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@7k

50[a]#i5 FRERIK DO~ @)

100[a]#5 GRERIE @)

REIERO (50[mlHE) - AEAERIFI 23305y LANIZ EHI85 % LL EIEH L WA, HESh
T BRIE RIS B\ T, AEHERLA O IR EE 350 % 12 L7e 0 & & | AEHERLRI 23 B E
ST RBRRFENC 31T 5 VRO 1/ 20 H R 2 7m 3730 2 70 R R R OWLE S
AT RBRIF RN 350 T BRBR LA 00 S50 HH S8 HS AT HE L) 0D S5V HH 38 9% O i BH I
BB, XX DOENR3 L ETH 5,

RBRR© (50mEE) | @ (50[ElHR) - EEVERLAIAN 305y ANIZ 4485 % LA S H L 720
e, BUE SN -3 BRRE N 3o\ THEVERLR O SEER R A8 % LA & 72 b & & | HE
HERUE D SE-HIER R D340 % e U85 % (13T 0D 3 24 72 2B AL IZ 330 T, aRBRAUA 0 I vA H
FNEAERLK| O SR R L 15% OFIPAIC & 50>, UL2BI O Ix428L ETH 5,
REEQ (50[H1HR) AREUERLFI 233047 AN 185 % LA IR L7 WA, HIE S
T2 RABRIE I 30 W TIR YRR O SRR HER 350 % L 185 %123 L /e & & | AR HERLA|
BLE ST RBREFIZ 31 2 EE R O 1/ 20 RN E A2 7 3 S e R, KON
HUE S 4072 SRR IR R 2 30\ CRRBR LA 0D S50 HH S8 DS A ME LA O SR IR £ 12% D
FHICH DD, ULF2BEEDfEN 460, ETH B,

REREO (100[05) - FEAERUAI 23 1555 ANIZ EI85% LA Va3 2354, #BR LA A3
154y AT 44185 % DL B¥AHIT 25 7, U153 31T 2 BRBR LA oD S 21 HH 2 7S f e
BRI DA H R+ 15% OFPHIZH 5,

FER T BN R LT o fiEbng Me | &AFHERA O FBRIEIZ B 1T DI HEBNI TRLOEY TH Y |
WA OFR HZEE T TR LHE S v,

HERE D : pHL. 2 (50[H]H#E)

120

() # E %

100 A

80 A

60 A

40

20 A

0

AHBRIED : pH5. 0 (50[a]#zx)
120 A~
100 A
80 A

60 A

(K) # E 3

40 -

20 A

O
0

T T T 1 0 (1 T T T 1
30 60 90 120 0 30 60 90 120
B (43) R (93)



HERWE® : pH6. 8 (50[H]HE)

HERED : K (500alE5)

120 120 1
100 100 A @
fas) H
= 60 % 60 A
E//; 40 zo 40 A
20 20 A
0 T T T T T 1 0 CI T T T T T 1
0 60 120 180 240 300 360 0 10 20 30 40 50 60
BERS (4) BERS (59)
HERIED : pH5. 0 (100[H]#z)
o - @ 7 PAARETF U Aismg e
100 - O .U N—/L$E5ng
B gy | Q < IR AT 351 2 S M R S
fas}
=" 60 - n=12
Eo 40 A
20 A
O (I T T T T T 1
0 10 20 30 40 50 60
BER (43)

7 RMILINR A F U 5Ebmg el DAHEEFIZHITSELM

F T RILIANREZF8ebmg TMel DBHEEIZHITHELUM
(GREREFI R VIZERE DO THBHEDLR)

R SRR (%)
HE AL 7 sz | 2B HE
o - D Lk
EIE s ARERIE U B b —/LEE bmg 5% 5mg Ne
154y 25. 8 51.0 .
pH1. 2 32.6 R A
120 %y 47.1 59. 8
54y 43. 7 62. 1 .
pH5. 0 25.6 Rl A
— 45 4y 87.2 102.0
YA
5%y 38.7 55.9 .
pH6. 8 13.7 A
360 4y 64.5 104. 7
5%y 42.5 58.3 )
7K 28. 1 R E
30 4y 81.9 99. 8
100 [H]di5 pH5. 0 15 4y 95.9 98.8 — ke
(n=12)




T RN ZAZF U BE 10mg [Me] 12
(MR ERLOAEMFOREMRBR T A R T4 220 T ERFEFHASTE CEROFE12H 22 H ) |
[ R EIS DAY FHRIEMEFRBR T A RT7 4 VO —EWIEIZ oW T EKAERE R 112400475
(CERR 18411 H24H 1))

HEREA] - 7 RN RFF U EEIOmg Me)
FERERLA - U B b —/LEE10mg

AR AT

RETE - BJR (JP15) IR HRERE (R RAE)
FRBRIKE: - 900mL, VEEE : 37+0.5C

ABRIE -

[ HR%K -

HIEREYE

OpH1. 2 (A ARSI 78 RS 1R)

@pH5. 0 (D 7=Me I lvaine DAETER)

@pH6. 8 (H AIE 7y J7 1 HHRBR 2R 21R)

@7k

50[a#x GRER IR D~®)

100[a]5 GRERIE @)

