80 40 20 - -
ARASNE A A F 4 2 1 16 16
JEFAZEY dYgdEgR A 8 4 2 10 10
(b) B84 Hd/vz"E HA A3}
2
@9 mg
e Ao HE H| I A A o] HE
1 1 1 1 2
A7) ()8 7Y 316 158 79 254 254
SE~ - - - 62 62
vl 2 Hold ol B 4 2 1 4 4
(¢c) FC AA A¥3t
¥ 3
@9 mg
A A o] HE H WA Ao H 5
o= 1 2 3 1 2
471 (b)e] vl="E A A 320 160 80 320 320
JEEANTRY tadAER A 3.25 1.95 1.3 2.6 2.6
2talel el g 1 0.6 0.4 0.8 0.8
Zgogd =8 F 6000 0.75 0.45 0.3 0.6 0.6
Fr2 1 b-ouh A 0.01| 0.006| 0.004 0.01 0.01

(d) 2zt &7] Wl 80mge] FHA=S 2§ A=dolAe] &5 A1

7t §719 80 mg o] FHAIES Fsl= Al=® oA 80 mg, 40 mg EE 20 mgo] FHAES ek 72 2
5 Z8E GA s && APS ArEa, 4 &5 2RI fFAMES 2 ghow HUresiT

FE 4ol vpebet whep o] AAje] 2 5 39] 2 Fhe Al 1o W A S }E}LHXWP H] L A o 201 f2

2 v A 1o g3 FAE S JER A et g w3lH, T 4 2 % 30 e ulel 2o,
Aldl 1 WA 3o|A4 & Z2I FAAES urqu: f2 #ko] 50<12<1009 W9 el EAlst, ol f&%
S 7 AAY Ag-olx FA R g (b Aol o flo] fAIR &£ =

2348 Yehdl= AA7E 5
H AT Wi F 4 2 = 20 YeRd nle} go], v mAA ] 2¢] B35 B3 20 MAE AFE v A A Y
1o] AARQL 2709 A Kt W] =y §5& YEI, AIF 84 e Hiel Zo] &F TR FAMA
o] YA eF ottt

_13_



[0133]

[0134]
[0135]

[0136]

[0137]

[0138]

[0139]
[0140]

[0141]

[0142]

[0143]

[0144]
[0145]

[0146]

[0147]

[0148]

AANd HE H A A G T
A T 2 [ 3 1 2
2 -~ [ 88 | 97 - 37
(&) 7 871 el 40 ng o) FHAEL xFE A9 delel 85 AY

b 8713 40 mg 9 —rE‘r/‘] = rate

BE A o 8F AES Arlska,

Atk

3 50l Y upel o], AAje] 3 4
- 40 mg o FTAE

S ol A 40 mg BEE

YHOoR 12 g gt 7 8%

on

££0l 10-1552033

o 19] 2 ke Al 20 i3t FAS YERIAT =3
B AT 2 Fho] 50<f2<1009] W ol &A13)
z28E YERATH

HAAd Mz v A Ad] W
A A 2 3 1
2 - 88 o7
</\] 3] 9>

=

T84 HEA B F84 T3A

29
o 1 8 4014 Azt T84

kst 2AE i AAE

w9 e

YA R 58
.

Alstar, &5 Tz FAMS 2 ghol ol

B7heel

30
+
i)

o

Hlad A el 3, 4, B 5ol A A8t

%6
@9 mg
My Ao AT Hl o AAd AT
1 4 3 4 5
FHAE 80 80 80 80 80
T E 144 176 108 108 -
gFEX - - - - 108
BE du) detes A48 80 40 - - -
FFE HiE - - 40 40 40
AR AEA £ F 4 8 16 16 16
eEATzy dEgdga s 8 12 10 10 10
(b) E}H & FH/v= A2 A3t
x7
@9 mg
N A WS Bl WA A A AE
1 4 3 5
271 (a)9] #¢ 316 316 254 254 254
T E - - 62 - -
vl & 2ol o] E 4 4 4 4 4

(c) FC gAle] A3 s}

_14_
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[0149]

[0150]
[0151]

[0152]

[0153]

[0154]
[0155]

[0156]

[0157]

[0158]

[0159]
[0160]

[0161]

