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1. HEOFRE

T LY RV RIFNT, AU T 1993 FITEHENE Ca Hib

HFE LU THRIESIN, @IMERER OPMEICRT L TR S Tun s,

AENT O FENAREESE DR 2R LoD, BIZHIEEZHE T 4 L2k E
L7845 & LT 2009 4 7 A IZRGE AR ARG 2 Bk L7,

2010 4F 1 HIZIE, @l EEICx L 10mg £ CHEAIRE & T 5 ER O E
DO—HEFENAGR S Tz,

2012 4F 4 Hiz, lRFE4 &7 L0 OD 7 4 /LA 2.5mg, Smg [BLFIT

N M™ET Ll 0D 7 4 VA 2.5mg, bmg QQ] ICEH L7-,

2012 2 9 AIZi, @&IMmEREIC R L/ANR~D G 2 "lhe &3 2 kR OH
BEO—HERENARINT,

2. HEOREEN - HEIZHES
) 7232 0D 7 /LA 2.5mg., bmg [QQ) 1ZEHNE Ca f5HI3K T
HDHT 2D U VEREE D OD (AENAREE) SEDBRISEIRNE T
»H5,
2)  AFNLOD OFFEERA L7 4 L AKITH D,
OAPENTEDZHOBRCNIIIRITHDT KAL) THRIETE
Do

QL THEMNH D Z ENSEHNES TH D,

ORIET Fe 77 v AUEN RSN D,
T ReT7 TR, BE S ANBEBRICIRE T O EICS
ML, ZOWREHES THEEEZZITDHZ L THD.

3)  ARFNIAEUERAI L K7L RO TKkHY ) KT TRIE LB
BT, ZNERIERZEOEYEREZ R~ L, AWFENREMEN R
ERTWD (TVIL 1. QKRR CHERR SN - EE | OIESMR),

4)  BERIZOWTIEM T EBY THD,

ARFN VA FH RS A A 25 O RIE S BB EE A3 e & 72 2 A A FE0E L
TR,
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1. BR5%E4

(1) 04
TAaYELOD 7 VA 2.5mg [QQ]
TLAaTE L OD 7 40 A bmg [QQ]

(2) #4
AMLODIPINE OD Film 2.5mg QQ]
AMLODIPINE OD Film 5mg  QQ]

(3) ARIDHZE
BN D—Wesh L0 s

2. —iE4

(1) ¥& (gAfiR)
T AT _RUVEREE (JAN)

(2) #8 (gAdiR)
Amlodipine Besilate  (JAN,INN)

(3) RT L
TN T BF ¥ FAAEGHE, =7 = VL FHEM : —dipine
calcium channel blockers, nifedipine derivatives

3. BEAXRITRMER

o~ NHz
OvCHa / | SO:H
.'\-b-\-‘
RO T
4. FHARUVDFE
7312 0 CooHasCIN2O5 + CeHs O3S
471 1 567.05

5. L& (miiE)
3-Ethyl 5-methyl(4£S)-2-[(2—aminoethoxy)methyl]-4—-(2—chlorophenyl)
—6—methyl-1,4-dihydropyridine—3,5—dicarboxylate monobenzenesulfonate

(IUPAC)

6. BERAA. A&, KBS, L5ES
L

7. CAS &3 &S
111470-99-6
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M. AMRSIZEY HIER

1. YE{LERME
(1) 488 - MK
HE~HEBA RO R TH S,
(2) AfEH
AB )= UIETRT L, =& 7 —/L (99.5) IZR0R0EITIC< <, KICHE
Fiz< v,
s (37°C)
pH1.2 : 3.3mg/mL
pH4.0 : 3.3mg/mL
pH6.8 : 1.0mg/mL
7K : 3.5mg/mL
(3) B
LR L
(4) Bm (DR, Hm. BES
Al %9 198°C (4 fiR)
(5) ERIGEEMER TR
pKa : 8.85 (77X /., EIL)
(6) HBELIREL
MY ER e L
(7) Z0ihd 4 REE
FESEHE © A% ) —ARIR (1—100) 13HEEIEE RS20,
(KT Ik TH D)

%
\

2. EHHAOEBEHTICHT2RER
TR L

3. B ORFERAE
HiR 780 08 RNUOVER | ORMEGERRBRIEIZ L 5,

4. BIBEDDEE
HE (Taal e RUNVEEE | OEERICL S,



V. ®HI<EYHER

V. "HIEHI HER
1. #If

(1) FRORXA, NERUHERK
TAETEL OD 7 4 /LA 2.5mg [QQ]
KB 7 b A (DN AREERA)
B L& THR 7oA P8 XUV 3.4Tmg (7 L0 VB >

L LT 2.5mg)
PEAK
4, i TN =R
b - T
)
2 A
—
Ul
K %X Fidmm) | &8 mm) | EAHA(um)
20 14 65~85