RERKO (50[EIfR)  : FEAERIAIAN305r LANIZ 85 % L EIRIH L WiGA . HIES
7o BBRIE RIS VN T, AEHERLA O IR EE 350 %I Le 0 & & | AEHERLEI 23 B E
SN RBRREENC 31T 5 VRO 1/ 20 E R 2 7m 3730 2 7o R R R OWLE S
AT RRBRIEIIC 35 T BRI 00 SRR SR AN HE BRI 00 SE VA HI SR 19 % D &P 12
H DD, LB DN ETH 5,

HERIEQ (50[ElER) . @ (50[E1ER)  « FEVERIAI33055 LANIC 185 % LA By L 72
S, HE SN BRI B W\ CREVERLAI O SR M 385 % LA L 7o D & & | 4%
HERUE D SE-HIER D340 % S U85 % (13T 0D 3 24 72 2B AT 330 T, aRBR LA 0 S vA H
ROMEAERIFN O SRR L 15% OFPAICH D>, U2 O X420l ETH 5,
AREREE (50[EIHR)  : AEHERIFIAI305r LANIZ FHI85 % LA EIRH LeWiGE, HIES
7o RRBREE R I W THEHERIA D S R 0350 % LL_E85 %o 23 L7auy & & | HE vl
BLE ST RBRERIC 31 2 R O 1/ 20 RN E A 7 3 S e R, KON
HUE &0 72 SRR IR R 2 30\ CRRBR LA 0D SR HH S8 DS A E LA O SR M £ 12% D
FHICH D0, UXF2BEEDEN46LL ETH B,

REREO (100[0H5) : FEAERIAI AN 1555 ANIZ EI85 % LA Va3~ 2354, B LA A3
155y AT 44185 % LA B¥AHIT 5 7, U153 31T 2 SR BR LA 0D S 2 HH 2 7S e
FUHN DA R+ 165% OFPHICH 5,

FER T RN AZF U GEIOmg TMe ) EARHERAOSRBRIE IS BT DIEHZEET TRLO®@Y TH
Y WA O HEEENTEEL TRV SHE S,

BRI : pHI. 2 (50[F]#E) HERIED : pHb. 0 (50[H]#E)
120 A 120 1
100 - 100 -
& g & g |
fu] H
L 60 A L 60
20 A1 20 4
O (J 1 0 (I T T T 1
0 30 60 90 120 0 30 60 90 120
B (99) BRI (9))



ARG : pH6. 8 (50[H]H#ix) HERIE@D - /K (50[B]#5)
120 1
120
100 A
100 .
s ) 80 A
b=y 80 H
it £ 60 A
r 60 —
~ % 40 -
% 40 Z
- 20 -
20
0 CJ T T T T T 1
0 T T T T T ' 0 10 20 30 40 50 60
0 60 120 180 240 300 360 B (4)
BEE (43)
AERIED : pH5. 0 (100[a]45)
120 - Q& T RANRNAZT EELIOmg [Me)
100 A S O U b—/LEE1Ong
% gy Q ¢ KR AU H5 1S B AR S vl
H
% 60 n=12
20 A
0 (I T T T T T 1
0 10 20 30 40 50 60
R (93)

7 RMILINZR A FU5E10mg TMel DAHEZEFIZHITSHELUM

F& T RILNARZFUEE10mg TMey DBHZESIZH(TH5ELUM
GRERELFI R VZERE| DT A HED L)

B SRR (%)
s | s | VERR U ek |7 pasasge | 2B e
s R 10mg HE 10mg Me]
15 4y 23.0 39.4 .
pH1. 2 38.9 R A
120 4y 41.7 52.7
5%y 48. 4 53.2 .
pH5. 0 — e
— 45 4y 83.2 93.7
7N
5%y 37.3 55. 0 )
pH6. 8 12.5 R E
360 4 51.9 99.5
54y 40. 2 45. 1 )
7K - 1A
30 4y 84.3 98.6
100 [z pH5. 0 15 4y 96.9 100.0 — R
(n=12)
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<AMTE B~ OB A E> P
T RN AHF U 8E g Me] OV RV /RAZ T U 6E 10mg Me) 13, AARIR FERMERITE
DOHNTET MNRAZF Ny AEOEHBEIZESG L TWD 2 EDNHER ST D,
REBRAE - AARFERSG  —alBs HEBRE ONvE)
BR S
[El#s%% « 75 [Aliis
PBRIE © 7K. 900mL

IR 15 RO I 80% LA ETH 5.,

HERFER. . 7 M LR ZZ F U 8E bmg [Me] DR RIT 96. 0% ~102. 7%, 7 kLR A Z F L BE 10mg Me
DOEEHZIX 95.2%~104. 4% TH YV . WTHORAF| L IEHHMKIZHEES L TW\WD Z ERfERI N,

10. &5 - %

M FELIDELRSR - B, NEHINSERLES - AEICEAT 51EH
M ER L

(2) a4
7 RN AH T BE g [Me)
PTP A1%E (WZKAIAN) 100 BE (10 52X 10) 500 & (10 $E X 50)
ANZadE (R RV, FEEFIN) 300 §E
T ROVRAZF B 10mg [Me
PTP ald% (WZMEAIN) 100 8 (10 X 10) 500 & (10 £E X 50)
ANZadE (R RV, FEEAIN) 300 §E

Q) FHEBE
BARWAAA

4) BHROME
T RANRZAEZF B Bmng Me]. 7 MU ANZZF 8 10mg [Me |
PTP 1l %%
PTP > —h : R FabLy, TAI=Th
Fo—: RJy=FLr, TIALI=TL
N R Ry Ty
A58 R
INT
Ahv:R)=FL v
Xy RV ZF L
Xy THARyF RV TF L
SAFE R

1. BRI nLEME

AL

12. £l

ARV

.11.