[0162]
[0163]

Z 38
&9l mg
8 Ao A HlZ A A d AF
1 4 3 4 5
471 (b)) vlze"d FA 320 320 320 258 258
JeEATRY HYAEZTA 3.25 - 2.6 2.6 2.6
A3t E e 1 - 0.8 0.8 0.8
Z g 2 & 6000 0.75 - 0.6 0.6 0.6

(d) && A¥

=51

9

3 9ol FHAE mhel o], Al
Al 1ol @ A S HERHA
# &ES HERRIT

ookt

9o W,

. A Aol A5 v A Ao S
2 A}A] ¢l % =
ke A 1 4 3 4 5
2 - 67 44 29 26
<AlE 3>
AAld 4, 5, 6 R 7oA FE du] AeEs} AR By g9 §&¢ 9 &
139 7HAI &S Tt
(a) I 2o A3}
3% 10
99 mg
HE AAd HE
1 4 5 6 7
FEAE 80 80 80 80 80
DU E 144 176 116 136 156
BEE oqu Azt s AR 80 40 100 80 60
A2 E2 AF 4 8 8 8 8
FoEATZRY fEdEZ A 8 12 12 12 12
(b) B84 Hd/vz"s AA AP}
i 11
@49 mg
PERn AA o HE
1 4 5 6 7
A7 (a)9] 4 316 316 316 316 316
vl & 2EHolg ol E 4 4 4 4 4

(c) FC “gAle] A< s}

_15_

on

2
=

4= AA 17 FAE S YERNS oy, iAo 3, 4,
E: ! H A e 3, 4, D 504
AAE, Ao 1 E 4oA] B o] Agedst AES i3t AAL vusie Aolst &5

£ol

=1

= 59

S35 ARS

10-1552033

BT

il
=5



=5535] 10-1552033
[0164] ¥ 12
29 mg
e AN HE
1 4 5 6 7
A7]1 (b)) v zZ"EH AA 320 320 320 320 320
JcEANZaY dygdEz s 3.25| - - - -
AF3LE L 1 - - - -
Zgqgd 28 & 6000 0.75 - - - -
FIR=AB R IR e . - - - -
[0165] 2 1}-9-u} 2 0.01
[0166] (1) &5 A¥
[0167] E 130 YERd kel o], HAld 4, 5, 6, ® 79 {2 > HAAA 1o W FAMIES YERNAT e
W, AA QRS Fol 105F/5F ¢ ol RE ou] AnEis ARS TR ot 2B AAE
A& &2 2 fAE 85 2238 YRy
[0168] ¥ 13
AAd AT
o A}FAL g_]x
A A% 1 1 5 6 7
£2 - 67
[0169] 60 62 81
[0170] <AE 4>
[0171] H AN G poll =, =84 B3 2 2E ou Agddst AES sy =84 FEA 2dAE 138
2= AAE AzstaAl ). Ty BRY wAll A i L gdElEgl o3 AEEe] BEE 4 %l
I FARE & 29 e AARA £S5 5 i AAd 8,9, 10 D 114, Ao]d EAY ko
FEA A 2 RE o dyws A8 2 S84 T AFAE 288t od ZAE I AAE Az
=3 AFRE ¥ 179 MA BT}
[0172] (a) ¥9 Beo] 283t
[0173] ¥ 14
@9 mg
Jrge AAd WE H] A A ol W &
e 1 8 9] 10] 11 6
FHAE 80| 80| 80 80| 80 80
Ty E 144 | 136 | 138 | 140 | 142 148
BB du) dees A8 80| 80| 80| 80| 80 80
ArAHABA AF 4 8 8 8 8 8
FEEANZRYE fEAERA 8 12| 10 8 6 -
[0174]
[0175] (b) B84 /MM zZ"HE ZAA AP}
[0176] 15
%9 mg
g AAd AE Hl o AAld HE
e 1 8 9 10 | 11 6
271 (a)9] = 316 | 316 | 316 | 316 | 316 316
a2 g 2H ol o E 4 4 4 4 4 4
[0177]
[0178] (c) FC A2 A3}

- 16



[0179]

[0180]
[0181]

[0182]

[0183]

[0184]
[0185]

[0186]

[0187]

[0188]

