2026 & 5 AT (5 11 hR)
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E X & 4 v 4% E 12— 7 #4# — L
AAMRIREXRIEISD IF 528 E4E 2018 (2019 FHEFAR) (THEM L THERK

Bt Ca HHi2E.HMG-CoA ETEREEH
FLAASEURVIEIE - 7 FILIARAF ALY LKHIDE S HI

TILIy L EEERE1%E TBEI]
TILIy G 2%E TBETI]
T7ILIy L EEAE3IE HEI]

7Ly FEEERE4E HETI)
AMALUET® Combination Tablets

#l | 7aonba—T7 478

[EIE S Y i S

RAEORMES ) EE—EEORTGEICIVFENTLZ L

AP =R a3 T RARARF 2 I LK)
(TLrIELELTOR) (7 bR REZF L LTORE)
2w . & B 1% 3.47mg (2.5mg) 5.425mg ( 5mg)
2 % 3.47mg (2.5mg) 10.85mg (10mg)
3% 6.94mg ( 5mg) 5.425mg ( 5mg)
4 % 6.94mg ( 5mg) 10.85mg (10mg)
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¥ 4 : Amlodipine Besilate, Atorvastatin Calcium Hydrate
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I. BEICEYTSEE

1. FAROEE
AENT. 7L DL RUABER T VSR EF T vy MK & A9 4y &+ 2 Rtk

Ca fiHi# "HMG - CoA Z TR FAITH 5,

[T~nrTy MCAEE1EZIAET]), [T~y MeSE2HFIBRET)), [T~rxmy MECAEE 3

HBIHEL kX 7=y MEEE4BIBET]] 1T, BEIMRASMIBRBIERKS, & L TR
ZARE L, B OABR G IEZBE, ZEMERER, AW raR S R4 94 L, 2015428 H 17 H
(AR A B, 2015 4F 12 A 11 BICERFEZBIAA Lo, CGER¥E 0331015 5 (k1743 A 31 H)
\ZED E KGR RS

2. REOARFAHFE

(1)

(2)

KENT, 7L PRI R ONT MV R ZF 2 v T DoKF &GRSy &1 D Fiee
Ca #5913 "HMG - CoA R TR EFEAITH 5,

BRZEWEHE LT, 72on P TRUEMK., ITHReimEs, s, SERERE, BimekEd . i
IR . RE T Oy 7 BESUTRRE . 7 NV SR X F U TR EMRE . I AT —, tsEA
TEVESESEME X A/ F— BHENTZ, TR, NTFHREREE . SE., IBEUE, MERRIERAE, I EkIEAE,
MR E, a3 R 5P E  (Toxic Epidermal Necrolysis : TEN) . & G5 ARIE R fE
(Stevens-Johnson JEMERE) . ZTEALEE, & MbE, FERWE., FIEVERGS . BEIER B PJENHE ST
W5, (VI 8. (1) HEARZEWEM &R DHSM)
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(1) BAEE @D D7, SERIMEICIRTES - B - a2 A 7Y =y NHIFELE,
(2) PTP>— bOAETHEHIZARY 7L U 28ALTEY, SEHOMHRENIETH D,
(3) PTP > — MIE vy Far bu—L &7, 1T EITHS4 - G@ERR LI,
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I. &WICEYTSER

1. B5EA
(1) f4&
TNy MlGEE1E TAETL)
Ty M ERE 2% THEETL
Tvhxy MlGEE3E TAEL)
T~y MG RE 4% TAET]
(2) ¥4
AMALUET Combination Tablets
(3) &/FMDHERE
ERENVESX SRS I

2. — g4
(1) M4 (HidE)

A F YL T ERIT XY R S NIBL A OR— T T FAR,

TAaYE LU NRUNVEEE. T NV ARRETF S AR (JAN)

(2) #4 (&4iE)

Amlodipine Besilate, Atorvastatin Calcium Hydrate (JAN)

(3) AT, (stem)

T hua TR UEREE

=7 2 VB VRO CattTF v RUHEHLEE | -dipine

T RN ARF TV T BIKFI)

f# 3R PHERK - -stat-

3. EEAXETRERX

T RN ABF T T BIKFI)

H
HsC | N | 0-~_-NH2
e : O~ At
T A\ Y AUV o H o SO sH
: al . ©/
R UHBRR MR
HaC CH3s

H OH H OH

(0]
©\ L L 02
H 2 N/\/\/\/

F

Ca’ » 3H.0

4. FFRRUSFE

.o 4373 ¢ C20HasCIN205 + CsHsO3S
T AaI R LR
& 567.05
2 : CesHesCaFa2N4O1o + 3H20
LSRR B F BT SKFIY ﬂ%if 66HesCaF2N4O10 2
18 1209.39
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5. %4 (M%) XEFE

T hua TR LEREE

3-Ethyl 5-methyl(4 RS)-2-[(2-aminoethoxy)methyl]-
4-(2-chlorophenyl)-6-methyl-1,4-dihydropyridine-3,5-

dicarboxylate monobenzenesulfonate (IUPAC)

T RN REZF T AIKFIY)

Monocalcium bist(3R,5/)-7-[2-(4-fluorophenyl)-5-

(1-methylethyl)-3-phenyl-4-(phenylcarbamoyl)-

1 H-pyrrol-1-yll-3,5-dihydroxyheptanoate}trihydrate
(IUPAC)
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T RN REZF T AIKFIY)

A~ A A ORRIEOW R TH 5,
fii I b D,

(2) B

T a3 R VR

AL )= MIEFRT L =2 =1 (99.5) IZRORIETIC
<L KIZEETIZS W,

T RN AEF TV T BIKFI)

A )= VZHBD TIRITRT <, AT NVANLFF Y R
TR <, AT —b (99.5) (RO TEITIZ L U,

(3) BBt
M E R L
(4) Bhpm (SMER). bR, BEER

‘TADVBVvaMﬁ

Bl K 198°C (45 FR)

(5) BRIEEMRETH
MY ER e L

(6) SEFREY
M E R L

(7) ZOMDELREME

T AT R Uit

A X ) —)VIEIR (1—100) ($hEeMEZ2 R 720,

T RN ZREZF v AIKFIY)

e [al D+ —7~—10° (FAKBICHFE L1 D 0.2g,
TAFILANIERFY K, 20mL. 100mm)
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3) EMERIE
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V. RAICEIYSIEE
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R5E44 Ty MELAEE 1R THIEE T 7oy MGk 2% THET
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AVIo CRlaD
e} 1z 2%
SET FET
,‘\ﬂbeyA /\)1“/:[-94
45 B 1% 2%
SET HET
i — —
HE (mm) 6.1 7.1
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HEi#& (mg) 94.2 141
ARE R 7Tvnvxzy b 1% AETL Tvnvxzy b 2% AETL
ffEa— R @195 @196
R5E44 7~y MGk 3E T HIET Ty MGk 4% THET
balli T4 a—T T
<X | ERD e
781D
F 3=
15]:3%
/‘)quI'ﬂA
45,7 Hih 3=
15]:3%
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ARE R 7vnvxzy b /3%, HETL Tvvxzy b 4% AET
ffEa— R @197 @198
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(M. 6. "WAIOKFEEM TR 2LEN] DHESM)
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YL

2. RAEDOHER

(1) ARRS EERS) OEBRUFMA

W5t

Ty MilAEE1E THIEL)

Ty NESEE2E THET)

By
(1 gE)

T hnu YR VR 3.4Tmg
(72 P& LT 2.5mg)

T RN ARF TV T BIKFI)
5.425mg
(7 vz gL LT 5bmg)

T RARREF AT BIKFIY)
10.85mg
(7 "Rz ZF oL LT 10mg)
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A BNT . BETH

fEmEL B — A TRBEREEI LT A
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A= R VN

VIR 6.94mg

(72 YErE LT 5mg)

T RN AEF TV T BIKFI)
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10.85mg
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6. HADEKBEHTICETIRER"

(1) TR

RERFE IR : 2012/3/30~2012/10/17

O7r~nzy b MiddsE1 & THEDL)

IEEER  40°C - 7T5%RH [ Bk Alds

JEHE : PTP k]

RERE E [=ESVRIN PRI
< B> HE B AL 154 3% H 6 » H
MR n=3 AA-101
<BEfADOT7 4 NVLa—TF 4 | AA-102 ke ke A A
75 > AA-103
e AA-101
Eﬁ(::ﬁ C)n_3 AA-102 e — — TERe
AA-103
#iERE (HPLC) n=3 AA-101
[7 M ARZZTF ] AA-102 SR A A A
<¥1> AA-103
R (%) n=3 AA-101 | 1.8~2.7 1.3~3.8
(B RE— HERR) AA-102 | 1.2~1.9 — — 1.2~2.7
[T AT ] : : : :
C15.0%LLFS AA-103 |  1.6~28 1.6~1.9
@féf?ﬁi% rg/;)t%;;g AA101 | 1.9~33 1.9~4.1
(7 hr A s o] AA-102 | 1.6~3.0 — — 1.9~3.1
<15.0%LF > AA-103 |  1.9~3.0 1.5~2.3
VM (%) n=18 AA-101 | 87.2~96.6 77.9~ 95.8
[FAaa o] AA-102 | 82.3~96.3 — — 80.8~ 98.8
<304y, T5%L E> AA-103 | 85.5~99.3 84.7~101.2
VEHME (%)  n=18 AA-101 | 73.4~89.6 80.0~ 94.9
(7 AN EF ] AA-102 | 78.3~92.9 — — 82.5~104.0
<454y, T0%LI > AA-103 | 78.1~90.4 75.1~ 95.4
& (%) %2 n=3 AA-101 | 99.8~100.0 | 99.3~100.1 | 98.3~99.0 | 98.9~99.5
[FAaa o] AA-102 | 99.9~100.2 | 99.4~100.3 | 98.6~98.9 | 99.5~99.6
<95.0~105.0% > AA-103 | 99.7~ 99.9 | 99.0~ 99.4 | 98.3~98.8 | 99.0~99.4
& (%) %2 n=3 AA-101 | 100.1~100.7 | 100.0~101.5 | 99.7~100.6 | 100.9~101.0
(7 F 22 F ] AA-102 | 100.7~101.2 | 100.1~101.4 | 100.2~100.5 | 101.3~101.4
<95.0~105.0% > AA-103 | 100.7~100.9 | 100.1~100.4 | 100.1~100.4 | 101.0~101.8

%1 : RRT #) 1.29 OFHME : 0.5%LL . AL OME 2« OFEBE - 0.2%LL T, HIEBGWE : 1.5%LL T

M2 FRRICHT B EHR (%)
— . RN




BRI : 2012/3/30~2012/10/17

O7~nxy MNiLEEE2%F THET) iR 40°C - 75%RH [Fi&a2EFAE « PTP ald]
AR E =BV PRAF IR
< Hitk > H5 EELGLES 1% H 3 H 6 »H
PEIR n=3 AA-201
<YEBDT 4NV a—F ¢ | AA-202 ke ke A A
v TRE> AA-203
. AA-201
ﬁﬁﬁ‘}i\;ﬁﬁc)n_:g AA-202 iy — ReY
AA-203
MR (HPLC) n=3 AA-201
[7 hFANRZZF ] AA-202 e e A HE
<¥1> AA-203
%ﬁg%i% rg/ff)t %1;)23 AA-201 | 12~15 1.0~2.1
(7 D] AA-202 1.1~1.7 — — 1.2~1.5
<15.0%LLF > AA-203 1.1~2.5 1.2~2.7
@féf%i% rg@%%): 3 AA-201 |  1.8~22 1.1~2.0
(7 f sz o] AA-202 1.4~2.1 — — 1.2~1.8
<15.0%LLF > AA-203 1.1~2.3 1.1~1.8
WM (%) n=18 AA-201 | 72.1~89.4 80.8~92.7
[T Ar U] AA-202 84.1~92.1 — — 82.2~93.0
<4574y, T0%LL E> AA-203 | 83.1~88.2 85.3~96.3
WHME (%) n=18 AA-201 73.4~92.4 88.4~96.8
[7 FAARRAZF ] AA-202 | 81.0~94.8 — — 88.0~97.2
<1574y, T0%LL F> AA-203 | 75.6~94.0 86.4~95.4
&' (%) *2 n=3 AA-201 | 100.7~101.0 | 99.0~100.0 | 99.5~99.8 99.4~99.7
[72u o] AA-202 | 100.3~101.0 | 100.1~100.7 | 99.3~99.6 98.9~99.5
<95.0~105.0% > AA-203 | 100.1~100.3 99.8 99.0~99.4 99.0~99.1
&8 (%) *2 n=3 AA-201 | 101.1~101.6 | 100.6~101.0 | 99.9~100.7 | 101.1~101.3
[7 FAARRZF ] AA-202 | 100.8~101.4 | 100.7~101.7 | 100.2~100.8 | 100.7~101.3
<95.0~105.0% > AA-203 | 100.7~101.1 | 100.6~101.1 | 100.4~100.7 | 100.8~101.1

%1 : RRT # 1.29 OHEHEWE : 0.5%LL ., ELLIAOE 2 OXEZFWE -

K2 FREITHTDEAR (%)
— RO S i

0.2%LL T, BEEwE

1.5%LL T~




BRI : 2012/3/30~2012/10/17

O7~nxy MNiLEHE3HE THET) iR 40°C - 75%RH [Fi&a2EIFRE « PTP ald]
R IE H =N PRAT I
< Hitk > i EELGLES 1% H 3 H 6 »H
PR n=3 AA-301
<t DT 4V ha—7 4 | AA-302 e e SR SR
v ThE> AA-303
s AA-301
ﬁﬁﬁ‘}i\;ﬁﬁc)n_:g AA-302 iy — ReY
AA-303
#iEERER (HPLC) n=3 AA-301
[7 hFANRZZF ] AA-302 ke e plEkey plEkey
<H1> AA-303
%ﬁg%i% rg/ff)t %1;)23 AA-301 | 0.6~13 1.3~2.7
(7 AmoE] AA-302 1.1~1.8 — — 1.9~3.8
<15.0%LL F > AA-303 1.7~4.6 1.9~2.9
@(ﬁ’?ﬁi% rg{;i%ﬁ AA-301 | 2.3~3.7 2.4~4.2
(7 LT ] AA-302 1.5~2.2 — — 1.5~2.6
<15.0%LLF > AA-303 1.2~3.7 1.0~2.3
WHYE (%) n=18 AA-301 | 80.4~87.5 81.4~86.1
NS AA-302 | 80.9~90.1 — — 77.8~87.6
<454y, T0%LL 1> AA-303 | 82.0~93.8 76.9~86.7
WHME (%) n=18 AA-301 | 84.1~91.5 79.0~88.4
[7 FAANZZF ] AA-302 | 86.5~93.2 — — 81.3~88.3
<304y, T0%LL > AA-303 | 83.8~91.4 84.4~92.6
& (%) "2 n=3 AA-301 | 100.2~100.3 | 99.2~100.7 | 99.3~99.7 99.0~99.2
NS AA-302 | 99.4~ 99.8 | 98.8~ 99.1 | 98.5~99.9 98.4~98.7
<95.0~105.0% > AA-303 | 99.4~ 99.6 | 98.6~ 98.7 | 98.9~99.2 98.3~98.5
G (%) "2 n=3 AA-301 | 101.4~102.0 | 100.7~101.7 | 101.0~101.5 | 97.9~98.9
[7 FAANZZF ] AA-302 | 101.8~102.3 | 101.1~101.6 | 101.0~101.5 | 98.8~99.3
<95.0~105.0% > AA-303 | 102.2~102.3 | 100.8~101.6 | 101.3~101.6 | 98.8~99.4

%1 : RRT # 1.29 OHEHEWE : 0.5%LL ., ELLIAOE 2 OXEZFWE -

K2 FREITHTDEAR (%)
— RO S i

10

0.2%LL T, BEEwE

1.5%LL T~




BRI : 2012/3/30~2012/10/17

O7~nNxy MNilGhE 4%/ THET) NGB 40°C - 75%RH [Fi&a2EFRE « PTP 23]
R IE H =N PRAT I
< Hitk > i EELGLES 1% H 3 H 6 »H
M n=3 AA-401
<BEfADOT7 4 NVLa—TF 4 | AA-402 ke ke A A
T e > AA-403
s AA-401
ﬁﬁﬁ‘}i\;ﬁﬁc)n_:g AA-402 iy — ReY
AA-403
#iEERER (HPLC) n=3 AA-401
[7 hFANRZZF ] AA-402 ke e plEkey plEkey
<H1> AA-403
%ﬁg%i% rg/ff)t %1;)23 AA-401 | 1.0~15 0.7~3.0
(7 Am O] AA-402 0.9~2.1 — — 1.1~2.9
<15.0%LLF > AA-403 0.6~2.2 1.6~3.2
@(ﬁ’?ﬁi% rg/f%%ﬁ AA-401 | 2.6~29 1.6~8.7
(7 f SRS T ] AA-402 1.6~3.1 — — 2.1~2.9
< 15‘0%u‘l:> AA'403 1.1~2.5 1.2~2.3
WHYE (%) n=18 AA-401 | 81.5~92.8 73.5~87.1
N5 AA-402 | 83.6~92.9 — — 75.7~86.7
<6045y, T0%LL > AA-403 | 80.5~89.8 73.5~88.1
WHME (%) n=18 AA-401 | 83.4~88.4 83.4~87.6
[7 hAANREF L] AA-402 | 82.3~88.8 — — 79.6~87.0
<30 %y, T0%LL E> AA-403 | 81.2~87.9 80.8~85.5
a8 (%) %2 n=3 AA-401 | 985~ 99.1 | 98.7~ 99.0 | 99.2~ 99.5 | 100.0~100.1
NP5 AA-402 | 100.8~101.0 | 100.5~100.7 | 99.8~100.1 | 100.1~100.3
<95.0~105.0% > AA-403 | 100.9~101.3 | 99.8~100.4 | 99.2~ 99.5 | 99.7~100.1
aR (%) "2 n=3 AA-401 | 100.6~101.2 | 101.3~101.8 | 100.1~100.5 | 101.1~101.3
[7 hAANREF ] AA-402 | 100.4~100.7 | 100.3~100.7 | 100.4~101.0 | 101.2~101.3
<95.0~105.0% > AA-403 | 100.6~101.1 | 99.8~100.8 | 100.2~100.8 | 101.0~101.3

%1 : RRT # 1.29 OHEHEWE : 0.5%LL ., ELLIAOE 2 OXEZFWE -

K2 FREITHTDEAR (%)
— RO S i

11

0.2%LL T, BEEwE

1.5%LL T~




(2) EHIRG AR
SR IR : 2012/3/30~2015/5/11

Or~=nxy MGEE1E THEL] EHIGRGFHABR 25C - 60%RH [Ff e - PTP w2k]
ERIA B ok PRAFHAR
<k > o BA hA I 12 % A 24 % A 36 » H
M n=3 AA-101
<BEBADOT7 4 NVLa—TF 4 | AA-102 ke ke A A
75 > AA-103
. AA-101
ﬁﬁfiﬁ C)“‘3 AA102 | wa — e o
AA-103
#iEERER (HPLC) n=3 AA-101
[7 hFANRZZF ] AA-102 ke e plEkey plEkey
<> AA-103
%ig%iri;@%ﬁ AA101 | 1.8~27 2.0~5.3 1.6~1.8
b hm ] AA-102 | 1.2~1.9 — 1.5~2.7 1.3~1.9
<15.0%LLF> AA-103 |  1.6~28 1.1~1.6 0.9~1.7
@(ﬁ’?ﬁi% rg{;i%ﬁ AA-101 | 1.9~3.3 2.0~3.2 2.6~3.2
(7 hori R B ] AA-102 | 1.6~3.0 — 2.3~3.1 2.5~2.8
<15.0%LLF> AA-103 |  1.9~3.0 1.3~1.7 0.8~2.4
VEHME (%)  n=18 AA-101 | 87.2~96.6 81.5~ 97.8
[7Au U] AA-102 | 82.3~96.3 — — 81.6~ 97.7
<304y, T5%LL 1> AA-103 | 85.5~99.3 84.3~104.4
WHME (%) n=18 AA-101 73.4~89.6 77.6~93.8
[7 hAARR A F L] AA-102 | 78.3~92.9 — — 66.75~93.8
<4574y, 0% b > AA-103 | 78.1~90.4 75.0~96.2
& (%) *2 n=3 AA-101 | 99.8~100.0 | 98.5~100.1 | 99.5~102.5 | 99.2~ 995
[7Au U] AA-102 | 99.9~100.2 100.0 100.1~100.4 | 99.6~100.2
<95.0~105.0% > AA-103 | 99.7~ 99.9 | 99.4~ 99.8 | 99.6~ 99.7 | 99.1~ 99.6
& (%) *2 n=3 AA-101 | 100.1~100.7 | 99.5~101.2 | 100.3~100.4 | 99.7~100.1
(7 F 2 ZF ] AA-102 | 100.7~101.2 | 100.8~101.1 | 100.7~101.2 | 100.1~101.1
<95.0~105.0% > AA-103 | 100.7~100.9 | 100.8~101.1 | 100.6~100.9 | 100.0~100.5

%1 : RRT # 1.29 OHEHEWE : 0.5%LL ., ELLIAOE 2 OXEZFWE -

X2 RREICHTLHEREE (%)
3 11/12 SEMTHEAHIED T,
 RBR AR S b

ey

12

0.2%LL T, BEEwE

1.5%LL T~




BRI : 2012/3/30~2015/5/11

O7~nxy MG 2%F HET]  EHRAFHE 25C - 60%RH [FHi&m2EEaE « PTP cld]
R IE H =N PRAT I
<k > i BA hA I 12 % A 24 % A 36 » H
PR n=3 AA-201
<YEBDT 4NV a—F ¢ | AA-202 ke ke A A
v TRE> AA-203
s AA-201
ﬁﬁfiﬁ C)“‘3 AA-202 W — e o
AA-203
#iEERER (HPLC) n=3 AA-201
[7 hFANRZZF ] AA-202 e e A HE
<H1> AA-203
%ig%iri;@%ﬁ AA-201 | 12~15 1.3~15 0.9~2.6
(7 Am O] AA-202 1.1~1.7 — 1.0~2.0 1.3~1.5
<15.0%LL F > AA-203 1.1~2.5 0.9~1.4 0.8~1.4
@féf%i% rg@%%): 3 AA-201 |  1.8~22 1.2~2.0 1.4~2.7
(7 LT ] AA-202 1.4~2.1 — 1.4~2.5 1.3~1.9
<15.0%LLF > AA-203 1.1~2.3 0.8~1.9 1.0~1.3
WHYE (%) n=18 AA-201 | 72.1~89.4 81.3~85.4
[T Ar U] AA-202 84.1~92.1 — — 77.1~86.5
<454y, T0%LL E> AA-203 | 83.1~88.2 80.9~92.5
WHME (%) n=18 AA-201 73.4~92.4 87.1~96.7
[7 FAANZZF ] AA-202 | 81.0~94.8 — — 85.8~95.8
<154y, T0%LL E> AA-203 | 75.6~94.0 74.1~94.5
& (%) "2 n=3 AA-201 | 100.7~101.0 | 98.5~100.1 | 99.5~102.5 | 99.2~ 99.5
NS AA-202 | 100.3~101.0 100.0 100.1~100.4 | 99.6~100.2
<95.0~105.0% > AA-203 | 100.1~100.3 | 99.4~ 99.8 | 99.6~ 99.7 | 99.1~ 99.6
a8 (%) *2 n=3 AA-201 | 101.1~101.6 | 99.5~101.2 | 100.3~100.4 | 99.7~100.1
[7 FAANZZF ] AA-202 | 100.8~101.4 | 100.8~101.1 | 100.7~101.2 | 100.1~101.1
<95.0~105.0% > AA-203 | 100.7~101.1 | 100.8~101.1 | 100.6~100.9 | 100.0~100.5