ARICEI 5B

A ESIES
O®malLRFO—/LMmfE
OFEMEEa LATO—)LIEE

MEEX I RICEEYT 538

5. %08 - HRICEET HFE

5.1 BHORNC s ERML, ol AT o —/VIE, FiEEES 2 L 2T 0 —/LILETH
HT MR LI ECARAOEHAEBET HZ &,

5.2 FEMEE 2 L A7 0 — )VIE R EEARICOWTIL, LDL-7 7 = L— 3 R ED IERMEED
fEhE LT, HDWIEZN S OIREIENEREAELRG S ICAROEMA 2 BET 52 L,

RZERUVAE

(M RERVHEDESR
(&§a L RTF0O—/LIMEE)
WH . RAIZIET PR AZF L LT lmg 2 1 B 1 EREO&EST 5,
e, . FEIRICE D EEHEET 52, BEOHGIT 1 A 20mg £ THETE 5,
(RS L AT O—)LMSE)
WH . RAIZIET MR AXF L LT lmg 2 1 H 1 EREO&EST 5,
e, . JERICE Y EEHEET 52, BEOHEGIT 1 H 40mg £ THETE 5,

(2) RER VHAEDRTERE - 1RIL

B R L
RERUHAEICHEET 53R
BIE STV
TR R

MEKRT—2/\vr—
BA=RSANA

(2) B PR R ER
BREERR L

Q) A= RICIEFRAER
MBI L

(4) BREERIERER

1) AshEREEEAER

B a L AT | —)UfidE>

@©  EPNERIE TSR

FRIAE A 243 Bl & SR, 7 MAANAEF 6% | A 1Y &% 12 8RS LB miEhE
BSEER O BESERE L 0% 2% 4 AR (2.5mg, 5mg, 10mg £721% 20mg) I2L5 HE
RIS KV Efi L7z, 7 AR X F U8E 5~20mg % 1 H 1 [BYBHICEEY LD
MIBENEEMDOZEALR KL VR L 2T 1 —1<220mg/dL & R TIEFOEE Bal 2ATFo—L<
220mg/dL #|4) . LDL-2 L A7 1 —/L < 150mg/dL & 725 72 EROES (LDL-2 L A7 17— /L <

.12.



150mg/dL EIE) X FHD LB THDH W,

[ i | BALAT R Y ZUEY R HDL-=t L A7 12— )b
(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

- LDL-2 L AT 1 — ma L AT7Fa—1 LDL-2 L AT m—/b
( N % v < 220mg/dL < 150mg/dL
me) *) HE O HA %)

5 51 -32.0 56.9 74.5

10 51 -39.6 72.5 86. 3

20 52 -49.5 86. 5 90. 4

%@%&U%@ﬁﬂéiéh&#okﬁ%@ﬁﬁﬁﬁ%@@%ﬁ$ﬁ%h%n50%2%&@
33.3~46.6% TH v | EEARMRAE R F LERBLZED 20mg FETOLEN -T2 b OO, &K
oo, EREWERIZIEH AR 2 # (2.5mg, 10mg & 1 #), —fH4 %fhzﬁJ
(2.5mg, 20mg % 1 f5l) Thoto, 72, EEZRIEH K OEKRAEEELTHORBIIIZED Hiv
otz
) AH @%E IN7-HE - BEIE, T AR ZRFZF L Tlmg 2 1 B 1 EEOEGETH D,
7B, i, ERICE VI EEHB CE S, BEQCEAIT, malL AT a— VMAET 1 B 20mg %
T, FRMEEa VAT o0 —/LMET 1 B 40mg £ TOHEETH 5,

<EFHRX 17.1.1 L visie >
2) BREMHAR
MR L

(5) BF - WAEAIRER

FKIEtes 2 L AT v —)UIfigE>

DFEEER 2 VAT 17— VIUERFE~T vkt 55 (EN)