[0189]
[0190]

[0191]

[0192]
[0193]

on

££0l 10-1552033

¥ 16
@9 mg

o AA ) HE A Ald HE

1 8 | 9|10 11 6
371 (b)e] BlZ"E FA 320 [ 320320 320 | 320 320
SlmEATrY fYeAEZL | 325 - | - - - -
xHSHE] EHE 1 - | - - - -
Zzlolgdd Z3F 6000 075 - | - - - -
FtE ) u) g oorf| - | - - - -

(@) &% AF

E179) vebe sk ol A 8, 9, 10 % 119] £2 gk A 19 B S dehidld. 99
WA, 1L8FH/FF & U4 3.853/5F 4o £84 FAA ATAS TP ok 2B T AAE A%
@ 8% % A 8% Zeue dehiglt,

3x 17

FREEES
O AL A O] X = el
FARE 1A 1 8 9 10 11
£2 - 77 81 73 73
<AlE 5>
Ao 12004, FE~E S84 PR ALt F84 T 2FA 2 R o] ghesl ARS ¥t
S ot 2HBE B ANE AxsAG.  A%E E 2100 ANk

¥ 18
@9 mg

e AN HE

1 6 12
FHAE 80 80 80
Sy E 144 136 -
ZgEA - - 136
F&2 du) Azt st HE 80 80 80
IR 2IHEA AF 4 8 8
JEEANTRY HEAEZA 8 12 12

(b) EF4-8 /v a” e g Adst

I 19
@9 mg

e AAd HE
1 6 12
A7) ()9 43 316 316 316
vl g 2EHole ol E 4 4 4

(c) FC AA9 A3}

_17_



on

££0l 10-1552033

[0194] T 20
49 mg
Aqn AAd HE
1 6 12
A7) (09 vzy® AA 320 320 320
JeEANZ2Y EgdEZA 3.25 - -
23 e EHE 1 - -
Zedgd 29F 6000 0.75 - -
FrE1}onp &x 0.01 - -
[0195]
[0196] (d) & AY
[0197] E 21e] vERd vke} o], Aafe] 6 B 129 {2 g2 AAld 139 fFAS YERISLT o] e, %
A REAR I E 2 dEAZ I3t AAE A% 25 2 A3 85 2298 YERIT
[0198] % 21
A HE
O A1 A} O] R
A AR . 5 o
[0199] £2 - 62 66
[0200] <Ad 6>
[0201] A 4, 13, 14 L 159014, Aoldt Z7] BXE A FEAIE HA B4S ALESle], =84 534 2 5
44 A AgA L BE du A ARS £33 54 o 2AES dhee AAE Az
AR=S Fx 259 WA 8 TH
[0202] (a) FEA|= ¥ B 77] ¥
[0203] D50 % (50% YA+ A7)E, F-Id 7|xse] Askgk A& BE7F 50%¢ A Fle] dAF A71E YR, D0 %
(90% YA A7DE, FFo| 7)xste] A HE ExsE 90%¢] A HAAA e ¢4 A7|E dEhdn (A
Sholl A).
[0204] T 22
9 mg
Ard ME
=] =
71 % 4 13 14 15
D10 % 0.5 0.9 1.0 1.5
A= 77 D50 % 1.6 5.9 7.6 13.9
D90 % 4.7 175 | 26.9 | 58.3
[0205]
[0206] (b) B /v =" E A9 s}
[0207] ¥ 23
@9 mg
qm AN AT
4 13 14 15
FHAE 80 80 80 80
Ty E 176 144 144 144
2 du Aeteig A8 40 80 80 80
FRAEEA A F 8 4 4 4
J=EATEY fEgAER A 12 8 8 8
vl AHoldolE 4 4 4 4
[0208] F2dlE 2H ol o]
[0209] (c) FC A 2] A3}

_18_



[0210]

[0211]
[0212]

[0213]

[0214]

[0215]
[0216]

[0217]

[0218]

[0219]

[0220]

[0221]
[0222]

[0223]

[0224]

[0225]

on

££0l 10-1552033

T 24
@9 mg
A AAd HE
4 13 14 15
A7 (b9 vlzZgd AA 320 320 320 320
JeEANTEY YYUdEZA - 3.25 3.25 3.25
S EHE - 1 1 1
Z g™ 28 Z 6000 - 0.75 0.75 0.75
FrEvhen) gx - 0.01 0.01 0.01