%1 : RRT # 1.29 OHEHEWE : 0.5%LL ., ELLIAOE 2 OXEZFWE -

K2 FREITHTDEAR (%)
— RO S i

13

0.2%LL T, BEEwE

1.5%LL T~




BRI : 2012/3/30~2015/5/4

Or~nxy NG sE3HE THEL] EHIRAFRBR 25C - 60%RH [FfalLPE - PTP w2k]
R IE H =N PRAT I
< Hitk > i BA hA I 12 % A 24 % A 36 » H
PR n=3 AA-301
<IEEEDT 4T —T 4 | AA-302 ke ke Slikey Slikey
v TR > AA-303
s AA-301
ﬁﬁfiﬁ C)“‘3 AA302 | e — e o
AA-303
#iEERER (HPLC) n=3 AA-301
[7 hFANRZZF ] AA-302 ke e plEkey plEkey
<H1> AA-303
%ﬁg%i% rg/ff)t e 3 | AA-301 | 0.6~13 0.8~1.3 0.9~1.6
(7 AmoE] AA-302 1.1~1.8 — 1.9~3.3 1.7~5.0
<15.0%LL F > AA-303 1.7~4.6 1.8~2.5 1.6~2.0
@(ﬁ’?ﬁi% rg{;i%ﬁ AA-301 | 2.3~37 2.5~3.7 3.1~3.3
(7 LT ] AA-302 1.5~2.2 — 2.0~2.9 2.1~3.0
<15.0%LL F > AA-303 1.2~3.7 1.3~2.7 1.5~1.9
BEHIME (%) n=18 AA-301 | 80.4~87.5 81.8~92.1
MN=DAT AA-302 | 80.9~90.1 — — 80.8~88.4
<454y, T0%LL 1> AA-303 | 82.0~93.8 76.9~88.0
WHME (%) n=18 AA-301 | 84.1~91.5 87.2~90.1
[7 R SR ZF ] AA-302 | 86.5~93.2 — — 85.6~91.5
<30 %y, T0%LL I > AA-303 | 83.8~91.4 84.3~90.1
G (%) *2 n=3 AA-301 | 100.2~100.3 | 100.1~100.5 | 99.9~100.3 | 99.8~100.2
MN=DAT AA-302 | 99.4~ 99.8 | 99.3~99.4 99.5~99.7 | 99.2~100.0
<95.0~105.0% > AA-303 | 99.4~ 99.6 | 98.9~99.4 99.4~99.6 99.0~99.8
G (%) *2 n=3 AA-301 | 101.4~102.0 | 100.8~101.6 | 101.6~102.0 | 100.5~101.1
[7 AR EF ] AA-302 | 101.8~102.3 | 100.8~101.5 | 101.4~102.0 | 101.1~101.4
<95.0~105.0% > AA-303 | 102.2~102.3 | 101.8~102.2 | 101.5~101.9 | 101.0~101.5

%1 : RRT # 1.29 OHEHEWE : 0.5%LL ., ELLIAOE 2 OXEZFWE -

K2 FREITHTDEAR (%)
— RO S i

14

0.2%LL T, BEEwE

1.5%LL T~




BRI : 2012/3/30~2015/5/7

O7r~nxy NG sE4E THEL] EHIRGFRBR 25C - 60%RH [Ff e - PTP wdk]
RERTEH =N FRAFHA R
<k > i BA hA I 12 % A 24 % A 36 » H
M n=3 AA-401
<BEfADOT7 4 NVLa—TF 4 | AA-402 ke ke A A
T BE> AA-403
o AA-401
ﬁﬁfiﬁ C)“‘3 AA202 | wn — e o
AA-403
#iEERER (HPLC) n=3 AA-401
[7 hFANRZZF ] AA-402 ke e plEkey plEkey
<H1> AA-403
%ﬁg%i% rg/ff)t %1;)23 AA-401 | 1.0~15 0.8~0.9 0.9~1.4
(7 hm e ] AA-402 0.9~2.1 — 0.5~0.9 0.5~1.2
<15.0%LLF > AA-403 0.6~2.2 0.8~1.1 0.5~0.9
@(ﬁ’?ﬁi% rg/f%%ﬁ AA-401 | 2.6~29 1.6~2.1 1.7~2.6
(7 fAsR 5 F ] AA-402 1.6~3.1 — 1.5~2.0 1.6~2.0
<15.0%LLF > AA-403 1.1~2.5 1.9~2.1 1.2~1.7
wHME (%) n=18 AA-401 | 81.5~92.8 78.3~97.0
FAN=PA AA-402 | 83.6~92.9 — — 79.2~94.6
<454y, T0%LL F> AA-403 | 80.5~89.8 77.2~92.5
WHME (%) n=18 AA-401 | 83.4~88.4 83.3~88.2
[7 AR AT ] AA-402 | 82.3~88.8 — — 85.2~88.7
<154y, T0%LA b > AA-403 | 81.2~87.9 80.9~87.2
& (%) *2 n=3 AA-401 | 985~ 99.1 | 99.4~ 99.8 | 98.9~99.6 | 100.6~100.9
FaN=PA AA-402 | 100.8~101.0 | 100.0~100.2 | 99.5~99.8 | 101.0~101.2
<95.0~105.0% > AA-403 | 100.9~101.3 | 99.5~ 99.7 | 98.8~99.2 | 100.3~101.0
G (%) *2 n=3 AA-401 | 100.6~101.2 | 101.3~101.6 | 100.0~100.8 | 101.0~101.1
[7 AR AT ] AA-402 | 100.4~100.7 | 101.3~101.4 | 100.6~101.0 | 101.3~101.6
<95.0~105.0% > AA-403 | 100.6~101.1 | 101.1~101.2 | 100.4~100.6 | 100.9~101.5

%1 : RRT # 1.29 OHEHEWE : 0.5%LL ., ELLIAOE 2 OXEZFWE -

K2 FREITHTDEAR (%)
— RO S i

15

0.2%LL T, BEEwE

1.5%LL T~




(3) #EOUILREOLENE

O7~nxy MELAEE1H/ THET)  MadE 40C [EY, [EBER]
HRERIAH =RV PRA7HAR]
< g > & B A 1% H 3% A
Pk n=10 PV0495 HEDT 4V | ABDOT7 4V | ABOT VA
<HBOT ANLIA—T 4 VT EE> a—F 4 U8 | a=T U0 | a—T 4 v U
BHYE (%) n=6 [T or ]
<3045, T5%LLE> PV0425 79~86 82~90 86~89
WM (%) n=6 [T ML XA KX F ]
<454y, TO%LL L > PV0425 77~83 74~82 74~83
a8 (%) * n=1 [Tl ]
<95.0~105.0%> PV0425 99.6 99.5 98.9
G8 (%) F n=1 [T bR ZF ]
<95.0~105.0%> PV0425 100.2 101.0 98.8
(2%1H)
BE (N)  n=10 PV0425 136.1 133.7 135.0
M FRICH T EHR (%)
Or~nzy MEAFE1FHF THELT) #aiE 25C - 75%RH [EDE, BEK
IR H Bk BRAT B
< g > & B A EE 1% H 3% A
PR n=10 PV0425 HEDOT7 4V | HBOTZ fVA | BEEDT 4 LA
<HABDT 4 Ia—F 4 U TEE> a—F 4Lk | a—F LUk | a—F 4 L U
WHPE (%) n=6 [T ATt ]
<304y, TBULLE> PV0425 79~86 77~83 77~82
wWHME (%) n=6 [7 ML XA KX F ]
<454y, TO%LL L > PV0425 77~83 73~179 73~82
A =L % _ S Lo
&g (%) n=1 [TAau ]
<95.0~105.0% > PV0425 99.6 99.5 98.4
=R 2 _ N N
Za (%) n=1 [7 "R FF ]
<95.0~105.0%> PV0425 100.2 101.8 99.1
(2%&1H)
BE (N)  n=10 PV0425 136.1 80.5 78.6

X FRBISHTOEAER (%)

O7r~n=zy hMiddsE1%& THEDL)

S

Hii, Bt [Des i, vy —L &7 v 7 THI ]

<
FRIERIE B = TRt
<> F BHARHF 30 & Lx hr 60 7 Lx-hr
PER n=10 PV0425 HEDOT7 4V | HBEBOTZ fVA | BEEDT 4 LA

<HBDT 4V Iba—TF 4 L TEE>

a—7 4 VU

a—7 4 VU

aA—T 4 T §E

WHPE (%) n=6 [T ATt ]

230 4. TEULLES PV0425 79~86 78~89 77~84
R (%<)45 ?7\:\67[0;&?::( #7 7 pvoass|  77~83 74~83 77~81
S (%)<z5‘(1)1i110[;02§y€\/] PV0425 99.6 99.4 98.5
ah (%) ig‘;}lwz;o’o;’;X&?” PV0425 100.2 101.3 101.3

_— (i)%@nzl o PV0425 136.1 121.5 102.4

X FRBISHTOEAER (%)
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O7~nxy MlGEE2® THET) Mol 40C Y, KA
REATEH =RV PRAFHIA
< Bk > & EELELE 1% A 3% H
PR n=10 PV0425 WHABD 7 4 IV I KD 7 4V I | FLED T 1 )LV A

<PHLEDT 4N b a—F (v ThE>

a—7 4 VU §E

a—7 4 VU

a—T 4 T §E

WM (%) n=6 [Tt ]
<4545, TOWLLE> PV0425 79~82 78~179 75~83
wWHME (%) n=6 [7 ML XA KX F ]
<154, TO%LLE> PV0425 75~83 83~86 79~892
PN R — S 10
a2 (%) n=1 [T a3t ]
<95.0~105.0% > PV0425 100.0 99.1 99.0
Pa=N % _ N N
&g (%) n=1 [7 " RARXF ]
<95.0~105.0% > PV0425 99.8 100.8 98.3
(Z#1H)
BE () n=10 PV0425 135.3 132.1 129.4
X RTREICHTIEIEER (%)
O7r~wnNxy MNGEE2®E THET) Mot 25C - 75%RH LEY, Bk
ABRIE H =2y k RAFHART
< HHE > He BH AR R 1% H 3% A
PR n=10 mmm5%ﬂé@74ﬂ¢x%ﬂé@74ﬂ¢x%ﬂ@@74wb
<YHKEBDT 4 N Ia—F 4 T EE> a—F 4 L0k | a—F LSk | a—F 4 LUk
M (%) n=6 [T Lo r’ ]
<454y, T0%LL L > PV0425 79~82 T4~T7 79~84
WHME (%) n=6 [7 FLARRHZF ]
<154y, 70%LL L > PV0425 75~83 79~92 74~85
PN R — S 10
a2 (%) n=1 [T a3t ]
<95.0~105.0% > PV0425 100.0 98.9 98.8
E8 (%) F n=1 [T b2 ZF ]
<95.0~105.0% > PV0425 99.8 101.2 99.2
(ZE1H)
BE (N ne10 PV0425 135.3 77.3 76.0
X RTREBEICHTEIEER (%)
OT7~Nzy MILARE2 R THET) Mot =iE, L (D65 R, vvy—L &7 v 7 THEH]
ABRIE H =2y k A
< Wik > F EEpreliss 30 75 Lx*hr 60 77 Lix-hr
sk
FEr 010 mm@5%ﬂ@@74”4*%ﬂ@@74”b‘§¥§z13%§
Yk S L e o b \ 5
SRR T A AT A TR TTTAVTEE | FTT AT | oL
WM (%) n=6 [Tt ]
<45 4. TO%LLE > PV0425 79~82 74~178 79~89
WHME (%) n=6 [7 FLARRHZF ]
<154y, 70%LL L > PV0425 75~83 79~83 81~85
PN R — S 10
a2 (%) n=1 [T Au It ]
<95.0~105.0% > PV0425 100.0 98.8 98.4
Pa=N % _ N N
&g (%) n=1 [7 " RARXF ]
<95.0~105.0% > PV0425 99.8 101.3 101.1
(ZE1H)
BE (N ne10 PV0425 135.3 112.3 112.8

X EREBICHTIEER (%)
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O7~nxy MlAEE3F THET) Mot 40C Y, KA
ERIA H =RV PRAFHIA
< Bk > &5 DA A 1% H 3% A
Mk n=10 PV0425 WD T 4 IV I\ BREEED T 4 VA | PEEAD T 4 L A

<PEEBDT 4 NI —TF 4 T EE>

a—T 4 VT EE

a—T 4 VT EE

a—T 4 T §E

WHPE (%) n=6 [T ATt ]

<45 é:,\‘ 70%1J~J:> PV0425 79~86 78~86 83~86
wWHME (%) n=6 [7 ML XA KX F ]
5045, TO%ELE > PV0425 82~85 83~85 87~88
PN R _ S 10
a2 (%) n=1 [T ATt ]
<95.0~105.0% > PV0425 99.5 99.8 99.7
Pa=N % _ N N
Za (%) n=1 [7 b R2AHZF ]
<95.0~105.0% > PV0425 101.2 100.5 100.2
(Z#1H)
B (N) 1e10 PV0425 153.8 155.1 154.5
X EREBICHTIEER (%)
O7r~wnNxy MNG#E3H THIEET) Mot 25C - 75%RH LEY, Bk
ABRIE H =2y k RAFHART
< HHE > He BH AR R 1% H 3% A
Mk n=10 PV0495 WD T 4 IV I\ BREEED T 4 VA | PEAD T 4L A
<D T 4N a—TF ¢ v TEE> a—F 4Lk | a—F LUk | a—F 4 L U
WHME (%) n=6 [T2rYE V]
454y, TO%LLE > PV0425 79~86 77~80 71~82
wHME (%) n=6 [7 kX2 ZF ]
T PV0425 82~85 81~85 86~90
PN R _ S 10
a2 (%) n=1 [Tt ]
<95.0~105.0% > PV0425 99.5 99.5 99.3
E8 (%) F n=1 [T b2 ZF ]
<95.0~105.0% > PV0425 101.2 100.5 100.5
(ZE1H)
BE (N) n=10 PV0425 153.8 88.5 86.4
X EREBICHTIEER (%)
OT7~Nzy MILARESEH THET) Mot =iE. Bt (D65 R, vvy—L &7 v 7 THEH]
ABRIE H =2y k A
< Wik > F EEpreliss 30 75 Lx*hr 60 77 Lix-hr
. ., b b\ A0 7 4L b
e =10 S ft D ﬂd)ﬁﬁé®74@/ m ‘
o PVOazs | T S vk | 3T Tk

<IEBDT 4 NI —TF 4 T EE>

a—T 4 VT EE

(TR L TVVE)

(FNTIREL TN

WHPE (%) n=6 [T ATt ]

A5 . TORAL > PV0425 79~86 78~84 71~83
Vi <%<>15 2\2‘6 7[07(););’1’;7‘57%‘/ |pvoszs|  s2~s5 83~84 83~89
A <%><Z5.gi110[57.70ﬁ2 "7E bvoszs 99.5 99.5 99.1
ai (%) ig‘;zlw[lzgo’oz;m #7 1  pyosss 101.2 100.6 100.2

- (i”)%@n: 0 PV0425 153.8 118.9 119.2

M RTRRICHT D AHE (%)
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OT7~nxTy MiGtE 4% THET) Mol 40C Y, KR
REATEH =N PRAFHIA
< Bk > & EELELE 15 A 34 H
Mk n=10 PV0425 HEDT7 4 VA | ARODTZ 4V | ABEDT (VA

<HBDT 4V Iba—TF 4 L TEE>

a—7 4 VU

a—7 4 VU EE

a—7 ¢ VU

WHPE (%) n=6 [T ATt ]

PV0425

77~92

79~90

84~88

<6057, 70%LL >
wWHME (%) n=6 [7 ML XA KX F ]
<3045, T0%LLE> PV0425 80~84 81~86 82~86
PEN=R X _ <% 1.0
2 (%) n=1 [Tt ]
<95.0~105.0% > PV0425 99.4 99.8 99.9
Pa=N % —_ N N
&8 (%) n=1 [7 F "2 ZF ]
<95.0~105.0%> PV0425 99.8 100.2 99.0
(BE1#H)
WE (N) =10 PV0425 167.8 167.2 167.9
X FREICHTIEER (%)
O7~wnNxy MNidlG#E4®E THET) Mot 25C - 75%RH LEY, Bk
FRIERIE B = PRAT I
< HHE > He BH AR R 1% H 3% A
PR n=10 PV0425 HEDOT7 4V | HBOTZ fVA | BEEDT 4 /LA

<HBDT 4T —TF 4L TEE>

a—7 4 VU

a—7 4 VU §E

a—7 4 VU

WHME (%) n=6 [T2rYE V]

<604y, T0%LI L > PV0425 77~92 77~86 79~81
WHME (%) n=6 [7 FLARRHZF ]
<304y, 70%LL > PV0425 80~84 82~86 82~84
PoI=R % _ <% 10
a2 (%) n=1 [T a3t ]
PERTIPN PV0425 99.4 99.8 99.6
i (%) % n=1 [7 hurARzgF U]
< 95.0~105.0% > PV0425 99.8 100.7 99.9
(&5 1H)
HE (N)  n=10 PV0425 167.8 103.3 102.3
X RTREICKTLIEEE (%)
O7=nNxzy MiGEE4FE TAELT] WMol =R, Bk [DE5KIE, Y —L %7 v 7 CTEH]
PR IE H =N FaR O &
< B> T BH 4G 30 5 Lx-hr 60 /7 Lx-hr
PER n=10 PV0425 FEaD7 v | AEOT 45 | AROT 4 L4
<HBDT 4 NI —F 4 TEE> a—F 4Ok | a—TF 4 LTk | a—F 4 v Uk
WHME (%) n=6 [T AnYE ]
<60 4y, 70%LL > PV0425 77~92 T4~87 75~87
WHME (%) n=6 [7 FL "R HZF ]
<304, T0%LL > PV0425 80~84 81~83 81~84
a8 (%) ¥ n=1 (TP ]
<95.0~105.0% > PV0425 99.4 99.5 99.2
i (%) % n=1 [7 hrARzgF ]
<95.0~105.0% > PV0425 99.8 100.2 100.3
(25 1H)
HE (N)  n=10 PV0425 167.8 156.5 151.3

M RRRICHT D AHE (%)
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7. BARNERUVEBRRORESE
RN

8. fFlENEELEL (MEIEFNEIL)
LR

9. Bt

(1) ¥R

<T7~nxTy MNEGEE 2% THET) >
HIEEAR L DLW R SRR T A R T A VOB IEIZOWT CERL 24 422 H 29 B HRAR
A% 0229 % 10 &)

(N =S2)
ARG
LE  BARIEF S WHRERE S RWE
[RI#RH N OGRBRIK  50rpm (pH1.2, pH5.0, 7K). 75rpm (pH6.8). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) T, FEEHERIFIN OAMNIZE HIT 15 43 LANIC Y 85% UL EisH L7,

- pH5.0 (50rpm) TliE, HEHERIFI O FEIA RN 60% M O 85% AT D 2 FEAIZBUW T, AfhD
T HH SR AR E BRI DS ) ER R £ 15% D HEPHIZ & > T,

- pH6.8 (75rpm) TiE, FEERAIR OARGITE HIT 15 LIS 85%LL B L7z (50rpm T
V3T HERER 0D 7885 D JE T U D FR M 3 HERE L 72 723D Thrpm THIE) o

< 7k (50rpm) TliE, HEHERLKIOSEHAEH RN 60% K TN 85% T D 2 B fIZB\W T, ARG DR
HH =R AR VE R O SER S R £ 16% D& B - 72,

- pH6.8 (100rpm) TiL, HEHERAL OARMIT & HIZ 15 53 LANIZ ) 85%LL BRI L7z,

b, 7=z y MEGEE 2% TRET] OFBKTT L P EAIONT, i HEE) 2R ERGE (1

FaTy MNICAEE2 ) LHE LR, £ TORBRIKIZIBWT 1838 E K A W) S [F) M35
HA RTA ) OHERLEIHES LT,
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(VA HH At )

EHE (%) pH1.2 (B0rpm) <7 L0 > BHE (%) pH5.0 (50rpm) <7 LOJE >
100 | . ) 100 |
80 | 80
80 | 60
40 | 40 +
20 L —e— 7 T ELEF2E HET) 20 L —e— 7 7T ELET2E (BETL
-2 =NF 1T EEER2E - =HNF 1Ty EEE2E
0 L' 1 1 0 L' L 1
0 5 10 15 0 10 20 30
BEE (430 BERE (430
MEHEE (o) pHB.8 (75rpm) < F LOLE > | | EHE (%) A (50rpm) < F ALOTE >
100 | 100 |
80 | orFr  a———— —Q
60 60
40 | 40 |
20 | —e— 77Ty HEEHE THEL 20 L —— 77Ty FEEI2E TBETLY
- & = NF 1T EEE2E - & = NF 1T EEI2E
0 L' 1 1 0 L' L 1
0 10 15 0 10 20 30
BFfE (430 BFfE (430
FEHEE (%) pHB6.8 (100rpm) < 7 L0 iE s >
100 |
80 |
60
40
20 | —e— 7L I v EEF2E THET)
- & = NF 1T EEE2E
O L' 1 1
0 10 15
BERE (430
(n=12)

(7 "R REZF )
B SE
EiE - BARIER G WHREBRE S RUWE
[AliR AL K ONGRER K : 50rpm (pH1.2, pH5.0, /K). 75rpm (pH6.8). 100rpm (pH5.0)

CHIE]

- pH1.2 (50rpm) TiX, FEUERIAIDFEVEHZRD 60% K% Y 85%FIT D 2 BE 2B T, AL D)
TR R AR A DS )R R £ 15% D FIPHIZ & o T2,

- pH5.0 (50rpm) TliE, FEUERIFI O EEEHFEN 40% K O 85% LD 2 FEAIZBUW T, AfhD
s R AT E R D A R £ 15% DEFHIZ & - 72,

- pH6.8 (75rpm) Ti, FEAERIFI R ORI E HI2 15 LAWY 85%LL E¥AH L7= (50rpm T
V3R HRRBR D 2525 D JE T U O R 23 HERE L 7= 728D Thrpm THIE) o

- /K (50rpm) Tid, FEHERAIOFHEHED 60% M N 85%FUT D 2 B IZBW T, AiHOFEHE
HH SR AT AE BRI O SRR SR = 15% OFPHIC H - 72,

- pH5.0 (100rpm) ClE, EEHERAILOARMILE 12 15 2 LINIC ) 85% L0 BV L 72,

ik, 7=rxy MG 2%® THET) OFEDT bAARRZF ATONT, EHEEE) 2 R 1ER

FHl (B7Faxy MNEEGHE 27) LB LR, 2TORBRIKICHE N T TMERERR DALY
PR AT A R T4 ) OHEEREITEE LT,
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(VA HH At )

HE (% pH1.2 (B0rpm) <7 FIL/AAREF L | | EEE (e pH5.0 (50rpm) <7 RIL/ARRFL =
100 | 100 | o °
80 | B0 - M _—-- A=-==-==" A
60 | 60 -
40 | 40
o0 | /7 —e—TFTILIvHESH2E (BEL) o0 L —— 7L I v B EEE THEL)
- & =HFaIvEEH2E - & =HF 1Ty ECEE2E
0 f-' 1 1 0 L' L Il 1
0 10 20 30 0 15 30 45
R (49) B ()
SEHE (%) pHB.8 (75rpm) < F RIL/ISRAF x| | BHE (W) A (50rpm) < RIS RAF L
100 F 100 |
80 80 M _-=---"7
60 60 =l
40 + 40
20 L —— 7L Iy FEEH2E [BET 20 —— 7 LTy FEEH2E (BET]
- & = NF 1T EEE2E - =7 2T v FEESHE2E
0 L' 1 1 0 L' L 1
0 5 10 15 0 10 20 30
B () BRI (5
mHE (%) pH5.0 (100rpm) < F FJL/IR 2 F >
100 F
80
60
40
o0 | —— 7 TILIv EREEEE THEL)
- = HF 2T EREH2E
0 L' L L L
0 10 15
B ()
(n=12)

<T<=nzTy MNAEESE HET) >
BRIEI S DAY FRENRER T A R T A4 EO—EHBIEIZOWT (P24 2 H 29 H RS
A% 0229 % 10 &)

(Truvry)
v ESLE
EE  AARRTT WHRERE S RWE
[FREOR ONRER IR - 50rpm (pH1.2, pH5.0, pH6.8, /K). 100rpm (pH5.0)

