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WE (N)  ne5 AAIO051 58.0~172.9 29.8~34.5 30.8~34.5 30.9~33.2
X RREBEICHTHAEAEE (%)
OF MV ASAZ T U8 bmgl AEE T Ma%E Bt [2000Lx, XUEA 4 ]
BRI H =SV FAIEY
<Kk > &5 BRhA Iy 60 )5 Lx hr 120 5 Lx-hr
PR n=3 . . .
N Z WL oD 7 Z Vi Z %
LI TWVALED T 1 b L AATI051 /; :j_ ; 4@\/ f fg /; :j_b ;14@‘/@7;; /; :j_b;a@y@;fg
a—F 4 U TEE> ’ ’ g
mHE (%) n=6
<15 4. 80%LLE > AAI051 101.2~102.4 98.8~101.1 99.1~101.1
PN =N 0, b3 —
& (%) n=3
< 95.0~105.0% > AAT051 99.15~99.37 98.11~98.75 97.52~97.99
(& 1H)
WE (N) 1= AAI051 58.0~72.9 51.4~64.3 47.7~53.0
X EREBICHTIEER (%)




BRI : 2011/10~2012/3

OT "MUARZAZ T U 10mgl HIET.) MWEHE 40°C X, [UERLR]
ABRIE H =R PRATHIR
<HiKg > F b g lks 0.5 » H 1% H 3#n A
Mk n=3
(N (N (N (N
SRBoTrs aamon | L | S e |52
27 4 > ‘ " " "
M (%) n=6
1545, SOULE > AAH101 | 101.7~103.5 | 98.1~101.0 | 99.0~102.7 | 99.2~102.6
8 (%) * n=3
5.0~ 105.0% AAH101 | 98.90~99.97 | 98.87~99.46 | 98.95~99.21 | 98.83~99.54
(B35 1H)
. AAH101 | 76.2~92.4 76.5~86.5 73.2~91.8 73.5~81.8
5 RFRICKT BEAE (%)
OF MVARAXF 8 10mgl HET) a3 25°C - 75%RH [, B
AR H 7k PRAFHIM
<Kk > H5 BR G IRE 0.5 % H 1% A 37 A
PER n=3
(N (N (2N (2N
SHEDZ LA AAHI01 :Efgji;ﬁ El%?ji;‘f“ E%?ji;f“ E%Q?i’w
a—F 4 L TkE> . e e e
M (%) n=6
1545 BO%LLE> AAH101 | 101.7~103.5 | 98.7~100.7 | 99.5~101.6 | 99.2~101.7
PN =N 0, b3 —
a8 (%) n=3
050~ 105,00~ AAH101 | 98.90~99.97 | 98.47~99.80 | 98.79~99.31 | 99.64~100.44
(BE1H)
EE ) 15 AAH101 | 76.2~92.4 50.0~54.3 48.0~54.0 47.2~50.9
X RTEICKTOEAEE (%)
OF7 MARZZF U6 10mgl HIE T ettt [2000Lx, U8 A4+
ABRIE H =N IR R
<HiK > B BRAARE 60 7 Lx-hr 120 5 Lx-hr
PR n=3 _ _ _
D LAa— D L a— 1 —
<EfADT 4 A AAH101 HE ji;fi: 7B ji;f*: 7 E@@ji;“?: 7
a—F 4 v IkE> ” . .
wHHE (%) n=6
1545, SOULLE > AAH101 101.7~103.5 99.3~101.9 99.1~102.5
8 (%) * n=3
05,0~ 105.0% — AAH101 98.90~99.97 98.84~99.58 98.80~99.90
(5 1#H)
B ) ns AAH101 76.2~92.4 70.9~78.5 62.6~173.2

RRRIATSEHE (%)




7. BARNERVEBRRORESE
RN

8. fFlE NEELEL (MEIEFNEIL)
LR

9. Bt

(1) B
T RN AS F 8 bmgl HIE T ROV RV S22 F 88 10mgl B E T )1k, H ARG EEK ML S
WZED HIIZT MV ANAZF AN T LEEOEHHMEICHES LTS Z ERHERIN TN D,
(FRERIEIZ/K 900mL % vy, 7S RVEIC LY | Thrpm TRERZ1T H)

AR
Tk HLE R VAR
5mg. 10mg 15 %% 80%8A

10



(2) ¥R
<T RAARZREF 4E bmgl AET >
BIEISL O EMZFIRIGENERBR A FT A4 VEO—SEIEICONT CEK 18411 A 24 B 3KA5E
AR 1124004 =)

RBR S
g IR WHRERE Rk
[l#R%E K OFABRIE © 50rpm (pH1.2, pH3.0. pH6.8. 7K). 100rpm (pH3.0)

CHE]

- pH1.2 (50rpm) Tix, 2 B OEIX 46 DL ETldZedr o7z,

+ pH3.0 (50rpm) Ti, 2 B OEIZ 42 L ETH T,

- pH6.8 (50rpm) TiE. f2 BRDOMEIL 42 LA ETIERo7z,

« K (50rpm) TiX, 2 BAEDEIX 42 LLETIE R o7,

- pH3.0 (100rpm) TiL, FEUERIAIODEEAH D 60% M Y 85% T D 2 B A2 BV TR O )
T SR AR E BRI DS )R R £ 15% D HIPH T o 7o,

PLE, RE O 2 SR (U & h—/LEE bmg) & L7255, pH3.0 (50rpm. 100rpm)
DORBRIFIZEB N T [HRERGLOEMFOREERBR AT A RT A 2] OHEIRAEITES Lz, ftho
REREICB W TS Lo T,

(¥ Hi )
EHE (%) pH1.2 (50rpm) EHE (%) pH3.0 (50rpm}
100 | 100 |
80 80 - __&_._...-_-3——-—8
60 |- 60 -
40 | ~ 40 ’
o | A —e—7rsizeFustemg TBET) || g | [A —e—7TkLriasFssmg IBEL
a - & = ¥ | —)L#E5mg - & = /¥ | —)L#E5mg
0 L' 1 1 1 0 b 1 1 1
0 30 60 90 120 0 15 30 60
bfE (450 BFE (490
EHE (%) pHB.8 (50rpm) EHE (%) K (50rpm)
100 | 100 |
80 80 - >
60 60
40 40
o0 ! —— 7 b L) IAR F AESmg THEDL] 20 Lf7 —e— 7 b LV AR F dESmg THETL ]
— & = JE +—)LEE5mg 4 — & = JE +—JLEE5mg
0 b 1 1 1 L O b 1 1 L
0 15 30 45 60 0 15 30 45
B (51) B (53)
EHE (%) pH3.0 (100rpm)
100 |
80 |
60 |
40 |
20 | —e— 7 b LIRS F Agsmg THETL |
- & = ) | —)L5E5mg
0 L' 1 ! |
0 10 20 30
¥ (5)
(n=12)
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<T MWARAHZF 82 10mgl HET | >
HBIEEIR S O AW PR ENRR T A R A L EO—EIEIZOWT (PR 18411 A 24 0 A
AIHE 1124004 5

N e
g AARIERT  WHRERE SRk
[AlHAEL K ORBRIE : 50rpm (pH1.2, pH3.0, pH6.8, 7K). 100rpm (pH3.0)

CHIE]

- pH1.2 (50rpm) Ti. 2 B9 DEIX 46 LLETiX e o7z,

- pH3.0 (50rpm) T, FEAERIF|O TGRS 40% K Y 85% UL D 2 FESIZERBW T, AR D Y
VR SR AR R DS PR R £ 15% D HEPHIZ & > T2,

- pH6.8 (50rpm) Tid, f2 BSDEIL 42 DL ETlEAed o7z,

« K (50rpm) TliE, f2 B OMEIZ 42 ETh -T2,

- pH3.0 (100rpm) TiE, FEHERIK| O IR 60% K% O 85% T D 2 B AR\ TR D
VSR AR A DS PR R £ 15% D HIPH T > 72,

Db, REORH 8 2 EYERA] (Y & —/LEE 10mg) & bk L7=fE %, pH3.0 (50rpm. 100rpm)
J UK (50rpm) OFRBRIRIZIVNT TRREIRGOEMFNRGEHRBR T A 8T A ) OHEREIC
WA L7z, thoRBRKICBWCEEE Lo T,

(¥ i )
BUHE (%) pH1.2 (50rpm} EHE (%) pH3.0 (50rpm)
100 | 100 |
80 80
60 60
40 40
20 [PAB —e— T HLiAEF iEiomg THET) o0 | —— 7 b LIREF EE0mg TBET)
- & = ) —IL§F10mg - & = JF - —IL§E10mg
0 L' 1 I I 1 0 L' I 1 1
0 30 60 90 120 0 15 30 45
b (5) b (5)
BHE (%) pHB.8 (50rpm} EHE (%) 7k (50rpm)
100 | 100 >
g0 | g0 | - =
60 60
40 r 40 r
20 L —— 7 L/ IARF E10mg THETLI 20 | —e— 7 R JL/IARF EE0mg TBETLI
- =) —)L$10mg - & = ) b —)L$E10mg
0 '-' I 1 1 1 0 b I 1 1
0 15 30 45 60 0 15 30 45
B () Bl ()
EHE (%) pH3.0 (100rpm}
100 }
8o |
60 |
a0 |
20 | —— 7 L IRRF UE Mg THET)
- = =)L 10mg
0 L' 1 1 1
0 10 20 30
ey (5)
(n=12)
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10. B -aF
(1) FRMRELGESR - BF. NEI/RKRLER - AEICEHATLHER
% LR
(2) A%
(7 FIVIRRAF gk 5mg TEAETL])
100 & [10 $£x 10 ; PTP]
500 £ [10 £E X 50 ; PTP]
50088 [T AF v 7R Fv; NT : HIEAIAY ]
(Z FLN\REFUfE10mg THETLD
100 &£ [10 & X 10 ; PTP]
500 £ [10 £E X 50 ; PTP]
500 8 [FT7 AF v 7R hv; NT o HIEAIAD ]
(3) PHEBE
Y LR

13



1.

12,

(4) BHROME

WiFE4, PTP /3 Ry
T RANRRZREZF U IPTP: R 7ub L7 4V, TIAI=ULE RV RYZF L
smg (AL |Eo—:TAS=0A - HVEFLUTIR— b7 |Fry 7 70 %
T RN ZF PN
10mg MH[ET]
Azt s h 5 EME
ME R L
T Dt
YRR L

14




V. ARICEYSEE

1.

MEER ZBER
Oz L AT u—/VIIE
OFletkEa L A7 a— L IfigE

2. DEXIHRICEHET HIE

3.