(d) &= A¥

¥ 250 YERd vRe} o] AAld] 13, 14 ¥ 159 {2 #h AAlo] 49} FAMES YERNAT. s ‘%_’5“}
50%2] 9AF Z717F 1 WAl 8 um W, 90%2] LA A77F =] BE Ao 27 um o]E] FERAIE EH
S ALgete] AR AAE, FA8 85 2298 e
¥ 25
AAlo HE

SAFAZ AR

ARG A 4 13 14 15

2 - 56 56 46
<Alg 7>
AAG FHAl=e] FFo] 10mg E 40mgdl AAE, 53] £d 20 7|AE 7|ES o] gt AxdtaL, £d 29|
71418 wke} o] AATG FEAIE 10mg WA 40mg HHQ 553 85 T2IE VA= AF Fo AAE AT
7led A o] AFE HASI . AE = 19 7M.
T 19 AAlE wke} Zol, 53] £ 20 MAE Vel wpet 53 Joldt FHAlE EHS UM AAe &
T2 2 o2 YR, FAT 10mg ¥ 40mge] FEAES 7HAE AAlE 53 &3 290 7iAE R
TS &F TR A Fo AAE AT F dAdG.

X 26
@9 mg
AR 10 mg A A 40 mg A A
FoAlE 10 40
Wy E 47 188
ARAFHEAS AF 4 16
JcEAZEY dygdsa A 2.5 10

(b) vlzg e gAle] A% s}

% 27
@9 mg
e 10 mg AA | 40 mg AA
(@9 #3 63.5 254
SEA~ 15.5 62
wl g 2AE ol o] E 1 4

(c) FC 8A1¢] A& s}

_19_



[0226]

[0227]
[0228]

[0229]

[0230]

[0231]

[0232]

[0233]
[0234]

[0235]

[0236]
[0237]

[0238]

[0239]
[0240]

[0241]

on

2
=

3* 28
@9 mg

A& 10 mg A A 40 mg B A

471 (9] vlzZE " A A 80 320

J=EAZRE WgHdER L 1.3 2.6

At e e 0.4 0.8

Zog# F8F 6000 0.3 0.6

=2 -v} &2 0.006 0.01
<AlE 8>
A 2 40mgo]stel —EFE]"‘]E:% M= AA=, 53 &4 24 MAE A% 558 &5 22HE Ve AT
AAE AT 7Hsde] e At BB ou Agtelst A2 2k Fowx FAG S0mge] FoAlE TS
7HA= AAE 53 %64 29 ZNAIR whel] whel Lol A Az AA=, &4 Aol FFrE 2u=
slo] AzdFoan 1 AA FHol 40mg A} TAEA FozM, A A Frt ©E FAe 1% F7E
985 59}, HmAA G 1 2 29 23S F 4 2D X 20 7AE .

£ol

% 4 2 = 20 Yephd uke} o], ou] AgEsl dES 2HA] govA] FEAlEe] 2] TEHE
AAE, 53 &8 20 JMAE 71EolA (2 3kl 23] vehd vie} 22 40mg AA 2719 A} T3
e A ok
(a) HHe Ags}t
29
=9 mg
HE 40 mg A4 | 80 mg AA
FHAE 40 80
TYE 188 148
FEAFRNEA AF 16 16
JoEAZrY feddEaES A 10 10
(b) vz" % AA A|Fs}
30
=9 mg
A& 40 mg A A 80 mg A Al
(@9 &4 254 254
gdEA 62 62
vl E & Eﬂo}al OlE 4 4
(c) FC A2l A3}
3% 31
@9 mg
40 mg AA |80 mg AA
471 (b)e] vl 2" E AA 320 320
FEEAZZY YEAER A 2.6 2.6
A+ 3} El el 0.8 0.8
Zgdgd ZFF 6000 0.6 0.6
FrE1pou) g 0.01 0.01

<AlE 9>

AE 19 AAle] 1 WA 34 Alz® Aold ¥

_20_
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[0242]

[0243]

[0244]

[0245]
[0246]

[0247]

[0248]
[0249]

[0250]

[0251]
[0252]

[0253]

[0254]

[0255]

[0256]
[0257]

[0258]

Asheict.