CHIE]

« pH1.2 (50rpm) Tl FEUAERIFI N OURSIEE HIZ 15 3 AN Y 85% 0L EiAH L=,

« pH5.0 (50rpm) Tid, HEUERLEI D FEIFR R 40% K Y 85% UL D 2 Wi SIZ BT, A Pt
T SR AR E R DSBS R £ 15% D HEFHIC & > T,

- pH6.8 (50rpm) TiL, FEHEREN 360 752 BIT 2 FAEHED 1/2 O IR HREZ R TR L)
360 Z3 TN T, AL DI H SR I TAEAERLA O L ER =R = 12% O FAFHIC 8 > T2,

- K (50rpm) Tix, FEERIFIN 360 731231F 2 EHUE D 1/2 OFEEE = 2 7~ 3R R & O 360
HITIBUNT, A S D5 AR IAEAE R O P s R £ 12% DI & > 72,

- pH5.0 (100rpm) TiL, FEAERIAKL OARILE HIT 15 0 LINIC T 85%LL Eist Lz,

Lk 7~nxy MNdGEE 3 & THET) OFBKST Lu Ve AIonT, EiHZHE) 2 FRHERG (0
Taxy MLAEE 3F) LB LURE, £ TORMBRIRIZIW T TMEHERS O LY 7RI R SRR
TARTA > OHFEERMEHES LI,
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(VA HH At )

100
80
60
40
20

EEHE (%) pH1.2 (B0rpm) < F LO D> | BEHE (%) pH5.0 (50rpm) <7 L0 T >
100 | - ~ " 100
1A o g A )

80 L 80

60 60

40 L 40

20 L —— 77T FEEH3IE THEL) 20 —e— 7 7LIT > FEREERE THET

-2 =HF 1T EEHIE — & =HF 1T EERE
0 L' 1 L 1 0 1 1 L L
0 10 15 0 90 180 270 360
e (430 BERE (430

BEHE (%) pH6.8 (50rpm) < F LOTE > | | SHE (% A (B0rpm) < F LOLE >

—e— 7 7L T v FELEE3E THEL)
-0 = ?jj‘-‘_-LII‘;f FEE%ﬁQ%

90 180 270 360
B (49)

20 —— 77T FEEE3E THEL)
0 —Iﬁ-—)’j?-':LII'y FEE%ﬁ%? )
0 20 180 270 360
g5 (43)
BHE (%) pH5.0 (100rpm) <7 L0 E >
100 -
80
60 -
40 |
20 | —— 7T FEEHEIE (BET
- =ANF 2Ty -EEHIE
0 L' 1 L
0 10 15

BRfE (53)

(7 RANRAZTF )
BRI AT
Wil AAKDTT  WHRERE Pk

[al#s K OVGRBRIE - 50rpm (pH1.2. pH4.0. pH6.8. 7k). 100rpm (pH4.0)

]

(n=12)

- pH1.2 (50rpm) Ti&, FEHERIAIOFEVEHZRD 60% K% Y 85%FIT D 2 BEAIZ BT, AL D)
TR SR IR A DS )R R £ 15% D FIPHIZ & > T2,
+ pH4.0 (50rpm) Tid, HEUERLAI O IR R 40% K O 85% UL D 2 Wi SIZ BT, Ak T
s HH R AT VE R D A R £ 15% DI & - 72,
- pH6.8 (50rpm) Tid, HEAERHFIN 360 /712H1F 2 FEIRHHED 1/2 OFHEHHEZ R TR O
360 7 ZIV T, ARG OLIEE I TR E A OSBRI £ 12% OFAFAIC & > 72,
- K (50rpm) TiX, EERFOFEIEHEN 40% K O 85% LD 2 FEAIZIB VT, Adh O FEIER
FH SR AR A DS PR 2R £ 15% DHEFAI B > 7o,
+ pH4.0 (100rpm) TiL, FEAERIAL ORI E HIT 15 53 LINIC T 85%LL Biat Lz,

b, 7~nrxy MEAEE3HR THIET) OAZTT PSR ZTF ATONT, EHEE) 2 15 ER
Fl (W7 2xy MEIAEE 3 F) LHB LR, £TORMBRIRIZIW T TMRFEERE L O LY 2R [R5

MR A BT A ) OHEEEES LT,
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(VA HH At )

mHE () pH1.2 (B0rpm) <77 RJL/SZRFo>| | BHE () pH4.0 (BOrpm) <7 RILIAZAHZF >
100 - 100
80 n o 80
60 + 60
40 + 40
20 L —e— 7T )L.I v HELEE3E TBEL) 20 —e— T LI v FEEHIE TBEL)
- & - AF 1T v HEREEI3E -2 =NF 2Ty REHIE
0 t' L L 1 D L' 1 1 L 1
0 10 20 30 0 60 120 180 240
B () B ()
BHE (%) pHB.8 (50rpm) <7 RFIL/IRRF | | BmHE (%) A (BOrpm) <7 RILISRARF L
100 100
80 80
60 60
40 40
20 —e— 7 )T FEIEHE3E [BET 20 —e— 77 I v FEEH3E [BET
0 - & =07 2Ty EEHE ‘ 0 b - & =07 2Ty EEHIE ‘
0 a0 180 270 360 0 a0 180 270
B (53 B ()
JFHE (%) pH4.0 (100rpm) <7 RILATRAEF >
100 |
80
60
40
o0 L —e— TV IT v HAEEEIE THEL
-2 =HNF 1Ty EEEE
0 f-' L L
0 5 10 15
B ()
(n=12)

<T<nzTy MNilhEE4EF THET) >
BRIEI S DAY FRENRER T A R T A4 EO—EHBIEIZOWT (P24 2 H 29 H RS
A% 0229 % 10 &)

(Truvry)
v ESLE
EE  AARRTT WHRERE S RWE
[FRHOR ONRER IR - 50rpm (pH1.2, pH5.0, pH6.8, /K). 100rpm (pH5.0)

CHIE]

« pH1.2 (50rpm) Tl FEUAERIFI N OURSIEE HIZ 15 3 AN Y 85% 0L EiAH L=,

« pH5.0 (50rpm) Tid, HEUERLEI D FEIFR R 40% K Y 85% UL D 2 Wi SIZ BT, A Pt
T SR AR E R DSBS R £ 15% D HEFHIC & > T,

- pH6.8 (50rpm) TiL, FEHEREN 360 752 BIT 2 FAEHED 1/2 O IR HREZ R TR L)
360 Z3 TN T, AL DI H SR I TAEAERLA O L ER =R = 12% O FAFHIC 8 > T2,

- K (50rpm) Tix, FEERIFIN 360 731231F 2 EHUE D 1/2 OFEEE = 2 7~ 3R R & O 360
HITIBUNT, A S D5 AR IAEAE R O P s R £ 12% DI & > 72,

- pH5.0 (100rpm) TiL, FEAERIAKL OARILE HIT 15 0 LINIC T 85%LL Eist Lz,

Lk 7~z y MNdGEE 4 & TRET) OFBKST Lu Y e zonT, EiHZdh o FRERG (0
Taxy MLAEE 43F) LB LURR, 2 TORMBRIRIZIW T MEHELS O LY 7RI R MR
TARTA > OHFEERMEHES LI,

24



(VA HH At )

BHE (%)
100

pH1.2 (50rpm) <7 L0 >

—— 7 7). I A EH4E THET)

—ﬁl—?j?li-y FEEI%‘%@?

10 15
BfE] (430

BHE (%) pH5.0 (50rpm) <7 LAHODE >
100 ¢
80
60
40
20 —e— 7L Iy HERTAE (OET)
- =07 2T FELEE4E
0 f.! L L L
0 30 90 120

60
BEfE] (43)

SEHE (%) pH6.8 (50rpm) < 7 L O >

BWE O

A (50rpm) < FLODE >

(7 "R REZF )
B AE
HEE . A AR

W HERERIE N BV

[al#s K OVGRBRIE © 50rpm (pH1.2. pH5.0. pH6.8. 7Kk). 100rpm (pH5.0)

]

100 100
% ———— =R 80 e e S C LT TN
60 60
40 40
20 —e— 77T v +ELSEAE BHETL] 20 —e— 7T T v ELEEAE THEDL)
0 - & -PFaIv REHE ‘ 0 -2 =NF 2Ty REH4E .
0 90 180 270 360 0 90 180 270 360
B (4) B (43)
FEHE (%) pH5.0 (100rpm) < 7 L0 E >
100 |
80
60
40
20 | —— 7 7). T v HEEF4E THET)
- =1F 1T -ESE4E
0 L' 1 1
0 5 10 15
BERE ()
(n=12)

- pH1.2 (50rpm) Tik, FEHERIAIDFEVEHZRD 40% % OF 85%FIT D 2 BEAIZ BT, AL D)
TR SR IR A DS )R R £ 15% D FIPHIZ & > T2,
« pH5.0 (50rpm) Tid, HEUERLAID IR R 40% K O 85% UL D 2 Wi SIZ BT, Ak P
s HH R AT VE R D A R £ 15% DI & - 72,
- pH6.8 (50rpm) Tid, HEAERHFIN 360 /712H1F 2 FEIRHHED 1/2 OFHEHHEZ R TR O
360 Z3 TN T, A DA H R ITAEAERIF 0 A ER H 3 = 12% O FEFHIC 8 > T2,
- K (50rpm) TiX, EERFOFEIEHEN 40% K O 85% LD 2 FEAIZIB VT, Adh O FEIER
FH SR AR A DS PR 2R £ 15% DHEFAI B > 7o,
- pH5.0 (100rpm) TiL, FEAERIAL ORI E HIT 15 23 LINIC T 85%LL Eist Lz,

b, 7~nrxy MEBEE4HR THET) OAZRTT PSR ZTF ATONT, EHEE) 2 R ER
Fl (W7 2xy MRLAEE4E) LHB LR, £TORBRIRIZIW T TMRFEEREL O LY 2R [R 5%
PR A R T A ] OHERLEIES LT,
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(VA HH At )

EHE (% pH1.2 (50rpm) <7 FJL/SRARF | | EHE % pH5.0 (50rpm) < F RIL/SARAFF >
100 100
80 | 80
60 | 60
40 | 40
o L A2 —e—7wuIyrEaEE (DEL 20 —— TR LIy REH4E BEL
-t =T 1T EEITAE -4 =17 2T EEIEAE
0 L' L 1 1 0 h 1 1 L
0 30 45 0 45 90 135 180
BEfE (4 BEfE (2
BHE (%) pHB.8 (B0rpm) <7 FIL/IARF | | BHE (W A (B0rpm) < F bFILINART L
100 100 }
80 80 °
60 60
40 40
20 —— LIy FEAHAE THET) 20 —e— 7T Iy EAHE (BET
. - &= HF 2Ty FEREHE . 0 d — & - PF 2Ty FEREHAE .
0 90 180 270 360 0 30 60 90 120
B (530 B (o)
= (%) pH5.0 (100rpm) < F RIS R R F o>
100 |
80 |
60 |
40 |
20 | —— 7 7. T ELEEAE THEDL)
-t =HNF T EEH4E
0 L' 1 1
0 10 15
BERE (4
(n=12)

(2) EEMNIR D80 ERA O A )50 R AR )

<7~nzTvy  MNAEE1E HEL] >
Ty MELGEE 1 & THET 1, R85 0 ERH O HRSHRBR T A B 5
A (P 2452 H 29 H HAFBHEK 02294 10 B) ) [ZKS&, T~y Mi/#E4%E THE
T ZREAERIAIL Uiz b & IEHZEENE LS, ARG LSz,

(TP ry)
AR
LE  BARIEF S WHRERE S RWE
IR N ORBRIK : 50rpm (pH1.2, pH5.0. pH6.8, /K). 100rpm (pH5.0)

CHIE]

- pH1.2 (50rpm) TiE, FEHERFIKOAKRGITE HIZ 15 LIS 85%LL IS L1z, £7o. &
HEERBRIRE L (15 47) IS8T A ARG O 2 OFEHFIT, RO FEEHE L 15%DOFHEEZ 5 D
23 12 A 1ELLF T, £25%DHiPHAZHE X 5 b DR R o7,

- pH5.0 (50rpm) Tld, HEUERLFIOSELVE R 40% M O 85% [0 2 B S IZ 50T, A Dy
R ERF O R B R 10%OFIHICH o 72, F7o. BB (90 43) (2B DA,
DA 2 OEEHRIT, RO PEEEHFEE15%OFPMHZ B2 26 07 12 f@F 1 HLLF T, £25%D
FHEZHEZ DL DONRRoT,
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- pH6.8 (50rpm) Tid, FEUERIAIN 360 /3 IZH T D FHIRHFED 1/2 OFIRHFE Z2 R TR L
360 312U T, AL D R R AT VERUA O SRS R+ 8% DHIFHIC B o T2, F 72, HfEHL
el (360 77) IZH1T 2 ARG OE 2 DT, RO TR L12%OHPALE R 5 6 D0 12
fEH 1ELLF T, £20%D#IFHZ#E 2 5 DB ehoTz,

- K (50rpm) TiE, FEERHIN 360 4312851) D B D 1/2 O 3R 2 77 & O 360
TR T AL DI H I IAEERA O R R 8% DHIPHIC I o 7o, F o, me& HLleRg AL
(360 43) 2B DARMOME ~ DEEHFIX, RELOFEEHFEL12%OHHEZEZ 5 H DN 12 {#
H1ELL R T, £20%D#IFEEZ D H DR T,

- pH5.0 (100rpm) T, FEAERIA KL ORI & HIT 15 3 LANIC T 85% LA BRI LTz, £7-. &
KL R (15 47) ISR ARG O 2 OFEHFIX, RO FEHEH R L15% DML EZ 5 D
212 F 1 ELLTF T, £25%D&iPHEZHEZ D b DR 72,

Db, 7~nxy MELAEE1H THET) OIS T L P B A OW T, IRHZEEh 2 A (7
v Ny MdERE 4 & TAET) LR, 2ToRBRIRIZCEWT IEEN R 5% 0EF
WA O FEHREMRB T A FT A2 ) OHERBICHEE L2 2D, EWEMICRISE L AR S
iz,

(Vs H )
EHE (%) pH1.2 (50rpm) <7 LOTE > EHE (%) pH5.0 (50rpm) < ¥ AL O >
100 F gy— = =N 100 |
80 so | — R -----
o O 2
60 60 |
40 40 |
o0 L —e— 77 LI v EEIIE BEL) 20 | —e— 7T )LI v HEEINE TBEL]
-t =TT I EEE4E THETL) - = 7T EEH4E THEL)
0 L' 1 L 1 O L' L 1 1
0 10 15 0 30 60 90
B (49) B (4)
SEHE (%) pHBE.8 (50rpm) < 7 A0 > | | EHE (%) A (50rpm) < F LO UL
100 100
80 ————— —o————--2 80
60 60
40 40
20 —e— 7L Iy FEEH1E THEL] 20 —e— 77 I EEHIE TBEL
. — & —TTILIvHEREHAE (HEL o — & —TTILIvEEHE OEL
0 90 180 270 360 0 90 180 270 360
BfE () B (49)
BHE (%) pH5.0 (100rpm) <7 LOE =
100 F
80
60
40
20 L —_—— 7 7). T EEE1E BETL]
- & =77 I ECEE4E THEL)
0 t' L L L
0 10 15
BEfE (4)
(n=12)
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(7 FIVRARF )
ARG
EE  BARIER G WHREBRE S RWE
[Al#n K OVGRBRIE - 50rpm (pH1.2. pH5.0. pH6.8. 7K). 100rpm (pH5.0)

CHIE]

- pH1.2 (50rpm) TliE, FEHERFIONFIE DK 60% & Y 85% & 72 5 2 e RIZHB T, RiHDF
v s SR HERUE O PR HER = 10% OFPHIC B o 7o, F 7o, B HERER (30 49) IZBITF A AR
i Ol 2 ORI, R OFEEHFEE15%OFHZE 2 5 0% 12 @+ 1 HELF T, £25%
O#FPFAZBZ D H ORI -T2,

- pH5.0 (50rpm) TliE, HEUERIFI O EEIAEHFRDN 40% M O 85% T D 2 BESIZ BT, Afh D
R RITEHERA O PR R £ 10%OFMICH > 7, T2, BRI (90 20) 128 2 A4
DOl 2 DE AT, AR5 OFHEEHFEE16% OHPAZEZ 5 b D28 12 fHH 1 LT T, £25%D
FHEZEZD OB Tz,

- pH6.8 (50rpm) Tik, fEAERAIN 360 /3281 5 FHIRHED 1/2 O EE R T RS RO
360 312U T, A bh D A R AR VE BRI O SRS R+ 8% DH#IFHIC B o 7o, F 72, Bk Hfk
IR (360 47) (28T DA O # OFE T, ARG OEEEE TR L 12%OFPAE B2 5B DD 12
il 1ELLF T, £220%D&IFHZEZ 56 ORI -T2,

- K (50rpm) TiE, FEHERIFIOFELIR R 40% K Y 85%TUTD 2 B i\ T, A5 D EHEE
HSRITRE R O SR MR £ 10% OIS H - 7o, T2, BfKHRRER (120 43) I8BT40
DA 2 DEEHFIL, REOFEEHERE15%OFHEEBZ 5 6O 12 i 1 ELLT T, £25%D
HHEBEZ DL ONRNo T2,

- pH5.0 (100rpm) TiE, FEHERFIR OARGIT E HIT 15 LAWY 85%LL Fist L=, /-, &
FELERERE AL (15 47) 1B A ARG OME 2« ORI, RGO FEEHEE15%DOFPHEZEZLHH O
25 12 fEH 1ELLR T, £25%DHHEZE X 25 6 DR T,

DLk, 7<=y MELEBE 1 THIE T OARKST RARRAZF ATHONT, EHEHE) 2 fEvE
Al (T=rxzy MidAEE 4 F THEL)]) LB LEBER, £ TCORBRIRIZBWT IEENR2 D%
O ETERA O FRRISEMRER T A RT 4 2] OHEEEICHA L2 &G, EWFERICF%
INARSY (W
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(VA HH At )

FE ) pH1.2 (B0rpm) <7 RIL/SR A F o> | | EdE (w0 pH5.0 (50rpm) < F RIL/IAZARTF >
100 100
IV < A 80 0. I Gl
60 7 AT 60
”
40 iy 40
20 [ —e—TTAToEEHIE TOET 20 —e— 7L Iy FEEIIE TOETY
0 =& =TTy ERGI4E (BET 0 =2 =TIy EEH4E AEL
10 20 30 0 30 60 90
BEfE () wEE ()
EHE (%) pHB.8 (50rpm) < F RIL/AZRF > EHE (%) A (B0rpm) < F RIS A RF =
100 |
80 |
60 |
40 |
20 —a— T 7Ty FEEE1E TBEL) 20 H —— T 7Ty FEEE1E TBEL)
0 - & = 7RIy FEGH4E TOET] . - & = 7RNLIy FEGH4E TOET]
0 90 180 270 360 0 30 60 90 120
B () B (4
EHE (%) pH5.0 (100rpm) <7 RIL/SARF >
100 F
80
60 |
40 |
50 | —e— 7L EEEIE THET)
- =77 Ty HELEI4E THEL]
0 L' 1 1 1
0 15
B ()
(n=12)
10. B - AE

(1) FENRELESR - AF. NE/RKRLESR - ABICHT51EH
Y L7

(2) A%
(F2iLxzy hESE1E THEID
100 #& [10 $E X 10 ; PTP : #z/REREfT = BiEEEAIA D ]
(PRILIy FEEAR2%FE THETLD
100 &£ [10 $£X10 ; PTP : #/8F&REfT = iR AIA D ]
(PRILIy FEEAR3IE THELD
100 §& [10 #X10 ; PTP : filEpREfr X R AIA D ]
(FRiLxzy hESKE4AE THETD
100 £ [10 #X10 ; PTP : fitEpREf X R AIA D ]

(3) PHEBE
% L7

(4) BROME
PTP :ARUZFuv L7 4/Lh, TILI=UL{E
Er—: TAI=UA RV F LT IR— N7 00 HlA  RAEKFEILE D

1. BRRHEh DR
gk L

12. T0H#
LR L
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V. ARICEYSEE

1. ThEEXIIHR
AKE (TLraPEy « T MANRAZFUREHD) X, T2u P B EONT hANRARF AN L DIEE
DY) TH D LT OEREIERT 5,

L UIBE & | 1/ = L AT m— ) VIIUE I FERME & = U AT v — VIfE 2 fF 58 L T 2 /83

BB, TLRTVEET MANRRZTFUOMEE c IRITUTO LB Th D,
(VN =D2

O i E

OFtE

(7 RIVRRAZF )
OFalL x5 u— )LIifE
OFtEE 2 v AT v — L fifE

2. DEXIHRICEHET HIE

5.00REXX IS RICEET 5EFE

514 FHIE LT, 7P EUVERT MAARAXFUZ2HFH, 20T HL 0D
B lc, AROBERERET 22 &, B, WAL OWTIn—HE2RH L TV 2D BEFITAEHA
EHAT AT, BEOREZ FDICEE L BT, FEAOHH LY LA O S23HEYTH
LINMERIHBT S Z L,

52 7 An VAT RBEPTER TH D720, RANIREIRGIR 4 BT 5 N L EFOIEIITRIR N
HIFfFT&E 220,

5.3 B@HOBNIC S REEER L., ma L AT e —/VIE, FEESI VAT o —VIETHS 2
EEMER LT ECARIOMHAEBETHZ L,

54 FiEMEE o L AT 0 — VIJEREHESEKRICOWTIE, LDL-7 7 = L — 3 2 %0 ISRk O 4l
B LT, &0 E2N 0 OIREIENERARER G A ICAROEA 2 ZET 52 &

(fi#sh)

5.1 ARFNE S ERE IS ER NS 2 L A7 v — ) VIAE I FE RS 2 L A7 a— LI E £V D
BRI DB ENERMFORL 2 2K 0P L CRET A Z LA AN E LICEGRITH D, ZNE
NOEKN ORI S 5 VITRIERA OREIEZ B E L7cEAHITIEanz b, JFRIE LT
T AT ET MVARAEF UM, HDVIET LD NT LSRR F B A AR
LTWAHEEIHHATE 2, 2B, 74P ErHEWNET FARZREZForOWTRN 1 #l%
AR LTV BFIZ, BT OBREBOE GRS bIVHHEBOIRREAN LB 2B Tld, ikl %
T 2ROVICARELENT D52 LN TE D, ZOHAIE. KAIPEGHI THLZ &, F72E
FHOWREZHSICEE L BT, FHEAIOH L b ARFI OB G230 )Cd 2 2 MEEIH W Ui
HE+nz L,

5.2 REIDOEAK D THHT Lu v rid, MR MEILRIER Z RS TRBEDERTH L2,
T ARV ERGED & T HARRNIRBIIREE BT H RN LEROEICIINEDB IR TE 20,

5.3 R ASCHEANOFER 2 LI 2L AT B —  MENEEZ R T ZRER 2 U AT 7 — L IfiE T
X, JREEROIBRENLE L 205, ARBRSENCIZ o eRE2EE L, FEEoma L 27 n
—VIME I FH G m 2 VAT v — VIEZ R L TVWD 2 & 2l L L CARZHEMNT 5
&,
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5.4 FIEMEE 2 L AT v —/VIIJED 5 HREHEROBE TIX, FlEiEmiEREZ 2RO L THHEY
FAETZ T TR BRRDHELNRNZ L WEAIC#E O LDL-=2 L A7 v —/L ZfRrE
T5 LDL-7 7 = L— Y AEOIEEMFEN AN LGNS Y, LDL-7 7 = L— 3 A& fi{T LT
WOFEEM G 2 L AT 0 — ) VIIEREHAERDOBE 9FITK L TT M/ AZF 2 10mg % 4 1H
L 8 WG L, £ D% 20mg (8 M) . 40mg (8~20 M) ~ & W5 L2f R T, 6
i CiIa L AT r—/L, LDL-22 L A7 02— VLR TR b=y, o 3 il Cidfm= L
A7 =)L LDL-a L A7 a—/L & HICHIARS btz LEX Y | FEEma L AT e —
JVIIGE R B S RBF B W TR LW+ 55813, LDL-7 7 = L — 3 REDIEIEWIFRIED
e LT, HDWIEZN 6 OIREIENEARELRG S ICAROERZBET 52 L,