T AEIE L OD 7 4 /LA 5mg [QQ]
XA - GIAVE A 7 ¢ v L5 (1 ZEN BREEA)
B 1K THR 7Aoo XU gt 6.93mg (7 LAY E

L LT 5mg)
PEIR
4, i NS kas)
b T
T\
248 A
1 J
Ul
K ox X il (mm) | Ei(mm) | EA(um)
20 14 80~100
(2) HEIDY*
M ER L
(3) #Aa—F

TLAEYE L 0D 7 40 2.5mg [QQJ : QQ411 CEMIZEH)

TLaTE L 0D 7 404 5mg [QQJ - QQ412 (FEASIZEEH)
(4) pH, ZBEELE, #E. LE. EEOERUVUREN pH EHE

R L7



V. ®HIEHI HEE

2. HHIDOHRK
(1) B CEMRS) OF
T AT E L OD 74’/1/.A 2.5mg [QQ]J :
LA THR) 748 P B XUV 3.4Tmg (T Arv e LT
2.5mg) Z&HAH
TABYELOD 7 (/A 5mg TQQ] :
LA THR] 728 P ROV 6.93mg (72 & LT
Smg) *EH
(2) &
trnAn—A, b Rady oo —A BRIETEFREKT
A, bbmo—RA <=7 —/L 400, BbF X, = B{kEk, 277
a—A Yy YT NI LK), [-A F—L
(3) ZDith
R LR

3. BAF. ILFOSBECHT BER
Y LA

4. HEDEBEEBETICETHREHE"Y
<TAuIELOD 7 44 2.5mg [QQ) >

PRAFZRAT RAFIERE PRATHHIE i A

TR 72 G B O )
R OERZ B D B INqe )
NGRS 40°C. 75%RH | 7 /L Ak 6 % H DER SN, 6 » HO
BRIF FicBWnTH e
IS LT,

k=103

FETH R, FERAR, MUERBR CREWTD . SUAIK VeS| e, Ve

Eui
SRBRBHAEIE L OV 6 A H e
RAFSRAE RAFIERE el i
FRREY 72 8 B O &)
K ORI E O HE M 1)
FEMERTTER | 25°C. 60%RH | 7 /L2 @ik 36 % A #%Eéhtﬂi%wﬂ@
BRAETIZBWTH A
A LT,
BIEEE - Mk, e, MERER CHEEWE) . A5 BBk, WX,
o

SCRBREA AN K OV 36 » A H ki




V. ®HI<EYHER

<7ruaIEL 0D 7 44 5mg [QQ) >

PRAFIRAT RAFTERE PRAFHIH] i R

RRIFRY) 705 B DK M)
N USRS OH M 7]
s ER 40°C, T5%RH | 7V 2 ik 6 % H DHER I TN, 6 5 HD
BETIZBWTHETO
A Lz,

E={Yy

HEIEHE 4

FEYR, FERRAS, FUIAB CRAMED . A HE" WM, W
i

XEBRBH AR O 6 o A H 2k

PRAFZRAT RAFIERE PRATHIE] i A

BRERRY 72 & B K R )
K OSSR 0’8 D B A 1)
EWRERER | 25°C. 60%RH | 7L 3 Ak 36 % A DR SNT=R3.36 5 HD

HETICBNTHETO
@S LT,
REEHE : Mk, meslakbe, MAEERER CEBWE) . BRI —MX, FAEME, IR,

P =N
o

HGABRBA AAHRE M OY 36 B S

B al G i 2 W - B IR AF3BR (25°C, fHXHEE 60%. 3 ) @
FER ML OGS BEIIREORBNTHY . 7LV E 0D 7 4 VA
2.5mg [QQ) MOX7 AP OD 7 4 /LA bmg [QQ) 1Ll H Ok
W RICBWTC3EMZETHD Z ERHERSINT,

(i FEARR . TR « AR(ES ) oW TX. SR SEIEICE T 51
Hl #2284 5Z L,

5. RAREZRVBEREOREM
LR

6. fuFlE DEEEEL (MEILFMEIL)
LR

7. BHH
AR G —alkBhik WHEEREE S Ruik CEE2) (ko iR
BRAaAToT= ZANTORIAFIL L 15 5% ORHEN 85%LL ETH -
7=, ?
et RBRIR - WA 2 R
[El#5%5% : 50rpm




V. ®HIEHI HEE

TR ZEE ORE LI Y
TLAuTYELOD 7 40 25mglQQI. T AR T E L OD 7 4 /LA Smg
QQJ (FBRIA) 2o\ T TR EIE S DAY i[RI MR 7
A RI A ] IR B OFRPINE 2 fET LT,

AR L

OE . HREHRBRE OSRAE) ICECRHRR Y AT A
ABRIK 0 1) pH1.2 ; H RARERBRIES 1K

2) pH3.0 ; 7= Mcllvaine FE@EK (2.5mg)

3) pH5.0 ; # D 7= Mcllvaine #2# % (5mg)