I 3ol AAlEL mps o], AR 20-80mg WO FERAES

=3
=)ol o= glo] F5% &EEE eI

(a) 39 o] A3t

3 32

3}

pi

on
J

£3ol 10-1552033

et B owy AAE, A4 g (a9 2

gl

@9 mg
qE 80 mg AAl | 40 mg AA | 20 mg A A
EETPVES 80 40 20
T E 144 72 36
& du Azt A2 80 40 20
JEAFEES AF 4 2 1
JENZEY WEAdER A 8 4
(b) B84 Hd/vz"s AA AP}
3 33
49l mg
ch= 80 mg FA | 40 mg FA | 20 mg BA
471 (a)e] 74 316 158 79
e~ - _ Z
vl 2v|E Aol ol E 4 2 1
(¢) FC AA A1¥ 3}
i 34
49 mg
A ¥ 80 mg AA | 40 mg B A | 20 mg A Al
371 (b)e] Bl 2" A Al 320 160 80
SIEEAZZY wYAdEZ A 3.25 1.95 1.3
HHE EHE 1 0.6 0.4
Zaoldd 22 E 6000 0.75 0.45 0.3
L2198} &2 0.01 0.006 0.004

ZEAIE 120 mg AA AAE B
Az T 5) ol& Al

McIlvaine 3A ¥ 4= Ag
"
i=]

% HWl= 3}9E3}7] (Flow Coater FLF-30/ Freund Industrial Co., Ltd. A|X)ol, FEA=
E (14200 g), F-& o] AgEsl A& (8000 g) ¥ FRAIPAZ A A

80C, 57 2788 7 n /%, 2Zgo] oaF §2% 200 nL/E L ARst 27

3
LEA o7 AP

_21_
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[0259]

[0260]

[0261]
[0262]

[0263]

[0264]
[0265]

[0266]
[0267]
[0268]

[0269]

on

££0l 10-1552033

A 712 ERlsksin. =3 #8S 37124 714 (Fiore F-0 type)E AM&3te] 3718 AT} o],
e A Y (18000 g) 2 ml1ulg AEHoHOlE (228 ¢)& I HEE 20rpm E EAY A7 589 2o
2 B2d97] (&% =7] 110L)E 7 Badstgict. npxete 2 5% E3ES BFY 7]17] (HT-AP12SS-

11/ Hata Iron Works Co., Ltd. AZ)E AF&3}e] 12.5kNe] e}t oz ElA sl FEAE 120 mg ¥ ZE I

AAE AFsFAct.
(c) B3 %3l 29 Alx Wy 2

% W= 33837 (Multiplex MP-01/ Powrex Corporation #A|Z)el, &A= (160 g), D-"FIE (296 g) 2
ArxgblER AR (32 98 -8, 7] FF €% 60T 2 HHs A7 4589 oA FHYIEEE
ng A3 5% EFAZRY WEgAER s A0S AV A ost). FEI Y Ax 2% 80
T 2 AxAZ 589 FHoz #y3y] Weld dxsta, AFA £40] 1% oS 27 HFE BAV=
gelatqitt. o]% £5T Ay (254 g) B HEA (62 9)F IAEE 40rpm B BTG A7 3029 2Ho
2 Bedg7] (Tsutsui Rikagaku Kikai Co., Ltd. AZ)& 34 Badstct. o]F 5% EE (316 g)
9wl ZAHOlHOlE (4g)E 3 AEE 40rpm B EWW AZF 5% 2o @ EAY7] (Tsutsui Rikagaku
Kikai Co., Ltd. A=2)2 34 EaAdsdr}. wpAl o 2 5 EFES B8 7]17] (HT-AP12SS-11/
Hata Iron Works Co., Ltd. #AZ)E& AM&3te] 12.5kN9] E}Ftd o= sto] FEpAlE 120 mg M ZEE A
= ATt