3. HiERUVHAE
(1) AERUVAEDOHES
AF (TLraPy « T MAARRZFURAAD X, 1H1ERORES TS, 28, UTFO7 LY
BT MUARRETFUOME - HREICESE, BEBICHEZRD L Z &,
-7LODEY
(B MmESE)
WH. RAZIZT 200802 LT25~bmg % 1 H1EROKET S, ok, JERIES U e
W0, RATDRGAICIE 1 H 10 10mg £ THET DL Z ENTE D,
CBRIDEE)
WH. RAIZIZT 2o LThmg 2 1 H 1 EEAKET S, 28, JERIES Ul e R
%,
s 7 MILINREFY
(&3 LRATa—/LhfE)
WE, RAZIET P2 ZF oL LT 10mg 2 1 B 1 HFEO#HET 5,
e, Fhn, JERICE D EEHEET 52, BIEOHAGIT 1 H 20mg £ THETE 5,
(RiEtEEa LA T O0—)LMfE)
WE, RAZIET P2 ZF oL LT 10mg 2 1 B 1R O#HET 5,
e, . JERICE Y EEHEET 52, HIEOHAGIT 1 H 40mg £ THETEX 5,
(2) RZERUVHAEORERE - B
U ERR L

4. AERUVHARICEETSEE
THRERVAEICEET 5EE
AH (T haPE s« T MR ZREFURER]) 1TRO 4 AN D,
1% 7.0 Yy 25mg/7 hV/NAZF 2 bmg
2% . 7 Au Ty 2.5mg/7 ML NAX T 10mg
3F : 7T LAuTE Yy bmg/T MR AHKTF L bmg
4% . T Au T Y bmg/T MV RA X T 10mg
FEALAEHEUSNOHELZEG T 5561, Eilo7T o e U BFIUTT MV R Z T o BE A
MWD ZENTEDN, ENENDOROME - HEOFHHANTERE T2 Z L,
(i)
AR OREROCHEIL, 7T2a0YE LT MAANRAZF U OEROHEIZESHTRERICRD S
Z &,
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5. ERERALAE

(1) BET—E3NR\wo5r—o
MMERR L

(2) ERERZEEFER
MR L

(3) AERGERFEAR
ZUERR L

(4) BEEMEER

1) ENEREERR
U ERR L

2) REHER
U ERR L

(5) #BFE - WBHFAR
MR L

(6) AEMER

1) EARERE (—REARKRE. HEEARERE. CARKLRAE), RERFRT—4A
—RARE. RERFTREBRAROAR
U ERR L

2) RBFEHBLELTERPEORAERNITEREL-RAE - AROBME
L7

(7) =ttt
(B IMLESE)
17.1.1 EREIERER
TLArYErE LT omg & 1 H 1[E 8 ML IHEH ML 140mmHg YA 4 7~ % 305
Bz 2B C, 7Aar P B E LT 10mg Xid bmg # 1 A 1 [ 8 B G L7 & & DOULHiE Y
MEDR—RAT A b OENEOEEEIL, 10mg FF T 13.7mmHg DX T, 5mg #£ T 7.0mmHg
DIERTTHY . WEERICHEHICA BREN LN,
WE R AR S 2 & e BIEFH O3 8121 bmg BE TlE 3.9% (6/154 #1) 12, 10mg BE Tl 9.9% (15/151
Bl) IZRD BT, @R (10mg) BEGRHIRIEN @O CHRD Hiv, 10mg BT 3.3% Th -
729, [11.2 &#]
EBIC kAR L L CHEM LB GRBR T o022 LT 10mg 2 1 H 1 [FH@EE LT 52
BB U=, IGHEIMEDR—R2 T 4 b O EDOFHEIL, 15.6mmHg DK &R L7
7)
(&3 LA T A—/LifE)
17.1.2 EREKISE I 1EEER
B IME B 243 Bl 25512, 7 MAARREZF U2 1 A 1EY B% 12 8% G Lo misEE
SEEH O A BCBIR R V22t E 4 & (2.5mg, 5mg, 10mg X% 20mg) (2L 2 EHEMREE
A LD Ei LTz, 7 bR AZF 2 5~20mg # 1 H 1[5 B%ICE S Lo miEEE
EOENEL O L AT 1—/1<220mg/dL & 72 > 72EFI OEE (=2 L A7 v —/1<220mg/dL
E|A), LDL-22 L A7 12—/ <150mg/dL & 72> 7=EFOEE (LDL-22 L A7 v —/L<150mg/dL
B T TFRoEBY THEHY Y,
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=28 5 Mol 2A5Fao—)L rNYZUEY R HDL-2 L XFo—)
Bk
(mg) (%) (%) (Amg/dL)
5 51 -25.0 -19.7 3.2
10 51 -30.2 -16.7 5.2
20 52 -33.8 -12.0 6.1
walL AT a—/L LDL-=L A5 a—/)L
& . LDL-Z=2L A7 11—/
(me) %L %) <220mg/dL <150mg/dL
e ’ BlA (%) BlA (%)
5 51 -32.0 56.9 74.5
10 51 -39.6 72.5 86.3
20 52 -49.5 86.5 90.4

BIE R B ONBE S 3 75
33.3~46.6% TV . KB AEERT

YIE S VIR o TR IR IR A B

20mg 4% 1 B) T -7, 7eds, HERRIVEN KL ORI A S

(KR LATA—/LIME)
1713 FEESFILATA—I/ILMEBREATORKRRER (ERN)

FiEtEm a L AT o — ) VIIE~T a0 825K EBE 24 #iC
ED%, 8

-41.1%,

171.4 REEE I LA TA—)LOESREREXNRRERE (EN)

LDL-7 7 = L —Y 2% EfT L CWAFREME 2 U AT o — )VIIEREHESREE 9 FlC
A#E L, D% 20mg (8
ZFORER. 6 fl TR L AT E—/L73-31.4~-4.9%. LDL-= Vx—fm—/vrb)-39.3~-4.6%<k1£_%?b

AL F 2 10mg & 8 i

[f#) . 40mg (8~20 8

RO FEERIL

7 RIUARRAEZF 2 10mg % 81
A4 C 20mg., 40mg ~ & Wi LRaf L7z 10 1)
L AT B —/LEZNEI-31.8%.
UERIRPE Oz, BWERIE 16.7% (4/24 1) .
B 41.7% (10/24 #) |

EEORBFILZNEI 5.0~12.1% KD
EEFEBLEN 20mg FHETORLEN 272 b OO, HEKFVET
PO HALIRDN o To, ERREIERITE AP 2 41 (2.5mg, 10mg 4 1 41) , — i) =H ek 2 51 (2.5mg,
WO NTRNS T,

SEILIECSS RPN

ZOFER, 10mg LN 40mg TH =
LDL-2 VAT a— )L ZFNFiI-37.7%.
BEEL M 23 5

) ~Liisges L,

T MO 3FITITR T L AT B =3 1.2~15.2%  LDL-2 L A7 m— LA 3.1~11.8% & ¥iN L 7=,
KT BIVIIEBID 5 B 4 FITIET R L F GRS

FERBEOKRa L 2T a— )LEOLDL-2 L AT o — )UK F2R3ED Eé/w”:o

B NG E SN0 T R R A R A 8hE 44.4% (4/9 #1) |

IR LI,

2 FILA L& OER Ui iis &%
WEATE 11.1% (1/9 ) .
BIVERIZ, AT L

U (&) Tholo, 7k, HERBIWEN L ORARAEMRE LB OFRIRITZED bhnoT,
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-48.3% &K
TE S VIR - T IR R A S 22
(ZERO b, EREIERNZ, KEEMR - 8K (2 F) Tholz, 7k,
HERREIER K ORR AR AT OFHRITFBO beh o7z,
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VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
Frfoett: Ca #5513 " HMG-CoA i ol 35 [ % 7
EE  BED H DB ORIEE « ZIRFIL, KRFOBRMNLELZSZRT DL &,

2. ¥BEER

(1) {EFAELL - (ERAEKF
18.1.1 7 21 ¥V IO BB R IENE L > ™7 AT % o FOVIC R RIS RS L. SN~
CaZtDIMAZWA S D Z LT X0 | il E R ME O &g S5, By LibHiE
HAORBUIERTH Y | FiilTH 5, Ei2, DIHIERIEE< . mERFENRD L THD -

14)
o

18.1.2 7 "ANRZRZF L TMEF D 2 L 27 0 — L& i+ 2 28R Th 51T HMG-CoA
EITEEE A IR OB AT E L, 7 MAARREF L LRBEOEEAZATHREW L & b
2. gD a2 v 2T e — LGk EEIT 5, EOREER, T MR E T TR LDL SR
PHINSE, DOV REASWENHI TS Z LIV iFIFEEZIRTEES, £, 7 hAx
B F AT RSEBIRE A UE LT, &2 L AT 1 — VIEICLE 5 BIREE(L O FAE 2 Bkl 35 19,

(2) ENERMT SRR

182 PLACEVORKREER
FHEEmMERHREET L (EEBRBIET v b, BHESEIEA X) IZBWT, 7Aoo HEE
AT X0 RG22 BB ER AR i, 20 B O 512 K » THMETAE Uo7z 19,

18.3 PLAZCEVOEMLEICH S DOEEE~D/ER
BHEZME Dahl 7 v M7 AP % 10 BB DL B 5425 2 L i k0 ik o e E
AR ONGREENARD A IRIETE . 7 ¢ 7 ) L RES O MAE R DS EH Sdviz 10, WA 5y R i if
Ty MZT Au vy 3mgke/H Z#fiHk 5325 2 L2800, fE EROBH & O TR
LIz, F7o. OLHOMME, B OBEIEBIRS, SREREEBFEICE, JRMEZEMEEDIREDHED
B & 2z il S iz

18.4 7 AR EVOHRBMEER
7 > MOBRIZ BTl R/ FRERIRE OO REE 2R~ T 5 R, 7 am D BB RE TR
FREEIZ LTI ) O RIE AMIEHE S v, FEEAN CatEO IS I Sz, RN ATP B & O
7 VT F U UERREORE b RES L, DIREER S RSN Y,

Z 2 MR FEE R H OB C B\ CL £ dp/dt e OVE BIGE-E IS T U, DAEENE
f: 20)O

18.5 7 FILNAR B F oD LA TA—/ILERMNFER
b NFEAR B HepG2 MIFIZIWT, 7 RAARRZ F T a L AT 17— LD ES R O
3% CTd D5 HMG-CoA &It 2 BN DB A ICIAE L BB O O 2 L AT 1 — LA Z R
FEAFRNCHNEI U722V, BICT MARREZF AIRAKEGICL Y, Ty FOFa L 2T o — A5
ZHEAR & el L TR < HIfl L7z 2,

18.6 BIEMEE TILEMICH1T57 FILNAREFUDIREETER

18.6.1 O LA TA—/IL{EETER
AL AT O LAY EL DI L AT 0 — LA =T ZIZBNT, 7 MU RZF o350
ik al 27 n— A EEEKTIES L B, LDL-a2 VA7 e —/UMELOMmET R B
EEET &7 2 %, LDL ZARKE~ Y A KO WHHL 7 HFI2B8W T, 7 b RAZF Ui
MR =2 L AT 0 — UEK N LDL- 2 L 27 20— U E & KT &7 %) %)

bR L

e
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18.6.2 KU1 FIETHERA
AL AT R VAR =T ROV a A Y 7 V') RET v MZBWT, 7 MLz
FATMP FY 7YY MEZET S8 0
18.7 BHAREE 1k & HHI¢E A
AL AT a— VAMNEEE T YR WHHL 79 FI280 T, 7 MR ¥ F U3 BhiRaE LR
BHELE CMEEED L AT 0 — L& BT S 2]
18.8 KM DOEEIEH
Ty MNFIZ7rY—AIZBWT, b NCBITL2ERBIW TH LT I REEEMEOREUED 441
OKEEEAR M-1) KO 2OKEBILE (M-2) (X, 7 MR Z T2 L FERRE O HMG-CoA i#Jt
PRI EE 2 R L Y,
18.9 YREAKMICH T 5%EH
HepG2 fflZBWT, 7 AARZREZF TN L AT o — L EBE K FSE5 L &b, AF
LDL %7 A& mRNA B & & O LDL A REEZENEE, 7R BowE,k O ) 78D R
SYWEEL T2 0 EFELEY MIBWT, 7 MR ZF U3 LDL A IRIEM: 4 H
MEEZ L LBz, VLDL- 7R B pUEHEZ KT S Y, atAT7a— AR =7 ZIZB8\»
T, 7 "W RZRZF X VLDL- 7 K B AL 2K F &8/ 2, LDL Z &R KB~ 7 ACHBNT,
T MUARZABEF T L AT B — L WEHEZ K TGP, v aianm bl 70 v Y RijE>
v MZBWT, 7 hAARZRZF LMY 7)Y RSWEE 2K T S8/ 2,
(3) eSS - FiEm
MR L
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VI. EMBEICET HRE

1.
(1) ARLEDGOPRE

I R E DHERS

B R L

(2) BERERTHESA-OPRE
16.1.1 ZLAODEY - 7 LIRS FUBRESEIORE

OREEFERRA 16 T 227 2Py « 7 MARRAZFUEEA] (7T LAr Yy 2.5mg/T FA/SAH

F v bmg XiI7 LAv UV bmg/T MV ANAZ T 10mg) & ENENEMERFICHEBIR G L & &
DT a7 MANRAZFURBIMEROCERFM TH LT I FEEMEOREVERD 2
NOKEEIEE (M-2) OEYENIE T A —F EZRIR LTz, TLARYVEVKRT MUARAXT O
Crmax X OV AUC 138 5 BI2IE U THEM L, BEEH] O Tha LT L8 D O Tip (385 EICEKFE
PRBEDMEZ R LT ERA 16 FlIC T LAa P 7 MANRREF URAH (7 L0 bmg/
7 RN AEZTF 2 10mg) EZEMER R OEHZICHEREG LR, 7 an v oY EREIC R F
ICEDREREEBIIRDOONT, 7 MARZAZF D Crax (TEFICEVIETT 550D AUC 13
BhZ T lemotz, 7B, BAANEAEANIBNTT Au Y E Y « 7 MR X F URA AR 55
DT La VY ROT VSRR F O ENREZ bhlg U7 fE R, 3R O3 ENREIC REZ=1T7R
oYY AWAYSY

BERRAICE T 27 20V ES - T MAARAZF UREFIEEER SR OEDERE T X —X

TLAaIr o c T AUC T
TRAZT ) R (ngimL) @ | Cog - himD) )
ng/m ng - m
B & 75 - & g
FAOYEY | 1.46+0.347 6.3+1.2 55.4+19.9 43.5+10.6
2.5mg/bmg T RN RAH
1.42+0.708 1.0+1.4 9.51+4.77 NC
(N=16) F
M-2 0.568+0.295 | 5.5+3.1 9.11+4.67 NC
7TAu | 3.15+0.545 + 125+31.8 43.2+6.6
5mg/10mg T RN RAH
3.61+t1.54 1.0£0.7 21.4+8.73 11.0+3.62
(N=16) F
M-2 1.57+0.943 2.6+2.8 21.4+10.7 NC

Crmax : T MBEFPREE | Trmax : e MU P8 FE 21 522 R R
I 45 i B - R ORR T FE. Te -

AUCo-Tast :

R E AR, a) N=8

QEMFHRFiE

(A% R AR, NC : AT

A ARBROAFH 1706)) (27 Ln Py « 7 MARREZF URAEAH] (T LaP¥ /T hv
NAHF L LT 2.5mg/bmg, 2.5mg/10mg. 5mg/dbmg Xid 5mg/l0mg #&H) 1L, T
VEVEE (T LAuVE Y s T MANRREFURGHIERIEDOT An T EEH) LYY hLNA
BFUHE (T LRVEY « T MNRRZFUREHEREDT NNRAZTF U2 E51) & 1EEZE
JERF I C R G LT fER,. T A0 Py « 7 MAARRZFURASEIRE L T A0 P E VLT k
JVRA R F U EEDOPERB G AW FCRSE TH o720 ™0, 7 Au Yy - 7T MRAEZF R
AR GREOT 2a P ROT MNRAZ T U OIERWENE T A — 2 2 RITR LT GMNEANT —
X2 EETe),
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AW 2R [R] S PERRBR LS

BUBT AT VEY « 7 SRS F A AR 5RO S iE <5 2

— X
TAaTE Y . V=Rl =g T RIVRRAEF
77 ]\/I//§X 5 ?‘ v Cmax AUCt Cmax AUCt
Bl & Al i b= (ng/mL) (ng * h/mL) (ng/mL) (ng * h/mL)
2.5mg/5mg
1.26 50.5 1.40 11.5
(N=36)
2.5mg/10mg
1.18 50.4 3.31 24.9
(N=40)
5mg/5mg
3.32 125 1.34 8.84
(N=39)
5mg/10mg
2.84 124 3.18 21.3
(N=55)

Comax : Feren MRS, AUC: « M3 i - IRy R e T i A

AR 2R A R E

16.1.2 ZLACEVET FILIAR R F UHARE TORE

(@):-1F 2=
fEFER A 25 il 7 A P Y 10mg KOV MASZ X T2 80mg B OO & & A Bk C R
B H LefER, 7 oar v OEYEREICRT 57 ML ARRZ F UG OREITRD bz
Moty T RUNRZEF D AUCH-ITT L1 P PG 18%HEM L7278, Crmax (25T 5
HAEIRD Lo (SMEAT—4),

QR#E®RSE
A 16 flic 7 21 P 10mg KOV VAR R ZF 2 80mg ™ O E . 7 VAR AREZF
80mg ZHAM T 1 H 1[0 8 HIMKIEHE G LT-AER. 7 MANRAZF D Cuax (XX 57 2B VB
OFAE G OFEBIIEED 5T, AUComast 1% 16%H M L7208 EZEITRD SN2 0> 72 % (SHEA
T—4),

) 7 MAARZEFUDENARMREIL, G270 —/LISETIE1 H 20mg £ T, FiEMEE o
VAT a—)VIMAETIE 1 H 40mg £ TTH D,

16.1.3 7LA D E U HEMBBRE CORME
fEEERC A 6 {ﬁJ 27 Lm Yy 2.5mg & 1 H 1[E 14 HERER S L7256 O Mg hiE 3% 55 i
6 B HUBRICEFIRIBICE L, BK&E G H (14 HH) @ Crnax L AUCo-24n 13 ZE 1 3.5ng/mL
KON 61. 8ng *h/mL TH v, #HIE#E5E (1.4ng/mL %0 19.3ng - h/mL) O 3{EThH -T2, &5
R RS, YE RS IR L, 5Pk 5 B HICIE 0.24ng/mL & 2r o7z ¥,

16.1.4 7 LSRR 2 F U HEMB 5 TORE
@%WAGWKY%»NX&?VIMg&U%Mg%lH1@%@%7H%ﬁﬁﬁﬁbk%%Jm
HEh IR X 5B 4 B ECICEFIREBICERE L, £72, 1HHE 7T HEOMEFEY
BEAET 5L, 20mg REHETEA LTS LOOEERZETITZRL ., TREMEIERD 5nan

oy 40)0
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16.1.5 £YF MR F1EHER
<F7I)LIvlEEkE1%E BEI] >

Ty M E1BZ TAELI X, 7~y MNIASE4 % THETL) 2AEgEE L Li- b &,
IHZEBE SRS SHE S, EWFENICRS LB sz,

<F7RIIvIEEE2E BET] >
BISEI T O FHIR SRR AT A R A VO EICSONT CER% 24 42 A 29 H KA
AR 0229 % 10 =)

TNy NGEE2E THIEL] T axy MdBEE2EZ, 7R AL — =LY EhE
N1EE (TP & LT25mg MONT M ARZAZF L LT 10mg) @R A S FICHa R Hn]
RO#E L CERREZNE L, Son-EyEhiE 7 A —4% (AUC, Cmax) 2DV THEFHiF
Wrairolz, TORE, 7o cB80Tid, AUC &' Cmax (22 CxHEKEO FHE D2
D 90%[FHE X [H 723 log (0.80) ~log (1.25) D&IFHANTH 7=, F72, 7 MR AXF B NT,
AUC (ZDW T EAE DO EED 72D 90%[E X [H 23 log (0.80) ~log (1.25) DOFPHANTH Y |
Cmax [ZOW T EIE O BN log (0.90) ~log (1.11) T, 2o, IEHRABRCTHET S
FTRTOEMETHEHEB DL L Tz, 2 X 0 lEl £ RSN R S iz Y,

YN TA—F (T LhuTEY)

HE/NT A—H BENG A—H
AUCo-72 Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
T~xxy MlEEE
58.47+14.76 1.6230*t0.3935 7.8E1.7 41.39+10.15
2% THET]
T a2y MNELAEE
9 & 61.60*t16.12 1.6815+0.4156 7.8£1.2 41.10*£8.35
(2.5mg #5.,, Mean®=S.D., n=24)
(ng/mL)
2.5 ——T7vIIy EEiE2%E [HETL]

-t-HF2Ty FMCEIE2 &
1$8#% 5, Mean=*S.D., n=24

N
n

o
1

FREE \C O SN ESE
=)
01 —

0 19 24 36 43 60 72
BERE (hr)
MFEPRRERE (T 20T ))
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SMENFE X T A —H (T RANAHZF V)

HENT A—H BENRTG A —H
AUCo-36 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
Ty NEEEE
37.70+13.53 5.6267*+2.8216 1.000£1.118 9.79*t1.55
2% TAHET]
BT 2Ty MELAEE
9 & 37.27+11.38 4.82131+1.9969 1.375+1.238 10.05*+1.84
(10mg #%45-, Mean+S.D., n=24)
(ng/mL)
8 - —— 77Ty MEEAE2E [AETL]
-A-HTF2Ty MESIE?2E
6T 13E#%5, Mean+S.D., n=24

MRGE " WX N S s NBEE

i

6 12 18 24 30 36
BRI (hr)

(3P IRERERS (7 bR ZF )

(AP E NN AUC, Cmax 5D/ A —2 (3, HERE ORI O BRI - R 55 O 55k
R L > TERRDAEIEN D D,
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<F7I)IIvy | EE%E3IEFAET] >
BISEI T O FHIR SRR AT A R A VO HWEICSNT CER% 24 42 A 29 H KA
FAFE 0229 4 10 =)

Ty MNlAEHRE3E THETL) T axy MlAHE3FEE, ZuX At —R"—jEicLhEzhZ
N1sE (7Y E LT omg KO MANRZZF L LT bmg) MEFER A B FICHE A BER
A#E L CmEPREZNE L, 5o YERE T 2 —4% (AUC, Cmax) (22T 90%(3HH
KRB CHREHENT 21T o7~ TORER, 70 L ROT hAARZRZF L4, AUC KO
Cmax {22 THREE DA D 220 90%FHE X M 23 log (0.80) ~log (1.25) DHAPHN TH - 7=,
ZAVE Y WHI O E AR SR D R S T

FWEENTA—F (T LrTEY)

HE/NT A—H BENRTG A —H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
Ty MNEEBE
120.2+t33.0 3.3240*=0.7886 7.4+14 43.41+10.84
3% TAET]
BT 2Ty MNELAEE
5 117.7%+30.7 3.2508£0.7379 7.4+1.6 40.331£9.26
(bmg %5, Mean®=S.D., n=24)
(ng/mL)
6 - —-— 77Ty MREESE [AETL]

o -&-HhTFaTy FMECEEES

45 1 §83% 5, Mean=®S.D., n=24

"

T

Is

D\

%

=z

e

&

0 T T T T T T
0 12 24 36 48 60 72

B (hr)

MAE R RERERS (7 L)
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SMENFE X T A —H (T RANAHZF V)