4) pH6.8 ; H RAAERBRIES 2 K

5) /K 5 HERERK
[El#5%% : 50rpm (pH1.2, pH3.0, pH5.0, pH6.8, 7K). 100rpm (pH6.8)
TAaTYELOD 7 40A2.5mg QQI. TAuTE L OD 7 4 /LA
Smg [QQJ & HIZTRTOEHRBRSMIT W CHlE A EICE L,
FEYERIA & PR BT L T D 2 & 0VHIE STz,

THEIELOD 7 4/LA2.5mg [QQ] T LAY 0D 7 (VA 5mg [QQ]
5 1 i#%&(pH 1.2) / 50rpm % 1 i&(pH 1.2) / 50rpm
——C=———0 r e g
H H
i@ @
a —— {ZAEHIH| 7 —— EARERA|
—O— REREIH| —O— HERELHF
0 10 20 30 40 0 10 20 30 40
B8 (min) Bl (min)
E 7= Mclivaine #& &% (pH 3.0) / 50rpm E 1= Mcllivaine #E &% (pH 5.0) / 50rpm
i 100 i
80 I
5 2 60
# #
H H
o . @ 40 )
a —— ZHEHIH| a | —— EAEHIF|
i —O— BRI 20 —Oo— HERIIFE|
‘ ‘ & ‘ ‘ ‘ ‘
0 0
0 10 20 30 40 0 10 20 30 40
B (min) BERE (min)
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TG (%)

SEHRHE (%)

TG (%)

100

80

60

40

20

100

80

60

40

100

80

60

40

% 2 ;% (pH 6.8) / 50rpm

—— FHERIA
—O— HEREA
10 20 30 40
B (min)
JK / 50rpm

—— R
—O— HEREH

10 20 30 40
¥R (min)

% 2 i®(pH 6.8) / 100rpm

—— RERF

—O— SR

10 20 30 40
BF R (min)

R (%)

FHEHE %)

FHEHE %)

100

80

60

40

20

100

80

60

40

100

80

60

40

% 2 % (pH 6.8) / 50rpm

—— IRERFH|
—O— HEREIH|
10 20 30 40
¥ (min)
7K / 50rpm

—— RS
—O— BRI

L

10 20 30 40
¥R (min)

% 2 i (pH 6.8) / 100rpm

e |

—O— BRI

10 20 30 40
B§HE (min)

P HZEB OFRDIME GRERELA] K OEHERLA 00 S8 7R H =R D ELig)



V. ®HIEHI HEE

TARYEY OD 7 4 VA 2.5mg [QQ)

CHE RS )
. VA =BV =V -
SABRZfE t%%;ﬁiéﬁu OD 7 4 /L BN .
(OD £&,2.5mg) == W
25me 1QQ) | o)
WERK | [N | ERHIRER | CPRIRHE%) | Ty |
pH1.2 97.8 97.7 -0.1 FPHN
pH3.0 50rpm ) 96.8 93.5 -3.3 5t N
15min
pH6.8 90.2 91.6 1.4 HPHN
pH6.8 | 100rpm 90.9 82.9 -8.0 FPHN
(2 B OFER)
I TAaIE
AR S ( ogfﬁ%i{lg) OD 7 4V A | 2 B¥k g
o 2.5mg [QQ]J DA
AR | BIEREL | IR | R ER(%) | R ER(%)
15min 80.4 96.4
7K 50rpm 30min 88.1 98.6 46.89 HPHN
45min 91.4 96.9
) HHE
(pH1.2, pH3.0. pH6.8 (50rpm). pH6.8 (100rpm) )
FEVERLFIAY 15min AN 85% UL Rist 4 256
AERELAIAY 156min ANIZ L) 85% LA B3 20>, XU 15min (238
U % 3R B 0D SR HE R S AR VE R 0D SRR HH R £ 15 % O #i I
H5,
(7k (50rpm))
FEAERIAAS 15~30min (2 EY) 85% L FIAH T 254
FEHERLEN O SEITR R DY 60% M OY 85% 11T & 70 Bt X4 7 2 R SIC R
T, BRI 0D SRR HH HR S B Y LA 0D SR HH 3R £ 15 % O i
W2 DD, T2 EEOMES 42 L ETH S,
T AT EL OD 7 4 /0A Bmg [QQ)
CHERE )
VAN =R S
. P E LA SIS
BUBRRAE ©OpgEsme | O° TN e | e
5mg [QQ] 2(90)
AR | [ElERS | IR | PR (%) | (%)
pH1.2 93.2 93.3 0.1 AN
pH5.0 50rpm , 96.4 86.9 -9.5 HPHN
15min
pH6.8 91.2 82.8 -8.4 AN
pH6.8 | 100rpm 89.7 92.1 2.4 FPHN




V. ®HI<EYHER

(f2 B DRER)

S T AT
RS e N T
’ 5mg [QQ] DAE
AR | BlESE | TR | PRI ER(%) | TR (%)
15min 81.2 98.1
7K 50rpm 30min 87.7 100.5 44.00 N
45min 91.2 99.5