5.0 8E I RICEIET 5EE

54 WHORNC AR RELZEHBL, @ L AT —/LE, FHEEEI L AT e —LIfETHD D
LR LT ECARIOBHEBETHZ L,

52 FiEMEE o L 2T 0 — VIIJEREHESKRICOWTIE, LDL-7 7 = L — 3 2% 0 3R O Al
BiE LT, &IN50 OIRBIENEARE R G A ICAROMEA % ZET 252 &,

(fian)

51 &a L AT o —/VISEILREIMEL “EICHEENS, kS L AT o —)VIE & 1%, R
BOEROMEHICLY 2 L 2T e —ARNEEEZRTHET, 2 DIEFRREEBEOERIZE > TR =
L AT v —)VIERRED T 5 72 80, RAIOMIE TIXRW, AFIE G- ORI 53 7e it & 506 L
FRMEOE T VAT o — VIJETH D Z & MR LI L CARIZEAT S Z &,

52 FEMEm = L AT m—/LilfiE (FH) @ 9 HLAREHESGEIL, 100 T AIZ 1 NOBETHALND E D
D THRBIEMEDEER T, RIGEHEOKR L 2571 —/L (TC) 1% 550mg/dL LA EDEEAE =L,
AR CHRHBINRIEEDE B EZFIE LE L LTHICES, 26 DHEE TlL LDL O #IC /LB
LDL SZBEOIEERIZE A LRV, HDLWVIERD LN THELT N TH Y | HiEARMIEEL LA
OFA L CH ML T TR R fGohien, Licndo TEAERIEE LT, BEiicih
o LDL #BrETHZLTalbATu—u Fif% LDL-7 7 = L—3 A7 EOXHEFRENH
WHR TGS,

RERURAE

(1) RZERUVREO#ES

(&3 LARTH—/LMfE)

WE L. RAIZIET FAARZAZF L LT 10mg 2 1 H 1 EREO&EST 5,

¥, . ERICE VEEEERT 572, BEEOHGIL1 H 20mg £ THETE 5,
(RiEtEE a3 LA T 0—)LifE)

WEL. RAIZIET FANRZAZF L LT 10mg 2 1 H 1 EREO&RST 5,

¥, i, ERICE VEEEERT 572, BEEOHGIL1 H 40mg £ THETE 5,

(2) AERVARDHERE - 1750

5.
(1

B R L
. BZERUVHAEICEET R
RE STV

47 30% -

) BERT—2/1\v5—o
B R L

(2) ERERFEHER

EEER L

(3) AERGRRER

MR L

15



(4) BRELREAER

1) AR
(853 LATAa—/LME)
17.1.1 EREHE THKAR

G IME B 243 Bl A K RIC, 7 MANRZREF U842 1 H 1 RS B% 12 8% E Lo s
BUCEEHOHERGEGRS K OZ 2% 4 H&E (2.5mg, 5mg. 10mg 721 20mg) 2 X5
EERBEMEEIRIC IV FER LT, 7 MU ARAZFUEEST ~20mg 2 1 B 1 MY BEZICHEE LT
BROMIEIREMEOZLRE R O a L AT 10—/ <220mg/dL & 72> -JEFIOE S a L AT o —
L<220mg/dL #|4) . LDL-2 L A7 12— 1 <150mg/dL & 72> 7=ER OEIE (LDL-2 L A7 12—

L<150mg/dL E14) X FRD LB THDHY: %),

HE . WMalLAFo—L N ZUEY R HDL-Z= L 25z —/L
1%k
(mg) (%) (%) (Amg/dL)
5 51 -95.0 -19.7 3.2
10 51 -30.2 -16.7 5.2
20 52 -33.8 -12.0 6.1
Mol A5 o—)L ILDL-2L A5 —/)L
= N ILDL- =L 257 m—/L
(e R o) <220mg/dL <150mg/dL
m
§ ’ BlA (%) BlA (%)
5 51 -32.0 56.9 745
10 51 -39.6 72.5 86.3
20 52 -49.5 86.5 90.4

BIVER K OBEEME D S E S 720 LR R AR H LB O HR T LN Lh 5.0~12.1%&U<‘

33.3~46.6%CThH V| ERMAEMREEEBRKIAREN 20mg HETOLE -T2 00, HEERFME

RO BRI, EREWEMITE AL 2 ] (2.6mg, 10mg £ 1 ), —ixie E’fﬂt 2 WJ

(2.5mg, 20mg & 1 ) Thot=, 7ok, EELRBUWEMA K OEERMRIMEF LB ORBIIRD
nigpinoiz,

) AR OKRBENT-MELOCHEIZ. 7 MAARZEZF L LT 10mg 2 1 H 1 REROBETH D,
7RE, AR, RIS X W E R CE 208, EIEOHAIE, ma L AT e —/LfAET 1 H 20mg

FT, FEMERE 2L AT e —LIJET 1 H 40mg £ TOMETH D,
2) R&EHUHEB
Pl v/
(5) BE - WEAHEER
(RiEtEE o LA T 0—)LifE)
wmziﬁﬁ%:uz%u—wﬂﬁ%ﬁﬂiuwﬁﬂﬁ(EW)

FiFEtkEm a L AT o0 — VIl E~T A IRBE 24 BT ML R A X F U BE 10mg % 8 EMHE- L.
Z D%, 8 MM fEIZ 20mg, 40mg ~E W L, FEEH - élﬁtlzixuit%ﬁ WCTRFT LIS T, ZOfER,
10mg & 40mg T I L AT 1 —/UWIZEi-31.8%, -41.1%, LDL-2 L A7 a—/LiZZhZ
A-37.7%. -48.3% &K T UHHELIR G ALz, BIWEMIL 16.7% (4/24 ) . BHEMENEE /e
Do TR A E R E A B)E 41.7% (10/24 #) (RO Hivlz, ERRIERIL. SEMER - #KE (2

Bl) Thote, 7k, HERRIWEMNLOBRREMRFLBOFEIRITZED Sheh ol

16



171.3 REEE I LA TFO—)LESEREXNRER (ER)

LDL-7 7 = L— 3 A& EfT L CWAFEEMEm =2 L AT 0 — )VIIEREHRARESE 9 fFilic, 7+
NAZT B 10mg & 8 MG L, ZD% 20mg (8 #fH])., 40mg (8~20 #H) ~& i L, IE
B FELLEGRABRIC TRET LY, T ORISR, 6 I TR L AT 12—/ 43-31.4~-4.9%, LDL-=1 L
AT B —/L7)3-839.8~-4.6% LK T L7z, LoD 3 HITiTRa L A7 o —/Lhs 1.2~15.2%, LDL-= L
AT =L 31~11.8% EHIM L 7=, (K TFARRD LNTZIEFD 5B 4 HITIET MR AKTF U §E
BeHRNC 2 FICA EZ2 O L7238k L IFERBREORa L 27— L N LDL-2 L A7 12— /)b
EE2ARO BN, BWEAIT 11.1% (1/9 #1) . BHEMENS G E S 720 7o BRI A R 5 28T
44.4% (4/9 F) IO L., BHWERIZ, AT LN (&) Thot, 7ok, HEELFIERLOE
IR R ABORBUIRD bR T,
17.3.1 EHEEIC5ZX 5 E (HRN)

IR IME B 17 B2 %G IEEM « FELEGRER & LTT L S2 ¥ F U8 10mg % 12 &5
L7z, RO 2 L AT v — VR, IR AEERE XK ONBA R BICA B2 2T A 5
T MR IR AR TE A R S e b o072, BIVEIT 6.3% (1/16 i) | BI#ME A E Sz
o T BRI R A ENE 25.0% (4/16 ) (Z@@D vz, BITERIE. %%rmmeﬁ%@n
—REBNZHEBLL Tz, 72, ARBRBRICEB W CEEZ2FIVER & OGRS E 525 A8 O R BT
e oT,
17.3.2 MERERBRICRIZTEE (ERN)

T llEMIE BB 20 Bl 2 %G1 T RV XA X F 88 10mg ZIEER « FELEGABR & LT 28 #@H& 5
L7z, B B VIR IEME & OV OFUREO A BRI T 280 AR AL E 3 2 bz, —
75 o MEEEERRA R /ST A —Z I —E DA DI hoT- 2 & L0 2R L LTIk
A RICITER B RIES oo 7210, BWERITRO b, BREME NS E SR 72 R R
HEFRFZEIL 31.6% (6/19 ) ITHRO LT,
17.3.3 ERBIZRIZTEE (EN)

BIIE 2 5 0F L 72 BE R BE 50 B (77 BAREE 24 Bl 7 bV ASZZTF R 26 B]) (27 LA
X&?/ﬁﬂh@ﬂi77?$%;ig@ﬂ%%@ﬁﬁ&LT&2@%%5L\7FWNZ5?V
DML L OS2 BEt Uiz, 7 MU RZF U84 12 BEEE L7265 %, HbAle. 1,5-AG
BT NT b2 AT DEIE. T MARRZF UL 7T 2R ORICHEBEEITRO LN
RInoT2Z ENDG, T RV ANAZ T UATEEREHC KT 2 BT e o 2 Y BWERIX, 77 &R
BEL 7 MANREFUREE S 5.3% (/19 1) ITA B, BIEMEREE S e by o T2 B AR R A 5
AL T R 26.83% (5/1961) . 7 FANRZREZFUEE21.1% (4/19 ) (23RS b, BIE
M, 77 BRBENEL, 7 MANRREZF UERIF Cho7o, 728, BEEREIER K ORI
ERFEBORBULGRD Loz,

(6) AEMER
1) EARERE (—REARKRE. HEEARERE. CARKLRAE), RERFRT—4A
—RARE. RERFTREBRAROAR
U ERR L
2) RBRFH L LTEREPEORABRNITRERIE L-AE - HROBME
% L7
(7) =ttt
Y LR

ot
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VI. ENEE(ICET SHEE
1. EEZMICEEHSLEMNITILEVE
HMG - CoA 5t [ 2 Al
HE : BEO B (LG DORIEE - DIREFIL, BHOBRMNLEEZSRST 5 L,
2. EB{ER
(1) {EREML - EFEF
7 MR AZF TR T O 2 L AT 0 — L EZRET 5 EEEE T b 5RO HMG-CoA i# il
FERBRDOBAWNCHEL, 7 MANRZRZF U LEBREOFEEZATHREW L & bio, AT
DL AT a—ALEGRENEIT 5, ZOE, 7 SRR T IO LDL 52 B IRE 2 B &,
MO U REAGWEIHT S5 Z LICKVmMPIFERELK TS EDS, £7/2, 7 FAARZF it
fEEEfeZkE LT, @2 L AT o —/LVIGEICRE 5 BhAREE (L oo FIE 2 4l 5 1 2,
(2) EDZERMIT SRR
18.2 O LR T A— LA RN R
b MR Sk HepG2 MW T, 7 A ARAZ F T a L AT 10— )LD A A R o AL
FTH D HMG-CoA iETTEER 2 BN OBA N IHE L, BN O3 L AT o — /L a kR
RAFHIZ IR L7zt ),
FIZT MANZRZF IR ABEICLEY, 5y FOFa L 2Fre— L AREEKE i L TEM
HL=Y,
18.3 BIEMETE TIVEMICE 1T S IEEIETEA
18.3.1 J LA FTA—/LET{ERA
L AT R LA ER DRI L AT —LAMI =T ZICBWT, 7 MR ZZF 3R 0
HZizkymfEra L 2A7a— 2K FSE5 & L b2, LDL-2 L X7 v — U ERCMEET R B E
AT EEA 19 LDL ZREKIE~ 7 AL X WHHL 7% FI28W T, 7 M2 X F i
W a L 2T B — UEE R LDL-2 L AT — /MBI F g1 7 18
18.3.2 FUJ Y+ FIETEA
TVATR—VEM I =T X RO afiAsiE b ) 7 U 'Y FiET v MZBWT, 7 bRz
FoARMA FY 7V Y RMEZK T S0 19
18.4 BhAREELERINFI/ER
a L AT a— VAMNEEE T YRR WHHL 731280 T, 7 MRS F U IEREE LR A
AL OIMEEa L AT o — L ERBAK T S5 18]
18.5 RO EEEH
Ty MFI /7B Y —AIZBWT, B MBI ER#M THDLT I NEANMEBEORUEUERD 4 (f
DKL (M-1) KO 2 froKELE (M-2) 1, 7 ML R2Z F o L EFRE D HMG-CoA &t
BB ER M2 R L7220,
18.6 ) REARBMICHT S1EM
HepG2 MFRIZHBWT, 7 MAARRZF TN a L AT o —LEB& K TIE5 L L bic, IF
LDL % & & mRNA Bl O LDL B MIEEEZ NS, 748 BAOWEL RN 70| Y Ny
WEAZKTEE2Y 22 EFEELEy MCBWT, 7 MR Z F U030 LDL 2 BRI 2 4
IMEE5 EE BT VLDL- 7R B ylE A2 K T &w722%Y, a 27 u— VAR I =7 X128\ T,
7 MV ZHEF 1T VLDL-7 7R B EAEE A F & 87219, LDL ZFRXKE~ T 2B\, 7
RARZZFATA VAT 0=V EE R T S, vakiama ) 27U ') FIJET v
MZBWT, 7 hARREF LRI 7)) FOWEEAKT S8,
(3) {ERZRIENFA - Fribs
MUERR L
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VI. EMBEICET HRE