HENT A—H BENRTG A —H
AUCo 36 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
7Ty MNLAHE
16.371+4.91 1.9318+0.5573 1.333%+1.539 9.83+2.61
3% IHET]
AT 2Ty MNELABE
5 16.27+5.62 2.0398+0.9570 0.740%+0.365 9.72+2.81
(5mg $#¢45-, Mean+S8.D., n=24)
(ng/mL)
3 —-—77IIy MREAESE [HEL]
;[325 -&-HFa2Iy MEEEIES E
&7 1 $84%5, Mean+S.D., n=24

J:# E
0 T T T T T T
0

6 12 18 24 30 36
BEfE (hr)

(AP EHERS (7 bR FTF )

MR NE AUC, Cmax 5 00/37 A — & (3, #ERHE ORI OEREIEH + B 55 O 7R
SR> TRRDAREMENH D,
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<F7I)IIv | EE%kE4ETHET] >
BISEI T O FHIR SRR AT A R A VO HWEICSNT CER% 24 42 A 29 H KA

FAFE 0229 4 10 =)

TNy MNLAEE4E THIET) T axy MG 4EL, 70 A —N"—jEIcLvENE
N1 (TP e LT mg MO M AZZF o L LT 10mg) FEEER A B 712 A B ER
A#E L CERREZRIE L, G oo g 7 A —4% (AUC, Cmax) [ZDVCHEGHIENT
EiToT2, FOREER, 7T2ur P iZB8 W TE, AUC KO Cmax (Z2W THEEO EHED ZD
90% 5 #EX M2 log (0.80) ~log (1.25) D#PFANTH -7, Fiz, T MANRAZF BT,
AUC [Z W TR BUE D2 ED 720 90%(E FH X [H 25 log (0.80) ~log (1.25) DHPHNTH Y |
Cmax ([ZOWTIERBUEDO LB D ZEN log (0.90) ~log (1.11) T, 2o, RWHREBRCTHET S
FTRTCOEMETHEHEB DL L Wz, 2 X 0 il o EM RN RSEESHER S Lz ¥,

FWERENTA—F (T LrTEY)

HENT A—H BENRTG A —H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
Ty MNEEBE
108.0+37.1 3.1404+1.0101 6.7+1.4 40.70£8.59
4% TAHET)
BT 2Ty MNELAEE
AF 109.9t33.2 3.1582+0.9611 7.0£1.0 40.95+10.93
(bmg #45-, Mean®=S.D., n=23)
(ng/mL)
6 - ——T77IIy pEAE4E [HET]
" ~&-hHT7aTy MNEEIE4 &
45 1 §£#%5, Mean=*S.D., n=23
ch
7
I
D\
S
%
2
P ::: |
=
=
0 T T T T T
0 24 36 48 60 72

B (hr)

M gE P EREHER (7 Lm P EY)
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SMENFE X T A —H (T RANAHZF V)

HENRT A—H SHENRT A—H
AUCo 36 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
7~y LA BE
29.34+12.09 4.1257+1.5689 1.076%0.610 8.671+1.39
4% TAET)
AT axy MNEHE
A F 31.83+14.87 4.6222+2.8007 1.337£1.326 8.72+1.54
(10mg #%5-, Mean*+S.D., n=23)
(ng/mL)
84 —-—7vIIIy rREiE4E [AETL]
“t-AT1Ty MEEIELE
6. 1 §E#% 5, Mean*S.D., n=23

NEGE\ RN S N BREE

MAEP D PEHERS (7 B AR ZTF )

MR NS AUC, Cmax 5 00/37 A — & (3, #BRHE ORI OERHREHL « B 5 0 7R
R E > TR D AREND D,

(3) HhEE
ZHER R L
(4) BE - fftHEOREE
(Tvii. 7. MRAEAEH] OHEZH)

2. EYEERB/INTA—S

(1) fBAE
MR L

(2) BALERETEH
M ERR L

(3) HEEEEH
MEE R L

(4) UYFS32R
MG R R L
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(5) HHMEHE
MR L

(6) Tt
MR L

3. B&H (REaL—>av) #H
(1) fBRAE

B R L

(2) NSHA—REBHER
MR L

4. R
BRI L

5. 9%

(1) mi&-iEEIFTEEYE
MR L
(2) miE-RAEEIFEBYE
(VL. 6. (5) fhw) DOIESR)
(3) Ait~oBiTiE
(TVIl. 6. (6) #=Fhw) DOESH)
(4) HE~NOBITHE
MR L
(5) ZotoB~DRBTHE
MG R R L
(6) MBFEAKSE
16.3.1 7LADEVHEMBBZE CORME
TLAuYEryOE MEEA L ORARIT 97.1% (in vitro, THENTE) Thoto W,
16.3.2 7 FIL/IAR A2 F U BB 5 TORE
bt MHEZE N in vitro DEBR T, T RV A X F O MIEE AR AR 95.6~99.0%LL L& R
L7,

6. R

(1) REBLEIRUCKBER
R 6 BT AN AZ T2 10mg F N 40mg # B E L= & & M7 2 FEESALED
RUB VRO AN OKEBAE (M-1) KO 2 MOKEBEER (M-2) O 2 FENHER I TWDH,
PER EIEMEREIE M-2 TH o729, 7 FARRZ F o O FEAHESH IR CTH Y M-1 KO M-2
13 CYP3A4 IC X » TAEMT A Z EBHLMIEATND 17,

(2) R#ICEET 8% (CYPE) OHFE. F5%
T R ARZEF R, L CTHOEDNHIEESE CYP3A4 [cLof#@tahsd, £/, P-HEAE
(P-gp). FLHEMEEA (BCRP), AT =4 b7 v AR —%— (OATP) 1B1/1B3 OIEETH 5,
T Au T ORFHIIEE L L TEMRETEESR CYP3AY N L TCWD EEZ LR TV D,

(3) VEEEHROERRUVZTOEE
MR L
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(4) REVOFHEDOAERRVEEL, FELE
RUERR L

7. Bt
16.5.1 7 LODE VHBRE TORE
7 LAr ey 2.5mg XIE bmg AR 6 FHZHEIRR ARG LI a 0% 5% 6 HH £ TORF
BREHRRIT, WPTNOHBICBWTHRH 8% Th-72, £7-7L02 0 25mg 2 1 H 1[4
14 ARIRAEER G L2356 O R PHEIERITEG5-846 6 A B CIRIFEFREICEL. 6 HALEDO 1 A
M2 ORZEACKRD PR FHEMEFRIL 6.3~7.4% Th > 7,
TEEERR A 2 Bl UCAZFRT L P VY 16mg F BER A& G Lcsha, &5 12 HH £ Tlc& 5K
FHED 59.3%ITIRH. 23.4%ITFEHPICHRM Zhv, IRPHEERED 9% IIREMETHY . ZOMIZ 9
ORI BFED Sz ™ GHEANT—4),
B, INORETITT LU E Lo SEIBEMTRD b TH2R,
16.5.2 7 FILIARE FUHEMBETOHE
BERER IS 1UC-T "SRR Z F o245 Uiz & & e R PRI R 1T TR (<2%)
FEPICRE R, M-1 RO M-2 3 2NE IR HATHED 8.3%. 11.7%K% O 18.2%Hki X 417= °,
BT, UC-T hANZREF iz MEFRHRIEEER Tk, &5 SN2 HENRED 43.7~70.2%
PSRRI HREE S, RZE(BROfIZ M-1, M-2 KON M-2 © 7V 7 b VBRI ARAFRIE Stz oY,

8. FSUARR—E—IZET HI1ER
MR L

9. BNHEICKEKRERE
(Tvil. 10. WEHG ) OEZMR)

10. BEDEREETIEE
16.6.1 BHEERESE
R RERE IE 2 8 5 R OV R RERE = 11 IS T RV R AKX F 2 10mg % 1 H 1[0 14 BREIKE#R G L
fol x| BHREEREIL, 7 MARZF O ROERNEIREIZEZ RIZ S Rno7z ™ GHEA
T—H),
16.6.2 FFi#REpERBEE
(1) ZLADEVHREETORE
JFEZE ¥ (Child 0% A, B) 567 AP 2.5mg A BEIE G L7258, ik Al L,
Behi 72 Rt O M RENAEIC EF L, Tz, AUCH-1TX0RXE A R Lo HEEITRO b
inotz Y, [9.3.2 ]
(2) 7 FILIRR A F U EMEBETORE
fERERR A M OFFREZE BE 8 Bl DI 7 MR A X F 2 10mg 2 1 H 1[5 14 AR ER D&KL LT
& & PR B IR EE R AT EE X T Child-Pugh A #3 }% O Child-Pugh B B# 12351 T\ Cmax
TIEZENEN 5.5 5K 14.4 15, AUCo-24n TIXENF I 4.4 15 KT 9.8 5 DI, Tmax TIENTH
b 12 OEFENREO GNTZD T iXIFE A BN L o7, Fo, MIGEEICKT 2ERICITE
Mo T2 BEAT—4), [2.2, 9.3.1, 9.3.3 &]
16.6.3 EinA
(1) ZLRADEVHEREETORE
S LE R 6 6] CE4ER 79.7 4%) 127 A2 Uy bmg # M, KO8 ARIKERY Lk
B FEMEEE (F% 22.37) (2L, Cmaxe AUCousn 1ZA EICEE AR L7228, T \CH BT
BOONRN-T=27, [9.8 BH]
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1.

(2) 7 FIVIRR A F U BMBETO/RE

fEFEE s (66~T3 %) 6 Bl OEEE (20~22 %) 6 Fllc, 7 FLNAXF o 10mg ZHE T
HERE O U2 fE R, S 1 IS 1R T Cmax X O AUCo- 1349 2 f5IZHM L7228, Tmax LY
T2 \IZZETRD SN2 > 79, [9.8 S ]

Z itk
A ELRIER L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHIZEIBRELEWNI L)

21 AR OIS XiZT e Ra v U R LAWKk UiBBUE OBEERED & 2 B
2.2 FFUEHHEEDNE FLCWD EBZXONDUTFD X 5 7B

BVERFR ., BMEIF R OSVEE, 2, . 3E [9.3.1. 16.6.2 ]
2.3 I SUTEER LTV 5 ATEEME D & 5 e E R O flia (9.5, 9.6 &)

24 7L HTLEN s BT LU XA ERETOERE [10.1 BH]

(fi#E)

2.1 AHIOBEEDITHLT MARZAZF L TAaP by ROENImE 5 0 oY e Free ) o
VRIEEY (=7 VB, VA=V E) TR UCHRBUEDBEEED H 5 B TIE. AA
OFHIZ LY FOWMBUEERZ 2T 5BZN0RHLDOTRE LW &,

2.2 KBIDOBLEKST THLT MANRREZF O MEH EOERINICECTHREL TS, LIZR-> T,
JFREREME T LTV D & B X BN BMENTR, BT R OIS, P, P, S#ao B
TR, 7 AR ZF O MBEPREN S URIER ORBUBEE ST 58003 d 5, £z,
7 MR AZF AT EITHFCEA L, B CRET S D 72 O 2 B L S 2 wlREMED & 5
MO RMEIFR, BT R OGP IR, I, SO BEIIIARAI ORG-S 5 2
L,

2.3 KFIOBAKS THAT L2y T RAARZREF O HEHAEOESZ ] ICHELTHEL T
Do

2.4 CHUBMEIFRIGRETHL 7V AT L ENKIY - BT L Z ZAENVELEHIO EH EoRE]
WCHELTRELTWS, L AT LENL - BT L Z AL/ (400mg + 120mg) & DT, 7
"M ARZEZF D AUC 2 8.28 fi2, Cmax 2 22.0 {2 ER L2 OHENH D, AF O M
ERER L, BEAREBR LI RBEARH D,

3. MEEREMRICEET HFEEENEH
(TV. 2. ZEESUIZNRICEET SR 22452 L.)

4. BERUVAERICEET 3B L ZTDOER
(IV. 4. AEXOHEIZBEET IEE] 228 T52L,)

5. ERGEFNIE L ENER

BEELEAXANIE

81 AAlX. 7 am Y EY 25mg HHWME B5mg £ T RN Z T Emg H H\WME 10mg & OFEE A
ThHH, 70T MNRREZFURGFORNERPRBERT 2800 H5 2 LICHETHZ
&, [11. M)

82 7T AuTE L DOBEEERCESSODENVERHLDONDZ EBHDHDT, AIEE, BEHEDE
MRS G IR 2 £ O Bt &2 B E T 2 BRICITEE S5 2 &,

8.3 7 A U LI PR EE I A E < BEHH IR BRRR R BEIENENE D 5D DT, AFIE G
FIERICM OB ERZERAT 5 & X ix, AR CCESHBICEET 27 CBEOREZBIZ L
MOEEICEETLHZ L,
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84 HOLNUWE I L AT u— )VIEIRROEATH 2 BFFRIEEITV . FICEDFRESCEME, W
JESEOBIMMEDIRBOY AT 7 7 7 X —ORBEL+oEETL L,

8.5 5k FARE G A2 EHIRNCIRA L, JRIICHRTT 5 SUS2SER0 B WS IcidE b & k4
HZk,

86 7 M AREZFUEBIZIVEIERFREFOHAEN S LD Z ENHLHDT, Hls - TR, B
BEEOIERD D & O HEIIEIAK Z R IE L, EBANEFIOERKR T 5 &0 B IHRET 52 L, &E
3 GBI SOTHE ERF L D 12 I E TORNC 1 B2, ZRUBRITER CEEIZ 1 RI%) 12
MRERMA 2175 Z &, [11.1.7 ]

8.7 7 MU NRAZF LB & 0 BERIERE, JLMERAME, I/ MEIRAER S bbb Z ERbh 5
DT, EMICHREZIT ) R E+0eBlEE21T) 2 L, [11.1.9 B ]

8.8 7 MNNREZFUEHIZL 0 @ik, BERBENH OOND ZERHLHOT, N\, IR, 255
BREEOEROFBBRICERTD L &b, EMMICREEZIT 2 EH0Blggs1T7o 2 L. [11.1.11
2]

(fi#s)

8.2 AEIDEL G THAHT Lr YO M EOEE] ICHELTRE L,
FEIEANC B OFEEFHTH 5, AFOENERKRRICEW TS, RIEICEET L EEZ 2 b
HOFEVEORIERBHEE SN TWD Z LD, KFIEZRAT 25AXEIEE, BB HEOER
SEAEIR A PE D B A B E T A BRICIEE T L o fRET 5 2 &,

8.3 AFIDO AR THLHT L D MEH FOERE] ICHEL THRE LT,
T A| YO RN 36 FEH &R < BETIER DERRBIESRN/RD 5D
DT, AKEIEGHIEBIMOREERZERT 258 REORER 2 KT 2 Lnlni o,
BEOREZBE LN HET IR GHRBICEET 22 LEEICRGT5HZ &,

8.4 KFNDOBAEKS THDT MNANRAZF O MER EOERE] ICHEL THRE LT,
L AT n—VIE & W SRS A T BRAETE A EIE LB = L X — B EECIE R R %
WIEIZRD K9 BFERIEEZITV, BICHEE R ERITEI A (F O HEIELZITH e L, 3~6 » A
ATEEIEOUGEZ T T2 b DL O T IRA TG EICOHIEMIC L DR EZFRGT 52 L,
Fiz, @3 VAT r—/LEDOMIZ S fE, BESEOBMMEIRBOY X7 7 7 7 X2 —OEH
F+RCBET OULERD D,

8.5 AFNDELEKT THDHT hANZAEZF O EH EOER ) ICHEL THE LT,
Y78 i PR A AR T & 2 KO B IR EMEORAEZITV, T MR F U OB R
EERTHIENNLETH D, RRICKT DRIRRRBD bR WGEIX, KAlOEGZHI L,
D R IIERRAI~DEHEZBRET 5%, +0ICEET LI L,

8.6 AFIDELE T THDT MNANZREZF O MR EOEZE ] ICHEL THRE LT,
T AN ZEF o OENTTRZICEN T, BUEFRBER SN Z &0 bBIEF K ORI &
KA (X 2 72 @D 1T » Wi - A8V D BEF & O WIHIER Z3i#k L7z, b DERDR B
OISR IIIAR O G 2RI L, FIREICEE T H L 28T 2L, £72. AFlOEEIC
BOWTHEGHEE I ER LY 128 F TORICIZ 1B B, ZRLEIEEFEIC 1 RS, EH
NI RERR A 21T 5 2 &
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6. HEDEREAIIBEICHTIIRE
(1) AHHE - BIEESEOHLBE

9.1 SHHE - IEEFOHLEE
9.1.1 BEICMEDENEE

TLAaUEUOEREICLY, SHICMEMETTOEENLEH D,
91.2 DFRLDHLBE

FERE ML DAEIC X D BELDAEBEY 208 L LT L Ve OWIMERRBRICB T, 77
BARBEL EE L CT A n UG RECKIEO R B N B o7 L OMERH D 7,

F) 7 AR T ORRINAREIIRIT [EMERE)] KO [RIE] Th b,
9.1.3 RWOBE

T MR ABFUoRGIZED BERFEZELSEDLZ2 R D,
9.1.4 BUHMBEND oHONPOTVEDHRENRHIUTORE

- FURARSHEIR FIE O B

EEMOER (YA a7 0 —%) IZORERO H 5 EBH

« AN D FHFEE O PR D & 5 B

- T a— LR B

[10.2, 11.1.5 &#]
9.1.5 EFEHENEXEIZOREEOHZ8E

T MR RAEF E G L EEGEE (IR, 258 NESUIFERTHZEnH D,
[11.1.13 ]

(fi#i)

9.1.1 AFNDOELEK ST THLT Lu v o MEH EOFER] ICHELTHRE LT, T v U AR
OIEREREL L CRtdi L,

9.1.2 [Al—mn# L DRFIMOEEZE S -0, RE LT,

9.1.3 7 MR EZF o OHiRERHAEIZIB VD THERIF O BE TEimbEz 4 U, BERIA 2B L 725
DHEINTZZ D, BERFBOBEIIERICES T2 2 L,

9.1.4 WRIHBLEY 5 OF)E K O I 5D X fdl S 72, HMG-CoA &R L ER OB FHTH
%, HURBERRIR TIEDLE | BIEOHEL (A hu 7 1 —%) UIZOFBERED & 5 &
F . HHMIE OB IEE OB D & 2 B TIIBSUHMAIEN H b b oT W EDRENRHDH 2 &
N, INHOBRFIZBWCIEEICRET L L,

(2) BHREREERAE

9.2 BEHEEERE

9.21 EELBHREREEOHLBE

T ARV K DBEEICENERRENME T TS 2 LB D,

9.22 BEENIITOMEEOHLEBE

T MR RA B F B AT X DR RAE OWE B O L < NEEREEEZ AT HIEETHY, £
72 RERUR BIE TP > TR B EREO BB b T\ 5, [11.1.5 BH#]

9.23 BHEREEREDHIHBE

AKRNE T 47T — FREANZOHT 2561213, 0EELLE2 G0 L SN 2551200
THZL, TIAARREF LT 47T — bREAZOHT 5 L. 2BV BRI 2 S B
AIE & DIV, RLEGTIHAT256101L. EHICBHERES A FE L, BRE
W ATR, B o%Bl, CK B, mfRGRFIA 7oy ERENChE S L7 F=2
FAEOEEEDOE(NEZBOIGAITELICEEEZRIET S 2 L, [10.2, 11.1.5 ]
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(fi#s)

9.2.1 AFOE AR THLT L0 MEH EOER) ICHELT THRE LT,

— A BHEREREE O H D BAE T, BIEICHEVBHEENME T T2 2 03B 0 | FrCHE B
HEfEERE IRV BEEREREZSSEZTRBENADL O CHEHEICKSGTDZ &,

9.2.2 AKNIDOE A THDHT MARZREZF O MEH EOREE) ICHETTRE L,
BERURRURIE DO WA B DL < NEHRERE L AT 2EBE TH Y | FI-BHUTHEAREIC L > TR
IREREREDEALNRD HILTND Z L h | BREE XX Z OO & 2 BF I XEEICK G T
HT &,

9.2.3 AFNOEAKS THDHT MANRZREZF O EHEOEE] ICHELTRELE,

HMG-CoA ZTREFEAORIER & L TH S 3T D BHRUH BARIE O fER I - D—> & LT
EHSRERRE R H 0 . £72, HMG-CoA SRITEERIAEAI & 7 « 7 7 — b RIEH & O OF RS REEUT
BRIEN B 5oL < D ZENMOLNTND I E ™ Lo KAUKREEL Y [FAIZZ) o
HIZTEMIBICET 2BRREEICRE RO LN BEICARAN L 7 4 77 — b RIEAZ DR
THHEAE, B L AT 0 —)VIE IXFEEM R =2 L AT v — VIUE ORI Eote 257000 & f)
Wi SN D5 EUIMIPFA L2 & & U CHEE R L T& 72, 2018 4F 4 A, — B AR
WREEL S LD THMG-CoA BItiERAEA] (A& F ) &7 4 77— FRIEFOGFHIZEET
HIRM SCEUGET O EEE | NEAFEE IR SN 0%, Ak 30 45 8 3K E - A fh
BARBERERDELENRBRLEIRPAER T TRF SRR, BRI T 2 R mR
FMICEFE DB BN D BEICBIT D HMG-CoA BEITHHEMEAL 7 4 7T — b REAI OO
IZDOWT, REREEME Ak Loo, [FAIEER) 7o TEELRERIEE] FICRHE%E
HI5) ol

(3) FrtReRERE

9.3 FiREEE RS
9.3.1 HFREENMBETLTVSEZZAONBIUTOLSHESE
SHEFx. BERFAO2EBE. FEZE., FE. #E
BHELRWZ &, T MAANRZF U OMERREN EA L, BIEHORBBEES T 562 R
bb, Flo, T IAARRZF T ERICHBICB O TER L@ 20T, FEELZELLI B
Tnnbh 5, (2.2, 16.6.2 BHE]
9.3.2 FFrEEERE
HERIOTEERICRG T2, ToarPvrEaiE (10mg) ICBWTEWEHORBRREE D
AIREMENN B D o AFNT TN CTIRH S D 728D I A I8 O 4 = K OV Ho 8 5 - g 8] st R i
H (AUC) MMEKTDHZ L0835, [16.6.2 ]
9.3.3 HEENIIZTOMEEOH S BE (931 ICBRHUTIHIEEEZR)
7 MANRZEZF AFFICHRICB W TERA LI SN 20T, FEELEIELIBEZNNH D,
[16.6.2 & ]

(fiA)

9.3.2 AFIDOEARKS THHT7T 2o HEM EORE] ICHED TRIE L,
ARNOEEKS THDHT 2u P IR TRE SN D720, IERERE CIIT o8P
B D tig OV AUC D RT 2R & 5, FriCm &I W TRIER EORIWEH T BRI
BELAREMENHLDT, 72V OHEZHET HBITEEICHRGTHZ &,

9.3.3 AHNIDOE AR THDHT MARZREZF O MEH EOEE) ICHETTRE L,

(4) hEgeE=HTHF
BE I TV
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(5) 4w

9.5 iEHF

BB SOXIER L C WA RTREME O H D L MEIZIT & G- LenWZ &, T Ar VB OB ERIZIB W T,
PRI B 59~ 2 LATIRII R OV iR ER 5 Z & DO TN D Y, 7 MR F
Y OEYERIZIEBNT, HAERBOBD ROV, FEEICHT 2ERRO b, BIRICH AFE
KT ERBEMHNRED LN TS, 72, 7 v Moo HMG-CoA & e R LER % K&k G L=
BAIBIEOBERTERRE SN TS, BT, b F T, i HMG-CoA & B ER T, iF
W3 W HETORICIRA LIz &, RILICERMETFE RO bbb L ORERH D, (2.3 ZH]

(fiah.)