(d) A3
Az AN AR 9 §F AY AE el NS

i 35

AAS A

A% 1 034-15-120-1000 | RP-03323-120-
| : 1000
H(E TR W) (53 T 2 9 H8)
FHAE s 120 g 120
T 213 § 222
28 o] Azes e i 120 ; -
azsdEs 4F § 6 g 24
Tablettose 70 - 93
JEZATEY dgdERs | 15 § 15
vl 4 2H ok O B ; 6 : 6
A ; 480 g 480
42 ==y
A7 () é 428 @
10 g 83 ; 54
15 § 91 ] 66
30 | 95 § 80
45 § 96 | 84
f2 3 § - g 37

Az AAE B AN dA

g

et
=2
N
2
i,
BN
.
=
k=)
il
ofo
ey
>,
o
(o
fr
>
ot
ol
2
o,



[0270]

[0271]

[0272]
[0273]

[0274]

[0275]
[0276]
[0277]
[0278]

[0279]

[0280]

[0281]

[0282]

(b) A= "

& W= #H3}7] (Multiplex MP-01/ Powrex Corporation A|Z)ell, FEhAlE, D-THUE | F&E ou] A st
AR W FRxyles AFS A8, 37 T 2% 60C @y AZF 458 i 6089 A I}
HtH =5 vg] Az 5% S =SA 2R WEHAER 2 §HE A7 2 o]sgitt. F5%% FHEe 1A
Z 2% 80T 2 AERAZ 589 2Ho= A3y UelA Azxsta, AzA &40] 2% olUds =2 F=
=471= Felegit. o]F F5% g 2 vl Aol ES I AEHE 40rpm D BAY A7F 579
ZHo=2 EdY7] (Tsutsui Rikagaku Kikai Co., Ltd. #AZ)Z g7 LAt nxEto 2 RES)
EFES B4 717 (HT-AP12SS-11/ Hata Iron Works Co., Ltd. #A|Z)E AM&-3ked 10kNo| ebgstel oz elgs)
o] FepAE 80 mg MmPH GAE AT HA.
(c) Az}
Az AAe) 48 2 8F AY 2%F 16 AN
E 36
. } 034-15-80~ | RP- | RP- | RP-
° 1 1000 103320 03321 03322
FEAE i 80 . 80 | 80 | 80
T 142 L 104§ 67 1 30
%—E——E— of v} A et el 5t g 80 80 80 80
AT2NARE 2F 4 ' ' |
JEEATRY g 10
e dER 2~ 5
vl g 2H OO E 4 : | ;
bRl § 320 i 280 i 240 | 200
&2y
AlZEGE) § 428 @
10 g 85 .73 | 71 | 68
15 89 80 80 81
30 93 . 88 1 8 | 89
45 5 94 L 90 ¢ 91 i 91
£2 3 g - . 60 1 80 | 63

oA, FehAlEe] 25-408 MR FHE A ARE o8 fAR §5 Zado] tEhde Selstad.

w2 F8A TEA AAlel tste] AAe] §& Z2dE eIt

FEAIE 80mg AAE AU (F 37). olE AxT AAE T HA4

% W= #}383}7] (Multiplex MP-01/ Powrex Corporation A|Z)el, F&}Al&= (160g), D-TFUE (284g), Fi&
ofu] Aepels}l AR (160g) B AR ~7PEE 2~ AF (8g)S SHsL, 37 37 &% 60C 2 43t Azt 45
ol A HHIEHES v Az 5% & SHEA AFA &HE A7)l 2y olEgltt. FET
FE8S A% &% 80T 2 A=A 5o Ao #¢sty] WolA Hxsta, fdxAl &40 2% oyYde &
22 FE 472 gRlssin. o), 5% Yy B omlauvle Z:H]"Hﬂ OJEE 3AEE 40rpm R E
9 A7 589 2Aog BeAlgdr] (Tsutsui Rikagaku Kikai Co., Ltd. AR)E 7 Eddsd). w2

_23_
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o7 53 Z9ES B4 7|7] (HT-AP12SS-11/ Hata Iron Works Co., Ltd. #A|=Z)S Ap&3to] 10kNe] EFA <
o= E}Aste] FEAE 80 mg HZWHE FAE ATkt

