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AH 2 A e M ° E80 0.6 mg
A3 S|EEAZEHAEEZ QA 3mg
B A ARZAFMEREQ 2 AU |14 mg
el 2 R A= R A ke 0.75 mg
Z ZEk 150 mg

) R 2ol AlxzE M EEXER G4 Ay ol E=nk et
£t S 27 710 mg ¥ 150 mg® o] =4 0 2 ebAsto] v A Al o 860

mgel WAle] A B A2k,

gl
¥ M (Hi-coater, Freund)$Fell 471 3ol A Al 2H A E S8}, v =
7157} oF 30~40°C7} ¥ =& A3t} @ v lo)
03B64650(3] =5 A| T2 A v el Al & 2 0 ~ 2910 62.5%, AF3HE] EF 30.79%,
Z ol gl =2 = 400 6.25%, 3 4HEHE 0.27%, A A48 0.18%,
Ao]azt=xl &r)Ee ol E 0.01%) 29 A 10gS 90ge] =ofl &l AAH 28 &

A3 5 F 71t o8] AFEE BRG] AzE GA o) B v,
F7] BHEL oF 10844 U] A& 3te] Aol ¥ g o] Ul P A 885 mg
st on), 2 Ao A o] 58 e 25 meolth

Al )\l cql 2
7] 3 3ol N AG AR ko w MEFEY A A ayS
Azs ek FAA o R, MEZEN A, SR04 o|tsky &S 20 v 4
A ol] B-pA]A S| Z 2 Z Q2 (Metolose 90SH-100,000cps) oF 53 & -5 %
371 ol xZ B2 AL T L, ofAlE, AAFE 6:3:12 Z e Gl
w8t H4E & %3 A (Eudragit RS PO)E 7Fato] 10wiv% =& =5Q1 A&
AR R Adzste] By sstglar, o) 5 20v 41 A= A Asklh.
S of AL v 4-E Yol T Fste] MIEX AR faked At

AzeF et ofEZnl~etel Sbalal o) 54 Bby, IH TS A A o 13}

h oy

4
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FAsHA DAl s
[116] %3
[Table 3]
AR HEZ =R A4k 500 mg
ghel 7] FRO|=A o)At A 5 mg
TEEA7A H el A H4F 353 A (Budragit |50 mg
RS PO)
o -8-A ) Z 2 dl 5 Q ~(Metolose 150 mg
90SH-100,000cps)
5} el 7] ZHlob = A nh a4 5 mg
& e 710 mg
[117]
[118] AAld 3
[119] 371 3 400 71 Al gk A=} ghg o= f’a?ﬂ}i | S S Al xskgith
SHA A A Qb 2 ARSI AL, A A 0B 2 U B
A v 2G4 AERZ QA F IS, iiiﬁéﬂl% 2 ZHlot =4k
a5 Tkt 3 £3tete] Eenb e S g S
Azt MEX=R A at d 3 o] 54 BHA, 1% 382 AA 4 13
A A A8
[120] X4
[Table 4]
Z 2aub2eHE 29 10.4 mg
B34 Tt azda 20.9 mg
T A NAGAZTZ QA 30.3 mg
3 A T 78.4 mg
53l Al ARAFTHE 8.0 mg
el sEHolEAb vdlE 2.0mg
Z ZEk 150 mg
[121]
[122] AAd4
[123]  Zpvbzebd S Ao 33 FdeH A Al xstdal, M EX =T
At o) 34 B, ¥ A S A Ao 29} Al A A3l
[124]

[125] Hlalo 1
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[126] CoIEZulAEE S8 u g g A 19 FUSHA Azt gdgoR
..;l—j_ [e)

53T
[127]
[128]  HlaLe 2
[129]  ZFup2ebd Sukab gl 2 A o

T=9°

[130]

[131] Hlwe 394

[132] sh7] 3 50l 71 AlE AW gl o 2 w ExEn A AWty
Azt FAH o R WEXZY ks, F2o| = o|4 g AT 20 W4
Aol SHAA A AEZQ 29} 318t & AA ol #5521 ZEv|d &8 =
(K-30)S 7Hell S oL ol & f53 dx7]oA 1Az 2 20 v A
S A A Ao g Zof] Z 2] o & "S- AFo] = (Polyox WSR301)$}
ZHlop= A mpiid| g WAL 29ete] M EX =R A A E s
Al 23T