7Iwﬂx5%y®ﬁ%£%’ﬁw1 AR O Rk OAFE, BT D ERBO L, I
WHAEGFREK T ERBFMHIRD SN TND OV 7 Ao D8 O FEBRICE W THIERAS

a&%#%kﬁ%%ﬁ&o IR AMER TS Z ERWH LN TEY P &hick hTiEfho

HMG-CoA = ItEEEIHEAIT, 44k 3 » A EF CORMICMA L7z & & IBIRIZERMEFEN & bl

EDOWE D N D, LR VIR SUIIERE L CW D ATEEED & 5 Lt ~DF 5 130T 5 Z &,

(6) RELiw

9.6 RELIF
WELARWZ e, TAauPE T MEELTICBITT S Z E0NMESN TS ), 7 A2 ZF
COEMERR (T v b)) BV, AHFABITT A Z ERME IR TS, [2.3 ]

(i)

AHNDOBLA RS T&é?Am/t/&UTbWAx&%/®Fﬁﬁi@&ej’EET&ELKO
Lo D IR G MLEE 2 AT 5 ) 6mg/ A 2 D ik G- L7286, &5 10 B H o3t
O 1L 11.5ng/mL THh-72 %, £, 7 AR ZREF o TIESH %%1159@%ﬁ¢7/
MZ 1mg/kg #% A5 L7256 OFH FIREIL 6 FFH T Cmax (17.1ngleg/mL) %75 L72%#, tiz 7.8h
THETDZENHEREINTND W Z et AFTOBRFICHLAR O GE2BETHZ L,

(7) INRZF

9.7 NE%
NS AR b U TR R AR ER IS L Ty ey,

(8) EinE

9.8 BiNE

— R AEFEEENE T L TR, 722 BT MAARRZF O M PHEEREINT 5 2 & A
35)5 55)

TAaUENIMEHE (2.5mg/H) NoRGEET AR EBEORREAHIE LN LEEICKRE
THZ L, —RIC ﬁﬁ@hﬁiﬂib<ﬁw&éﬂrm

BIWERRRE L-BE 1T EE2TIET AL, %@&@%%ﬁﬁ_& ElE T, 7 RLARR
&%/&5;;Dﬁﬂ BRMEIEDS & B O T W EOWRENH H, [11.1.5, 16.6.3 ]
(fiF75)

ENTE LIomimE 2R e LeT MR F o O ENEER Tl @EF S 12817 %5 Cnax
KON AUC BWEFEE DR 2 52 R LTE0, Toax XY tie (TEFH L EZITR D LR 710 if_\ ]
RIZT w2 OEnE x4 & LB Tld, Cmax. AUC 3R EIZEMEZ R L7223,
tiz (CHEETEO b ho T,
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7. tHE{ER

10. 1 E/EH
T AR RAZF T, EE LTUTFOEMRGHEES CYP3A4 (ICk W R#@fand, 7, P-HREEAE
(P-gp). JLEMMEER (BCRP), A7 =42 7 AR —%— (OATP) 1B1/1B3 OIETH
Lo T AT ErORBITITELE L THEMREHHESE CYP3AL G LTWEH EEX LTV,
(fiah.)
WRk 12 4 12 H 25 B R Rl o&, ABiRsEIcET 2 M emi Lz, Tk 30
7 H 23 AATEEASEESE 0723 55 4 5 RATBE RS - AT R ESE LA S ARSI C R
B & E R E RO IO OEMBENEHTA RTA4 ) BDARSH, AT =4 F 7 &
R—%— (OATP) 1B1/1B3 O #iRIELE L LT atorvastatin A RENZZ &6, HELER] ©
HICHWT =4 F 7 v AR—%— (OATP) 1B1/1B3 DB TH L EZIBR LT, T, P-kE
HE (P-gp). FEmrEEH (BCRP) OETHHE LB LT,

(1) HREREZDER

101 BFAESZ (BFALAZWL &)
(Z RILINZABRF V)

) 40 T BRAEAR - H5 18 5 1E By - BRIk
TVUHTFVENL - BT VLU BAEA T LIFLENL - ET LU ZAMTE - 7L L ELD
(741> R) E/L (400mg - 120mg) & OPF|OATP1B1/1B3 & T BCRP A
(2.4 &M FIZXD, 7RV RAREZFUDIE, BT L Z AE LD

AUC 7% 8.28 %, Cmax 2% 22.0(0OATP1B1 } (* BCRP BRI
R A LIz oHEDRH D, |EOSIFERICE2bDEEX
AR OMHIREN EH L, BIE| DTV D,

HAMBE LT DdBEN
Wb b,

CRUEMEFRIEIEIE THA T LI AL EAKIIY - 7L Z ZELRERIO THH FoEE] o4
UCERE LT,

(2) FRAFE L ZDER

10.2 SRR (BFRICEET S L)

(PLACEY)

FEFN 4 T BRAEAR - 518 T VE By - fabRR1

FEFEAEH 2B 5 3EA BEEHNHER I N2 BEN|HAEIIEN BRI 282N

DdH D, D5,

CYP3A4 [HEH| T AT VRPNV F|T Lr P ONRENHEAEN
TYRBYA T TELEOHMIZLY, Tou|IZHESNDTREENE Z L
PILFTE L TECOMHPREN EF Lz,

U hFen EDOHENRD D,
=)< hrLJENL - MFENL
A NTary— 5

CYP3A4 #EH| TAuTPErOMmPEREMNMET L0 Y ORENEE S

V7 7oy tk TToakENRH D, A FREMENE 2 BV D,
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AN

BRAER - FEE ik

B - fabRIA

T —FIN—Ia—2R

TAuYr L OBEMEHNE
HMEINDIBENLEH D,

JL—=TTN=VICEEND
BANT sa P ORE%E
FHE L, 7458 P E Lo
EN EHTDAREENRE 2 D
b,

2r7ml LA

FHICX Y #2270 ) AR
RN BH L, BEEED X
7w ) KZADRMEHRNHBLT
LBRENDRD D, PEHRFICIES
sal) AADIMPIEEZ T =
H—L., BES UL THra Y
LADHEEHESTHZ L,

TihuvE EX B Y AR
1T, EL LT CYP3A4 (2L Y
Rsns7zo, fiHc kv #
7 ) AZORBBEESN
LAREMEDR B 2 B D,

(7 BILIRRBF )

KA

BEARAEIR - HEE T 5

B&FF - faBRIA+

7 47T — b REA|
NPT 4T T— M E
[9.1.4, 9.2.3, 11.1.5 =]

= a5 U FRiUA|
=%V ba—%
[11.1.5 B /]

rdE, ik, CK b&. i
mERORPIA 7 ER
ZREE L, SR BRI
Z fE D BB MARIE 28 & © D
NRTNEDRENRD D,

Wy 7477 — bREHL
HMG-CoA & jri% & & &
O BIE &% 28 £ O FR AR 23
REEN TN,

FERRIK - BAEAEIZ B9 2 IR
MAEICRENED b D E
i

R =aF o BEH L
HMG-CoA i jr ¥ & BHF Al &
D BIE F 5 78 M o A8 IE H 23
RN TS,
fEbRIA 1« B REkRE

405 1 5]
U ARY
[11.1.5 &M]

1) WP, B, CK kA
ML ONRFIA 7 e B
FEREE L, 2B
b % 5 MABUTHRAIE N & 5
bR TWEOHENRDH D,
2) Y7 uARY v EDOHFHIC
LV, TR REF D
AUCo2an M 8.7TfFIC EH LT &
DEEDRD D,

B 1) YZuaAKRY L
HMG-CoA 3%t LEH| &
ORIERFERMEOFNIEM., 2)
v ua AKRKY LD
HMG-CoA 3%t % [ A o
AR« AR D S
FLEEIC RS SHAMER, 3) v
JaARY AL BT N
AR F L DRF~DHLY A B 1
EAN SR WK (NN e
nTwna,
fERRR -« EHEREREE

T VSR
A NT7a)ry— 1%

)i G i S VS
[11.1.5 &HE]

e, B, CK L& i
PRORPIA 7 n e b5
AR E L. S B
Z fE O BB MARIE 28 & 5 D
NRTWEDORERDH D,

R 7 — IV RPTE S T
TVYRu<wA L ®CYP3AIC
*THHBEANEZ X LN T
W5,

fEBRIA -« BRkREfET
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AN

B AAEIR - FEE 7T

B - fabRIA

g )2~

T VR R Z T2 O i R
MREOHER LA (Cnax :
+55.9%., AUCo-Tast : +81.8%)
DHHIT,

IS/ ) I N = B (R 0))
CYP3A4 (Zx}7 2 BEEMEH
EZHNTW5,

HIV 7 a5 7 —E HEH
| =3 iyl A P B Nl P2

| = =/l <V SR BN N Al <) 2R AL 15
HAIZEOT7T FARZEZF D
AUC 7 5.88fFIZ LA+ EL D
WEND D,

WRE b oA LD
CYP3A4 OHENE 2 5T
WA,

=)<k LENL U NFENL

FHICE D 7 b2 HF o
OmMPREN EFTHIEEN
NHD, 7 RIVARAZ T DFE|
ERBER LT hdBE
B LD, o Bl xT
WIS BEEICEREG L, KB
S U TPl R0 R B 2 oD 3 ) 73
HEEHT DL,

By 0 7 bV S22 TF o DG
EHEMIICHET 20 LS
ZHITVD,

=Y FLIVEL T LR

HFHIZEZD T FAARZREF
DM EEN B L, BHWEMAN
RE LT hdBENLH
%,

BF ooy hLLEL T
VRO CYP3A IZxE9 5 FHLEE
ABRBEZ BN TWD,

7T e

75 FLEL (200mg) & D
PFHICE D 7 b2 HF
O MAEF D PREE D EFH LT
(Cmax : 5.66 £i5. AUCo- : 3.00
) LOWERH D,

MeFe: 7o Frenick 5
%% CYP3A K (*BCRP OB
MNEZ BN TWD,

VA S i

LTV ENLEDHERIZEY
7 RV RAZ F i i SR
WIREN EF L7z (Cmax @ 2.17
#. AUCo-w : 3.29 fi5) & DO
HERH D,

WF LTS ArEEALICL D
CYP3A. OATP1B1/1B3 kT
BCRP DOHENRZE 2 L TW
5,

TFNF=7

BEHIC XD 7 F AR ZF
OMPHEEN FF L, BWERAN
FRELLITLRD2BENRH
60

B 7FANF=TI1CL5
BCRP OHENEZ BT
2o

TL—FIN—I P a—R

T =TT =Y 2—2
1.2L/8 E Pt E Y .7 v
INAZF D AUCo-72n 23 2.5
B ER LIz OREND D,

M. 7L —7T71 =Y 02—
A2 X% CYP3A4 ORENE
ZHILTWD,

7 y7ELY

T RV R 2 F D I E 3R
Wi METF U7z (Cmax: -12%.
AUCo24n : -43%) & OWENH
Do

WE . 27710k 5b
CYP3A4 OFENEZHNT
W5,
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TR F BRAEAR - H5 18 51k ey - falRk -+
R S Vo7 r7res &G 17T BE®BER V77 itk s
(2T FAVARRAEF 5 LICYP3A4 OFFENEZ HNT
7‘:}: AT RANRAHAF DN D,
RS RENK T L
(Cmﬂz-(wa AUC : -80%)

EOWENRDH D,

RFPFuTy NEFRTULOHMCEY T RF TR TIC LD
AHID AUC 239 50%1K T L7 |CYP3A4 DFFEENE 2 5T
EDOHENRD D, W5,

Vet A Akt T hANREZ T OMmETE BT O OFEANZL LT b

PP N 2B% I N L7208, (VN A X F o OWRINBEE (K
LDL- =1 L 27 v — /L O T 3R 35) (2 HD < i SR & o
TENZENZEMTHEHLZ|IETITAZLLNATND
LEIVRENoT,
vaxL v EFREBICBW TR T T 7 PN ZTF LD
XUUBENERTS (7 R IXRT D Pgp 2 LTHE
N2 HF v 10mg # 5 TIHOMEID R I LTINS,
Cmax:1+9.9%. AUCo-24n : +3.6%.
CLr: 129—128mL/min, 80mg
# 5 T Cmax : +20.0% .
AUCo-24n : +14.8%., CLr : 160
—149mL/min) = & 235 S
TWo, FHT 2561, M4
HEEMRIEDE =% — %+
WZATH 2 &,

%%Di&ﬁ?ﬁ;% J /1/3‘—7“/ }“j Ve (Cmax . *%%?7 ]\/V/<25?:VGZJZZ)
JNVEF R r-2F =) A|+24%, AUCo-24n : +28%) KX/ L= F o Fr o ERTF =
rZoF— ITF =N TARNTOF =N R NTIA— DO AEE

(Cmax @ +30% . AUCo24n : [BEIVEOBAONREZ LT
+19%) OIFEHFRED EF BB,
WO BT,

(fia5)
(T Ey)
ARNORERS THH 720 HER EOEE] ICHET TRE LT,
- BREAER & T 5 3KHA
TERET DR 72 D e 3 e EREIEER 2/ T 5841 L offHIc LY | BEOMEKR TR bbb
BENWRHLOT, fHHTHAITHERS 2T VEEICBEZIT) R EFEELTHEAT L L,
- CYP3A4 [HEH]
TR HFRAIICEY, TAr U ORENEAIICHEINS REENEZLOND Z
EDD, PEHICHERE T REER & L THEBEREZITI 2L & LT,
DLFTE LD BREEHRBRICE VT, DT T Y L TRITER LR & BIEE Lo 72 REC,
ThEh7 hu U2 HEEE L, PRI X 2 EER 2 BRE Lz, ZORE, LvF7E
LA THIHEE LD - REE W U CRBIR LR, 7 A U OmMPRENGEICE NI &N

55




WO BT (Cmax : 3.020.8—4.7=1.2ng/mL, AUCo4s : 83£18—130*=39ng-h/mL), VIV F7T
BALEDOPHICE D 7T AV ORBNBEMICE S NS ATREEN B 2 5N b Z s, I
HETREEAF L L CHEEREEITHI L L LT,

A NFaFy—)v . — RIS 7 CYP3A4 [HEMEAZETAHHATHL Z ENHMLNTEY
PFHICE D 7 2 e P ORHPHANICHE SN D AR EZE 2 6N Z b, JFHICEET
NEHEFN L U CTHEBEREEITO 2L L LT,

- CYP3A4 %%

U778y Ad—KNCH 72 CYP3A4 FEEM 2z AT 58 AITHL Z LnmbhTEy ., ff
Aoy 7ra v rofRMEESHh, 7000 roPRENMETT2EENRH D Z L
o, PERICHER T REEAE LCHEBMEAZITY)Z &L L,

=TT N—=Y DV a— R

TV —TIN—Y T 2—RALARAORIFRAIZLY 720 P OmPREN EF L, 742 0E
CVORBEERANERINIBENRND D, 2, ENTT AP &7 L—T7 70— L OFA
YERIZ X BIEFDBHIE SN TWAZ D, FFRAZ LW YBEEREAZITO & & LT,

s XAl AA

CCDS (Company Core Data Sheet : {37 —% v — K) LOEAEMHICEKSE, ¥ 7Y AR
OFHRFOIEBME 21T 9 2 & & Uiz, ARAE OPFRRICIE, BREESOY 7 a ) AAORIWERRED
WCHEETLHZ L,

(7 FILRZA R F L)

ARNDOAERKS THDHT "ANRAEZF o0 ER EOEE] ICHEETRE LT,

© T 4 T T — b REHA

O 5 b RRU AARIE 2 BHL$ 5 2 L 83 61T 5 25, HMG-CoA &t R EHA| & o ff
A I IR AU ARIE R BN E < 7D 2 b HHN TV D ) Z O AMEH OB IT L < fif-> T
99 F 72 HMG-CoA 35 ol FLE Al - | BRAUT R ARIE 2 8 BL L7 EBI D 2 < 1T B HERERE S
BETHDZ LD, BHRERE IR BURIE DERIR 1D 1 D2EEZX LN TND ™,

- = aF R

=aF AL FRIERIC HMG-CoA #ITFERMLEAI L OFH 35 & BB RUARIE 2 & 5 Do d
ZEMNRIBEN TS T, Ao, =aF UERANTE A RIS X 0 TR 2 EE L, HMG-CoA &t
A EAORAFHHEZ K T ST 2 EBBEZ LN TND P,

- Sy BT

7 aARY CEEROBBMEEE 18I LTT M ARRAEF U EEKE (10mg/ H) Lizk 2
AT BIVR A S F o B HRE (ERER N 18 3], 10mg, B ) IZHR T F N2 & F o D AUCo-24n
R8T LR LIz OMENRH D 9,

T MR ZEF o ORFHE I TIThIL, 7 h 7 v —2 P450 (CYP3A4) DORHG 2385 HiZ
ENTVWD, 7 raARY »HFEERIC CYP3A4 IZ X W& D72, 7 hunzxzF o L GEH
LIZBA. 7 hAARREF o ORBEMET D AREERSH D ®, SHI1Z, 7T hAARRZF T
OPTA1B1 OHE, 7 v ARV 13T OPTAIB1 OLEAITH 57207 AR X F o OJFl~D
Y iAHZNET LR H 5,

F v MW TIL, v 7 0 2R Y > & HMG-CoA # s # L ER] & O HFfHIC & W HMG-CoA
BICERAER O AP 205 OWHKBENRALNTEY , ZoF L L CiEmANER T 5845 -
W & 5 HMG-CoA i# ul R EAI O MRH PR OEII TH 5 & D@’ H 5 7,

TV LVREEE, Y xaeA v

T LVRHEEE (( T aF =) KO Z2a~A ik CYP3A4 #HET S 2 L3k
BIRTEY O T MAARREF UL LIESEA. 7 MR ZF o OREHABRE L
LRI DREMEDRH D,
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(2E . A4 b7 aty— D]

SMELN OfERER A 10 B (51 5 B, 2otk 5 1) Zxt5UcA b7 2> — (200mg) HH VLT
StR%Z1H1E, 4 HEEAHREL, 4 HEIZT MARRZF L 40mg ZROEGH%, S 5I0#

5% 24 BEICA %-7:17‘7#/» (200mg) HLWET FEREZROKEG L, A F7 a3y —nn
T MRS TF o OIYENREIZ KIT TR OV TG LTz, TORER, IFHICE D 7 sz

%V@AW%%&U%%*W%(WQW%M%MSQ%%M&U29%EﬁLkﬁ\&mk%ﬁ
RS LN oTz, T, BEHICE D T MR ZFrOmiEF R TH D M-2 D Crax &

UAmhm#ﬁ%ﬁ@%M%m%1m&wm5’ﬁ&bh@H;HMG&mE*%%miﬁﬁw

D AUCo72m X 1615 LR L. A T a7 =N EBT RN ZRZF O EhEE R FRLE I

M ERB T D M-2 IRENED L, REMEREN EH L7z EZZ b,

[(BE . ) 2a~<A v O] ™

SREN ORERERCA 12 61 (B 4 B, etk 8 fiil) /G Am~ A2 500mg # 1 H 4 [A]

11 B A&EG L, TO®&ERK% 8 HAICT ML ARAXF L 10mg 2 1 B 1[0, 4 ARFRO#

Bl R~ T MURRAZF U OERMBNEIZKFETHEBIZ OV TRT LT, T ORER,

BrAICE D 7 bvRzx 2 F o omiEd HMG-CoA & oigsE L EEPE AR E O 5F (Cmax: +37.9%.

AUCo- : +32.5%) el bz,

A .= S G

T SRR F BRI O OBEEREBRIZBNT, 7 MAARREF 27T ) 2u~A v OfFA

WZEOT MAARRETF O MIEFIEMIRE DR E R LAPEO b TND,

(2E . 770 Au~A T EOfH]

SE N DOBERERA 12 1] (51 4 1], ZtE 8 ) ZXIZRICT AR AXF 2 10mg # 1 H 1[H], 8
AfEn&G L, 2oEB% 6 HHICZ 7V Aa~A 2 500mg 2 1 H 2 [F, 3 HREREO#&
HLZZVAa~A BT MVRAZF v OEPEIREIC AT B OV THRGET L2, £ ORER,
BEAICE 0 7 b2 2 F o olfiEf HMG-CoA & ol L EHTEAIEE O F5- (Cmax: +55.9%,
AUCoTlast : +81.8%) 23588 HiLiz,

- HIV 7'= 7 7 — B EAl

T RARAEF L OWEHN ORI P 1B W, HIV 707 7 —YHEAR O A S IVEERILVT 4
ENAEDOHRIZE Y T MAANZREZTF o OIMETEMIREDOFER EADPRDO LTS,

(& AUV 0 F e EDOPA]

SE N DOBERERL N 32 il 2 BT M NAZ F U BEMBE DT MUANAZF o b A VRV T 4
F BV 2500mg #OFHIC T, TREFN 14 A7 g A4 — =R TROKE LA VAVEBER VT 4
FENBT MASRETF o OFEYENREIZ KT T B OV TRGET L7z,

ZORER, PFIC E 0 T b2 Z T RER ES (Crnax 1 +122%, AUC : +74%) L7z,
I TLEN

T RNRABEF L 7T T L EN (200mg) OGFHIZE D T MR Z F o O fisEH SRy IR 3
5 (Cmax : 5.66 1%, AUCo : 3.00f%) L7z DHENRDH D,

s LT ILEEIL

P A M AT 74 VA EFRERITH DL LT AEENLEOPHRICT FANRZEF D Cmax T
217 1%, AUCo--T 329 fFIC EH LT L OMENRH S,

V=TT N—=Y T 2 — R

TVU—T T N—= P a—AXT MARAZF o OER SR CTH D CYP3A4 #fLET DD
EENTEY, 7 IMARREZFULEERIZELY, 7 M ARZRZF D AUComn 28 EH L2 &
DWERHD ™,
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(BE . 1L —F 71—V a—REDARM]
SAEN DR A 12 B2 %8 & L72RBRICEB VT, 200mL O L—77)—Y YV a— A (2 {5k
f6) &2 1H 32 HBKA, 3 HBIZT FANRZEZF L 40mg & 200mL D7 L —F 7 )—Y P 2
—ZTHRA L. 30 0% KO 1.5 FERI#1C 200mL D7 L —F TN —Y P a— AR E A, T
RVIRZHEF 2 D Crnax \EAGITIRD S22 o 7208, AUCo-790 78 2.5 f512 EFH Lz & O ) 2
H5,
7y EL Y
SME N DMEEERR A 14 B 255 & LZEERBR ™ 1B\ T, =7 7 B LY 600mg % 11 H &5
LTJEBNCT RANRZEZF 2 10mg & =7 7 E LY 600mg % 4 HEGEHEG L& 2 A7 kL
INAHF 2D Cmax T 12%, AUC T 43% DK FARD LTz, BB, =7 7 B LIV IIARFI DI
WRETESE CYP3A4 #FFET 5 2 L3 b Tnd,
YT EY Y
SME N DOfERERR A 10 Bl % %t 5 & U2 BRIRRER ™ [cB8WnWT, U7 7B 600mgl H 185 H
M5 L. 6 HA (5 HH#HS 17 Bf1%) 127 ML ANZRZF o 40mg 2R O#E L7-fE 8. fEHIC
FOT FARZAZF D Cmax 2 40%, AUC 2 80%IK T L7z, 2%, U 7 7 B L IAF DK
SR CYP3A4 235835 2 LR bIL TN D,
RN k= v aivg
Rl T Mtk Y o SJERIEE CTH D _XF a7 v EARFIGFARRC, 7 hARZREZF D AUC B
50%IK F L7 DHREDRH D,
Ol O AN X il
SMEN O R MAE B 318 Bl & k4 & LIZEiRBR ™ 128\ T, 7 ML RZA X F 2 40mg % 1 H
1EERILAFAR—/L10g % 1 H 20, iE7 AN AZF 2 80mg # 1 H 1[H, 1 F/MEO#K
B U725 5 ORI L 0 iR 3722 HMG-CoA & e B R BHETE MERIR 1T 25% I F L= b DD
LDL-Zz L AFu—/b #MalA7Fa—LEOT7 REH BIEKFERIX. AFIHEME 5 (80mg/H .
1H1E) *A%CTHY . VLDL-2 L A7 10— VRO FEAITAKIEME 5 C X 0 B E 5
Nz, ZNHOFEAIE OBFFICTT ML ARRZF U OWIERLE (WA5) ([C5-5 < mifEFRyE o
(SR oY (N