) E e
(pH1.2, pH5.0, pH6.8 (50rpm). pH6.8 (100rpm) )
PEVERLAIAS 15min LANIZ - 85% LA i3 2555
FBREUAN 23 15min LANIZ ) 85% LA B3 27y, XX 15min (238
VT % FRER LA 00 K A HH R S A E R 0D SR P R £ 15% O #PH I
»H5,
(7k (50rpm))
FEUERIFIAY 15~30min (21 85% UL Bia 4 2554
FEAERLE D SR H R DS 60% KON 85% T & 72 D3 24 72 2 By 51k
WL BRI 0D AR H R S HE LA 0D SRR H R 15 % O b
W2 D7, L 2 B OMEN 42 LLETH 5,

8. E£MFHIERE
Y LA

9. HWAIFOAMRS DHERHERE
1) A4 xR X 2 EBEOS
2) SROMATEM S B E

10. HEDDOENED DEES
Wik~ ~777 4 —

1. i
LR

12. JEAT DRTREIED & 53R HEY
RANT D ATRENED & 2 FGHEMIZLL T Ol ) Th .

No. | HI3R fea4 (e

I N =R N

10



. BH|ICEY SEE

| JEEH At A
D]
N Y] 3—ethyl 5—methyl(4£5)-4-(2-chlorophenyl)
-2-[[2-(1,3-dioxo-1,3-dihydro—2H-
isoindol-2-yl)ethoxy]methyl]-6—methyl-
1,4-dihydropyridine—3,5—dicarboxylate
m | JsdEs i B
D]
N ) 3—ethyl 5—methyl(4£5)-4-(2-chlorophenyl)
—-6—methyl-2-[[2-[[2-(methylcarbamoyl)
benzoyl]amino]ethoxy]methyl]-1,4-
dihydropyridine—3,5—dicarboxylate
WV | 55fEY) HiA D
3—ethyl 5—methyl2—-[(2—aminoethoxy)
methyl]-4-(2-chlorophenyl)
—6—methylpyridine—3,5—dicarboxylate
\AREYSE VAT IR
D He__N o~ AN
N dimethyl 2-((2—aminoethoxy)methyl)— . | Bl
4—(2—chlorophenyl)-1,4-dihydro—6- o 2
methylpyridine—3,5-dicarboxylate
VI RV RVR TR
SOH

13. FEADELGESR - AV RRCERICET S1FH
Y L7an

14. ZDih

R L7

11




V. JAEICEET HIER

V. BEICET HIEB

1. BEEXITHE
RIILESE, BROME

| (g - HRICEET ZEALOEE)
| AR RREDE R T 5120, BARMARE BT 5 RRELIEC
RSB TE AL,

2. BERUA=E

EMERE ; @, AT AP e LT 25~bmg & 1 H 1 EHFO

&5?5 R, FERITIE U BT 5 3. BhRA 70
Al :tlElllEllOmgi'C BETHILNTE D,

JE% 6Ll EO/NRIZIE, T AP E LT 25mgx 1 H
1@%D&5¢50ﬁk\$ﬁ\¢E\f% XV @ E R
Do

PoOE . RAICIET AU L LThomg & 1 B 1 EREOEE
T 5, 2B, ERICES Ul E T 5,

(R - REICEET A L0EE)

§16muﬁmm%~@&5 TEEL T, 1R Smg 22N L,

|2, ARANTOWEN THIEET 228, DRI SIS 5 = & i3z
| . WK CISAT - b (GE O] DEBE),

3. BRI Eﬁ?ﬁ
(1) BBRT—2/\vH5—
%YL
(2) ERER=E
MR L
(3) ERPREIEHER
MR L
(4) FZRAIER
MR L
(5) HREALAIERER
1) EEALETHAERGHER
U EER L
2) HEBSEER
U EER L
3) REMRER
M ER R L
4) BE - RERRER
M ER R L

12



ARICEY SIEEB

(6) JARHIER
1) ERAREHRE - BERAMERAE (FHAE) - RERTREERAR (TREERR

)
AR L

2) KBEHL L TREF RONERIERIEL -RBROBE
kTR L

13



VI. EHREICEY HEE

VI. E3EE(ICEHY HIER

1. EEZMICEEHHILEMXIIILEYE
Vb Rl PRI T AREHER

2. EB#%EA

(1) 1EAEML - 1R
e ReEY RN AEGEIRE LTCOERE TS, AEHOF
BDRIR TR TH D LW R A FT 5, Ve Rebt ) Uy RbL
T MAEPTRI I BN R NE LR L AF v ROVITEERIICHE A L.
ARRNASO TN AOFAERD D Z Lok v, i E <K m
BOVEBEMESED, EVE R ) PRy T AEFEHE (X
TNRINRUNTTEL) LHET D&, MERREN R < LIS
RHEN KT DI ER IO,

(2) ENEEMITHREBERE
BRI L

(3) YERFIREFMAE - FiuhFR
BRI L

14



VI. EMEREICEY SEE

VI. EMBEICET HEE

1. MbREOHET - BEE
(1) BB LA DR RE
AR L

(2) B mehRAEEIERR

TVIL 1. QEGRFER CHER SN FRE ] OIES R
(3) BB CHRER S hi- MR ?