1.
(1) ‘aREFEHGOPRE

1 R E D HERS

B R L

(2) BRBRCTERSh-OPRE

16.1.1 BEEIZES

R A 6 Bz,

VERIZaV o a RR

10, 20 X% 40mg Z i FHERE O &G LR, i

FRZEALARD Cmax &N AUCoo 3 5 8ICHA L THEIM L, Tmax X OHEBEIXIZIE—ETH- 7=
ZEnD, T RUARREFUDOENEREIIREE AR T E X ONE2Y, B, BARALAEANE
DIRNENRE & e L2 FE R, AZEZ EE D AFEZEITRD b o722,

HENRE ST A —X

h& Cmax Tmax tie AUCo--
(mg/man) (ng/mL) (h) (h) (ng * h/mL)
5 2.64+1.36 0.60.2 10.60£2.91 17.331+9.29
10 3.42+1.51 0.8+£0.3 9.44+2.50 34.57+15.79
20 11.29+4.42 0.9£0.6 10.69+2.91 50.871t18.44
40 27.05+10.75 0.9£0.6 10.08+2.65 117.91140.88
CEE)fE AR 7)

F72. T MUARRHFTF 2 10mg A 6 BICHERRAO#F G Lz & 2 omiEFR FE R TcH s 7 2
REEENLE DR B B8BD 2 fLOKEE\LY (M-2, ocOH &) @ Tmax. Cmax KOEMNIIZNZE
AU 6.17 B[, 1.39ng/mL K X 8.00 Bl Td -~ 722,

(ng/mL)
Sr e T
5 —0— M-2

FHELERERFE (n=6)

Prib S RS

0 e | 1 |

I | ¥ - C}
12 16 20 24 28 32 36 40 44 48(h)
GE
T RRAZ T B ERANIC 10mg AR O BG Liz & oM RE LR R O M-2 BEHER

4 8

W) AROEBENTAEROHEIEL, 7 hAA"ZFZF L LT10mg % 1 H 1 ERAOKETHD,
¥, A, ERICEVEEIBTE 2, BIEOHREIT, ma b AT 2 —/VIAET 1 H 20mg
ET, FRMERE VAT o —/LIMET 1 H 40mg £ TOMETH 5,

19




16.1.2 REHE
TERERR A 6 BIlC, 7 bR A X F 2 10 K1 20mg Z 1 B 1A &%, 7 A MKER 08 G Lz kR,
Ay | 38 5B 4 B B £ CICERIRBICELEZ LT,
Fio. 1 HAE T HHOMAETIRYREZ T 5 L 20mg HGHTEF LTS HOOHEERE
TiEA< EREMEEIRD bR oT229,

16.1.3 £EPFEHRFHEHR

<T MAARZRBZFU4E bmg THET] >
BREHRNOAEY LRGSR A R T A O ESEIZHOWT (CERE 184E 11 H 24 A A%
I 1124004 )

T PANRREFbE bmg TAET] MOV B R—/L8E bmg &, 7 0 A4 —_"—JEc L) ZnEh 1
BE (7 "2 ZF oL LT bmg) fEEMRAS FICHBHERERR O &L L CliEdR T ML S22 R
EZREL, fohEmEhiE <7 2 —4% (AUC, Cmax) (22T 90% 5 EH X FEIZ TREGHI#NT 2
o7 fER, log (0.80) ~log (1.25) DOHPANTH V. MWiHIDEYFEHFEEN MR Sni=27),

YR T A =4

HIENRT A—H BBEINT A — K
AUCo-48 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
. 11.16*+
T RVARAHF T EEBbmg THEDL) 11.68+t4.32 | 1.5385+0.7151 | 0.74+0.45 198
11.82=*
U ¥ h—/LEE 5mg 11.67+=3.68 | 1.6163+0.6537 | 0.59+0.22 5 96
(1$2# 5., Mean+S.D., n=24)
(ng/mL)
2.5 -
m —o—7 MUVINZZF $g5mg [HEL]
3
;_E 2.0 -~ 1) E k—JL§E5mg
7’;’ 188445, Mean+S.D., n=24
JLJ 1 .5 9
FAY
A
£ 1.0 -
}
e
0.5
i3

il (hr)

1 55 SR I HEHERS

MR NN AUC, Cmax 5 0/37 A — &3 #ERE ORI OEREAHL « I O #ER
KL > TR D TN D D,
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<T MAARZREZF U4E 10mg TAET] >
BIREKSOAEY LRGSR AT A R T A O EIZHOWT (PR 184E 11 H 24 A KA
A 1124004 )

7 RANRALF b 10mg [HIET] ROV E b—/L8E 10mg %, 7 0 A4 —"—JEIc L0 ZhZh
18 (7 hAARARZF L LT 10mg) BEERAS FICHEREEIRE O 8E LCTlEdh T Mz &5
VIEEAZHIE L, BONT-EMEHE ST A —% (AUC., Cmax) (22T 90% 8 X ] #:12 THEHiE
Mr 4T - 724558, log (0.80) ~log (1.25) O#PHNTH 0 . WA EMZNRIGEENHER S LZ2T,

YR N T A =4

PIENRT A—H BENG A—H

AUCo-48 Cmax Tmax tie

(ng * hr/mL) (ng/mL) (hr) (hr)
T RN RETF U BE 10mg THIET 22.321+8.64 | 3.3659*1.9062 | 1.39+1.29 |8.70£2.69
U B h—/LEE 10mg 22.24+8.26 | 3.5747%£1.6578 | 0.83+0.47 |8.95£3.02

(1 #£#¢5-, Mean*=S.D., n=64)
(ng/mL)
5 -

1 —— 7 MLINZ2F fE10mg [AET]
% 4. -4~ 1) E b—JL§E10mg
?Ii' 1iE3% 5, Mean*S.D., n=64
b
TAY
A
2
a
=
)
B
0 T T T T T T T
0 6 12 18 24 30 36 42 48

iEfE (hr)
1fi 5% o HEA I HEHERS

MAEHR NS AUC, Cmax 50D/ 7 A — & (3, #ERE ORI ORI + e 55 O Rk
KK > TERRDREMEND D,

(3) HhEE
MR L
(4) BS - ftAFEORE
(Tvii. 7. MRAEAEH] OHEZH)

2. EMEERB/ITA—4
(1) BAHEE
M EE R L
(2) WUEETEH
EUERR L
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(3) HEREEEH
MR L
(4) YVF7S VR
MR L
(5) #HHEK
AR L

(6) £t
MR L

3. 8%H (KREaL—>av) #H
(1) fBFAE

MR L

(2) NRSA—4THER
MR L

4. R

16.2.1 BEDEE
fRFHERAN 12 B TT MR 2T 10mg R TR OBZICH PR OEG LR, 7 bk
F o OWIGEEITAFICLVIETT 2600, WINRITIEE A EEBEZ TR -1228),

5. 9%
(1) Ioik-KeiBE P& @ tE
MBI L
(2) miE-RIEEIFEEYE
("VIl. 6. (5) iThwt] DOIEZH)
(3) AA~DBITHE
(IVIl. 6. (6) #lta) DOHEESM)
(4) HE~DOBITHE
Pl v/
(5) ZotinB#~DRBITHE
MMERR L
(6) MREAHEEE
16.3.1 EEEAE
b hfSEE A dn vitro DEBRT, EEMARIX 95.6~99.0%Lh EE R L7220,

6.
(1) REBLEIRUCKBER
fERERL AN 6 BT R ANAZF 10 KT 40mg ZHERR O£ G Uiz & & MR I MEEAIE
DB UVEBRD 4N OKEBEILIA (M-1) B2 OKEE(LA (M-2) O 2 FENHER I TWDHIN,
MR EEMEAEIE M2 Th - 7224,
T RARAEF O EENRHE IR CTH Y . M1 KO M-2 1 CYP3A4 (2L » TAERTDHZ &0
oM ENTNS?Y, [10. B3]
(2) REICEAE5T 5K (CYPE) OHFiE. F5F
AENT, & L THFORMAHESE CYP3A4 IC X it b, /-, P-HFEAE (P-gp). LM
EEH (BCRP), AT =4 b7 AR —%— (0OATP) 1BU/1B3 DEETH S, [16.4 S ]
(3) MEEGBMNROFTERVZTOEE
MR L
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(4) REVOFHEDOARRVEEL, FELE
(TVIL 6. (2) FREHENL KL OIS | DIHZM)

7. Bt
TERERR IS 14C-7 ML ARAX F U 2RO G Uiz & & BEHHED IR Pt R 13460 TR (<2%)
SU PRI RELR, M-1 RO M-2 BNZNENHE P IEHEED 8.83%, 11.7%K& O 18.2% kit S 7=
320 T, UC-T MANRREZF U EHAVEE MEHFEEERBR TIX, &5 SNREFRED 43.7~
70.2% A PR S 2, REMROMIZ M-1, M-2 KT M-2 O 7V 7 v s R A3 R E S

7":3 3)O

8. FSUARR—E—IZET HIEHR
MR L

9. BNHEICKEKRERE
MR L

10. BEDEREFTHRE
16.6.1 BHRERESE
EXHERETE B 8 (] e VB RERE 2 11 flc 7 M AN 22 F o 10mg % 1 H 1 [8] 2 W8 R4 7% 1 3
H Ll & BHEREREIL, 7 MR ZTF U O R OMENBIBICE L RIE S 2noT22Y (4
EANT—4),
16.6.2 FFi#REpEREE
R A R OV S B3 8 97227 M ARAZF 2 10mg # 1 H 1B 2 AREERAOREG L &
& FFEEZE B TR R A~ T Child-Pugh A B3 & O} Child-Pugh B #1235 T, Cmax
TIZENZEN 5.5 5K 14.4 fi5, AUCo2an TIEZENZH 4.4 5 )2 OV 9.8 5DHENN, Tmax TIE\W\ T
Vb 12 OFEHENTED AV FRHENTIZ E A EB(L Lo T, Fio, MIGHEEICT H21EHIC
XEN o722 WNEAT—%), [2.2, 9.3.1, 9.3.2 ]
16.6.3 EinA
fEEEE S (66~T73 %) 6 Bl OFEEE (20~22 %) 6 FllZ, 7 FA/RAHXF o 10mg ZHiAE T
BAEIRE O 5 L7251, Mg 135S 12T Cmax M O AUCo- 038 2 F5ICHEIN L7223, Tmax
R ORI 23580 b iin-o7229, [9.8 BHR]

1. Z0Oith
MR L
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VI. £t (EAELOZEESF) CEY HEE

1.

EENBLEFTOER
BEEIN TR

. ERABLEDHER

2EE (ROBHIZEBELEWLI L)

2.1 KRB ORI LiBUE OB ERE D & 2 B

2.2 FFREBEEDNME T L CWAH EEBEZBNALUTO L S 72 BE

TMERFAR ., 1BPENT R OGN, 2, I, 3UE [9.3.1. 16.6.2 B[]
2.3 W SUTIER L TS TREMED & D e ME R O Lia (9.5, 9.6 &R ]
24 7L HTLEN - BT LU Z AL ERETOERE [10.1 2]

(i)

21 BB EFEHE UCRE Lz, AN X 2HBEORBUEORBEEN H 5356 BUEIR A 5%
THARERENEBZ LN, ABIOEG BT HZ &,

2.2 MEAMIEIRRBRIC IV T, FFEABE TOAF OMmEH HMG-CoA 15 uEsE PR (A FE /3 e
FEH IR TAUC T4.4~98fEIC EF LI WHIRERDH D, £12, FEOIFHEEBRED H bk
EULE A 3.0me/dL A % 5 HBEICE VT AUC IR @R Ao RIS BE 1T~ L < i
BN C, Zed, HEITMIE E U L E BN 3.0~3.5mg/dL LA E X W Bl D LA ST D
ST Lo T, FBHEME T LT D EB X LN BETIE, AFIOMmIEFREN LS LFE
TER ORBUEE RS 28001 H 5, £z, AROMEHEAIZEICHTIETH D | Iz T
RSN ENDFEEZE(LIELBEZNND D, WINOIRMN CES 2B ICEE RIS &
Exonsd [RMEIFR, BT ROEE, ITEEZE, T, 38E] O X5 REFITHRBEREL TV
el

2.3 REIOEBWEFRIZIBN T, HAEROBA K OVETRT - BEICHT 2RENRRD L, BEICHA
FFRIET EHRBEMHNRO G TWD, 72, 7 v MMl HMG-CoA iE iR M EA 2 K E# G-
L7z8%aic, BMROBKGERA LI EORENRH S, HIZ, B MIBWT, flid> HMG-CoA %
JLEERLERZ, TR 3 » AETOMICIRA L7 & &, RIBIEREFEN S bl & oSN
& D O THE TR L CW B ATEE DO & 2 ZE~OEHITRET 5 2 &, 72, 7 v b TR~
DBATHRMESNTWD Z b, BT OEFITOARFOREGZHETHZ &,

2.4 CHAUBMEFRIBEETHL /LI T L ENL - BT L X AE)L (400mg-120mg) &7 /LN A
2 F 2 O L2 EAERESRARER T, 7 MR ZF o AUC 28 8.28 fi5, Cmax 7% 22.0
B LR LIzt oHERH B,

. DREXEHRICEET SEELENERA

(TV. 2. ZEESUINRICEET SR 224052 L.)