[133] %5
[Table 5]
T | E X =l ¢ ake] 500 mg
el A FRoluA o)ibsl A |Smg
THA NAGAEZQ 2 50 mg
A 3HA e d 9 E 2= (K-30) |10 mg
2 FA =] o & 7l 2 AFo] = (Poly {200 mg

ox WSR301)

e A = A S A N R
& e 770 mg

[134]

[135] o}lE EulAELEl Subulela) o) 24 B4, 1E 4L A Ao 13 EU5H
AN o, HE Ao A A= 945 mgo) Tk Lo 3).

[136] 2autagd Sy o)A B, AW 382 A A ¢ 33 TS
AR o, HE DA G A= 945 mgo] LTk nl e 4).

N

[137]

[138] Hue 526
[139] 317] 6ol 71 A AR sk o 2 W E

kd
I
g
jais
[
ukss
>,
o
A=)
)
o
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[140]

[141]
[142]

[143]
[144]

[145]
[146]

[147]

Azsleh. FAH R WMEX 2N i, FRO|EA o4t shAE 20 4
Aoll FAA v ARG AER Q 20} 7 T GA|grol] =l Zeu|d v Fele
(K-30)& 7hell g Aa1 ol & 5T 7oA = 9 20 W H # o
EA AT Aol BB 3] Z 2R Q A (Metolose 90SH-100,000cps) <}
ZEot2AF npav S Wil ZFste] Ml Ex =T 94k A E S

Az,

01'“

*6
[Table 6]
T HEFZ =1 ¢k 500 mg
el 4 FRO|EA o)At A 5 mg
A NAGAEZQ 2 50 mg
Z3HA Z0)d 9 Z 8 &= (K-30) 10 mg
A5 A Bl L2 2 Q 2 (Metolose 200 mg

90SH-100,000cps)

2] Eay IS A=t ] WAL IR 5mg

& e 770 mg

olE ZulAutd Hubat 3t o] 34 B, AW 32 A ]
2B o, HE Aoz A A= 945 mgo] k(M) L] 5).

B2abaetel Sba g o] 24 BHY, W 342 A Ao 33 S A 5H
AAEl o, & Aozl GA| = 945 mgo] A Th(M] il 6).

)
cfft
A
Ot
S
X

o

N

AA 5 A 8

7] 70 71AE AR st o 2 WENY =0 A Atal gl S
Azt A4 o2, wel A H 4t F5 3| (Eudragit RS PO) th Al 171 3% 79
) - (Budragit S100, Ethocel Std 14, Cetyl alcohol, Kollicoat SR 30D)1} $F&Fo =2
Azt A& AlQstale AAd 13 sk A AlzsHgit) o] 5 g o=
Bl sto] B 74A] gksste] Aozl ZF A= 885 mgo] AT

7
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[148]
[149]
[150]

[151]

[152
[153
[154
[155
[156
[157
[158
[159
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[Table 7]
Al 5 Ao  [AAA T |[AA 8
W E S 2wl o)Ak 500 mg 500 mg 500 mg 500 mg
Frol=A o]AlshrA |Smg 5 mg 5 mg 5 mg
Z oo g AEARO] = (Poly 150 mg 150 mg 150 mg 150 mg
ox WSR301)
H EF A H A 50 mg - - -
&5 A (Eudragit S100)
o & A& =2 Q ~(Ethocel |- 50 mg - -
Std 14)
223+ (Cetyl Alcohol) - - 50 mg -

Z ) d ol A Bl o] E(Kolli |- - - 50 mg
coat SR 30D)
ZHlol 24 w1 d 4 5 mg 5 mg 5 mg 5 mg
=3 710 mg 710 mg 710 mg 710 mg

A1 HEFET LA

Bk of] whE H3A A 7} th 2 oF FF ZIAIXRA 500 mgs} 553
W] BEES UEE E1sr] flste], AUl A Al g B A &
AL-gstel A gE A A B