TLAuTYELOD 7 40 2.5mg 1QQJ, T ABTE LY OD 7 4 /LA bmg
fQQ) EAIEUERIA] (OD f8) % [AKkHV | UL TKk7Z2 L) &M Flizsn
T, ZBAF—N"—JEIZED 1 BXF 18 (TFaueyer LT, #h
ZH 2.5mg, 5mg) HEFHEE AT FICHER BEIRE O # 5 LTl sE R RS bR
BEZRIE Lz, ZOER 5 ONT-EYEIE T 2 — & (AUCo 72, Cmax)

DXEAE D EIE D 72D 90 % FFE X TV 41 D log (0.80) ~log (1.25)

DOFEPFAIZH D |

iz,

[T FEH S DAY FHIRIENRBR AT A R 74 ) OH
EHHELTE- L THBY, 7222 0D 7 44 2.5mg [QQJ., 7An
B 0D 7 /b bmg [QQ) & AAEHERLA D /W) R VE D RS S

T ABYEY OD 7 4 /L4 2.5mg [QQ) (k7 L CHRE)

(ng/mL)
2.0

[
o
T

i O SR
=

=
[}

—O— T LR VE XOD74LL Sng | QQ]
—e— fEHRA (ODE. 2. 5mg)
Mean+5.D., n=15

1

14

24 36 48 i 72 (hr)
5 A
M7 LOVEBEDOHRE

15



VI. E¥EIEICEY 5IER
EWENRE /N T A — X
AUCo-79 Cmax Tmax t 12
n
(ng+hr/mL) (ng/mL) (hr) (hr)
LT 0D
7 15 52.7%+15.5 1.34£0.38 7.9+2.1 49.7%£10.3
7 (VA 2.5mg [QQ)
5 4 L
BRIRRA 15 | 52.6=13.7 | 1.36£0.31 | 7.0£1.7 | 46.0=11.2
(OD $E, 2.5mg)
(Mean=*S.D.)

M E i FE N NS AUC, Cmax 250D /%F A — & 1%, #RERE OFR, MLk D
B EIEL - RRRIEEORBRSEIFIC L » TR DN H 5,

TLAETUE L OD 7 4V 2.5mg [QQ) UK TAREK)

{ng/mlL)

2.5

b2
=

=L A A e Bt - 1=

—O— T AT VE XOD74LA2.5mg [QQ)
- —e— FRIERF (OD&. 2.5ng)

B Mean=5.D., n=14

1.0
H“"'-n_______
0.5 — T
D, {:I 1 1 1 1 1 ]
] 12 24 36 48 60 72 (hr)
¥ 5% EE
MmiFcp7 LAOSE BREO#E
HRYENHE /N T A —H
AUCp—172 Cmax Tmax t 12
n
(ng*hr/mL) (ng/mL) (hr) (hr)
T AT E L OD
14 55.5+12.4 1.52+0.34 6.41t1.0 41.3+8.5
7 4V 2.5mg TQQ
s s )
FER 14 56.8+18.3 1.660.50 7.0+t1.8 40.0+6.3
(OD $E. 2.5mg)
(Mean=*S.D.)

MAFEF I ONZ AUC, Cmax 250D /RT A —Z (X, #ERE ORI, gD
BeEEg « RFREEE ORBRSGEIC K o TR D R[REM N H B,

16



VI. EMEREICEY SEE

TAEIEL OD 7 404 b5mg [QQ] (k7 L THRIK)

{ng/mL}

1 -
il
L4
0
i
Fi
A
-
oy
=
B

—o— 7 AT Y YOD74VA g [QQ]
—e— fRH#EMIAl (OD3E. 5mg)

Mean=5.D., n=15

12

24 36 48 60 72 (hr)

0
SRR
MmiEh7 LOVE BEOHE
IRYENHE /N T A —H
AUCp—172 Cmax Tmax t 12
n
(ng*hr/mL) (ng/mL) (hr) (hr)
T AT E L OD
15 110.6+26.0 2.78%£0.65 8.3+2.5 48.3£13.3
7 4/ 5mg 1QQ]
45 5
iT%%%J 15 113.4+26.6 2.81£0.66 7.5+2.1 47.9+12.2
(OD %E, 5mg)

(Mean=S.D.)

MAE AR N ONC AUC, Cmax S0 /8T A — &2 %, #ERE O, ik D
PR EL » R OB K > TRAR L RN & 5,

17




VI. EMEREICEY SEE

TLArYELYOD 7 (VA b5mg [QQI (K THRZE)

{ng/mL)
4 r

FEEE WD N BEE

—C— T ARV AOD7 A B e rQQJ
—e— EEifiUA (ODSE. 5ng)

Mean+5. 1., n=16

2.