. AERURAEICEEY SR L ZTOERA

BRES N TV

. BEEGEFNIE L ETOER

SEELEXMIE

84 HHEMUWE AL AT n— VIEIRROEARTH 2 BFHILEEITV, TIEEIFIECH M, B
JELEOE MM RBOV AT 77 7 2 —OREL+BETHI &,

8.2 5 i ARG A2 E NI L, 1REICKTT DSOS B e W& 5 2 k4
5HZ &,
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8.3 BUEMREDHFENH SDONDE Z ENHDH DT, Bl « i, BEREDIERN S LN HA
ZIEARANZ I U, ERIZICEE T 2 89 BFICHEE T 5 2 &, FHFIEEGA IR L
12 i E CTORNZ 1 [EILLE, 2 CABRIERR) CEEIC 1 EI%) ICFgEREZ1TO 2 &, [11.1.3 &
]

8.4 MEEEKIERE, PLMERBUE, IM/IMEBAER S bbb Z ENH LD T, EHMITHREEIT O 72
EHaBEETH) 2k, [11.1.5 &R]

8.5 mIMBE, FERWNHHLONDZENRHDLDT, A, MR, EHBREEOIEROFBIUTIEET
Dbz, EHIICHREZIT) e E+aBlega1T5 2 &, [11.1.7 3]

(fiah.)

8.1 M= L AT n— VISEIZE MM R B ORK & 72 5 HEERRETH Y ma L AT 2 —/VIlEL
BT 52 LI LV EMMERBOIIEN TS, 20 ERN/IMHI SN Z ENRHALMNCE
NTNW538, malA7re—/VIE s R SNEHE1E,. 9E-IcEa L AT e —/VER
WD IEAR T o D> BFRIECHIEILE L 5 O AEYGEZ + 02TV ENET TERRBI A+ 7
GBIl ORIE L DERERGT S22, 70, @2 VAT o —/VIEOMIZE s R B O fE
BRI & Z 25N TWEEMESPCEIESED Y X7 7 7 7 X —DEFICHOWTH o EET 52 &
WHEHETH D,

8.2 ma L AT n—/LIJEDIEHIL, U2 a L AT o— iz RHIMMER T2 2PN EHETHLH T
O, TGP P IREEOREZ EHANTITV, ARODREHRT L2 EBRETH D, BEIC
F o TEHAFNCIE L WEE B H D | FERARD SN2 WEAITIE, RFIOE G % H ik Uit 3EH
~OEFEEEBET D%, ARINEBREBEGINDZ N0 E ) +RcEBRTDH L,

8.3 AANIEITHFIECRHFENDZ b, IFHERICHEELZEX D REERD D, /o, —KIC
HMG-CoA ZtEFRAEAICIINFICET 2EWERN I b T\ 5, F&5etk, [BIRERTFZE) MERES
Nz, 0 THBYERFRITEICEA T 5 Z &b, FEISE R &Lz 130 5 72 D I 9T %
B 20Ek & LT L - R, o) 2L, BERINALOERE AR LEHAITIE, K
RO Z F 1k U EIREICHERT 5 X5 18T 2 2 L 2#l L, £7o, AAOERBRFE COE
WIZEBIT D ERARRERICBW T, TS, HaERE S, AST, ALT, v-GTP L5, ALP k5. LDH
ERAENREBL TNDZ D, IFERERE L EMIIT)., IFERELZMET LI ENEETHD
TZOBRELTNDS, MEDOMRIC OV CITEROCHINGR T CELE 2 BB IR E LT,

8.4 [IVI. 8. (1) BEARZRFEIEMH & WHIER 11.1.5) OHBH

6. RENERERTIBAEICHTIER
(1) AfHE - BIEEFOHIBHE

9.1 SHHE - IEEEOHLHE
9.1.1 EREROBE
PERR LS ED 2 LR H D,
9.1.2 HBUHRMBENSH LI POTVEDRENHIUTORE
- FRR B RE AR TE O B
BEEOMELR YA he T —%) IZOREREO S 5 BHE
- SKANME DR FEE OBEERE D & 5 B
s T La— L EREOBRE
[11.1.1 &)
9.1.3 EEHRNENTTOREEOHLHBE
HEIEF A E (R, 280) NE(IFEETHZ é083Hh 5, [11.1.9 2]
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(2) BHReEREERAE

9.2 BFHiEEERSE

9.21 BEEXIZOMEEOHIBH

BESUTHRARIE D WMAEBI D% < NERERELZ AT 2EFTHY | Fio. BEIHRARIEIC - TRl
IREHEBEDEALARD BTN D, [11.1.1 ]

9.22 BHEREEREEDHLIBSE

KHN &7 47T — FRFEANZ T 2551203, BR LD 2/ RV S 258 120 A 0
T 52 & BB BRI LA 1 O BT RURIE S & D DT 0, ST 2SO 2 58121,
EHHICEERERAESE 2 E M L. BRER (WPE. W) o038l CK EA. R OYRF
Fravey bR RNCE S VT F = EREOBREDE(NZRBO G EITE IR 2 F 1k
52 &, [10.2, 11.1.1 ]

(fiah.)

9.2.1 BEEIX, HMG-CoA EtMR IZILBEORINEM & L TH B AL TV S BB AFE O fE A 10—
DLEINTEY, Fio, BEBEHRARIEIZ > TR BEROBANFED LTV D 7o bit# L7,
9.2.2 HMG-CoA i# e ERNCILBORIER & L TS TV D BT B ARIE O fE R A D —>
ELTBHRERE NV | 72 HMG-CoA Bt RILEAIL 7« 77 — FRIEHI & OOF FHRFITAREL
RRIE D b bR T < 2D Z & MBI TN D29 HIT > HMG-CoA 38 els 3 EHI T,
SRR BT 2 BRI A I R T AR O LN D BHEICBNTT 4 77— FREAIE OHFHIZL Y
RERUBARIE SR ICH DO T VI EBRE SN TNDHY Z e nbRE L,

(3) FrtpeRERE

9.3 H#rpEEEE

9.3.1 HFRMESMBETLTOSEEAONBIUTOLS LESE

SR, BERFXOREEE. FEZE. FE. BE

TH LWz &, AHOMBETREN EF LU, BERORBEE SN 2820 0n3H 5, £,
AFNTIEITHRIZCBWTER LB SN2 0 T FEEZELIE LI BENNH 5, [2.2,16.6.2 &
]

9.3.2 HEENIIZTOMEREOH S BE (931 ICBRHUTIHIEEEZR)

AANTIEITHIC BNV TER LM SN 50T, IfEFLEBSE2BEARH 5, [16.6.2 ZH]

(4) HEREEHT 5F
BE I TV
(5) Wb

9.5 ITiE

HEb XATHER L CO D AR D & 2 &R iT e G- Lis W\ 2 &, B B CHIA R B OB K OVE
1. BECKT 2HBRRO L, BRICHLAFERET EREINHLIROONTND, £2, T
Mo HMG-CoA EteH M EAZ KER G LA IR0 EKRTENRE SN TS, &
I, B R T, fihod HMG-CoA RITEERHEHIT, -k 3 7 A £ COMIZIRA L= & &, Rz sk
RUEHFERH DN & ORERDH S, [2.3 BH]

(fin)
AANIOBHFERIZIBN T, HAERBORD K OHAROATE, BEICRT 2HENRO L, JRIE
WCHAEFRE T ERBTMHENROOENTNDHA 42 HiZ, RS v MTBWTARAIR 5% 7
IR HIIRA~OBITHE LR S TR Y 4P| #FMNIE VT H HMG-CoA MK R EHAIX 4
EHEELE ST,
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(6) 7w

9.6 1ZELIF
BB Lanwz . Ty bTHHFP~OBITAREI N TS, [2.3 2]

(7) INRZF

9.7 MNR%E
INREE G & LTI R O M 2 4R EE & U 72 iR AR BRI T E i L TV 7R,

(8) EinE

9.8 BiNE
BIERMBER L7 BAI3®& 521134572 8, @URMEEZIT) 2 &, —MRICAEBEEENK T L
TWb, 77, BEHRMAEN D DbneT Ve oERH D, [11.1.1, 16.6.3 Z ]

7. tHE{ER

10.18E/EMA
AANZ, E& L THFOIEYRHIEEE CYP3A4 ICk v REt&aNn 5, £/, PHFEAE (P-gp). L
Mt [ (BCRP), A7 =4 7 v AR —%— (OATP) 1B1/1B3 DEE TH 5, [16.4 &)
(fian)
FHEAEH OFLEIC BT 2 Z Akt Rk F55ERE CERL 12 45 12 A 25 Af) IZHES &R L7z, PRk
30 4E 7 A 23 HATSEAESETE R 0723 55 4 SR A 7B E3E - ARTEf AR IR 15 38 0 5 A PR R AN 1
TOARENT TERLBIYE & B ERERIRMEO D OEMMBEAER T A FT 4 v 12S5%, TH
HAEH) OHEICHA#TY =4 87 v AR —%— (OATP) 1B1/1B3 DHEE TH L E#IBRL LT, If
¥C, PHEEAE (Pgp). FLFEMEES (BCRP) OEETHDF HiB LT,

(1) GtRESEZTOERA
101 SFAZEE (BFALAGNC &)

) 40 T BRAEAR - H5 18 51 By - SRk
TV ATLVEL - ET VLU T LT LEL - ET LU HAEA M FE - 7 L T L E LD
XA )L (400mg - 120mg) & OPFHIZ LY . |OATP1B1/1B3 } U* BCRP %,
(=74 L v k) T RN EZTF D AUC 78 8.28 fi5. B 7 L o Z Z /LD OATP1B1 K&
(2.4 /] Cmax 728 22.0 %2 EH- L7 & o |8 BCRP HFICE S EHIZ X

NoD, AFNOMPIRREN EF L, BII2bDEBEILDLNTND,
ERDBRREI LTS BTN DRH
50

(fiFEsL)
C RUBMERFRIGIRIECTHH 7L AT L ENL - BT L Z AEL (400mg-120mg) &7 hLRZA X
F o &P U2 3R EAE A RERRER T, 7 LR ZF 0 AUC 8 8.28 f%, Cmax 7% 22.0 %
W ERLZEOHRENRD D,
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(2) FRFE L ZDER

10.2 HiAERE (BFRISEET S L)

AN

BRAER - HEE Tk

P - fEbRIA T

74 77— FREH
NPT 4T T—h

A

23

[9.2.2. 11.1.1 =]

fpE . B, CK kA i R OUYR
hIA s EREZREE L, M
7R AR REEM L 2 A O BRI IRIE 2% &
LT NEDORERD D,

Wy 74077 — FREH L
HMG-CoA &=t R HEA & D
IR 35 28 O AN AE F 28 7R e
INTND,

FERRIA T« EHKREIZ B9 % BRR AR
BEICREPRDO LN LB

== F A
=t ha—0

%“F
[11.1.1 ]