3 : VLDL @KIbE U A&
V= V4
HME DOfERER A BE 11 B2 55 & L7 BRI ™ 2B\, Y% 0.25mg & 1 H 1AK%
O7 AR AZF - 80mg # 1 H 1[H, 10 AR ARG LR, fFRICXy oI v oEs
REBIZH T 2 MEFRED EH (Cmax : +20.0%, AUCo-24n : +14.8%, CLr : 160—149mI/min)
NRD BN, T RAARRAEF N LD AF L O P-gp 0 LTZHEHOIHI N RR STV 5,
o qmpliy s
NEANOREER A ZRE LIZERRBRICBW T, V=T Fr AR TF = V=X T U4 —
NEEHTLHHAZ 1A 1R, 21 HFEX3 ARE#EORT ML A2 2T 40mg # 1 H 1B 22
HEMEO&EG LS, OFick D 7 vmF o Rey (Cmax : +24%, AUCo2dn @ +28%) KOT
F=NTARNT VA=V (Cmax : +30%, AUCo-24n : +19%) O MBFEHFIRED EFH SR ST
b, ZTORKELT, 7 hNRREZF AL/ NVZ2TF R FREF = V2 A N T U4 —1D
WIELEIE D R OB BE 2 STV D,
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8. El{eMA

(

—

1.8/
ROBWERDB S BN ZENHLOT, BlEZ 7TV, RENRBO GGk E 2T
14272 EHEU R LE 21T O 2 L, [8.1 &

) EXLRIER & AR

1.1 EXGEMER

(PLACEY)

11.1.1 BUER S (EAEAR) . PR (0.1%A0) . B|IE (0.1%A)

AST, ALT. v-GTP ® ER%% 045 HEREERNH bbb Z LB H 5,

11.1.2 |EBRBRE (FEZAY), BMERFED (0.1%A0) . mMMRED (B ARH)

1.1.3 BEJAvY (0.1%AK5H)

TR, HENVERHLDONDZ ERND D,

11.1.4 EBHEBARLE (5L )

A, B, CK bR, M ORT I 4y ey ER%ENG b -REaIciE, &5 4Hik
L., WEIRMEEZITH 2 &, £, BRHMAREIC L 2 8MBREEORIEICEETHZ &,

(7 FILRRBF V)

11.1.5 ERHBARE (FEARY) . SA/NSF— BEERH)

A, B, CK L5 MR ORI A7 m vy | 5A R & 3 2 BB R ARAE 23 & & b,
AMEEESORELREMENHODLNDZENHDH, £, IANRT—DBHLLNDLIILERH D
DT, IBERAR. HAERLERZ CK O AR b -BaIciigsEshi+s2 L,
[9.1.4, 9.2.2, 9.2.3, 9.8, 10.2 &H]

11.1.6 RENEHIRIEE S F/F— GEERH)

VLS. CK @i, RAEZ R AW HRRHEDHSE, Hi HMG-CoA i 4% (HMGCR) HiikE
M2 R & T DB N TEEEEIEME: I AT — b b b, HEHIEE bR T 200 HE ST
WHDT, BEOREZ HDICBIET DL, 2B, REMHFEGIC L LERA LN L DO
HEHIRH B,

11.1.7 BUER S (EAEAR) . Frde (BEAEAR) . FARRERE (0.1%A40) . BE (BHEAH)
(8.6 ]

11.1.8 BBYE (B R~H)

MAEMRRMEERE, 77 0 7% 0 —Kib, FME L2 S TCRBUERR S bbbl L oHRERDH 5,

11.1.9 |EBRBRE (FE A, RMBRFEAME (FEZAH), mMMMREDE (B AH)
(8.7 &IH]

11.1.10 hELRRIEIFEMME (Toxic Epidermal Necrolysis : TEN) (BEFERIH) ., B EHEIRE %
B (Stevens-Johnson fEfREE) (B RH]). SWHABE (BHE )

KM NS Db & DRENH 5,

11.1.1 S8 (0.1%A0H) . BERE (HEAH)
(8.8 &)

11.1.12 IR MEMR GEEA)

EHIE G ThoTH, FEN, Wk, MRS, ot X SRR S350 DN GG & G521k L,
B BB RN E A O B 55O R ILE 21T 5 Z L,

11.1.13 EEFHENE GHERH)

BUEMEEE (IR, 258) PREXTELT L0855, [9.1.56 2]
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(fian)

(T haIry)

11.1.1 AH OB GRS THD7 2u o MER EOERE] IZHEL TERE L, £z, ENTRE
DT LrrTECERMAICENT, HEBEREEZSETCERVEBRBIEFAPRE SN TV,
2% BIERFRIZOWT

BUERF L, EITHEORIE 2780, HEOMRICE, BE, SFBEKR. ACRE, &
O - Mg, BRI, EIEEES O ARER TR 5, Fio, REED XL O,
25 BlsE. WO o, RIS BIRMEN, PHIT SRS OMIREEN KB L, #
BHEIZWE5, BBZEOBINRET, DO TARRRTHRRENDEEZEL, 201D
Wb BRI, RURESALETH D, BRICHT--> UL, EFIREOFHE (KA ¥
A v BIRE, K, REEOTF = v 7| BEHE - FHEE X I U Offifs) BNEbEEL
Ens™,
JHEERERE 3 - BRI DUVNT
AN K D IFHEREFR = ORI & L ik, @&, %E (38~39C)., #EZRLEDT LV
F— RS BHNCBAL, LIEWITER< 72 2 2 H B R SR, TR & O EEHER
HELT 5, —EICE < OEFIT, 2 BFLANIZHEL, 9 3B TRE, 1 » H THL
sk, I (P HE OREE) BHBLT S, RREAOREIZHE NI, £THH
FER G 4 BEIANIZEE G ST EAI 258 5 . WIER 2589, MU MAIC LY feE2
Wi SN HOEBICRAZ T IE LZEZR D, B E R VE Al 5% O] 72 AL
EEITH ™,

(B AYPBEEEAIZ B 0 B e BIVE A EHEE 0D 72 0 o IRFEFT G AR L 0 By

11.1.2 A O [E N g AR I 33\ C A i Bl B ONfL/ M) D BIE FR s 1372 s, ARAI O BE A Bk
NTHLT LY ErO ERALEOEE] ICH¥UTHRELE, £/, ERNTREOT Ar vy
EAERANCI T, KRBMRE G E T e WEE 2 MR EE N WS ShTn b,

2% - WPERIERE, P e il MRS OV T

AN K 2 BEFRIERIE K& OV A BRI OFIHIER & Ui, MIpE Gk 2 18507 2355
72D LTk, ZROEE, R, e, 25 OEMKRERALND, RO
HHR & AE O BIfRIE, IRABMEZ N OEy ARICADND DR EkAx Th 5D, FIH
JERZ GRS, WY REIC LV EEBKN S b, BEBICRAZFIEL, 38°CLLED
FeENE BT AT, PUAEWE OB EOEYRIEZA(T S O, — 05, /M O YIE
WeE LTI, AR OB R &2 <. — ORI TiIam i, &N R ERnns
No, —rc, IRABMMGE, ERSBEN D E TCOYMMITEAB S, v HThH D, 4
HERICR W 6, BEHICRAZ 1L LRI RE R VE > o850 MR L7 £ o
GI7p g %475 2,

(B ASHBESEAIN2 #R 0 B R BIVE I [EIEE 0D 72 0 D IRFEFR B A L 0 Hky)

11.1.3 AAIOENERRBRICB VN TEETY 1 v 7 ORIEHBE L2V, REIOE AR THDHT A
oo MEM EOEE] ICELTRE Lz, Tik#ELAOEHE (10mg) H&EHFZETHHT
R L OCEHHRGHRBRTHEE 7 0 v 7 ORHADNRE STV 5,

BE  FEETa vy 7iZonT
FERT 0 v 7 OFEER E L TIERIR, ©FE WV, KR ERRBO N5, —KICIRIE 50
U TOHmIRE 720 DIRWVFERIETH D, LEXEOHTR L HEEBZBN 2 S,
REBECREICEIY TENLMEDREET oy Z7IZ0HEIND, ERET 1 v 7 Tl
BEAEIIERICEN S GERREETr v ) LEELENENAZNME O U XL THE
95, PIHPERPRD b, LEREFICLVEEZH N SN0 ELIZRAZ R IL,
WY ALEZAT 5, IS DRBE bW ] ERET 1y 7 ORI B CTh 0 IGHROXf
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G0, DEREOIR T LTER TIER—A A= —DMIE R ERH D,
BERET 1y 7 BE KT L CHMEICA SN RIN TV D b D, R—
A A —T)— Dl Z AT SME— DF RN IRIREIETH D,
(EZERE : 2001 i 4 H OZMr Vol.11 X v Hfk)
11.1.4 AHI oD [E PN B AR SRR LS 3\ N TR RLARIE O BIVE RS 1 X2V ENTIREZ O T Lr P B
EAHRBANCE T, KRR Z G E TE W EE 2B RURIE A A Sh T b,
2% BEUHRRIEIZ DOV T
AT R AAE L A A O R . BEAEAC L0 ARy DS iR i~ L2 WRECTh 5, H
IR E L TIEME OBy, IR, LU, Wx, FRIBERIRZRENRH Y | AR E LT
X, M SRS A2 m e oiEs, CK, AST (GOT). ALT (GPT)., LDH, 7V K3
—BEOMHRBEEREI OB EAARD b, CK X 1000IU/L ML Eo@EE s 7%, =
O%E . FRFICEMEBEE LR T 52 0% < . ZHIFEMICKRED I A 7 r B URR
HE AW SNORERLEEZ LTINS W, RHE - IBRIE & LT orhik & &
HIC DR EIT 9. £72. BHRENMET LT A5 ICIT BT o N LE L 72 58
Abdbb ¥,

(T BIVIRARF )

11.1.5 AHI o> [E PN g bR 7 BR RO BIRIE & O8N 2 A8 F — ORIEA SIS 1372V 08, AAIOBLA R T
HDT MR REZF O ER EORE | (8L CRRE LT, MRUHRRIE T E. B,
CK L&, Mk GRT I A7 ner ERZREETOIERN S bbh, HERGSIIAMERE
FEEOBEENHLONDZ ENHLOT, BIELZTHITITV, 20X BRIERRH Lo
BIFELGICEGEETIETHZ L, o, IANRNTF—RHLDLNDLI ERHDHDT, JRFHRHA
. RERSCERZ CK O LR RS b G A 52 hib+52 &,

23 . BRBURERAEIZ DUV T

1. FERGSCT MARAE O FE R
RERC A ARARAE LB RS ORI, BT K 0 I ER oy AN~ L7 mie e B, B
AR & LTI OB, JEIR, LOWL, WA, RERRRERH Y, &AL LT
WX, M - R I A e e roiEs,. CK. AST (GOT). ALT (GPT). LDH, 7V RKZ
— VD R EESERE OS2 e LRSS b, CK X 1000IU/L LA EOEE E 2D, =
DG, FRICEMEBREEL R T 52 602 ZHIFAMICKRED I A 7 r B URR
M IZAMSNDIFEREBZ DN TND B,

2. FIED AT =K I
REL T B ESMEME L HAMEMEIC L D b ONRH 0 | FIED R ILEE SR M O DR
B, R xR —iHE, RitE. Y U LARZ, HIASOBESEER & 2RI o T
BY, FROBEEIXREL ST %, S50, MERAIEZLZ LS8 )E LT
X,z ravwy s Rl R—Lp POiEHIE, 7 4 77— FRIEA] HMG-CoA
RIOLEER L ER R EOPLEIEMIESR, X7 v A REl, 7AK7 V> B, ateFr, 7
F7 4 VDR EDRE SN T WD, B, THODIEAN ED K D g X T = X L TRHEUH
BIE 2 5| & 2 9720300 & 2 Tl 2y, HMG-CoA 3o A8 L T, A
fah oo B ) v OBICHEKT HEFEREBEZX LR TND Y,

3. KFAL - WLiE
SPRLE < R L L CIIRER O Rk & L bR AT O . Eo, BHSRENME T
LTWAEAICIIB OEBALE L RDHELH D P,
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11.1.6 AFKIO[E N A RER THE M TEMEESEM: 2 43 F —ORIER R EIZ/2 WS, AR ORLA RS T
HDT FNANRABETF G Ty HMG-CoA BT EANCI T, 2012 4F 10 HoKERMIESE
ti/i) (FDA : Food and Drug Administration) 1%, F4uZ HMG-CoA 2Ll EHZ H ik L
THREGET 2T, CK @fE., RIEZ Lo 72 ki O 2 R & U, S I A
BAC X0 [EHE U7z [ MM I AT — ) OMERH D Z L2vn ., KE D HMG-CoA &tk
FILEANORMNLEFELZSGETT 2 X R L, BRIV TR, KETORA SCEUGETR TR
HEEBEIT, 2013 4 4 AT TN I A 3T —) % [ZOMOTER) OBIZFHHE L,
ZOHOTIRBZIZIBNT, T MANRE F %G T HMG-CoA & tli& I ER & KRR EZ G E
TERWEMNEFINEBINTZZ &b, MM I A F—) & THERLANEE ]
JeOY TERZREIWER) OHEIZERL L, HEMWET L & & Lk, B, [ st I 435
— ] 1%, 2017 4E 3 A1Z MedDRA (Medical Dictionary for RegulatoryActivities : ICH [EFE[E #
FFESE) PodHGEDS T MEEENE I AR F — ) D TN TEMEESENE I AR F —) ITAE S
Nz e, I CEORMEELT L,

11.1.7 AAIOENERRER CEIENT 2. IR, IFRREIES X OBEOBRIWEH RS XV, RO/
BT THLT M ARZREZF oD WA EOWEE] IZHELTHRE L, 7 M2 EZF 30T
TER LR ESND Z Eon, IFERICREEY 5 2 BUENTR. I, TR S L OSHE%E O
BIWEHNRET D Z ENMEINTWD, AFOIRMAIZE Y BIEFREOHEN S b D Z &
NHDHOT, by - WgH:, BRIEREOIERN S b LN HAITITAR Z F 1L U, EAE S
DX OBFIHEET DL, ARG FIEE GG ERF L Y 12 8 FE TORMIC 1 [\
E ERUBEITEMN CEEIC 1 EI%E) ICFEBREZITV., RESEO ONEHEEICIT&E%
kL, HEERAEEITY 2 &

11.1.8 A D E PN BHFE I 0 B AR T BUE O RIEH A 1Z 72 WS KB OBLE Y TH DT s
AEF o HEH EOREE] ICELUTHE LT, 7 MAARREZF ATBW TG MR E, =
KBS OWMBUERN S Doz L OMENRH D720, 20X 9 RIERNRH b bz Ga IS
T ozE,

11.1.9 AHI O E W EGA R CHEIRIERE, LM EREAE, L/ MOIBAE O BIWE S 13720 A AHA
DA THDLT MANRZEF O ER EOEE ] [CHEUTHELE, 7 MLARAXF T
BN TR ERSE, LM ERE, /MBS EN RS SN TWD 2 &b EMMICHRAELZTT
D7 BBl TV RENRD ONTGEITIT R G 2RI Lt e @ 2175 2 &

11.1.10 AAIOFENEGRAR R C BRI ERIE, JLMERBUDE, i/ IMOBE O EIER#HR S X /20, R
HOBEHRTTHLT MAARREZF O WA EORE] IZELCTRELZ, 7 MR ZF
IZBWCH MR BEERARE . R MERE, AR RE SN THDH I NG, 20
X ORIERD S b oNTHAIIIAR O G AT ILT 52 &,

11.1.11 AF0 o [ PR B 6 R 0D B R 35 C ) B B OV PRI O BIE R 12722 0 s . RFI DA By C
DT MNRZF O A EOREE] ICHETTRE Lz, 7 MR AXF AZBOTHERE
ISR D E MR, BERE OB RE SN TV DD, 0B, HIR, SEEERSE OREIR
DOFEBUEET D & &bl EMMICHRELTT O R E+aRBIEL TV, BEVRROONTHGH
WZIEHTGZFIET 5708 WURLEEZITI Z L,

11.1.12 AAIDOEPN B 5 e D B R EER TRV M & O BWE SR E LR WA KR OB AR ThH DT
MARZZF O EREOER] ICHECTRE L, 7 MR ZF AT TRIEMEZR 2
WEINTWDLZ D, BHIEETH-TH, FEL, KK, PERREE, Modn X SR a 50368
LN AT G2 L, @A EE2ITH 2 L,
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(2) Z0iDEI{ER

11.2 TO/OEIERA
1%~ 2% A0 ) 1% AT ) AR )
W BE I SRR, FB. LA, FRZ,
I IK=7 (| K= A i
3l e, HREE, Bk, REEA, K
JEHIEE, BSREA. 2T, NoOkEE
IIR7E LFRREREE N i/ D B ERE A A BRI,
i, HRBE
JHF ik JFHERE R Al'P E5. ALT E5 |AST E5. y-GTP k5. LDH k&,
P, K
THIL2R AR, PER, HR ANK, BE. B, Fo L0, 1
HAEMREEER, oL, 0EL, 0B, GEAICED)
AP, REEE . AR, HWEARR, 77— k5
ERIE R, WRA - |[RBAIR, IR, TR - dR{E, PEMEE
MR, (A B, HR
IR 25 g, PEURIREE, WEER NP, k. &
K. EHIL
NER D 1 PRI e CK EH. miIArnvey b5, )
SE. R R, k. BIEN
Ji. AERIE. BEZE. EW
SRS RAORE, FH. HE. RERE
R - phRSR (B - 5D O, RIRE Wk, IR, R EhE, RASI RIS,
X FESAE, D o, HEE HERSMRIER
R RlA FE R JiR e TAMATRUARTF, a2 AT 7
—¥ k5., TSH k5. ACTH L&, 7
)V R2AT o ART, M bHLE
I Eie M= L 27 m—/ 5 HbAlc 5.
w MBE . BERRI . R R BERG
I IMAEE . IS T
TE B EOLES FIES . FTY B [[AEUIEET vy o iR, OF
PRIAIALSE) o WM IR, SR, ARk, MR, et
fE. 1 B
Nk - WA PR Aw BUN k&, 7 Vv 7 F="EH mHH
U o KN, Y w AE SR -
ISR . BER IR EE, ZhiEbess, JRE
Ahif, RIS TE, SR E BB
Z O Mﬁ%\iﬁ%ﬁ@\%ﬁ@\rﬁ\
LU, FEEN, (REHIN, RERED .
PR, BLEEE. MR, SR
a) AFNENERRBRICS W TS Sz 8IER
b) TAuUErEEIH LT (D) T RN RE F U REICHA S RITEH
c) T AuTE Ly 10mg ~OHEIZ LY BHEEICRD bz, [17.1.3 ]
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10.

. BRRERBRICRITTEE

BE I LTV

BERS

13.6EHRE
13.1 fER
T LAY ORERGIZENT, MEOKMMEILRIZEY, va v 72 EF0ELWIEKT &
TSR EZ R Z 352 &b 5,
Fro. IOJRYERAKIER, 7 Ar e OERE D 24~48 KHZICHET L2 LD D, 1B,
TEERENRE, O EHER 2 BRU L Lo RGHE (iR OmAanE) NERERDFTREES 5,
13.2 B
LSRN I RN TAEVHVi%EFﬁ$ﬁ%Wﬁ@\Eﬁﬁié%%ﬁﬁ@f@&wo
Fiz, TAu U URHERZICEERER S LGS, 7Y E O AUC T 99%E0 L, ARH
2 BEME TIL 49% L= Z &, 7T Ar Y B Vil Eﬁﬁﬁmwﬂmﬁmﬁkbf@ﬁrﬂﬁﬂ
AHTHD EMESNTND ),
(fi#E)
13.1 FEOJFEMEMAKIEIZ DWW TR, Fl—prdE e ORAMOEE LMD 7D, FE LT,
13.1, 18.2 AAIOE AT THDHT Lv TV OUACEIC Eufﬂﬁbko
T AT PET L METRRIERIC LY W EICEE SN A TR SRR L 23R L
yay&%@@%Lm@&ﬁ?&ﬁ%@@ﬁ%%tﬁ_kﬂ%éo

[2E] KEORMCECIZ FRRORELDH S,

- 250mg IRMIERF] - JER 72 Lo ABRIZ L 722D o7z,

- 120mg IRAVERF] - APt L. BEedad, EFMEZHER L7z,

- 105mg ARAER] : AP L. IKIME (90/50mmHg) T - 7273, $aie % 5-1% 13 1E F B [F11E L
776

« 70mg RAJERF] : AZRABER TR Y U7 B RE (IRERH) &7 2v 08 70mg ARk,
BRESIEO Y a v 722 L, BHELC, MR U7 B REOREIZRE REEE R
LT\,

- 30mg (2mg/kg) MAFBE (1% 19 » H)  BROEG, MARKE~ESH, K+ 72 < Vital
sign X2 LTV 228, DI 180 #1, /0 CTh o 7=, HARZ IRE 3.5 BRI ICH G L, T D% —
W E2 A foc (T 7223, WETBIEIL A BRI T2,

1. BRALOEE

12,

14 BREDEE
141 ERIZFFOTE
PTP @l DAL PTP > — F bW ML CIRAT 2 LK o845 2 &, PTP v — hOFEMKIC

D BEWELATABEREARA L, FIZIERIL 2R 2 L THBIARFEOHERE G#J”%EG#%%@’E>
ZEWH D,

ZDMDIE

(1) BREREAICE D ER

151 BREREAICE D 1§
RIS TRV, 740 PN L HIRBETICOMZESCAREIR (D=t 2 ate)
NHLNT-E DHRERD S,
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(fiftan)
EHNOBRERS THHT a0 EHA EOEE] ICHUTRELE, 2B, AFIOENEKRZ
BRICB W TIEARENR (DM NHE ST,

(2) JEEREREERRIZE D 158
BRE I TV
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFHER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEEHE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REBE5SHEHR
AR L

(3) BiBHEHER
AR L

(4) BARMERER
MR L

(5) &RERESHRR
AR L

(6) BFRIERERER
AR L

(7) ZohoEHESH
MR L
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X, BEMERICEYTSRE

1. BERS
Ty MG 1E THET)
o Ty MEAEE 2% THETL) B AL s
TeATy MG E THEL] | ) - EMSOLTECE 0BT 2 &
Ty MEAEE4E THET)
HRSY T A ?/itoy/\“j//l/ﬁgifﬁ K
TSR EF Uy LKF | AL

M IEET T AV RUUERE E LT 13.8Tmg L F2 G AT 5 b DITEETH 5,

2. A¥EIRM
34F

3. AERETORE
FEIRRATF

4. BRWLEDEER
FEEIN TR

5. BEM@ITREM
BEMERLTA R A
<FvoLsy - F
Z OO EE T ER B

6. R—RS5 - FREE
Ff—psy : A7 a2y MG 1EF2E/3FK4F
(TLraTry)
7 v YU 8E 2.5mg, 5bmg,10mg, 7 A v Y OD § 2.5mg, 5mg,10mg
J VR A Y BE 2.5mg,/bmg,10mg, //L/3NA 7 OD # 2.5mg, 5mg, 10mg
(7 bR REF )
U ¥~ —/L§E bmg, 10mg

7. ERR4EERR
EN;

8. NERFERBFABRUVRRES, RMELRBFEAR. RFEMKREAR

o S AR 5E KRR o A, HE I A IR 7eBA A

FHH HHH HFHH

T<xy MNEAEE 2015 4 2015 4 2015 4E
22700AMX00852000

1% THEIL) 8 H17H 12 H 11 H 12H 11 H

7~y MNELAEE 2015 4 2015 4F 2015 4F
22700AMX00853000

2% THET) 8 H17 H 12H 11 H 12H 11 H

7Ty MRS 2015 2015 2015

v MEE F 22700AMX00854000 F ﬂz

3% THIEEL) 8 H17H 12 A 11 H 12H 11 H

T<xy MNEAEE 2015 4 2015 4 2015 4E
22700AMX00855000

4% TAET) 8 H17 H 12H 11 H 12H 11 H
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9. MERIHREN, RERVAREEENFOFEABRVEDOAR

FAROSA

10. BEEHER. BEERARERHRUVZTONE

FAAOSA

1. BEERM
A L

12. BFEHRMEIRICRET H1EER
ARENL, BRI T 2HIRIZED STV 70,

13. £fEa—F
ey JEA S AR E | ERERK S 2 — K | HOT (9 #7) L7 hERAE
o IS o — R (YJ =— F) & VAT A a— R
Ty ML AEE
2190101F1110 2190101F1110 124653701 622465301
1% THEIL)
Ty LA EE
2190102F1017 2190102F1114 124654401 622465401
2% THET)
Ty Ml AEE
2190103F1011 2190103F1119 124655101 622465501
3% THIEEL)
Ty ML AEE
2190104F1016 2190104F1113 124656801 622465601
4% TAET)

14. REHBTLOIEE
P EOBREEELTH D,

AANE,
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1.