35 48 &) 72 (hr)
¥ 5 ®ERE
MmiFh7 LOCE REO#KE
IRYENHE /N T A —H
AUCp—172 Cmax Tmax t 12
n
(ng*hr/mL) (ng/mlL) (hr) (hr)
L TE
7 ~ &~ 0D 16 105.2+27.0 2.85+0.62 7.2+1.7 45.94+14.3
7 4 V. 5mg 1QQ
CUp/Eeyi U]
$T1%%%J 16 99.8+25.3 2.68+0.64 7.7*+1.4 42.5+11.4
(OD #£. bmg)
(Mean=S.D.)

MR TN AUC, Cmax 5 0/85 A — 5 13, BB# ORIR, Mo
EREEIAL - FE RIS ORBARIFIT X > TR 2 THEMEDS & 2,

(4) BhEE

AR L

(5) BE - HRAXD

5480

Foa

VII-7. fHEA/EH | OEZBR
(6) BEH ((REaL—Iay) @BIICKYHBAL-EMEARNSREEEER
BN -

YRR/ NS A —F

(1) fEAE

KPR L

18




VI. EMEREICEY SEE

(2) RILEETEH

WA L
(3) SAATRLSEYT 1
VAR L

(4) HEEEEH
T LAmTE L 0OD 7 404 2.5mg [QQ) 1 0.0145£0.0028
7T 0D 7 4/0Ab5mg [QQJ 1 0.0153%+0.0038
(5) FUTTVR
R L
(6) HHEH
KR L
() MEBEHEE
M EIREA I 97.1% T B,

3. IR
MR L
4. 4
(1) ik —ixEIPSE@ s
MR L
(2) Mik—RRBERAPT @B
MR L
(3) Eit~DITHHE
MR L
(4) BEHR~DIBITH
MR L
(5) ZDihDBEH~DBITHE
MR L
5. X
(1) RBEBAL R OB
MR L

(2) KBICBE5 T 585K (CYP450 %) D7 Fi&
RENTIZE L UTEMHIEESE CYP3SAA RN E L TWA EEX BTV
Do
(3) MELEENEDEERVZNEE
M ER R L
(4) REYOEHDEER S LE
M ER R L
(5) EMHRBMDREERII/NTA—4
M ER R L

19



VI. EMEREICEY SEE

6. Heitt
(1) BEMERGL R OHREE
YRR L
(2) Btz ©

RPARZEACAPEMRIT 8% TH 5,
(3) BEthERE

mMER L
7. P URKR—E—IZET BIEHR
mMER L

8. EMEIZLBBER
BAMERNEWNTZD, BITICL 2BREFIZHERDTIER,

20



VI. 22t (ERALOXES) ICET5ER

VIL.

T2t (FRLOIXES) CBYHIER

. EEAR LT DER

Y Lgn

. BERRBEET0ER (RAIEERZE0)

22 CROBHICITERELLEWNI E)
b Fa vl U b ATk UIRBUE OBEFERED B 5 BE

- PREXRIIRICEET SEALDEE L TDER

(V. IGRICET2HA ) 22952 &

. RERUVAEICEEY 2ERLOIE & T NEH

(V. JBIEICET2HHE) 22452 &,

- BERERB L EDEH

EERES (ROBBIZITERCHRETZ L)

(1) W\EICMEDRWEE (X OIMEMETT2B8F1H 5, )

(2) FFHEREREED B D BE (RFNI I TRE SN D720, TFEREREERE T
VR R R D AE R R ONIL H R — IR AR TR (AUC) 3R
LHZENHD, mARE (10mg) IZBWTEIWEAORBEENE E 5 alietEn H
HOT, HERICTEECERSGTHZ L)

() mimE ([EEE~O&E ] OHESH)

(4) EELBHEREDD D BE [ RIICBEREDH S BE T, BEIC
EVEHRENR T T2 2 0395, )

. BEERQERNIBE L ZOEARVRES E

EEQEREE

(D) BEERICESSKDEVERDHLDLND ZENRHDHDOT, mprfE¥E, BEE
DEEAEEIR 2 0 O IR 2 B E T D BRICITER SE L 2 &,

(2) AT 5 BE P A3 = < RGP R B RRIR R EERNR RO SN D
T, KAFEG P IERICHMOBRER ZEH 45 & &id, RG-S
HMET LR EREORELZBE L bEEICRSG T2 L,

. HEER

[ AAI ORI ITE L L CHEMABIRESR CYPIAM A S LTV L B LR TN 2, |
(1) BRAZEEZOER
AR

21




VI. R (ERLOFXES) (CET5EE

(2) ftRFELZDER

HrREE BHRICEET L)

N4 B ARTER « HEiE 7R BEFF - R 1
BEIEERZA87 | HAEICER 2R 28 | HAIERZEBT 8%
% 3 N5, HEICBEZITY | Wb b,

REERLCERTSZ L,
CYP3AMMHER] | =V Aua~A L ROUL | KFIORE BB L E
T 2Au~A | FTELEOHAICEIY K| ENDAEEENREZOND,
v KoM APRREN EH Lz &
ULFTEL | OWERD D,
L) Nl i
A=
— L5
CYP3A4FHEH] | KA OMAPPRENMETT 5 | KANORBF L S5 AT
V7o ey | BEADRDHD, REMENEZHND,
VE
T L—F 7 n— | KFOBEEERNER I | 7L —7 70 —ICEEN
WV a— A LBRENDG D, R Z | D5 DS AREI O 2 FLE
L7Z2WEICEETHZ &, | LoARKIOMHIREN ERT
HAREMENE 2 b D,