= O 5
[0283] (c) 23
[0284] Az AA] i 2 &F AP ZIAE 7]l Al
[0285] ¥ 37
A% 1034-15- | RP- ! RP- i RP-
© 80-1000 03326 03327 03328
FeAE 80 i 8 | 8 i 80
U E ! 142 1 142 i 142 0 142
¥ dudgdsty A | 80 i 8 i 80 | 80
azsstdes A F | 4 4 4 4
JeEATey z T U S
e dEE s g g g ;
ZnjdeE g - ¢ 10 - -
Ly EgE | - i - i 10 i -
JEEANZZYLERLS | - i - i - i1
ol & AEogo]E 4 4 § 4 § 4
A E 320 { 320 ¢ 320 i 320
g5 T2y
AlZE () : EEE )
10 83 . 59 | 78 1 80
15 .91 i 76 i 82 | 87
30 P95 4 94 i 88 i 91
45 ‘ 96 P96 1 90 i 92
2 3 - 53 56 69
[0286]
[0287] I A3, ZgddE, ZnidyEE v S ESAZRAAER 2~ 84 THA AZFAE AFE AA
=, 249 "C. F2 HUt (2) £F T2 fAA"Y JEE UEsE ZoE EIHAY (FAe 5 22
).
[0288] <AF 13>
[0289] 2 oukdo) AMAE 7)Eol ot Axst FHAE 20, 40, 80 2 120 mg FC AAe €& =298 Hrlslor).
[0290] (a) A "4
[0291] FEAIE 20, 40, 80 2 120 mg FC AAS ¥ a9 a2z whiel wat Azskqit (F 38).
[0292] (b) Az =Y
[0293] 5 #= #Y3}7] (Flow Coater FLF-30/ Freund Industrial Co., Ltd. A Z)e], FZFAl= (8000 g), D-2Hy
E (14200 g), & ou] AZEsl A8 (8000 g) ¥ A2AlEE 2~ AF (400 )& TSI, §7] &=
80C, §7] F/NEE 7 n/%, 2Zde] WA F5 200 al/E L AN FNEE 200 L/Ee] AN #$35
S e Axd 56 HESAZRY WPAERs FE9 Pl sxdela.  sxge] oF #5
o HHS Az 2% 80T % AFRAZE 108 2HoR Axsta, AxA £40] 26 oUYde T2 FE &
A7)z gkelstgTt. FE53 39S 97154 714 (Fiore F-0 type, Tokuju Corporation A} A|ZX)E A&
stel 2715 AUt o]F A7]2 M ¥ (18000 g) 2 vkaulfr ZEolHo]E (228 ¢) 2 3 H%E 20rpm
92 5y A7 5] e EuYr] (§% 27] 110L, Furukawa Altec Co., Ltd AF A= 74 L3}
2 TEI T EdEe EW 7171 (F-2RAE 20, 40 E= 80 W]t F»J Al el A= CLEANPRESS

Correct 12HUK/Kikusui Seisakusho Ltd. A} #|Z, FFAIE 120 mg B ZH Al tfaf A= HT-AP12SS-
I1/Hata Iron Works Co., Ltd. A} #A|%)S AF&3ete] oF 10kNe| E}lH¢t=o = E} ko], FEhA]= 20, 40, 80

E 120 mg MEEE AAS ATHA. ol wzEE AAS, T 27 2% 80T, 2152 0.6 n/



[0294]
[0295]
[0296]
[0297]
[0298]
[0299]
[0300]

[0301]

[0302]
[0303]

[0304]

[0305]