FIEMEm =2 L AT v — )VIE~T v G IREE 24 BICT bR ZF U FE 10mg & 8 RS- L,

Z D%, 8 HFHIZ 20mg, 40mg ~EHHE L, FEEMR - FELEGARICTHRET L7z, £ORE. 10mg

KM 40mg T L AT v — VEZNEiL—31.8%, —41.1%, LDL-2 L AT u— LZZnEh

—37. 7%, —48.3% KT UHHERENEGE LY, BIEAIL 16. 7% (4/24 ), BEEMEN G E S

7R o T BRAR R AR A BT 41. 7% (10/24 #)) IZRD O, EARBEWERIZ, REEME R -

2Bl Thotz, 7o, HEREIEHAKOHEKAREMETEBORBULRD bhvahoT 9,
<BETIRIL 17.1.2 X0zt >

2) FlEtem = L A7 v — VIlE B ATl (EW)
IDL-7 7 = L— 3 R & HiAT L CWAFEME 2 L AT o — VIGE R TEAERERE 9 Fllc, 7 Fan
B F B 10mg & 8 MG L., FD1% 20mg (8 #[E]) . 40mg (8~20 ) ~&iEe L., FHEH -
FEHGERBR IC CRET LTz, ZORE. 6l TR I L AT — /L3 —31.4~—4.9%, LDL-2 L A7 1
— LN —39.3~—4. 6% (KT L7z, fihod 3 fICida L A7 a—nun 1.2~15.2%, LDL-2 L AT
2—/LN 3. 1~11. 8% M L7, IR TFRRD ONIIEF D 5 B 4 FITIET M ANRZTF RS
FJIJ 2 FILLEZOFA L2k L IZIERBEOR 2 L AT e — /LK LDL-2 L A7 v —/VKT
R B0, BIERI 11, 1% (1/9 61) | BIE MRS E S 7 5o 7o B AR A il 5 25 8h 1T 44. 4%
%QM)_Mw%h BIEAIZ, AFLON (&) Thot, k. EEZRBIWEMR KO FHRAE

EREEBHORBUIRO SN o7z 19,

<EFIHRX 17.1.3 L vi#zie >

<E D>

DEAEEICE 2 222 (EW)
EIBMESE 17 Bl RICHEMR « FELLERBR L LTT MR X F 68 10mg 2 12 BEES L

.13.



TofbS, BEHIGO 2 L AT v — L RafnE | IR IR E & OCNRATE R SIC A B R T A b
T MBI R R A RIE S 2o 7 7, BIWERL 6. 3% (1/16 f51) . BEEMENEGE S e
o T B A S 5 25 Eh 1% 25. 0% (4/16 B) (ZR8® biviz, BIWERIE., B AT & S5 23 F —iE
BNZFBLL Tz, Zods, ARBRICE W CTEERBENWER X CBRAREERFEBORBUIRD b
ol 1,

<EFHRX 17.3.1 X viigig>
2) MR FERRA R I KT 2 (EN)
B R MLIE B 20 B 25 RICT RSN ZAZF U 8E 10ng Z2FEE M « FEEGABR & LT 28 WG L
TGS EEE S VI IS ME L OV OFUR & O A B 72K T 2780 AR TE B I 23 2 iz, — 7,
fth D MR EEBERRIA R/ T A — X EDOMERITA LN -T-Z & L0 2R E U iR EEERRR
RIS EE RIE S 2o 7217, BIERIEERD BT, B SE S e b o T B R A il
WA 31.6% (6/19 #1) 12RO BT,

<EFIHRX 17.3.2 L vi#sie >
) FERFBIC LT THE (EN)
R ME 2 A 0F L7oBE IR B 50 B (777 BARRE 24 i, 7 M AR ZF U BERE 26 1)) (27 hv
PNALF U BE 10mg X377 v AR E2 " EHEMBEMLEGBR S L C 12 @& L. 7 MR 2ZF o
BEDOHMER LR EBRFT LI, 7 MARZRZF U4 12 HEE L-f5 5%, HbAle, 1, 5-AG
KORTNT Y AT T HEIEL. T AR EZF UERE L 7T REEE ORICHBEZITRD 5
NIRRT Z e, T hILARRZ F BRI REN ST 5 EII 2072 17, BWEHIE, 75 &
R, T MR REFUEEREE S 5.3% (1/19 f]) 1ITA B, BIEMENGE S d o iR iR
BRI T | ARRE26. 3% (5/19 1) . 7 b SR X F U BERE 21, 1% (4/19 #) IR Bz,
BUWERIZ, 77 B RBENEL, T MUARAXF UEERENE CTH 7=, 7k, EELEWER KO
AR A ORIUIRD SN2 hro 217,

<EFIRX 17.3.3 kL vi#sie >

(6) AEMEH
1) FERABERE (—RERARERE. FEERARERE. FRARELERRE) . HERTR
T—AR—AE. BERTEREBKRABROASE
R LR

2) RBEMELTERTFPEOABERLE R LI-RE - HEBROME
A LR

(1) ZDith
BA=RSANA

.14.



EEHE(ICEY DIEHE

\

RSP (CEEHDILEMRITILEYEE 1Y

HMG—CoA% . 1% 3 BH. 75 A4

(FSGRRAEZFUF RN TL, VR AEF TANRREZFF RN T A BANRREF T
T, BANRHEF UL T N)

HE  BEOH DB DOREE - WRFIL, EAORMNLELSRT L &,

EEER

() YEFRERGL - YEFF
T RANRREZFUTMET O3 VAT a— LV &EFRE T 5 EEREETH DO HMG-CoA IEITHE
BRI OBEEWNIHEL, 7 MAANRF T U LRIBEOIEEEZ BT H2REMW & & i, iR
DAL AT a—/LAEREINEIT D, TORE. 7 MR AZF U IRFIED LDL 2 B RE 2 N &,
PO U REEZWAEMETHZ LIV P REEA IR TESE 5, £72, 7 MR ZF 3
EEBHEAE LT, &L AT o — LRI 5 BINREE(L OO FAE & Bl % 19,
<EFIRL 18.1 L ¥R >