SURABF L | VU NAETF L 80mg (HWN | BEFANEA,
FAROEAR) & OPFHIC
kv . vonzxFopAUC
BT1% EFH Uiz & OFRERH
Do

/AR N3 PEHICE D270 ) A 2D | AR Z 70 ) KA, L
AN B U BREES | L CCYP3A4IZ L W IR sh
D& 7al) AAORIWERN | 7 fHICZv 271
BT HBENNSH D, 0FH | KAOKRHMBHEEBS NS A
BplZiZZ 7 e ) A2oMd | EEEREZ HND,
REZE=X— L LEIZGH
CTx#7ul b xAOfE:
HETDHZ L,

. BIER

(1) BHEROBE

[R50 et T A O BIE R R BRI N e & 72 H B A Ef LTy,

(2) EALEIER & OHER

E N

1) BIGERT# CGHERI) . FFHSEEREE (GBS AM) . &E GRS R « BIETZ%,
AST(GOT), ALT(GPT), y-GTP @ _EHZE% 5 FHEREMEECHIEDN & 6 it
BILERBHHDT, BEE STV, BENED LB 5% 5
U, eI B RTH T L,

2) MERMIERAE CHEAW) . BMBORA GEERW) . m/MREL (BERD) |
WEERTERAE . BRI . MR B d B G T E R DD T, R

22



I 22 (FEL0F=%) T 31EE

117972 EBEZ 02 T, BREPRD b HA &2 Rk L, @)
IRALE AT S T &,

3 BEIOwY (BHEARW) : BETa v s (WHER : Ik, ©F0E) b
EbNEZENRDHDLDT, BENRBO SN EAICITHREG LTI L, @A
WEHATH Z &,

4) HEREBHBMEE (BEERP) - BRTRAREN H Lo d Z ERb D DT, BlE
ZHANTAT, PR, B, CK (CPK) & MR ORHF I Ao
Y EAENRS LDNIGAIE, S ERIEL, @UIRLELZITI 2L, F
7o MR RARIE I X D BB AR RORIEICEET HZ &,

(3) ZDHhDEI1EH

RO XS BREWERRZEO bNSEIiE, BEIDST, BE, &5 IEFowE
O uEZTT S 2 &,

AEE B

ALT(GPT), AST(GOT)® k5. FisaeRsE . Al-P, LDH @ L
H. y-GTP k&, #JE, JEK
FIEEDF T (BUE, B . B, MR,
28| . WM, IRESUTERE 7 0y 7 iR, DR,
Jerh, BR, BRIR
e - S0 o0&, B - BHE, IRK, #RER, ARIEHRREE,
SOTENE, RHR, SERIMEEIR
& g o= TR, A, MR - M-, 08, EIERE, T - djfE,

PEEEIEGEI, ONR, M. HIBR. X
- B AR | HEBRLE, M, m. BIEVE. W
R - A | BUN EF 7T F =2 bR BUR - WRBUR, JRER A
PRIGIMEGYE, JRPE A, PhEhkss, PeiRpEE
M= L A7 a—/L L& CK(CPK) &, &g, BRI,

T fisk

&

R

R HiIER

ROH R R pn o

m | IR~/ e BRSO, AR, FE.
D

@ m o | 5 I WA JLRBRCE, SRR WK,
.

= B2 GEHAICED) ERRE

EHEERE. LU, B B, s, SRERE, %
97, W, FEEN BLJRE. PPN, REEGE. 29T,
BV T LD AL, B, A, (REHN, ARER
DR, BSEE

£ 1) 10mg ~OHEIC LY SHEICRO DI L OWEDRH D,

2 BELEGAIIIRGE2PIETLS L,

T o

(4) HEAMBEERERMER VERERREBEE -8

KPR L
(5) £WKEE, BfHE. BEERUTHOARSE RO FRETERE
KPR L
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VI. R (ERLOFXES) (CET5EE

10.

11.

12.

13.