TAA R, G7] Al 1R 2, 8] ale] 3 F 5ol Al zH A
A AZ Al 2 AE FFZIGAXRA 500 mgE A}u‘lé}o% 37°C2] pH 6.8
QAL 2F5 9 900 mL 8- ol A 50 rpm & = USP] 7] =¥ -85 W (Method
Mol whek Al star 24 A|gho = &S F & ﬂgge HPLCE -] 3} o]
%8 H & 1o YERR AT

AF8-3HHPLC ¥4 2712 v 2o,

Z &l Waters XBridge (C18, 150 x 4.6 mm, 5 zun)
A&7 53354571218 nm)

o]57¢: NHH,PO, 17 g& & 1Ll =91 F Q14 S = pH 3.02 28 24 % o
H-47: 1.0 mL/min

WA ZE: 435
i 8
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[Table 8]

LA HE MEEEZT JAT Y S8 (%)

) AAe 1 |AAd 2 [Had 3 |Had s |FREA
XR* 500
mg

30 17.3+1.6 18.620.1 16.240.1 17.60.5 15.84+3.2

60 25.3+1.3 26.4+1.1 257402 [26.5+0.5 24.943.1

90 324422  [34.1%12  [33.640.5 34.8+0.7 31.643.2

120 39.042.4  [40.7+1.5 40.120.3 41.120.9 37.1+3.4

180 48.8434  [50.842.0  |51.6+0.7 520412  |47.1%2.8

240 58.443.9 60.7+2.0  |60.9+1.0  [61.2+1.5 55.243.0

360 72.144.6  |74.6£1.9  |754+1.0  |76.1%1.8 67.3%3.1

480 80.4+3.9 82.4+1.4 85.6+0.7 86.3+1.6  |76.8+2.4

600 87.242.1 89.4+0.7 90.7+0.1 92.1+1.4 83.942.3

720 92.0+1.3 94.2+0.1 94.620.1 96.7+0.6 88.942.3

[160]
[161]

[162]
[163]

[164]

=~ I= |

AAE A S AAESE vl T2kl S F Z3AXRAG 500 mg
vl aste] fARSE Fde] 82495 213 5= ). o] &= gz okl
=FZ A XRA 500 mg2] A A A EFo] 1,000 mg o]0 a1, & o wE
B3k A o] GA AT 900 mg 0] 5 S e S u] BHA wRAe} 58 A
AREAE AFS ] g4 o FEWES Al IS AT 5

E3H AAe] 5,6,7 E g FEEA LAY EREE Az Mg
= A A 2 Al 591 AlF = F 23 A XRA 500 mgE AH&3to] 4719k 5L
2078 A st 5b7] & 9ol YERl AT A AT, 2okl
=FFIAXRA 500 mg ] AL o] 82 HE 2T 5 glglomn, o
As Z& A a8 A FEEA aFEAE slo] matH o=
FEWES AYES GATE 7 A

9
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[Table 9]
SEANH MEZX2Y A2k 58 (%)
) ANel s [AAde  |AAe T |AAeds |2FasAX
R” 500 mg

30 212429  [23.8+3.1 24.4+2.8 23.942.9 15.8+3.2
60 28.0+2.1  [30.6+2.8 33.442.6 33.2+1.8 24.9+3.1
90 36.0¢1.5  |41.7+2.1 43.842.5 42.4+1.8 31.6+3.2
120 427412 |50.0£1.9 52.942.1 49.8+1.0 37.143.4
180 53.8+1.1  |63.2+1.8 66.9+2.0 61.0+1.1 47.142.8
240 65.120.9  |73.9+1.9 76.4+2.1 69.5+0.9 55.2+3.0
360 78.9+0.9  |85.4+1.5 89.0+1.8 81.9+0.8 67.33.1
480 87.240.6  |91.4+1.3 92.2+1.2 87.8+0.8 76.8+2.4
600 92.3+0.5  |92.6+0.9 99.4+0.8 92.7+0.5 83.9+2.3
720 94.4+0.4  [97.1+0.8 99.5+0.8 93.6+0.2 88.9+2.3

[165]

[166] Add2:0olE2u 2Bl L2 S

[167] & ol W& EA A 7F S oF 5o S WEE ol 48
FELEE FAT 5 A IRIs] Yt ol E2ul B Al e
thzzoFel 29 E7 10 mg, H]alel 1,3 © 58} A Aol 1 Z 29 A A & 37°C
A A 9= 900 mL &5 Holl A 50 rpm & & USPel| 7] % H &5 4 H (Method IN)©l)
u:}a} ;qs Stal 7} AJZbo] R g &S H 3 85 F S HPLCE 41 3te] 317