PR, &, CK E&A- M K OYR
hIA 7 ner EREZR#EE L, M
7 AR REEM L 2 A O BRI ARIE 28 &
LT NEDORERD D,

r . =aF AL
HMG-CoA & TR £ EH & O
BIVE &5 58 M O FH 0 /E F A3 R
ENTN5D,

FERRIR T« Rk RE R

G B A
I ARY v

=
[11.1.1 ]

1) fhAdE, B, CK L& Mk
VR IA oy FRE2EME L,
T 7 B RE AL 2 1 O B Rl
NHLDLNRLTNEDOHEND D,

2) YruARYEOHMICLY, K
Al AUCo-24n 25 8.7 fFIC EH- L7 D
WERD D,

1) YZ7urAKRY L
HMG-CoA &t R HEH & D
RIVEHFERIEDOFIEM. 2) ¥
7 1a AR Y N2 kD HMG-CoA
R eI R R E A OGS - EVE 4R
k9 2 i a P E I D < HH
HAEM, 8) vZuRrRY ok
2% ARHN D FF~D LY A B BLE I
KOS HAEMERANRE ST
%,

fERRIK T« RS AERE

VA SARN: S
A hTaFy—n
A

T Ra~vAf

[11.1.1 /]

PR, e, CK EA- M K OYR
hIA v r ERERBE L, M
7R R RE ML & A O BT RUARIE 23 &>
LT NEDRERD D,

B 7Y — LV RPTEEE LT
J2u<A 3 ® CYPSA IZxd
HIHEERNRE 2 LTS,
fERRIN -« B RE R

g )2~

AAOMIBEPIEYBEOHE 72 LA
(Cmax : +55.9%. AUCo-Tlast : +81.8%)
NI HIT,

W 750243200
CYP3A4 (Xt 2 HEEMANE
ZHNTW5D,

HIV v o7 7 —EEA]
= iyl A VRS B Noy il el 2

A

L

pEFEN - U RFELEDOHHICK
D AAID AUC 7 5.88 f5IZ EA-T% &
DWENH D,

R onboEFIC LD
CYP3A4 OIHENZEZ 57TV
Do

Al | A NI ) 0 <l AT ) B N

F e

PRI LV RF DM P RER BT 5
BN D, AAIORIERNFEIL
RILBRDLDBENR D DD, +5372
BTV RPOHEEICRE L, KE
(I U T AR A oD 3 B) 72 i I &
YD L,

R - AR O 2 B A R HLE
THEOLEEZLNTVD,
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AN

BRAER - REE Tk

P - fEbRIA T

Y ML AENL T
0%

PR K0 ARF o s R L
BITERR I LTS R8T H
%o

MR - oY FLAAEL T
B> CYP3A (ZxFd AFHEEHA N
EZEZ2H5NTW5,

7T e

777 LN (200mg) & DOBFHIC
£ 0 EHNO ALY IR EE R B LT
(Cmax : 5.66 {5, AUCo- : 3.00 fi5)
EDOREND D,

W 77 7L e XD GE
@ CYP3A X U BCRP DL ENE
ZHITWVD,

LT I)LE LB

LT IVEELEDOGFHIC LY AR O
e IRy PR N EH L7z (Cmax : 2.17
&%, AUCo- : 3.29 %) & DHEDNH B,

IR LT EE AL D
CYP3A . OATP1B1/1B3 Kk Ot
BCRP OHENEZ BN TWD,

TFNRF=T

PR K0 ARF o s R L
BITERADR I LT < BTN H
%o

M . 7F XF =712 L 5 BCRP
OEENREZ BN TWS,

TV —T TN = a0 —
2

T —TI)N—Ya—A12L/A LD
BEHIZ LD . KFID AUCo-79n 3K 2.5
fEIZ ERH LTI2E OWERD 5,

WE . 7S L—F 71— a—2
12X % CYP3A4 OIHENEZ &
nfb\%)o

7 y7ELY

AKHOMBHEYBENKT L
(Cmax : -12%. AUCo-24n : -43%) &
DHEND D,

R . 27712V k 3
CYP3A4 OFENE 2 HILTU
60

Vo7yoevy

V77 oy B 1T R ICARH &
B b LT & 2 ARAFO M 3 i B
PMET L7z (Cmax:-40%., AUC:-80%)
EDOHRENRD D,

AN B A SN SN hal )
CYP3A4 OFENE 2 HILTU
60

e A =N

NF¥HoT Lo HICL Y RKFHD
AUC 2349 0% T L7z & o#EN &
60

S N M= I Al Nl
CYP3A4 OFFENRZEZ 51TV
60

P& A A o R HE AFNO MAE T PREE DK 26%IK T LIBET « 2O DAL DT b
7ed, LDL-2 L AT B — L O FRIT|NA X T o ORINFRE (KE) 12
FNENEZHEMTHER L & X L0 KRIES S MR IEYREE K TN
o, EzHNTW5D,

vaxvy EFREBICBN T TR AREET - KA LY TF 0
N EFT D (KA 10mg #%5-T Cmax : |P-gp %I L7z HEH O 23 /R
+9.9%. AUCo2a : +3.6%, CLr : 129—|&SN T 5,
128mL/min., 80mg # 5 T Cmax :
+20.0%., AUCo-24n : +14.8%, CLr : 160
—149ml/min) Z &M E SN TS,
PFRT 25461, METEREDE=
X —w AT H 2 &,

8 CREAE SR JNVEFr Frr (Cmax : +24%., 7 AFICL S /7 v=F o K

JvxzF o e r—=
Fo VT A RNTOH—
JL

AUCo-24n : +28%) KO TF =)L TR |k
7 A —/L (Cmax : +30%. AUCo-24n :
+19%) OMFFEFRED EHPFRD 5

77

VRO F =T AT F—
JL D 4] 18] 38 it 2 R D WD 3 2
HILTWA,
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(fian)

[7 1 77— FR3EH]

B 5 C b BT BUAIE 2 B BL 2 Z E 35TV 5 4%, HMG-CoA &t R L EH] & DO
BRI IR RO AAE R BN B < e D Z 8 bbb T 52 Y Z OME/EH O X < fig-> T
RO T AR AT, BRSO B RIER OB, CK k& Eizfdh R OYRT
e OEMFFICEETOILERND D,

F 72, HMG-CoA % o l# 54 P35 A5 G- | RGBT Rl e 2 F8 8L U 7 E B 0 2 < I X HREIE B E ©
b LD, BHRERE B RAE OGRR T 0 1 2EBEZX LN TS, BIZ, Zhbd
R FREET 2BE. T2bLEREICHT IEERRAEMEICEENRDONDHBRET
HMG-CoA iZtliRFEAIE 7 ¢ 7 7 — hRIEAI L 20 LT DI5E1T, RIS R ARAE A3 Bl
NRTWZ ERHEZI TR Y, BHEEICET 2 BRMAEICERE AR b b BFITBIT 2 A4
&7 4 77— FREFIOPFHICONTIE, BEFD HMG-CoA & IRER ML EA DU SCEOFL#EIC
A0 2000 4F 3 AKREFL Y . AFITHEERIC RHIZSZ), TREIDFHZEZ) (5K LIEE
MaEd LTV,

— AL RN B AR LS LD THMG-CoA & el HELERI(R # F2) & 7 4 7T — b RHEHA
DOPFINC BT 2 IR SCEWET OB E ) MWEAETEE EH - AT R E L A R IR S
ToZ L AT, Wk 30 AEEEER 8 [HIE SR S L A R R L AR RS CFk 30 4F 9 H 25 AR
) 2RV T, BB 2R RAEMICETNEO NI BEICBITIDIAZ T T 4T T —
N REEF O PRI BT 2 IEBEMEIC DWW THREN ThN T, T ORS, BREE R E ORI Rl iRE
(ZBT IR EME A ke L7- BT, TRAZAR) KOt TRAIDFAZAR) 7220 THEEZREARMEE ]
SICHEBMEAZBITT S ENMEETH D LTSN, TRAIDFHZES) 75 TFHER)
ICET Lz, TEAEE R RO TREAPHAZE R & L CORBITHIBR SN2, BHGRHCLE R TE
BEHRHICATII R o, BHERICET 2 BRRRAEIC B 23580 b2 BF K L CARAIZ & 5
THEICIE, slEfxEBEICHATLZ L, (VL 6. QB HAERERE 9.2.2) KO VI 8. (1)
HERZRFER & 9IHER 11.1.1) OHESH)

[= =7 o mmiH]

HMG-CoA #ItEEFRILFEAI L DFH 32 & BRI RARIE N & D b ST W E oGRS 54, (FH
TLHEEITIE. B, RSO B RIAEROREEL, CK L5, FmPERRRFIAT7ae o
EENAHFITIER T DMENRH D,

F7o, EHRICE 0 ITEEE 2 FEE L, HMG-CoA & iR ER ORI PP 2 X F sS85 Z &8
EzHNRTNWSHAY),

[v7a=zEY ]

HMG-CoA &R FLEAI L OFH 35 & B RARIE DS & D oS T W E OGN H 54, FH
TLHEEITIE. B, SO B RIAER O, CK L5, PRk RRFIAT7ae o
EENFFICHEBRTIVNENRND D, B MBI D T AR F o2 TITh, F 1
7 11— P-4503A4 (CYP3A4) OGRS MNCENTWVS, 71 AR 13 CYP3A4 12XV
Rt s 720, WL CYP3A4 TREF SN D AHKI OR#H % BEATET 5 /ietERH 54,
HIZ, 7 MU ANZRZF 03 OATP1IB1 O, 7 v ARV 13 OATP1B1 OLEAITH 572 HAR
F O g~ DEL Y iAR Z BRET 5 AIREMED B 5