(6) EMT7 LILF—ITxdd BB RURERE

22 ROBHIZIIERELLEWNI E)
b Fa vl o b AWk UIRBUE OBEFERED B 5 BE

ZDthDEIER
BBUE™Y : 5, BRIE. FHS, CRUREBUE, S, &%, mETEE (6
JEAH)
) BRRELEEAICIHRG 2 IETE 2L,
. EERE~DEE
FEE TIE—RICBEORFEEIFF E L 2N E IR TWD Z & K OVERE TOR
WEhRERER Tl RS & < L M HRE RN E S 22 AN TS
DT, KHE (2.5mg/H) NoEEEBMAT DR ERFEORELZBILR LN HIE
HICEEGTHZ L,
iR, ER. RIFEFE~OERS

(1) 45 SR L TV B ATREMED & 2w NI 59 2561213, 16 EoF IEME
DEEMEE EE 2 S SN A5G ARICORARGT 52 L, [EWER CHIRR
BB G35 &R S OV R AN E R 95 Z L3580 b T 5, 7)

Q) BHFDIFASNDOEENIRET D ENLEFE LD, RS2 ETHRET L2856
X, RILEBETSEHZ L (B MELTA~BITTAZ ENMESNTNS 9],

MNERE~ADERES

IRHAEMREN, BrAER, LR 6 RO I3 5 ZaMhiIfs LT
W (AR ),

FERBRERRICRIFIEZE
BN -y 2

BERS

AR BEORMMAAEILRICL Y, v a v 7 250 UWIERT & SO SR
EEITIENH D,

WE . O - FFERED T = —Z24T\, HENCMEERET 5, F LWIMERT
DRO LNTGAEIL, W% b, EiR OG5, ODIAE RIS 5 ALE
AT 9 FERDEE L WiGaid, BRMKER YR EICHEE LR 5
FAER OB G 2ZET 5, AFIXEAKEEDNEH WD, BHTICLDRE
IFEDTIER W,
T, TLAu T U RUOVERERIFIRAER ISR E B LG E. T
L P AR VERIERIFI O AUC 13 99% i L. IR 2 BERE# Tl 49%
B Ui Ee . T aa D8 oS U A B 5 O W ) AL
EE LU CEEREGDENTHD EHREINTND,
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VI. 22t (ERALOXES) ICET5ER

14. BARALOIE

(1) DB : DERIZEDIHEAT D Z &, DE%SCLE2STRET 2548121,
R, JEEBET CTRIFTD 2 &,

(2) BRI : 730z, A (7o s) ZROHLTIRAT S &
IEETHZ &,

(3) BRAEEF : AFNTE O EICOWMERZ IR S, MEROATRHAMETH D, F
7o, KCTIRHATHZLHTED,

15. ZDMDFE

KEBURIZE S TRV, T AR D R UERERIFNC X AR O G
FERRENR (DEMEHEMEZEGT) NALNT-EOWERD S,

16. T Dfth
Y L0

25



X. JFERPREAERICEHY HIER

X. JEERPREXER(CBE9 HIEE

1.

2.

AR

(1) EHREHER (TVI. EHRE(ICEYTSERI 3R

(2) BIRHFEEHER
U L

(3) REMFBHE
U L

(4) TOHOFEHES
R L

B

(1) BERSHERSR
AR L

(2) REBSHEHBR
PR L

(3) RSB
PR L

(4) TOMOREHRBL
AR L
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X. EEMERICET SIRA

X.

—

EEMEEICET HEE

FRHIX 53
B K7 LAEIEL 0D 7 444 25mg [QQ)
ISR, G R
TAaTELOD 7 404 bmg [QQ]
ISR, G R
) EE-EMSEONGE I VERTLZ
BRES : 7T A U LRV TR

. BRI ERLAR

FEHIIR - SMEEICERR (B 4F)

. BT - REEE

S

HRRT, [EBER

. BREHR N EDEE R

(1) ZERHTORYHFEVEDBESICDONT
VI 14. @A EOFEE] 228552 L,

(2) EFIRMAFFEORYFWNIZDONT (BREFICBEITANESNWESRIESE)
VI 14. @A EOFEE] 228552 L,
BEMERLTA R HY, <TFTVoOLEY : HY

(3) FAFBFOBERIZCDOLNT
R% L7

. EREHF

EARRANA

L

TLAEYE L OD 7 404 2.5mg [QQ]

TV ARk 100 #(5 KX 20)
TAaIE L OD 7 405 bmg [QQ]

TV Ak 100 #(5 KX 20)

. BHROME

TNAIEM RV =F LTV I7HL—F/"TNAI=0L/ KT L
N

. B—HS - A

[Fl—psy 3« VXA 7§ 2.5mg, 5mg,10mg, / /LN A7 OD §E 2.5mg
/'bmg,” 10mg
T AP U8 2.5mg, 5mg, 10mg. 7 .A12 Y  OD $E 2.5mg
/'bmg,” 10mg
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X. EEMERICET SHIEE

Ml %) . =72y, oAV UHERE, =LYy, =
LUy, w2V EUVIERE, =V UERE R ED
Tk Rl v R Ca flifisk

9. EffEEERR

e
10. BEIRFTEARER B RUER
B %LMA%HEHH TR
;;i;;é;jwﬁ)74”VA (ég;;;;ifig) 22400AMX00682000
;;:?;;TV%I)74/bA (Q;;i;;ifig) 22400 AMX00683000

*E
BIRFE4 « 7 Au P OD 7 4 VA 2.5mg [EUFIT /3
AGBAEA B 2 2009 4E 7 H 13 H
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