(2) ENZEEZfT T HEAERAE

1) 2 L A7 m— V&R HEN
b PRI SR HepG2 MU I T, 7 MR X F 3 3 L AT 1 — )L DA AR o s
F T D HMG-CoA IEITEER Z BRI OBEAHIICIE L, BEE D O 2 L AT v — L&k & IR K
TEH PN L7z 220,
BIZT RAARAZF ATREAFEGIZEY . Ty FOFa L AT v — L ARA IR L i L TR <M
L2,

<BFUSL 18.2 kRt >

2) BB IME & 5 LV EMIC BT AR E IR T EM
Dz 275 u— &L TFIEA
AL AT VAR =T ZIZBWTC, 7 MR ZAEF IR ARGIC I MR L AT a—L
EEETFEEDEEHIT, LDL-2 VAT 02— Ul R OUMET A BEA2 KT 7 22, LDL Z 451K
KRE~T AKLOWHHL 7Y FI2BW T, 7 MAARZRZF o dmEka L 27 o — i & OV LDL-=2 L
AT — U EEKT S22,

<EFIRX 18.3.1 Lk viizze>

@KV Z7UEY FEFIEAH
ILATHR—AEAMI =T RO afEamE Y 7V 'Y RIET » MZBWT, 7 MR X
FoATMA FY Z U MEEZET S8z 24029,

<HEFIRX 18.3.2 X v i#sgE >

3) B LIt e iV
a L AT 0 — ) VARNEEE TR WHHL KI8T, 7 MR E F U T B3 R LR 4
BRUL MR = L A7 0 — L& R S 7,

<EFHRX 18.4 L DEREE >
4) R O FEFLAE
7y MFI/RY—RMIBOT, & MCBT B EREMTHE T I FIFAMRON L URO 441
OARBEILIE M-1) KO 2 DKM M-2) 1Z. 7 hA AR 2 F o L RIFLEED HMG-CoA 38 T fi%sE
BLEVEME 2R L7 ™

<EBTUSL 18.5 XV #&FE>

.15.



5) U REBARHHT 5 1EH
HepG2 HEFIZ B UNT, 7 MANRZRZ FUITMEN I L 2T 0 — LG8 K F &85 & & 612, iF LDL
2NN mRNA FEHL S & OF LDL S BARTEME 2N &8, TR B oWELNN) 7V RoWwEs
T &7 20, ERHELEY MIBWT, 7 MAARZRZF I LDL ZRKIEEZ NS85 &
EHIT, TRBOWEFE TS B, oL 27— LVARMI=TXIZBWT, 7 MR ZF
NI VIDL-T7 AR BEEAME AL T X7 ¥, DL S/FEKE~ 7 RZHB T, 7 MAARRZF UL
VAT R A SWEE R TS, vafaRiE N 7YY RIET v MZBWT, 7 b
NWRABZF AL RN Y 7 VR Y ROWGEE KT S8 %,

<EFIRX 18.6 LV Hzit>

(3) fE S IBHRT - H56REHR
DR L

.16.



VI

EMEREICRET HHE

A REDHR

(1) SR LB I b A
LR L

(Z)EE n_t%ﬁfﬁﬁmu éih,tﬁﬂq:'dﬁr_
1) B $ 5
@%ﬁk6%ﬁ

_kﬂ% T RIS EF B ®¢W@ﬁﬁﬁ%bi%rfk%z%ﬂt
& ORNBIEZ Ll L7-fE R, AEETRD b Rho72 %,

x® EYBENSA—F

VT RN EFUBES, 10, 20 O 40mg A T HEIRR O &5 Lok R,
HEFRZABIRD Cmax K& OV AUC, o 13 4% G- &2 Fe ] L CTEEIAN L, Tmax K OV

I—TEThHoT=

o TP HARNESEA

Beh& Cmax Tmax tiss AUC, o
(mg/man) (ng/mL) (h) (h) (ng + h/mL)

5 2.64=+1.36 0.6%0.2 10.60+2. 91 17.33=%x9. 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 50.87*18. 44

40 27.05%10.75 0.9%£0.6 10. 08 2. 65 117.91%40. 88

CEEIE SRR 22)
F7o. T MUVARZRZF BE 10mg ZREEERRA 6 BICHEIRRO&E Lz L o mEHERHHWTH S

7 X RREAPLE DR E UBRO 2 A OKERIY (M-2,
FI6. 17 BT, 1. 39ng/mL TR 8. 00 BRI T - 7= 2,

(ng/mL)
or —e— KAk
5 F —o— M-2
m I+ B (n

0" 4 8

iy

o—0H &) @ Tmax,

Cmax M OVEREEITZ 0

12 16 20 24 28 32 36 40 44 48 (h)

B 7 FULAREFUERRBRAIC I0ng BEEORE LIz & EOMBHRRELCERUN-2REHRR

) AFNOAGRINT-HE - HEIZ, 7R EF o LT Imgx 1 B 1 EROKGTH S,

¥, ., ERIC IV EEHERTE 525,

T, FiEMEa L AT 0 —/LIIET 1 A 40mg £ TOMETH 5,

<ETIRX

.17.