[ T2y —n] GHEAT—%) 49

HMG-CoA iZ tlE EAl & 0T 2 S BREUHAEN H S bhoT e OWERH 5, PEHT 5
LAIE, A, SO AREROFREBL, CK EF, Eih R ORF I A7 r e 0kd)
IRRCER T A MERH D,
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5 BERERCN 10 6 (BB 5 B, otk 5 6) (21~35 m%)
JiE A hTaFy— (200mg) HHWEITTEARE1H 1M, 4 BREZEO®HS L, 4 HHIZ
AKl 40mg &R O 5%, IR E5% 24 FREIZA b7 2> —L (200mg) & 5 W L
TR EROES
fa ke« RIS &0 AHID AUCo-7on KOV (t1/2) 22 3.2 FEHEINKL TN 2.9 5t
(p<0.001) L7273, Cmax [ZEIIRO N2> T=, —J7, BFHIZE Y M-2 ® Cmax
KO AUCo-72n M RFREED Z 1) 1/6 S Y 2/5 1238 L7z (p<0.01), 72, HMG-CoA
EITEER L EVEMEIR D AUCo72n 1 1.6 5 - L7 (p<0.001), A FT7 2} Y — XD
AFOPELEE R FC LY . IEREEHY TH D M-2 BENED L, REMKR
ENERLEZEEZLNT,
[V xmE~Af ] GMEAT—%)
HMG-CoA ZtBER A EA & OFH 3 2 S RBURAFER & D bioT W e oRER S 5, IFHT S
LA, RTE, BEEO ARERORBL, CK EA, ot R ORF I A7 1 e Ok H)
IHRRCER T A MERH D,
X BEEERRN 12 B (551 4 B, otk 8 Bi) (22~57 %)
Jih: ) An~A 2 500mg & 1 A 4\, 11 AMKEOEE L, ZOE5H6% 8 A HIZAA
10mg # 1 H 1[0, 4 HEKEO&ES
fES - PEAIC K 2 AFI O M HMG-CoA E el R HETEMEMRRE D S (Cmax : +37.9%.
AUCo» : +32.5%) BRO LN, HAFEHEIEFE LT, =) 2Ar~v, 285
RBLE 2 R STz,
[77Vz2a~svr] GMEAT—4)
K5 BERERRN 12 61 (B 4 B, £tk 8 Bi) [21~42 #%)
ik AKI10mg 2 1 H 1A, 8 HHKERHO#HEEG L, ZoR50B% 6 HEIZZ 7 An~v A v
500mg # 1 H 2 [\, 3 HARRH S
FEAL - PRHIC K D ARAI O M HMG-CoA 1ol LETEMEMRIRE O E5A (Cmax : +55.9%.
AUComast : +81.8%) @O NI, HAFHEBETE LT, 77V Anv A Z
K D REPRE R X7z,
[HIV 7' r 77 —EBHEHR] GMEANT—#)
Kt fRER N 32 Bl [(18~55 %)
Fik  AFNEI R OKRF L A iRV T T EIL 2,500mg ZHFHICT, T2 14 HiEZ 1
AF =B TR A& S
FERPOERIC X 0 AER T ML SR X2 F U REN B (Cmax @ +122%., AUC: +74%) L7z,
FHEMRETE LT AT AL 4 F e LD CYP3AL DFLEMEHNE 2 bz,
[ FLEen]
BRI ISR O Mg P2 FH- L7~ (Cmax : 5.66 2. AUCow : 3.00 %) & DHENRH S,
[LT s L]
A AT a7 A N2 EFIRERI THH LT AEENL (RFE4L  TLAL I R) O [PEREE)
DINZT MV ASZAEF o OFTREN DV . ARAIGFHRHCARF O MR EYREN EH L7z (Cmax :
2.17 f%, AUCo : 3.29 %) & OMEND D,
[7v—F 7=y a—2 (GF)] GFEAT—%) 47
%5 fEEERR N 12 BB 6 B, Lotk 6 Bil) (19~27 7%
J7ik 0 200mL @ GFJ(2 {540 % 1 B 3 [ 2 HEEA, 3 A HIZAH| 40mg % 200mL & GFJ
THRA L. 30 53 K& OF 1.5 Iffil#£ 12 200mL & GFJ % ke
FEE  EIC X 0 AAIO Cmax ITEBL Lo 7223, AUC 28 2.5 212 B/ L7, 728, GFJ 2
IARFN O HEESR CYP3AL ZHET DA NEENTNDHZ ERAMLILTVD,
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[z77eLrev] GrEAT—%) 49
x5 - BEEERCAN 14
Hik =77 EL Y 600mg & 11 HE&E S LIZREFICAK 10mg & =7 7 E'L Y 600mg %
4 HEPEH
AERL  OFHIC X 0 AAKIO Cmax 28 12%., AUC 28 43% 1K F L7z, 728, =7 7 B L 2V IIARHA
DY REHBESR CYP3A4 2358 52 L AHbI TV D,
(VorrEes ] GMEAT—%) 49
RGe s fERERN 10 1 (551 6 B, 2 4 f51]) [(18~31 5%)
StV 77 e 600mgl H 1IEI5 HiE#HG- L. 6 HHE (5 HHKS 17 Kefii#) (CAHA] 40mg
i AN SR
FERL  OFHIC X 0 AAKIO Cmax 23 40%. AUC 23 80%IK T L7z, 728, U 77 BV U IEAH
DOIEYRHEETR CYP3A4 ZFFET 52 LR HHIL TN D,
(~FHmT ]
B2 & THEIRME ) R EIRIEIECTH 2 X a7 o EARFIGFHIRFICAF O AUC 2 50%IK F Lz & D
WERHH,
(Fa1 A ZZHusig] GMNEANT— %)
X4 @RI R 313 {4
FiEARK 40mg 2 1 H 1 [E L Ra L AFR—110g & 1 H 2 A, XITAHK 80mg 2 1 H 1 [A],
1R ARG
FEAL - ORI L0 A EY) HMG-CoA & uFER P ETE AR E IR T (-26%) Lizb DD,
LDL- 2L AT m—/L faa L AT m—/L KO R BAR FERIE. AKI A 55 (80mg/
H.1H1[R) LRAE%ETHY, VLDL-2 L A7 10—/ LOK FEAIIAREM AL 5 T X0
EThoTz,
[ax ]
1) SMEAT—%) oV
X4 BERERN M 11 B (27~53 %)
ik o A% 0.26mg/day MUK 80mg & 1 H 1\, 10 H#EH &5
FERCOFRIC LD VIR OB IR T 2 MAEFRE O EF (Cmax: +20.0%., AUCo-24n :
+14.8%. CLr : 160—149mL/min) 23389 bivlz, HAEMEHEF L LT, AFICL DY
TX O PHEEAEEZN LI O 2 mE ST b, R &GR0BT R4
Thol,
2) UrEAT—%) °V
kG fERERCN 11 651 (B4 6 i, 2otk 5 i) (32~53 5]
Jik s A% 0.25mglday K OAA 10mg 2 1 A 18], 10 AMKEAHES
MR PRI Y IXF v oEFEREBICBIT H2EE HF T A —4% (Cmax : +9.9%.,
AUCo-24n : +3.6%. CLr : 129—-128mL/min, JRHPEME : +6.4%) IZHE2EEITR
O LRI,
[#% e 3E] GFEANT — %)
XFE  fEER N (et 16 1) (20~39 %)
FiE 2T R kO F =LA T A — v EEH T 5 Ortho-NovumT/35%1 $£% 1
H 1\, 21 HEx3 ARBEYE T bANRAZTF 2 40mg &= 1 H 1, 22 HE&EOES
MR OEHICEY 2 r=F v Ry (Cmax : +24%. AUCooam : +28%) KO F =)L =& |k
Z7 VA —/L (Cmax : +30%. AUCo-2n : +19%) DOIMIEFTIEED EHANBD -, =
DIRRE LT, 7 MARREF AL D I/ NVZF o Rr KR F =)L A N T V4 —)L
DOYNELEIE R DR 35 2 bivic, HFHERGEROIEMEITIRG ThH o7,
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(

—

. Bl{eA

11.8/EH
ROBWERDB D BN ZENRHLOT, BlEZ 7TV, RENBD oG EIci3&kb 2T
14 % 70 EIEOI R UEZAT O 2 &,

) EXLRIER & RAER

1.1 EXGEMER

11.1.1 ESHBBE. 41 3F— (WP s HERE)

PR, B, CK E&-. M R ORI A7 v vy FR2 R E T 2 B0 RRIE A & & b,
AMEEESORERBEENL DN Z LN D, £, IARNTF=NbLLLhSZ LR3bH 5D
DT, IRERRRE. HRAERCERZ CK O L3S bR a ik 2hi4+52 L,
[9.1.2, 9.2.1, 9.2.2, 9.8, 10.2 &H]

11.1.2 RENEEEIEE S A/8F— GEERH)

PN, CK @ifiE, RAEZ D7 W AfRHEDEESE, T HMG-CoA i2 i (HMGCR) ikl
PES 2R & T DB N EEESENE S AT — 3 b b, 5 IEE LT 208 E ST
WHDT, BEOWREL HICBIET 228, B, REMGIAIRG L SERR LN E O

EHD D B,
11.1.3 BIFERF#. Frde. FF#REESE. BE (O T b HEER)
[8.3 =[]

11.1.4 BEE (FHEAD)
MAEAMRRMEERIE, 77 40 7% —RIG, FRE L2 5 0mBUER’H b b L OWMERH 5,
11.1.5 |EBRIBKAE. AOMBRFAOME. I/MREDE (O3S BEARE)
[8.4 ]
1116 P EH R KRIEFERBMARIE (Toxic Epidermal Necrolysis : TEN) . K8 # E B E % #
(Stevens-Johnson fE{&EE) . SHHBE (9 4L b HEERE)
IKFEMERZEN S bbb & ORENRD 5,
1.1.7 B0, BRE (T bHERH)
(8.5 &[]
11.1.8 MIEEM% (L RH)
EHIEGThoTh, FEN, Wk, MRS, ot X SRR S350 NG & & G52 ik L,
Rl R E AN CAOBRGEOREYIRLE ZATH Z L,
1.1.9 EEFHB/AE (BEAY)
HIEMEE (RGA, 258 NIEXTECTL22E03H 5, [9.1.3 M

(i)

M BRRUHAARIE, I A/ F—
—#IZ . HMG-CoA i R EHEH CIIBRUBRAAFE 2 ST I A F—nb bbb Z Ehmbi
TW5, IANRF—LIEFHEEDORIFETH Y, ZHIZIE CK PBEIZ EFT2BEDO DL, &
REEFHEIEEOLOETEEN, TD ) LRFICEE/R SO & U TR RAEE N & 5, ST E
FREIE, RIRFICEAMERAREZOET 2 2 L 3% <. ZRITIIREICKRED I 427 v B2 3 JRAEIS
BMINDFEREBZOND, ERAF &L LTIT 4 77— M RIEFILRZEZIMEIH, == F i
Hl. 7Y VRPEER, Y An<A 2 LOJIIC LD BEHRIIED H 5T <R D
ZEnmmonTng (VL 7. (2) OFHTERE & OEH | OESM), MU REIE 2 38 L I2IE
BlDZ  IXBEHEREMREE BE TH U | M AREIZ > TR BEREOELNEO b TWnD Z
ED, ERKRERE X HMG-CoA EIT¥HELH AR G-I 2 & L MU RRAE O fE R IR+ 0 1
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DEEZLNTWS3Y . i, AR, CK LS. M kORI 47 e ey EREOIERN
HOLONIHGEITELICREET T D 2 &, £io, MBIBRARE S RIE L7256 12id, WIEZR
W ZAT> CRIRZR D, 7Y R—=Y ADOMIEIC D E DD Z L NAEBAREDORIETHO ECEHE
THHY,

11.1.2 S I AEMEERIENE X AT —
2012 4 10 A KERMHEZES R (FDA : Food and Drug Administration) (%, FiiZ HMG-CoA
BOTRERPLEA 2 I U C O R 280/, CK @i, RIEZ b7 Wl O % §F
e L, SEmsilAE G K0 EHE Lie [ Bt I A 3F— ) OWRERHDH T b, KE
? HMG-CoA EILEEEEEAOWMN LEZLGET T2 L 2R Lz, ENIZBWTE, KETOR
FSCEUWETRORM S 5 2 2512, 2013 4F 4 JIC TEMESEE I A3 F—]) & [ZofoiE]
DHEICFEH LTz, ZOHOTIRZIZIEWNT, KAlZ &1 HMG-CoA %ok EH & KRR A
BETERWENIEFNEBINTZ L6 REEEAN I A/ F—) & THEERLARIER)
KO TERZREIEM] OBIZBRRL, EEMET L L& L, k. TREMHERNE I 4/ F—
1X. 2017 4 3 H1Z MedDRA (Medical Dictionary for Regulatory Activities : ICH [EBE[E 3K AE
8£) WIAHFED [REMEERNE I AT — ) 0D TRENEMEME I AT — ) AT INZZ
END . I SCEOTHEHAELEE L,

MAIBUEMFZ, Tk, NFRgReEE . Ha
AFNE BRI SN Z E0n, TEEBICEELEX DAEERD L, £72. — KIS
HMG-CoA 32l L EA TIEATFIZBET 2 BER 2 b T %, AFIO&GRIE £ TOENIZI T
LERARBRIC I W T TS, FeeREE. AST, ALT, v-GTP k5. ALP k5., LDH k5
FENFEBL L TNDOT, ITHEEEMREZ EMAIITV., ITERELZHRE T2 2 LNEETH D TCORE
LTW5, o, AEDOHMREIZOW TTEESHINAMI LHEELZ S ZICRE LT, BFERALDL
NG E IR G 2P I LU @& 41T 5 2 &, Fetk. TBEMZK) BNEMINTZZD, 20
T L & kLA 1372 D 7o OICHINC R BT 2k & LT HEL - lEr, e Z#ii#liLe, £
7o, HROFTHLERPEFRIZZEICELT LD, BENINLOEREZ AR LEGAITIL.
AAENORR Z 1k U FEIREICEET 5 L 9 18T 2 Z L asi Le (IVIL 5. HELRAARREER
LD 8.3) DEEBM),

11.1.4 BHUE
WIMZ W T, MAEMREFIE, 777 4 7% 0 —Mk. FHMRBEORBUEROEER N HDH Z &b
BWELTE, ZOXIRIERDS b GAIZ3EG 2R IETHZ L,

11.1.5 MERDRIERSE . LI EREAE i/ R s i
HERERIERAE , PLILERCAE XTI I\ T FBUEBINERE L7 7o Oftdl Lo, /OB e 1%
WM B T oMERH D Z ENBRE LT,

11.1.6 MR 7 B3 @ fig iE  (Toxic Epidermal Necrolysis : TEN) . J7 & Kk % R JiE {5 B

(Stevens-Johnson FEWERE) . ZHHLEE

WAMZEBWT, JEFIOMENH D Z ENORE LT, ZOX D IERN S Lo GaIcidkbs %
PiEd 52 &,

1M.1.7 mibE, BERwA

VIl 5. BELRRAREE L L OB 8.5] DIHSM

11.1.8 VLML 2%
PRGBS JHIC K 0 2 & F 2 R 3EAEHEF TOMEMEMRDORELY A 712 OWTHERE D 72
SN Z IRV ERNIZEON TS MMM R ORI YR XL > THRET SR, A2 F
RIEH M COTEEME DN LI LW SN Z &btk L7z,

34



(2) Z0iDEI{ERA
11.2 ZDHOEIER

10.