SE=E35] 10-1552033
i, 99 " F% 25rpm, =X do] ¢+ 0.15Mpa ¥ AA| {5 5 g/ FHoE I FEAE 20, 40,
80 T 120 mg FC AAZ #A=sA}.
(c) & A¥
Az AAE AR G 45 A g 20 o §F APS ARG FH 2L oL 2o
AlE gl A FE Mcllvaine 959, pH 3.8 2 4.0
HE 3A £%: 50 rpm
A&l 900 ml
(d) 23
Azg Aol 48 9 &3 AP Ao sbrlel AT
# 38
A A2 A%
FHANE | FHAE | FAE | FHAE
e 20mg | 40mg | 80mg | 120mg
______________________ FC A | FCAA | FCAA | FC3A
_ 034-15- 1 034-15- 1 034-15- 1 034-15-
Lot W& 20 40 ! 80 | 120
AY 1 2N E 20mg ' 40mg ' 80mg ' 120mg
VT E 355mg 1 7lmg 1 142mg | 216mg
1 H = ] 1 |
gl I AHER | gomg ) 40mg ! 80mg ! 120mg
E AR2IMERE A F 1 mg l: 2 mg E 4 mg E 6 mg
: g\‘ézg%% 2.5 mg E 5 mg E 10mg 1+ 15mg
: E%ﬂ‘ﬁo] = lmg . 2mg , 4mg . 6mg
VR 80mg ! 160mg ! 320mg ! 480 mg
ES Ei}‘_;ll_x_r_i% [ [ [
! Dﬂ‘%/@giﬁ: 1.001 mg ! 1.690 mg ! 2.730 mg ! 1.100 mg
' AL SHE B 0.308 mg . 0.520 mg . 0.840 mg : 0.825 mg
' Macrogol 6000 0.231 mg ' 0.390 mg } 0.630 mg | 5.500 mg
VIFEYS ) g 0.01 mg 1 0.01 mg + 0.01 mg : 0.01 mg
&7 8155 mg | 10261 1 32421 s o1 g
) mg | mg |
45 T2y
AIZE(E) - REE ()
10 80 71T 77
15 91 90 ' 88 92
30 100 ! 98 ! 93 ! 96
45 101 , 100 ., 94 97
A% 249 pH 40 + 40 1 40 1 38
Az, Edol el whEb Alzd FEAE 20, 40, 80 2 120 mg FC AAE A5 58 UEhyE Ao

spe1s] 2t

<Ad 13>

=

40 mg FC AA A
20 mg FC AA A
of et &5 2| FAMY S HIEsIH.

=
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[0306] (a) A& wy
[0307] Az whg 2 AE whge A 129 £ T g g AT fAletRE At
[0308] (b) A3
[0309] Az AAY 2 22 I 7 GAAHLS &7 MA AT
[0310] ¥ 39
140 80 | 40 | 20 120 40 | 20
i |20 mg Q
AA . mg A A mg | mg | mg mgA | mg | mg
P AA AR | AA | AA A AA | RA
A 1A, o 14 24 474 34163
. 12 A 1
A LA 2R Ty | A A0 A
T~ 28 D) 4% 88 (%) 42 H)E& (%)
10t 77 V79 77 | 78 | 75 77 90 | 83
AZEY15Y 90 ! 90 88 | 86 | 84 92 94 | 90
(B)'30! 98 ! 98 93 | 91 | 90 96 97 | 94
145 100 | 100 94 | 93 | 92 97 98 | 95
27 + - 1 100 - 85 | 74 - 88 | 83
[0311]
[0312] W, mE AdE, Bde ‘e B2 W (2) 8F Tede §A4'd VEe wEs: Aow

[0313] [ o8 7He A ]

[0314] E‘ %Ug%, %L/‘é AJ—E‘_O_i N_[4_[4_(1Yz_ﬂioliao]—é_g_%)_l_ﬁ]Eﬂa'xl‘é]_(2R,3R)—2,S—EﬂEE]-UﬂFJEQﬂ—P,_FJE]_
(1'R,2'S.3'R.4'S)-2,3-HIo| A 22 [2.2. 1] A A} E Ao M| & dlo|E2 I 2alole (2N E)Z LiaH %3
3 BealsS HAE AT T AA ATES JHsEHA e, A AlAlE 2 eke] @4 AR dgko] MEax|ge
g Qo &% mzgo| B53 Ao},

b
n

b
n
~

100

80 f2=77

w60

40

20

0 .
0 15 30 45

A2t (&)
—— 10mg A (A 49H)

—e—40mg HA
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k1
)
\Y

100

‘////k,_,’-o
80 -

60

ol

0 . .
0 15 30 45

g (%)
\

A2t (&)
——40mg FA (ZR2KH)

—e—80mg HA

k1
[
W

100

80

60

ol ]
ol

0 i 1
0 15 30 45
ANzt (2)

—+—80mg AHA

B2EE (%)

—=—40 mg AA
(ZHA 221)

—2—20mg AA|
(A 404)

2 = 88
(80mg HHIE 918t 40mg HAI 271 )

f2 =97
(80mg B RIE A6t 20mg ZA 4 )
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