HFIEDOHAIE, mal AT e — VIET 1 H 20mg £

16.1.1 X 0zt >




2) A G-
RN 6 B2, 7 RANRAZF U510 O 20mg ™ % 1 H 1 EIIEH%, 7 HRIRKERO#ESL L
A S, MAERIRYIR IR G55 % 4 BB £ CICEWIRIEBICELGE LT,
ik\1HH&?HE@@%¢£%%§%%@#%k\mwﬁﬁﬁfiﬂbfwé%@@ﬁﬁgi
Tid7e <, FRMIERD b7z,

<BFUT 16.1.2 L visL>

E) ABIOERI N TV HE - AEiE, @, BRAIZIET bR xZF o2 LTliimg = 1 H 1
E%D&@L Fln, JERIC ;@@H%ﬁfé# HIEOHAIX, malA7o—/VMfETIE 1L H
20mg ECHETE, FEMEEa L AT e —/LMAETIE 1 H 40ng T THEETX 5, THDH,

3) ZE W R S R R

T MUNZAZTF U BE bmg Me), 7 RV NAHXF U GE 10mg [Me] :

(MR EZREGHOEMZOREERRATA T4 1220 T EHESE 487 5 CF 9 4 12 A 22
HAE) . THRRBERLOEDFOREERBRT A FT7 4 VS0 MBI EICONT) REFEKE
1124004 5 Rk 18 4E 11 H 24 AAL))

T MVRZREZF U BEbmg Me)] &V B h—/L8E bmg XX T bR RAZF 8 10mg Me] &V B h—
IWVEE I0mg &, 7 B AF—N"—EZ LD ZFNEN 18 (7 MAANAXF L LT bmg itk 10mg) f&
FRAEA T FICie R B mIRR e 5 U Tl R RIRE ZHE L, B o EYEE T A —%
(AUC, Cmax) {Z-2VN"T 90%5 #H X A TREGHIEIT 24T o 7ok K. WL h log (0.8) ~1log (1. 25)
OFANTH Y . TNLNHEFOED LRSS HER SNz, £/, 7 MAARAZF oo mEd
;Eiﬁ%%f%57‘FFAﬁ%@N/f/#@2u@mMMWM2Mmm ErRRE A HE L
BONTZHRMBEE T A —Z i LTz 24, WA CTREEORE R TH - 7= %,

(ng/mL)

25 -
—e— T FNsSA S F 55 mgl Me)
i g JE = 5mg

2,
iiﬁ. 0 (Mean +S5D.. n=60)

EEvheN T e

—1- _1\)\‘

i Hi=———e

(4] a6 48
=1 (hr)

K bmgfEIRERFOMIBRT ILINRAFUEEHR
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{ng/mL)

8.0
—e— T FAAFF E10mgl Me
1 o JE b—§10me
Eﬁ 6.0 (Mean +SD.. n=120)
>
}.
Tl
24 4.0
2
a8
.-;\'—
¥ 2.0
3
o <13 3
L
0.0 : : : I o L
6 12 24 36 48

I ]
X 10mg fIERE5ROMBDRT FILIANRE FUBEH#HD

& EPHE/NSA—4

HENT A—H BENTG A —H
. AUCt Cmax Tmax T,
(ng * hr/mL) (ng/mL) (hr) (hr)
T RV A A F L BE Smg [Me 60 9.372=*3. 67 1.67=x1.05 1.1x1.1 7.5%t2.4
Ut h—/L8E Smg 60 9.584=+3.85 1.54=+0. 81 0.9%0.7 7.4%+1.6
T RV ZHF B 10mg TMe | 120 21.05=*=7.61 4.83=%=2.60 1.3+1.0 9.1%x2.7
Ut h—/L8E 10mg 120 21.85=%7.78 4,332 77 1.0x0.9 9.0x2.7
Mean*+S.D

{ng/mL)

m L5

ﬁ —e— T hFAHNRAFF 8 5mglMel

T r cogees N b= B 5 mg

}t {Mean +5.D.. n=60)

A 1.0

2,

¥

+

- it S

. 05 e

)

Ty !
(M-2)

i& 1

00 : I ]L‘H?ﬂ

0 ) 24 36 48

B ]

(hr)

B bmgfEREGROMBRT MLARZFUREY M-2) REHER
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(ng/mL)

M 3.0 -

f}ﬁ o— T FNsAAYF 81 0mg Me]
- ! e W E b= EE10mg

b = I (Mean +5.D.. n=120)

Vo

¢ 20 ll
x l
_.F- il

s i

f L0 H

)
ifm '
: i
7Y S —— '”“**r -+
6 12 m
(=3 %5] mn
K 10mg SR EREOMEERT MILAREFUOREY M-2) BEHTS
F MBFRT7 MILNARZFUOREY M-2) OEYEFREBNZA—4
PRER AUCt Cmax Tmax T,
¥ | (ng - hr/mL) (ng/mL) (hr) (hr)
T RN ZZF L BE Smg TMe) 60 | 12.62+4.27 | 0.86=%0.42 4.9+2.3 10.2+2.6
Uk —/LEE Bmg 60 | 12.24+4.17 | 0.81+0.50 5.4%+2.5 10.4%£2.9
T RN A ZF U EE 10mg Me] | 120 | 29.87+11.17 | 2.70+1.71 2.4+2.2 11.2+2.3
U Bk —/LEE 10mg 120 | 29.64+11.84 | 2.25+1.18 3.2+2.6 11.3£2.6
Mean=S. D.