10 % % 20 YERHAT

[168] }%6& HPLC ¥4 2712 o3 g

[169] Z1 91 Phenomenex Luna (C18, 250 x 4.6 mm, 5 xm)

[170] A&7 F3F=HE71(244 nm)

[171] o] 0.05 mol/L A4 5 (pH 4.0): ACN: THF =2: 2: 1

[172] -27: 1.5 mL/min

[173] A5 40°C

[174]  HAAIZE 45

|

[175
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[176]
[177]

[178]

[179]
[180]

[181]
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[Table 10]
EEA] [ofEZutAEE Y] 85 E (%)
R N N PR e R FEEE R EEEE:

10 mg

5 612425 [64.543.0 [65.14£53 [41.3£21.7 [42.5+10.9 [69.5+2.5
10 78.8+3.1 [79.12.0 |(86.9+3.3 |54.1£14.0 |62.7+7.7  |84.4%1.5
15 88.742.8 |86.842.3 [93.6+13 [53.6+129 |[722454 [89.1%1.6
30 94.6+1.8 [93.842.1 [97.5+0.6 |78.6£9.0 [81.6+4.2  [94.6+1.6
Bl Al |35 20F [3F10F  [3F10% [10¥-50% [9F-40F |3 10%
F

A7) AR A Bzt B EA 10 me? AL §EES Uy
o 1(obE b Ebe @A )S A 23] §5FS WIS h ¥ e 13}

T4 A
SEAAE AZHE Aol BEA S3Ao] 93 of vl b
S zel B dao] WAshol 8 EHo| sk S

AN
Ao M EX =0 QA FE8A] aiALE 29 5
H}
[e}

3t7] 3 119 Ve AT

311
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[182]
[183]

[184]
[185]
[186]
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[Table 11]
EEZAZHE [l E2u 2B R o] 858 (%)
) AAe) 5 (A6 [AA 7 |28 [EFEA 10
mg
5 62.1£35  |61.742.7  |61.943.1 63.4£28  [69.5+2.5
10 794429  |78.4425  |79.54#27  [79.8+19  |84.4%1.5
15 89.1+1.9  [90.1+2.9  [90.443.1 91.4+14  [89.1%1.6
30 95.1%3.1 94.8+2.1 93.4+1.8  [93.9+1.1 94.6+1.6
B Az [4%30% [4¥-50%  [4¥-40% [4¥-10% 3% 10%

olEENlAEFE Y 85 E S DR FEA B A] G TS WA o 6L
13} S-AFsHA] YERSE o W e H4F 353 A (Eudragit RS PO) ©] 2] 2]
FEEA B AE AR S Ao & = #HH ke B84 =S 2dstE
w37t Bdshs thebd 2 selskgic.

A8 3: 2FH2EE LAY

2t etel 259 AA o gk & 5& E215H7] Y8l 248~
Zrp el kel AU AEA 10mg, Blad 2,4 2 63} A Ao 32 42] A A=
37°C9] pH 6.6 T-A4F &5 21 900 mL 8- 2ol A 50 rpm 2= USPel| 7]« ¥
&9 H (Method Il whet A star 71 A[FD) 2 &&908 H8) 558
HPLCE #413}o] 817] 3% 12 2 & 3¢ YJehl AL

AR 3 HPLC ¥4 278 -3} ¢

Z 9l Capcellpak (C18, 75 x 4.6mm, 3 zm)

A=V 533 54=71(242 nm)

o] 57 A9~ ACN : 214k = 600: 400: 1

<= 1.0 mL/min

X
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[195]
[196]

[197]
[198]
[199]

[200
[201
[202
[203
[204
[205

e e e e
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[Table 12]

SIS |2 EE o] 858 (%)