35

5%LL 0.1~ 5% A A
BT ZOPERK, B, BB, BB, JRmE, KT
Ui B BUERA. NoEE
17 /IR B LR
2 1L
JHF ik AST EH. ALT b5, y |AI'P k5. LDH EH-| A
-GTP L& =
Hibgs 7T —EEA EM, T ER. B D o MR,
L B, EEE, IR ORI, LR R, B,
W&, 0T, B, BAR|NE, &/, FK HFOL
Pk, M. DEER (DO, Do LU, %,
FREBOVETR) . NN |WHBEAS R %
e %
N CK L& KA, e, AP,
A vy b5, ES
JiE, BIER. SH-HOZ v,
Hadee , 558 . 2 1L 0 R
R, TR
Ry BLERE . RIH AR
Hug, i
TR R HEV, AR (E) DEEE, MK LOH
) . IR ESSE, #1
oo, HE
I BARUA FTARNATE KT a)rxzA7 I —8 LA, | LML E
TSH k5., ACTH k&5,
TN RATa AR
Ak Y 7 a—A LS HbAlc|[{KIMpEiE
A MIEBE T
5 Mk K k5 BUN L&, mH7 v7F
= HIN, i fR
Z D fotEZE, Mfige, BEURE. B [ME (B - PUAS) . B)
R (). #REs L OBENR, PR SR,
PEPRIREE, AR, Bk,
FEEN
. BERRERBRICRITTE
BE ST e
BERS
BEIN TN




1. HALOZE

14 BALDEE
141 FEFRMHFHOZEE

PTP L3 DFANL PTP > — 2RO L TIRMT 2 X 958+ 25 2 &, PTP v — FORARKIZ &

D BEWBLA A BE AR L, IR 2R 2 L THEBIAR SO HEERGIHEZ T 2
ZENHD,

12. ZOHODEE
(1) BREFERICE I HH

BE STV

(2) JEEREREERRICE D 158
BE I TV
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X. JEERERERERICBAT 5IEE
1. EBERR
(1) EHFEEHER
(VL. NI 2T H ) OHEHBM)
(2) REMFEEHAR
Pl v/
(3) TOfDEEFR
R L

2. SHHEER

(1) BEEEE5SEEHAR
AR L

(2) REBSEERR
AR L

(3) EEHHERR
MR L

(4) BARMERER
AR L

(5) £EREEHHR
AR L

(6) BrFrFlEERER
MR L

(7) ZothoEHESH
AR L
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X, BEMERICEYT SRE

1. RERXR»
LUYSE Av=E S
7 RS2 F o fE bmgl AE T
$ Al ) EE-ESONTEIC X
Al AR HF b 10mgl HIET) /)C& EEAPY Uy A DTS
BRRS | 7 MR RZF o h v AR L
2. H3hHM
3 4F

3. ARRETORE

R PR AT

4. RO EDEER

20. R LV EDEE
BREMZITIB R A BT TIRIET A 2 &,

5. BERIITEHM

BEMERLTA N A

KFTHDLEY

<1

FOMOBZEFTEM A ((XI. 2. FOMOBEEE OIESMK)

6. E—H% - A%IE

Al — R

7. ERR4EERRA
N

Ut b—/LEE bmg, U E b—/LEE 10mg

8. NERFERBFABRUVRRES, RMELRBFEAR. RFEMKREAR

$E 10mgl H =T

784 WIEIRFEAGREA H TR SAMBEENEFEA B | RFeBAEA R
T RIVNREF
. 20124 2 H 15 H |22400AMX00567000| 201246 H 22 H | 201246 H 22 H
B 5Smgl HE T )
T RIVINARF
201242 H 15 H |22400AMX00568000| 201246 H 22 H | 2012456 H 22 H

9. MERIHREM, RERVAREEENFOFEABRVEDOAR

FARAA

10.
A Lgn

11. BEEYRM

AR ANA

12,

BELMFIRICET 1HHR

BEERR. BAERRAREABRUZTORE

AANL, BRI BI T 2 HIFRIZE O BV TNZRW,
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13. E#Ea—F

JEAE G A | R ERE S = — R B L7 NEREAE
Wi5e 4 S " HOT (941 H& | ___
WA EIE G = — R (YJ =2—R) VAT LAHa—R
T RIVINA R F g
2189015F1015 2189015F1120 121676901 622167601
5mgl H[E T |
T RIVINA S T
2189015F2011 2189015F2127 121677601 622167701

10mgl HIET |

14. REHBFTLOIEE
AHNT. ZIEBN EOBREERLTH D,
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<DailyMed (USA), 2023 4 7 H 5 >

4 T AU

e gawa Parke-Davis Div of Pfizer Inc

HR5E44 LIPITOR- atorvastatin calcium tablet, film coated
A - Bk | 10, 20, 40, and 80mg tablets

INDICATIONS AND USAGE

LIPITOR is indicated:

-To reduce the risk of:
Myocardial infarction (MI), stroke, revascularization procedures, and angina in adults with
multiple risk factors for coronary heart disease (CHD) but without clinically evident CHD
MI and stroke in adults with type 2 diabetes mellitus with multiple risk factors for CHD but
without clinically evident CHD
Non-fatal MI, fatal and non-fatal stroke, revascularization procedures, hospitalization for
congestive heart failure, and angina in adults with clinically evident CHD
-As an adjunct to diet to reduce low-density lipoprotein cholesterol (LDL-C) in:
Adults with primary hyperlipidemia.
Adults and pediatric patients aged 10 years and older with heterozygous familial
hypercholesterolemia (HeFH).
-As an adjunct to other LDL-C-lowering therapies, or alone if such treatments are unavailable, to
reduce LDL-C in adults and pediatric patients aged 10 years and older with homozygous familial
hypercholesterolemia (HoFH).
-As an adjunct to diet for the treatment of adults with:
Primary dysbetalipoproteinemia
Hypertriglyceridemia

DOSAGE AND ADMINISTRATION
2.1 Important Dosage Information
-Take Lipitor orally once daily at any time of the day, with or without food.
-Assess LDL-C when clinically appropriate, as early as 4 weeks after initiating LIPITOR, and
adjust the dosage if necessary.
2.2 Recommended Dosage in Adult Patients
The recommended starting dosage of LIPITOR is 10 mg to 20 mg once daily. The dosage range
is 10 mg to 80 mg once daily. Patients who require reduction in LDL-C greater than 45% may
be started at 40 mg once daily.
2.3 Recommended Dosage in Pediatric Patients 10 Years of Age and Older with HeFH
The recommended starting dosage of LIPITOR is 10 mg once daily. The dosage range is 10 mg

to 20 mg once daily.
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2.4 Recommended Dosage in Pediatric Patients 10 Years of Age and Older with HoFH
The recommended starting dosage of LIPITOR is 10 mg to 20 mg once daily. The dosage range
is 10 mg to 80 mg once daily.
2.5 Dosage Modifications Due to Drug Interactions
Concomitant use of LIPITOR with the following drugs requires dosage modification of LIPITOR
Anti-Viral Medications
-In patients taking saquinavir plus ritonavir, darunavir plus ritonavir, fosamprenavir,

fosamprenavir plus ritonavir, elbasvir plus grazoprevir or letermovir, do not exceed LIPITOR
20 mg once daily.
-In patients taking nelfinavir, do not exceed LIPITOR 40 mg once daily.

Select Azole Antifungals or Macrolide Antibiotics

-In patients taking clarithromycin or itraconazole, do not exceed LIPITOR 20 mg once daily.
For additional recommendations regarding concomitant use of LIPITOR with other anti-viral

medications, azole antifungals or macrolide antibiotics.

2. BCBITLBEKRZERR
WEIRICRE T HBIMER (A—RX SV T7HE)
AR T 2N LOTBEOHDER E A=A T VT ML TR D,
( TVl 6. FrEDE Rz AT HBHICHET LR OEHEMR)

Drug Name Category
F—ANZ VT DIFE atorvastatin D
(2021 4% 4 ARR)

2% ROME
F—Z2 N7 U7 D5 (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.

43



XI. {F&E

1. FAA - IREXFICERL THRERHEZTS ISH->TOSEER
AEDERICEAT 5EE

AREIIIAREZZ T TOARWREICET 2 ERAE TN 5,

R ESENHL L TOARVRNELBENTEY . S ETHLRBEN TV IR ETHE Ok
AHELLTHRLTVS,

ERMEEEDEIRE 2052 ECOZBERTHY | MLEOFEEZRTHDOTIER,

(1) @

NEYOREMHFR

T RILINRZF g 5mg THET )
W D22 EMEE 40°C, 25°C « T5%RH } U8 120 /5 Lx-hr ORTESMETHET L72fE S, iRz Z2< 9

TUVALED 7 f VABRCSTeHEOHRTH Y . BERITBEHNTH -7,

FRIRERR -

SERFEHEII/ : 2011/10~2012/3

@ K 40C YL, KEAER]

AREBRIA 2 I I F =2 RV LT

e/ M~ B K fiE)
AERIE F = b PRAFIHIH
< Bk > e PHARRE 214 1% A 3» A
TLOTWHLAD 7 | 2 9 FTUVALEAD 7 | Z< 2 FTWELAD 7 | Z< S T Wil 7
Mk n=3 AATO51 |4 VAR ST |4 VAR 2T B |4 VAR U T2 3| 4 VAR 572 H
BOBR BOBR BOBR BOBR
FEC6) TN=3 | al0s1 | 98.40~98.65 98.69~99.22 98.19~98.33 97.51~97.67
<95.0~105.0% > ' ' ' ' ' ' ' '
X FRBRISHTOEAR (%)
® i 25C - T5%RH [, Bk
(/M ~ B R iE)
BRI H ok TRAFH
<HE> & LiLELSs 2 17 A 341
ILOTWHLAED 7 [T ST UVHLEAD 7 | 2L D TWALAD 7 | 2T 5 TWALAD 7
PR n=3 AATO51 | A VLR L STeH [ A VAR U STEBH | AV ABRESTH |4 VAR 572 H
BOKR BOBHAR BOKR BORR
GEC6) =3 051 | 98.40~98.65 98.45~98.98 98.20~98.61 98.17~98.43
<95.0~105.0% >
X FRBISHTOEAER (%)
@ e WRGE 120 7 Lx-hr [864T (9 2000Lx) . KA %]
(/M ~ B K fiE)
AERIE F = b MR
< ks> &5 BAAAIR 60 /j Lx-hr 120 /5 Lx-hr
Mg n=3 AATO51 TLKOTWHLED T 4 VA | T DT VALAD T 4 L A | T ) TWRLEAD 7 4 )L A
DR L > e HEADRR BIRC > HADOKHE BRLC-TEHEDOHEK
SR T 1051 98.40~98.65 97.63~97.70 95.51~96.30
<95.0~105.0% >