I. X#k

5 A HE
1) FNERE : ZE MR
2) FENERL AR
3) tENEEL : AWFER R R (BE 1 %)
4) BEWE . FEEEa L A7 o — VIE BEILE - 1991
5) Yamamoto, A. et al. : Atherosclerosis : 2000 ; 153 (1) : 89 (PMID : 11058703)
6) Fujiwara T, et al. : J. Hum. Hypertens. 2009 ; 23 (8) : 521-529 (PMID : 19148107)
7) TAaYEY bmg THRAHLREBFEIIHT LT LAa Y E Y 10mg OEMEGROZ 2R OH
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i, CADUET- amlodipine besylate and atorvastatin calcium tablet, film coated
AT

CADUET- amlodipine and atorvastatin tablet, film coated

AT - Mtk

(Traovy /T RIVRALZT )
2.5mg/10mg. 2.5mg/20mg. 2.5mg/40mg. 5mg/10mg. 5mg/20mg. 5mg/40mg.
5mg/80mg, 10mg/10mg, 10mg/20mg, 10mg/40mg, 10mg/80mg

INDICATIONS AND USAGE

CADUET (amlodipine and atorvastatin) is indicated in patients for whom treatment with both amlodipine and

atorvastatin is appropriate.

Amlodipine
1.1 Hypertension

Amlodipine is indicated for the treatment of hypertension, to lower blood pressure. Lowering blood pressure
reduces the risk of fatal and nonfatal cardiovascular events, primarily strokes and myocardial infarctions.
These benefits have been seen in controlled trials of antihypertensive drugs from a wide variety of
pharmacologic classes including amlodipine.

Control of high blood pressure should be part of comprehensive cardiovascular risk management, including, as

appropriate, lipid control, diabetes management, antithrombotic therapy, smoking cessation, exercise, and

limited sodium intake. Many patients will require more than one drug to achieve blood pressure goals. For

specific advice on goals and management, see published guidelines, such as those of the National High Blood

Pressure Education Program's Joint National Committee on Prevention, Detection, Evaluation, and Treatment

of High Blood Pressure (JNC).
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Numerous antihypertensive drugs, from a variety of pharmacologic classes and with different mechanisms of
action, have been shown in randomized controlled trials to reduce cardiovascular morbidity and mortality, and
it can be concluded that it is blood pressure reduction, and not some other pharmacologic property of the drugs,
that is largely responsible for those benefits. The largest and most consistent cardiovascular outcome benefit
has been a reduction in the risk of stroke, but reductions in myocardial infarction and cardiovascular mortality
also have been seen regularly.

Elevated systolic or diastolic pressure causes increased cardiovascular risk, and the absolute risk increase per
mmHg is greater at higher blood pressures, so that even modest reductions of severe hypertension can provide
substantial benefit. Relative risk reduction from blood pressure reduction is similar across populations with
varying absolute risk, so the absolute benefit is greater in patients who are at higher risk independent of their
hypertension (for example, patients with diabetes or hyperlipidemia), and such patients would be expected to
benefit from more aggressive treatment to a lower blood pressure goal.

Some antihypertensive drugs have smaller blood pressure effects (as monotherapy) in black patients, and
many antihypertensive drugs have additional approved indications and effects (e.g., on angina, heart failure,
or diabetic kidney disease). These considerations may guide selection of therapy.

Amlodipine may be used alone or in combination with other antihypertensive agents.

1.2 Coronary Artery Disease (CAD)
Chronic Stable Angina

Amlodipine is indicated for the symptomatic treatment of chronic stable angina. Amlodipine may be used alone
or in combination with other antianginal agents.

Vasospastic Angina (Prinzmetal's or Variant Angina)

Amlodipine is indicated for the treatment of confirmed or suspected vasospastic angina. Amlodipine may be
used as monotherapy or in combination with other antianginal agents.

Angiographically Documented CAD

In patients with recently documented CAD by angiography and without heart failure or an ejection fraction <
40%, amlodipine is indicated to reduce the risk of hospitalization for angina and to reduce the risk of a
coronary revascularization procedure.

Atorvastatin

Therapy with HMG CoA-reductase inhibitors (lipid-altering agents) should be only one component of multiple
risk factor intervention in individuals at significantly increased risk for atherosclerotic vascular disease from
hypercholesterolemia. Drug therapy is recommended as an adjunct to diet when the response to a diet
restricted in saturated fat and cholesterol and other nonpharmacologic measures alone has been inadequate.
In patients with coronary heart disease (CHD) or multiple risk factors for CHD, atorvastatin can be started
simultaneously with diet restriction.

1.3 Prevention of Cardiovascular Disease (CVD) in Adults

In adult patients without clinically evident coronary heart disease, but with multiple risk factors for coronary
heart disease such as age, smoking, hypertension, low high-density lipoprotein cholesterol (HDL-C), or a family
history of early coronary heart disease, atorvastatin is indicated to:

-Reduce the risk of myocardial infarction (MI)
-Reduce the risk of stroke
-Reduce the risk for revascularization procedures and angina

In adult patients with type 2 diabetes, and without clinically evident coronary heart disease, but with multiple
risk factors for coronary heart disease such as retinopathy, albuminuria, smoking, or hypertension,
atorvastatin is indicated to:

-Reduce the risk of myocardial infarction
-Reduce the risk of strok
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In adult patients with clinically evident coronary heart disease, atorvastatin is indicated to:

-Reduce the risk of non-fatal myocardial infarction

-Reduce the risk of fatal and non-fatal stroke

-Reduce the risk for revascularization procedures

-Reduce the risk of hospitalization for congestive heart failure (CHF)
-Reduce the risk of angina

1.4 Hyperlipidemia
Atorvastatin is indicated:

-As an adjunct to diet to reduce elevated total cholesterol (total-C), low-density lipoprotein cholesterol (LDL-C),
apolipoprotein B (apo B), and triglycerides (TG) levels and to increase HDL-C in adult patients with primary
hypercholesterolemia (heterozygous familial and nonfamilial) and mixed dyslipidemia (Fredrickson Types Ila
and IIb)
-As an adjunct to diet for the treatment of adult patients with elevated serum TG levels (Fredrickson Type IV);
-For the treatment of adult patients with primary dysbetalipoproteinemia (Fredrickson Type III) who do not
respond adequately to diet
-To reduce total-C and LDL-C in patients with homozygous familial hypercholesterolemia (HoFH) as an
adjunct to other lipid-lowering treatments (e.g., LDL apheresis) or if such treatments are unavailable
-As an adjunct to diet to reduce total-C, LDL-C, and apo B levels in pediatric patients, 10 years to 17 years of
age, with heterozygous familial hypercholesterolemia (HeFH) if after an adequate trial of diet therapy the
following findings are present:
1.LDL-C remains > 190 mg/dL or
2.LDL-C remains > 160 mg/dL and:
=there is a positive family history of premature CVD or
*two or more other CVD risk factors are present in the pediatric patient

1.5 Limitations of Use
Atorvastatin has not been studied in conditions where the major lipoprotein abnormality is elevation of
chylomicrons (Fredrickson Types I and V).

DOSAGE AND ADMINISTRATION

CADUET

Dosage of CADUET must be individualized on the basis of both effectiveness and tolerance for each individual
component in the treatment of hypertension/angina and hyperlipidemia. Select doses of amlodipine and
atorvastatin independently.

CADUET may be substituted for its individually titrated components. Patients may be given the equivalent
dose of CADUET or a dose of CADUET with increased amounts of amlodipine, atorvastatin, or both for
additional antianginal effects, blood pressure lowering, or lipid-lowering effect.

CADUET may be used to provide additional therapy for patients already on one of its components. CADUET
may be used to initiate treatment in patients with hyperlipidemia and either hypertension or angina.

Amlodipine
The usual initial antihypertensive oral dose of amlodipine is 5 mg once daily, and the maximum dose is 10 mg
once daily.

Pediatric (age > 6 years), small adult, fragile, or elderly patients, or patients with hepatic insufficiency may be
started on 2.5 mg once daily and this dose may be used when adding amlodipine to other antihypertensive
therapy.

Adjust dosage according to blood pressure goals. In general, wait 7 to 14 days between titration steps. Titration
may proceed more rapidly, however, if clinically warranted, provided the patient is assessed frequently.

Angina: The recommended dose of amlodipine for chronic stable or vasospastic angina is 5~10 mg, with the
lower dose suggested in the elderly and in patients with hepatic insufficiency. Most patients will require 10 mg
for adequate effect.
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Coronary Artery Disease: The recommended dose range of amlodipine for patients with CAD is 5-10 mg once
daily. In clinical studies, the majority of patients required 10 mg.

Pediatrics: The effective antihypertensive oral dose of amlodipine in pediatric patients ages 6-17 years is 2.5
mg to 5 mg once daily. Doses in excess of 5 mg daily have not been studied in pediatric patients.

Atorvastatin (Hyperlipidemia)

Hyperlipidemia and Mixed Dyslipidemia: The recommended starting dose of atorvastatin is 10 or 20 mg once
daily. Patients who require a large reduction in LDL-C (more than 45%) may be started at 40 mg once daily.
The dosage range of atorvastatin is 10 to 80 mg once daily. Atorvastatin can be administered as a single dose at
any time of the day, with or without food. The starting dose and maintenance doses of atorvastatin should be
individualized according to patient characteristics such as goal of therapy and response. After initiation and/or
upon titration of atorvastatin, lipid levels should be analyzed within 2 to 4 weeks and dosage adjusted
accordingly.

Homozygous Familial Hypercholesterolemia: The dosage range of atorvastatin in patients with HoFH is 10 to
80 mg daily. Atorvastatin should be used as an adjunct to other lipid-lowering treatments (e.g., LDL apheresis)
in these patients or if such treatments are unavailable.

Concomitant Lipid-Lowering Therapy: Atorvastatin may be used with bile acid resins. Monitor for signs of
myopathy in patients receiving the combination of HMG-CoA reductase inhibitors (statins) and fibrates.

Patients with Renal Impairment: Renal disease does not affect the plasma concentrations nor LDL-C reduction
of atorvastatin; thus, dosage adjustment in patients with renal dysfunction is not necessary.

Use with Cyclosporine, Clarithromycin, Itraconazole, Letermovir, or Certain Protease Inhibitors: In patients
taking cyclosporine or the human immunodeficiency virus (HIV) protease inhibitor tipranavir plus ritonavir or
the hepatitis C virus (HCV) protease inhibitor glecaprevir plus pibrentasvir, or letermovir when
co-administered with cyclosporine, therapy with atorvastatin should be avoided. In patients with HIV taking
lopinavir plus ritonavir, use the lowest dose necessary of atorvastatin. In patients taking clarithromycin,
itraconazole, elbasvir plus grazoprevir, or in patients with HIV taking a combination of saquinavir plus
ritonavir, darunavir plus ritonavir, fosamprenavir, fosamprenavir plus ritonavir, or letermovir therapy with
atorvastatin should be limited to 20 mg, and appropriate clinical assessment is recommended to ensure that
the lowest dose necessary of atorvastatin is used. In patients taking the HIV protease inhibitor nelfinavir
therapy with atorvastatin should be limited to 40 mg.

Heterozygous Familial Hypercholesterolemia in Pediatric Patients (10 Years to 17 Years of Age): The
recommended starting dose of atorvastatin is 10 mg/day; the usual dose range is 10 to 20 mg orally once daily.
Doses should be individualized according to the recommended goal of therapy. Adjustments should be made at
intervals of 4 weeks or more.

2. BMCHEITHBRRIBIER
BEwIcEIT SBER (AF—X S UTLE)
KRBT DM EOEBEOHDOFHE A—A NT U TS ITRR D,
(v 6. FrEDOHEREZAT L2EFICHT IR OEHSHR)
Drug Name Category
A=A N U T DR amlodipine / atorvastatin D
(2021 4F 4 H#5R)

2% ROME
F—A ~Z U7 D458 (An Australian categorization of risk of drug use in pregnancy)
Category D :
Drugs which have caused, are suspected to have caused or may be expected to cause, an
increased incidence of human fetal malformations or irreversible damage. These drugs may
also have adverse pharmacological effects. Accompanying texts should be consulted for
further details.
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@RRT #7 1.40 ; 0.2%LA ., @ZFLLISIOfE # OIERE 5 0.2% LA T, ORIERMWE ; 1.5%LL T
X3 HRRICHTHEHE (%)
AN

@ B 25C - 60%RH [t - % — L& T v 7 THD]

EAIE =RV PrAT 41 H]
<KLpE > & B B 1% A 3% A
PEIR n=3 PV0423 F Ry AR F Ry AR ERER 75 S
WiEEEER (HPLC) n=1 .
U %i ;@> ) n PV0423 RaY RaY TLReY
G (%) *n=3
N =E2a=a PV0423 95.3 94.6 94.0
<95.0~105.0%>
G (%) *n=3
[7 FAARRZF ] PV0423 97.0 96.9 96.5
<95.0~105.0% >
X1 LD T 4V AORE R DNRAE
%2 : ORRT %9 1.29 ; 0.5%LL F. @RRT £ 1.18 ; 0.2%LL . @RRT %7 1.25 ; 0.2%LL .
@RRT %9 1.40 ; 0.2%LL T, OLFTLLUNOE A~ OFRFIE ; 0.2%LL T, ©OREEDE ; 1.5%LL T

K3 REISHT 2EAER (%)
Bk - K
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@ i 25C - 60%RH

BREH 120 77 Lx-hr [1000Lx - ¥+ —L %7 v 7 CHE )]

HERIE [ =RV RAF ]
<> & B 1% A 3 4
PEIR n=3 PV0423 SREN T S REDHEAE RO
Wi (HPLC) n=1 .
HIEAS (TPLO) » PV0423 o FHEE FHEE
i (%) "3n=3
PENPASA PV0423 95.3 90. 5 85.0
<95.0~105.0% >
i (%) "3n=3
[7 hLASRE T ] PV0423 97.0 94.4 90.7
<95.0~105.0% >

X1 IRALED T IV DOFE R DNRE

%2 : ORRT %1 1.29 ; 0.5%LLF. @RRT #J1.18 ; 0.2%LL ., @RRT ) 1.25 ; 0.2%LL T,

@RRT #7 1.40 ; 0.2%LL . ®LELA O 2 DIEZEWE ; 0.2%LLF. OREBYY ; 1.5%LLF

K3 FREISHTDEAR (%)
A N

FRILIy Gk 4E HET)

W D& EME 25°C, 25°C « 60%RH OIRAFSRMETHRET L7k, ERIZBEEOB R TH Y | HiE
ROGEEITHEANTH >7-, 25°C + 60%RH - 120 77 Lx-hr ORFESME THat L72f 5, Hikizae
DHMRTHY . 1 p ARREIMEAG, 3 » HBRRENEHEC Th o7z, MEIX 3 » HHKIT
bole, BRITT LT E Ty HBRBUEN, 7 MR EZF T3 w AN TH -T2,

WRIARERL « UBRELH & FLak Thyf L7,

@ By 25C  [EDL - [UEAR]

SR ERTE = IV PrAFHIH
<> &7 BR A1 1% A 35 H
Ptk n=3 PV0423 EREN IS EREN > Sl SN S
MifERER (HPLC) n=1 . . .
HU %i ;@> ) n PV0423 WA A T ReS
8 (%) *n=3
P N=DA5 PV0423 95.9 95.9 95.3
<95.0~105.0% >
8 (%) *n=3
[7 RANREF ] PV0423 98.2 98.5 97.7
<95.0~105.0% >

X1 IRALED T IV DOFE R DNRE

%2 : ORRT %1 1.29 ; 0.5%LLF. @RRT #1.18 ; 0.2%LL T, ®RRT # 1.25 ; 0.2%LL T,

@RRT #J 1.40 ; 0.2%LL T, @LEFTLLS O~ DIEZFWE ; 0.2% LT, ©OREBWE ; 1.5%LUT

K3 FREIIHTDEAR (%)
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® ik 25T - 60%RH

GEE s vy —VLET v 7 TEI]

HRERTEH SIS PRAF A
<K > 522 BH 1% A 3 » A
PEIR n=3 PV0423 SREYF St SREYF Sat H AR
WiEEsER (HPLC) n=1 . . .
WL %i ;@> ) n PV0423 RaY RaY TLReY
G (%) *n=3
(7o ] PV0423 95.9 95.2 95.1
<95.0~105.0%>
G (%) *n=3
[7 b2z F o] PV0423 98.2 97.6 97.6
<95.0~105.0% >

1 PRLEAD T ¢ )V D ORE T ANRTE

%2 : ORRT # 1.29 ; 0.5%LL ., @RRT 9 1.18 ; 0.2%LL . @RRT £ 1.25 ; 0.2%LL T

@RRT %7 1.40 ; 0.2%LL . GAELAOE A~ DIEZEWE ; 0.2%LL F. OREZEWE ; 1.5%LLF

K3 REISHT 2EAER (%)

® i 25T - 60%RH

BRYEHE 120 75 Lx-hr [1000Lx - ¥ ¥ — L% 5 v 7 TH 9]

kBRI H ok PR A2
<K& > e BR A 1A 3% H
PEIR n=3 PV0423 F gy AR FHENE ARG FTH N i,
”W%it“%i ;;IZI;LC) n=1 PV0423 S Re) FEE
G (%) *n=3
N N=E2a=a PV0423 95.9 92.1 86.8
<95.0~105.0% >
8 (%) *n=3
[7 RANREF ] PV0423 98.2 96.7 93.6
<95.0~105.0% >

1 PRLEAD 7 )V DORE T ANRTE

%2 : ORRT # 1.29 ; 0.5%LL ., @RRT 9 1.18 ; 0.2%LL . @RRT £ 1.25 ; 0.2%LL T

@RRT #J 1.40 ; 0.2%LL T, @LEFTLLS O~ DIEZFWE ; 0.2% LT, ©OREBWE ; 1.5%LUT

K3 RRBICHTHEHE (%)
oY : KF
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(2) HiR - BEMRUBREREF 1 —TEBHHER

FRILIy rEEEKE1%E HEL)

1) BBAE

[ B e v 5k
TAANP—DER NERERY , BIE1EET 4 AN —HAICANRTER M 2R L, K
55°COIRYES 20mL W\ Eio7-, T 4 AP —C#EE LT 5 E%, 74 AXVY—%2FT
15 TEME IR L. ARSI ORI A BILE LT, RN RO LILR WAL, B2 5 oMikiE% .
[FERDEAE ATV, FAEIRE ORI A BIEE LT,
FREOBETHR SR ARAERENFRD LN WAL, B 125w L, B o TR < niv
TRRIRZIE L, [FEROBAIEZITV, BERRB ORI A B LT,

(et P AR

IRBIRD NS TeT 4 AN — % RETF 2 — 7128kt L, £ 2~3mL/MOFETIHEA LT, Fa—7
VRN ARG 589 8 43D 2 ZKEIZ L, FEASGE Z DK 30cm EOE SIZEE L, BEKZEA
BICHEBEDOFKEFEAL TT a—TNEIRES L EDOTF 2 — T NOBRFYOF I TR 2 8l52 L
70

2) HBRER

AR R iR MR

Ty MNEGEE 1R THIEL) 5 5 AINIZHAE - Tkl L 7=, 8Fr.F = — 7 Z i@ L7z,

AL, THIRE BERG A F7y 7 () CiE))) L TEmBLE L,

FYILIy rEERE2%E HEL)
1) BBRAE
[ B e v 5
TAARY—DER A ERERY  RIE1EET 4 AR —RICARLTEA R 2R L, K
55°COIRYES 20mL W\ Eio7-, T 4 AP —C#EE LT 5 E%, 74 AXVY—%2FT
15 {EME MR L. ARSI ORI A BILE LT, RN RO HLILR WAL, EIZ 5 oMikiE% .
[FERDEAEZATV ., HREBIRB ORI 2 BLEE LTz,
FREOBETHR SR ARAERE RO LN WAL, BiE 125w L, B TR < v
TRRIRZIE L, [FEROBIEZITV, BERB ORI A B LT,

BGRGIET

B D NS T2T 4 AR —ZRETF 2 — 71Tkt L, K9 2~3mL/BOEECHEALL, Fa—7
VRN ARG B89 8 43D 2 KT L, FEASGE Z DK 30em EOE SIZEE L, BEKZEA
BICHEBOFEKEZFEAL TCTF a—TNEIES L EDT 2 —TNOERMEDOF I THEEMELBIE L
7

2) HBRER

A SRS AR T AR

Tenry MNEGEE2%F THIEL) 5 5 ANIZHAEE - Tkl L 7=, 8Fr.F = — 7 Z i@ L7z,

AT, THIRE RERG A7y 7 (K CiE9)) L THEBLE L,
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FRILIY hitER3E BEL]

1) ABRAE

(AR S0 B B

TAARY—DOER NCERKERY, BRI 1HEZT 4 AP —RNIZANRTERA M ZRL,
55'COIEY 20mL ZW\ o7z, T 4 AN —12EE LT 5 fkEk. 74 A —%FT
15 1R RREE L, AREERRE ORI 2 8122 LT, RN RO LR WEA 1L, I 5 ofikE k.,
[FEROBAEA TV, AERRB ORI A BLEE LT,

FREOERETH D 72 REEIRE AR DR WEAIE, BIR 1EEZ 0 E L, LS LB claE < v
TR ZMEE L, FEEOBRIEZITV, REEREBORN B LT,

BERElE=vd

B DO NS TeT 4 AN Y —5REF 2 — 718 L, K 2~3mL/BOBME CIHEA LT, Fa—7
TN ARG BRI 3 0D 2 2K L, HEAMNEZOK) 30ecm EO&E SICHEE Lz, BB asiEA
BICHEEDFEKEFEALTT 2a—THNEES EEDT 2 —TNOEGFYOA I CGRBMEEZ B L
776

2) HERER

iR R R I AR
TNy NEGEESE THET) 5 7 APNIZ FREE - BB L 7=, 8Fr.F o — 7 il LT,
ARBRIT. THIRIR REREANC T v 7 ((BR) CiEH) ) ICHEUTEM L £ L7,

FRILIy FitER4E HEL]

1) ABRAE

[ A 0 v 5

TAARY—DERA M AEZKEERY, KL HEZT 4 AN —HNIZANRTEA R ZRL, K
55°COEY; 20mL 2\ Hi-o72, T 4 A —12#E A2 LT 5 pllkEkR, 74 A —%2FT
15 FEMERRIE U, AR ORI 2 BIZ2 LT, RN RS DIV WEA X, FIZ 5 oMikE k.
[FRRDBAEZATV, BEIRE ORI 2B LT,

LREDOEAE T 72 FREERRE SR D LI WA, MK 1 E %2 0a L, B 6 I < miv
THRIEZIEE L, FRROBIEZITV, BEEIRB O Z B LT,

[BiiBiEL =

B DO NS TeT 4 AN Y —5RETF 2 — 7128 L, K 2~3mL/BPOBHE CHEA LT, Fa—7
IR ARG B 8 70D 2 ZAKFAAZ L, EANGZ E O 30em L& SIZEE Lz, Bk 2 iEA
BICEEDEKRKEFEALTCT 2a—TNEES EEDOTF 22— NOERGFYOF B R8I L
776

2) HBRER

AR Rk AR i LR
Ty MNEGEE4%F THIEL) 5 5 AN HAE - kil L 72, 8Fr.F = — 7 Z i@ L7z,
AT, THIRE RERG A7y 7 (K CiE9)) L THEBLE L,

2. F0OBEEEH
MR L
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