)=

) Ao 3 |AAel 4 |Hlae] 2 |Hlae] 4 |H]ae] 6 (A AR
A 10 mg

5 78.3+5.1 |78.143.7 |76.8+4.8 |58.447.1 [63.448.1 |75.3%7.0

10 92.4+3.8 (919423 |91.4+2.7 |84.146.1 [86.143.7 [91.6+3.4

15 952422 (947409 |94.4+1.1 |87.4+3.1 |88.443.4 [94.2+1.8

30 96.1+1.7 [95.140.8 [95.1+0.8 |89.1+2.7 |89.4432 (95.6+1.7

Ba|AzE 28 40F 2% 40%F 2% 50F |[9¥-30F [8¥-50% [2¥50%

A7) Ao A thzg AU 2EH 10 mgd 74 552 el =

H] Lol 2(Z2Hl2~Ehel vl )8 A 23lo] 8558 H7Eskelal, Ha-4

AW Ae] o gF-g W ]l 4 F gl A= a5 BEl Al Aol

kAl She] S& o] HAashs A4S Bt o= oA Hrkad

olEZulaetel o] £ A Ax el TAsH, XA = o]-&5lo] A 23

At uba g o] BalkA A & A 3ol QoA FE LA Ao mE

axo) oa) £t Ho] A WEE S A g5

Ao 4: IAMNAY -olE2v2BE A BHA S| A58
ol 2Zul et gl ol eHg Aol 7 A et g A E A4y 98k

SLEZ L AEE 2 dal B A S b sh5he oy Al Al FS A Al B
FAH 0% ol E mul B 249 1 g7} 7o) HHA 5L 5 g4 7H7)

7)
A oAl Z3Falo], Wt g e 2 nlo| el
Z7(60°C, 80% L 5)ol A 4507k A et T &
HPLCE &Helsto] 517] 7 139 YeR AT

AR 3 HPLC ¥4 278 -3} ¢

Z19): Gemini (C18, 250 x 4.6 mm, 5 /m)

A=V 53354 =71(244 nm)

°]-574:0.05 M T A4 4 4 (pH 4.0) : ACN : THF =53 :27: 20

4 1.5 mL/min

313
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[Table 13]
NE Z7] 45
olE = ul~ElEl 24 0.02 0.13
ol E Zul~Ebe ZH47 ¢ / Eudragit RS PO 0.06 0.22
olE=utA~EbEl 47 9 / Eudragit S100 0.06 0.27
ol E = ul el ZH47 9 / Kollicoat SR 30D 0.06 0.29
o} E ZutAEHE ZH4 9 / Cetyl Alcohol 0.05 0.22
o}l E Zul el ZF47 9 / Ethocel Std 14 0.05 0.23
obE =ul Bl 247 93 / Polyox WSR301 0.10 0.53
ol 2 ul~EbE ZH45 S / Metolose 90SH-100,000cps  [0.08 0.37
olE=ulAuE A4 /HEXEY JAY 0.07 0.31
[206]
[207] 471 & 13904 13 4= gl %o], ol 2nlAElel A4S 235
FEAE S Sl ket o) st F FA B2 9 S YEhigITh B34 9] v
G ATS At E MEX 2T At HEA nEAE AL

=] ol & @l & AFo] = (Polyox WSR301), 3] 3 & # & 9 *(Metolose
90SH-100,000cps)™= TE-84 LA So) vla] A4 o s o & gol2d
s YEh SEA Gl A ol EZnl el 53 A B A9 9bg A o)
AAsHA oS g E 4= i)

[208] TEEA WA Tl A = W et AL 5 A (Eudragit RS PO), 2F 2= 5 (Cetyl
Alcohol), ol & & = 2 2~(Ethocel Std 14)2] §- A &2 Z7}gfo] g2 4244
AAeE BEAY nEAL MELZY Ao §AE A Aa ) vhof

[209]

[210] ool A oRFE, &gl &bz V] itobe] YAt Boyo] 1
A AVEoIY A 542 AASHA A gE A Fe e QA
T AT AE oS = 9l Aotk o) o} #RAFI, o] ol A 7] Et
AATA S & = A el A 41 Zlo]m &4 29l Zlo] ol A o & A
olsiisfjofrt g}, ¥ g o] W 9li= ] A A R 48 B
Arelel ov e 2 2 U NG oRRE REHERE WY B
HEE FEirh 2 Er o] B flel 2= Ao = &2 ¥ ook gl
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