i B R EEAE TN AUC, Cmax D37 A — 203, JBRA O, RIEOTRIEIEL - Ry % OB 5
HC K> TR D WREMD B 5,

E) AROAERINTWAHE - A, EE, mAIET MR AZ T e LClomg % 1 H 1
IEIH’TXD&L??L\ FEfh, FERICE D EEERT 52, BEEOEASIZ. B2 AT e —/VMfETIZ 1 A
%miﬁﬁiﬁ%\%ﬁﬁ%zvx?m%wmffilﬁmmif% T&5,] ThHbD,

(3) hEt
M ER e L

4 EE - tREDEE
D EHEOEHE
RN L26]TT RS R F U BE1Omg 2t N R VBRI H B O &5 Lo fES, 7 hrsz
HAFUEEOWIGEE TR FICLVIET T2 000, WINRITIFEA EREEZIT 20 o725,
<EBEFIRX 16.2. 1% v #gig >
2) {#fﬁﬁk@-}y =
IVIL 7. fHEAEH 1 OHESH

EMRERI/NS A —4

QF: 2 iwspr
T—A v ME
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(2) RALERE 22
AR L

Q) HERRETEH
kel (hr™) : 0.100+0. 028 (fdFERL A 5 F 12 SmghE H[AI#E O #¢ 5.1 - Mean=*S. D., n=60) *
0.082£0.020 (fdEER A B 112 10mghE Hilnl#E [ £ 5-FF : Mean=£S.D., n=120) *¥

WIUTFUR
AR L

O) R mEE
AR L

(6) Z Dt
AR L

3. BKH (KREaL—a3V) @M

OF Ziv-i
AR L

(2)INZ A -2 REER

LR L
4. RIN

HOLEE R L
5. 9%

(1) % — BEAPI;E B 1%
AR L

(2) M ik — B BE RS P9 @ @ 14
[VI. 6. (5) 44w DOIESM

Q) EiF~D#BITH
HEERR L
<HBE Ty >
[VIL 6. (6)f23LiF] DOESM

() BB~ DBATHE
AR L

(B) Z Db DB~ DFEITHE
BRI L

(6) MIFELMER

b MEE NS in vitro DFEBR T, BEEREAEIT 95. 6~99. 0%LA LA R LT,
<FB T 16.3.1 X v#xit>
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6. H

(1) FEEBR L B UM R BR
AANE, FICHIBIZB W TER LIRR@ s b,

Q)R#H-EET SEFR CYPEH) OHFE. FEXR
AFNL, F & L THOERDMHIEESE CYP3M IZ LR D,
[VIL 6. (4) 3t OIEM DA L ONEMEL . (F1ELER ] DOESR

Q) FEBBNRDEERVZDEE
REERR L

B KBMOEEDERERVEMEL, FHELE
R 6 BT RV R ZAZ F B 10 KON 40mg Z BARR O &5 Lz & &, iz 7 2 R
BB DR VBRO 4L OKBRIEER M-1) KO 2 (fLOKBEIEAR M-2) @ 2 FEEEI HERE ST
DA, MAER BRI -2 TH o7 Y,
7 MR ZAETF O EENHIEFI IR TH D . M-1 O M-2 X CYP3A4 (IZ K> TARKT 5 Z &
O ENTWD ¥, [10. B8]

<EFIRL 16.4 LV #&FE>

) ARERNOABI N TODHE - HEIE, @, AT MRz ZF e L Tlmg s 1 H 1
B B E L, A, ERICE VT 5203, EEOHEIE, ma L A7 — LffETIE 1 H
20mg FCHARTE, FHMEE I VAT — /VISETIL 1 H 40mg ¥ CHETX %, | Thb,

7. Bt
TR LS C-7 RAARREF U R A8 G L & & EHED R PSR IR TR (<2%) 2,
FEPICRER, M-1 ROM-2 BZENF P HERED 8. 3%, 11. T%K% 0% 18. 2% X 7= %),
<BFUSL 16.5 LD ERiL>
T, UTO®ERSHD Y,
HC-7 "R RZF v iz e SR PEiER Tk, 5 ST RED 43. 7~70. 2% 23 AT
WCHEIE S L, REMEDIEDIT N1, M2 ZOIM-2 D7 v v U BRAERBEE S iz,

8. FZIVARKR—E—IZEHT B1EH
P-BEEA'E (P-gp). FLFEMHEEE (BCRP), AT =4 k7 AR—%— (0ATP) 1B1/1B3 OIE

s,
9. BNFICLDHBRER
LRk L

10, FENDERZATHEE
(1) EkrerE B
EHEREIE A K OB BB B IC T MR AXZF 88 10mg 2 1 A LA 28R ER ARG Lz L &,
BHEBEREE L, 7 M ARA Y F U OIS MANBI RIS B L KT S o Y UEAT — %),
<EFIRX 16.6.1 X vi#izze >
(2) TR RERs 5 B E
fERERR A L O B 8 (DI T MV R AZF U8 10mg 2 1 H 1 [ 2 B ERO&ES LZ &
& A RS Gl Rk A IZ T Child-Pugh A B3 & Y Child-Pugh B B3 1235 T, Cmax C
IXENEIE. 5 5N 14, 4 £5AUC, y, TIEENEI 4. 4 5K TN 9. 8 {5 DOHENN, Tmax TIZW T b 1/2
DRERENFRD ST TIE & A E L Lo T2, £, MIERE I 2 ERICITZEN 2
S0 GREAT—4), [2.2, 9.3.1, 9.3.2 &H]
<EFIRIL 16.6.2 X 0 #sgt >

.22.