X FRBISHTOEAER (%)

44



T RILNNREF 8 10mg THEI]
By D2 ENME R 40°C, 25°C + T5%RH K OF 120 5 Lx-hr OIRESIETHET L E. ERixaao
T AINVEPNRBLST-HBOMKTH Y, GEITHEBENTH -7,

FRIRVERR -

SERFEHEII/ : 2011/10~2012/3

® B 40C [k, K]

AREBRIA 2 I IF =2 R LT

(e /IME~ Fc KAE)
RERTA H = LRAF I
<> H BHAGEE 2 A [ 1%H 3% H
HEDT7 4 VA | BEOZ 4N | ABDO T 4 VA | HED T 4 VA
PR n=3 AAH101 | NEC»72Af | DNEC-72HG | MR >72AR | BIRLC>72HA
DR OE DR OE
@R (%) "n=3 AAH101 | 99.39~100.23 | 99.08~99.75 | 99.17~99.45 | 98.51~98.57
<95.0~105.0% > : : : : : : : :
X BRBEICHTIHIEEER (%)
@ Wi 25C - T5%RH [, B
/M~ e i)
RERIE H =RV PRI
<K > FE BH AG 2 1AM 1%A 3% H
D7 40N | BBEDOT7 4L | ARDO 7 4L | ARD T (VA
PR n=3 AAH101 | NREU»7=Af | MRELC-7-Hf | NMELo7-HM | NREU-7-HMA
DR DK DR DOBE
& (%) *n=3
8.0 105.00 = AAH101 | 99.39~100.23 | 99.47~100.01 | 99.23~100.30 | 99.12~99.17
X ERBICHTIEER (%)
@ i BRYEE 120 5 Lx-hr [#0E4T (8 2000Lx) . KB R 2]
(B /IMIE ~ e KA
RERTA H = TR R
<> H BHAGIE 60 /7 Lx-hr 120 77 Lx-hr
TR AEO7 4 VARNRE | ABROT A VANEL | ARO T 1 L AREL
MK n=3 AAHI0T | v ke o OB E o OB
El (%) "n=3 AAH101 99.39~100.23 97.38~98.91 97.66~98.32
<95.0~105.0% > : : : : : :

X FRBISHTOEAER (%)

45




(2) HifR - BEMRUBREREF 1 —TEB1HHER

T RILIAR A F 8 5mg THET]

1) RBRAGE

[ B v 5k
T4 AR —NIZANTER 2R L, 53 CH*DiEY 20mL Z2W\ W H-7z, 7 1 AP —I(T
EHE2 LT oMkER, T4 AN —% T T 15 FEMIE L, RERBORNEZBIZ L, BNk
FREEDTRD LR WA TE, BT 5 EE R, FEROBIEEZITV., FRERE ORI AZBIZE LT,
FREOERIETI S 72 SRR SR D AVR VAT, MR 1 H 2 SEMRIC B4, B S FLE L nEg
AW THRIRZRE L, [REROBIEEZITV., FERE ORI A BIE LT,
T RV ARZAEZF fEBbmg [AET] 1T~27 02—/ 6000 (S 56~61C) 2&HT 5720, §
53 C DR Z AW THBRAEIT - 7=,

[BGRiET =Y

WRBIRD NS TeT 4 AN —%RETF 2 — 7128k L, f 2~3mL/MOFETCHEA LT, Ta—7
TN AN HK) 8 7D 2 2T L, HEAME ZOK 80cm | SIZEE LTz, B A EA
BICHEDOFHEKEFEAL TCT a—TNEES LEDOTF 2 —TNOBEFYOAF I CGRIBIEZ B L
7o

2) B
A R R R
T RIVNAS T B .
| 5 A i - R LT SFr.F = — 7 % i LT,
5mg [HI[ET

ARBRIE, THIREE BERG A RT 7 (R CiED)) 2 Ml L THEmLE L,

46



T RILISRZF 8 10mg THETL )

1) B IE

[ R R

T4 AR —NIZANTE R h &R L, 53 CH*DiE% 20mL 2\ W E - 72, T 4 A H—(C
EE2LT5olER, T4 A —%2FT 15 FEME L, RHERBORREZBELE, BOR
FREED TR LR WG AT, I 5 o iE R, FEROBIEEZITV., FRERE ORI A BIZE LT,
LREOERE T 72 REEIRE TR SR WEA I, MR 1 H 2 SREfkicair, B S g Rz
AW THRIBZRE L, [FEROBIEEZITV, FRERE ORI A BIE LT,
KT RANAZF UEE 10mg TAET I~ 27 23—/ 6000 (EHES 56~61C) #&5HT 5720,
# 53 COIG VTR AT o 72,

BGRGIETv

B D NS T2T 4 AR — 2R ETF 2 — 71Tkt L, K9 2~3mL/BOEECTHEALL, Fa—7
VRN ARG 589 8 43D 2 ZKEIZ L, FEASGE Z DK 30em EOE SIZEE L, BEKEZEA
BRICHBEOHEKEFEAL TTF 2a—TNEZIRES L EDT 2 —TNOERMEYOF I THEEMELBIE L
7=

2) WRERAER
AR B R R mR MR
7 MRS F g \
b I 5 I i - R LT SFr. T o — 7 % i LT,
10mg THET ]

AL, TR RERG A R7 7 (KR CiED)) - #MdE L THEmLE LK,

2. F0hoBEEE R
e At
HETOT NANRRZF RSN D~

HEI®D

PHRIVINR I F Dk
ZRATNZHEA

COHEF ILRTO-IDEREMZIBET,

MEFDILRFTO-IERSTERTY,

PRRBHICOUNT
ERFIRAFOETEY ICRALTIEET W,
RHENICR IV TESRL AR E—EICRALRVWT
<EEW,
VIRFHDER
» COBRICE—HRICIRA T BRISTRNVERS RN BYVET,
hOFRERD Y ZHAP. KRRE THOSKEMAT S
BALH BFCDERZERALTVICEEZEMK(E
REBDICERTES V.

g8

p

TU=TIN=IRIT=TIN—-YI1-2 =
FERTET V. COSROFAZRND
ERBYET,

47



	医薬品インタビューフォーム
	医薬品インタビューフォーム利用の手引きの概要　―日本病院薬剤師会―
	目　次
	略語表
	Ⅰ．概要に関する項目
	１．開発の経緯
	２．製品の治療学的特性
	３．製品の製剤学的特性
	４．適正使用に関して周知すべき特性
	５．承認条件及び流通・使用上の制限事項
	（１）承認条件
	（２）流通・使用上の制限事項

	６．RMPの概要

	Ⅱ．名称に関する項目
	１．販売名
	（１）和名
	（２）洋名
	（３）名称の由来

	２．一般名
	（１）和名（命名法）
	（２）洋名（命名法）
	（３）ステム（stem）

	３．構造式又は示性式
	４．分子式及び分子量
	５．化学名（命名法）又は本質
	６．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	１．物理化学的性質
	（１）外観・性状
	（２）溶解性
	（３）吸湿性
	（４）融点（分解点）、沸点、凝固点
	（５）酸塩基解離定数
	（６）分配係数
	（７）その他の主な示性値

	２．有効成分の各種条件下における安定性
	３．有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	１．剤形
	（１）剤形の区別
	（２）製剤の外観及び性状
	（３）識別コード
	（４）製剤の物性
	（５）その他

	２．製剤の組成
	（１）有効成分（活性成分）の含量及び添加剤
	（２）電解質等の濃度
	（３）熱量

	３．添付溶解液の組成及び容量
	４．力価
	５．混入する可能性のある夾雑物
	６．製剤の各種条件下における安定性１）
	７．調製法及び溶解後の安定性
	８．他剤との配合変化（物理化学的変化）
	９．溶出性
	10．容器・包装
	（１）注意が必要な容器・包装、外観が特殊な容器・包装に関する情報
	（２）包装
	（３）予備容量
	（４）容器の材質

	11．別途提供される資材類
	12．その他

	Ⅴ．治療に関する項目
	１．効能又は効果
	２．効能又は効果に関連する注意
	３．用法及び用量
	（１）用法及び用量の解説
	（２）用法及び用量の設定経緯・根拠

	４．用法及び用量に関連する注意
	５．臨床成績
	（１）臨床データパッケージ
	（２）臨床薬理試験
	（３）用量反応探索試験
	（４）検証的試験
	（５）患者・病態別試験
	（６）治療的使用
	（７）その他


	Ⅵ．薬効薬理に関する項目
	１．薬理学的に関連ある化合物又は化合物群
	２．薬理作用
	（１）作用部位・作用機序
	（２）薬効を裏付ける試験成績
	（３）作用発現時間・持続時間


	Ⅶ．薬物動態に関する項目
	１．血中濃度の推移
	（１）治療上有効な血中濃度
	（２）臨床試験で確認された血中濃度
	（３）中毒域
	（４）食事・併用薬の影響

	２．薬物速度論的パラメータ
	（１）解析方法
	（２）吸収速度定数
	（３）消失速度定数
	（４）クリアランス
	（５）分布容積
	（６）その他

	３．母集団（ポピュレーション）解析
	（１）解析方法
	（２）パラメータ変動要因

	４．吸収
	５．分布
	（１）血液-脳関門通過性
	（２）血液-胎盤関門通過性
	（３）乳汁への移行性
	（４）髄液への移行性
	（５）その他の組織への移行性
	（６）血漿蛋白結合率

	６．代謝
	（１）代謝部位及び代謝経路
	（２）代謝に関与する酵素（CYP等）の分子種、寄与率
	（３）初回通過効果の有無及びその割合
	（４）代謝物の活性の有無及び活性比、存在比率

	７．排泄
	８．トランスポーターに関する情報
	９．透析等による除去率
	10．特定の背景を有する患者
	11．その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	１．警告内容とその理由
	２．禁忌内容とその理由
	３．効能又は効果に関連する注意とその理由
	４．用法及び用量に関連する注意とその理由
	５．重要な基本的注意とその理由
	６．特定の背景を有する患者に関する注意
	（１）合併症・既往歴等のある患者
	（２）腎機能障害患者
	（３）肝機能障害患者
	（４）生殖能を有する者
	（５）妊婦
	（６）授乳婦
	（７）小児等
	（８）高齢者

	７．相互作用
	（１）併用禁忌とその理由
	（２）併用注意とその理由

	８．副作用
	（１）重大な副作用と初期症状
	（２）その他の副作用

	９．臨床検査結果に及ぼす影響
	10．過量投与
	11．適用上の注意
	12．その他の注意
	（１）臨床使用に基づく情報
	（２）非臨床試験に基づく情報


	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	（１）薬効薬理試験
	（２）安全性薬理試験
	（３）その他の薬理試験

	２．毒性試験
	（１）単回投与毒性試験
	（２）反復投与毒性試験
	（３）遺伝毒性試験
	（４）がん原性試験
	（５）生殖発生毒性試験
	（６）局所刺激性試験
	（７）その他の特殊毒性


	Ⅹ．管理的事項に関する項目
	１．規制区分
	２．有効期間
	３．包装状態での貯法
	４．取扱い上の注意点
	５．患者向け資材
	６．同一成分・同効薬
	７．国際誕生年月日
	８．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	９．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10．再審査結果、再評価結果公表年月日及びその内容
	11．再審査期間
	12．投薬期間制限に関する情報
	13．各種コード
	14．保険給付上の注意

	ⅩⅠ．文献
	１． 引用文献
	２．その他の参考文献

	ⅩⅡ．参考資料
	１．主な外国での発売状況
	２．海外における臨床支援情報

	ⅩⅢ．備考
	１．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	（１）粉砕
	（２）崩壊・懸濁性及び経管投与チューブ通過性試験

	２．その他の関連資料