(3) mitn
fEHE S (66~73 %) 6 BIROEEE (20~22 5%) 6 BlZ, 7 FL/NA X F U BE 10mg & Hof FTH
AR DG LS R, i 1R 1T ST Cmax L OV AUC, o 1349 2 5189 L7223, Tmax KOV
BT -2, [9.8 B3]

<EBFIRXL 16.6.3 X v i#sic >

1. Z0ih

YL
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Z&e EALOIESF) (CEYSHIER

T

s

ERNBEFTDER

TIN TV

2 =3

ZENRLZTDER
285 (ROBEICFRELEVIE)

2.1 AFN DR LIS BOE OREERE D & 5 B
2.2 THUHEDNE T L TWD EEXBNDLUTO L S R EH

BVERTS ., BYERFR OSPERE . PR, . FE [9.3.1, 16.6.2 &
2.3 Wi XOTIHENR L TV D A REME D B B ot R UM%

<7, Y|

L [9.5. 9.6 BH]
24 7L HFLENL - BT LA AENLEEREROERE [10.1 58]
3. EXIIHEICEET HFE L ZDERA
(V. 2. eI RN B ET 2R 25752 &,
4. BERUVHBEEICEET HFELZTDER
AL
5.

EELGERWIE L ZDEH
8 EENARMIE

8.1 HHNLE= L AT n— /VIETRIR DIEA T 2 BARIELITV Y, FISEBRIES S LT,
WARESE DA DR DY A7 7 7 7 2 —DRBELHSEET L L,
8.

2 FeGidi R E A A2 E ISR L, RIS 2 OS89 bR WEE I3k b 2 h
k4252 &,

8.3 BUEMTRFEOIANHOOND Z ENHDHDT, b
e

Mt BEREDRER B b bill
BAIEARAN Z IR U, ERIISEE T 5 L9 BEICHEE T2 2 &0 BTG 0T
BREL Y 128 F COMIC LRI E, ZRUBIZESN CEEIC 1A% ICHESREMRELITH =
Lo [11.1.3 BHR]

4 MEFERIERAE . PLILERIAE . M/ MRIBAIEDN S b b Z LN 5D T, EMMICHE AT
I R ETH) Z L, [11.1.5 5]

5 BIkE, BERIFNHHDONDHZENHLHDT, AV, MR, EHEEKE DR ORI
BT5L b, EHNICHRELZITHORETORBEEITHY> Z &, [11.1. 7T BHE]
6. FENE=

A

EAIHBEICET IR

() EHE - BEEZFDOHLESE

9.1 &HHE - MEEZFDHLHEE
9.1.1 BREDEE

WERFZ B SED 2 &N D D,

9.1.2 MWFHRBEN D oONOTNEDHRENHHUTDESE
- FRBRBRREIR TE D 3

BIRPEOHRE (YA bu 7 0 —%) XITOFKREOH 5 BA
- FEHIVE D IEE OB D & 5 B

s 7L a— ) LHREOBRE
[11. 1.1 Z:88]

9.1.3 EEFEBENEXLTOBREROHSHESE

.24.




FUEMEE (IR, 258) NEESUIRRET L LhnH 5, [11.1.9 B H]

9.2 BHEEIEEESE
9.2.1 BEEXIZOBEROHSESE

R EARIE DOMEBI D2 < NEMREREEZ AT 2E8EHTHY . o, BBHRMAEICE- T
B BEHERE DAL RO BTV D, [11. 1.1 B8]
9.2.2 BRERZEEREDHHEE

AENE 7 47 F7— FREREIHATH2HE1CE, BEESCDREHB 20 S S 558120 H
OFHT 5 2 &, UM BHEEREAL 2 4 5 BT RAEN & b bited v, RUESTIFHT2
Gralid, EHIMICEERERAESE L EE L., BRER (AW, B o, K ER. M
HEORFPIA 7oy ERTNCME Y VT F=0 EREOBEEDEL 2RO - IGEITE
HlickgkGamiEd52 b, [10.2, 11. 1.1 2]

Q) FHrEEERE

9.3 FFigRElEE RS

9.3.1 FFRBEHEENMET LTS EEZONBUTOLIHES

SHFL. BEFAOSMEE, FEZE. FE. #E

BTG L7 &, RBRIOMEFREN EF L, GHERORBBESENT2B8EhAb5, £
7= AFNIEICHEICRB O TER LB S 20T, FEE2EBLIE2B8FZ0WnH 5, (2.2,
16. 6.2 ]

9.3.2 FREEXXZOBREROHIEE (9.3.1(12Z%ETHEFERKR)

AANFIEICFIRIC B TER LI S 2 0T, IFEEZE (LS80 0nH 5, [16.6.2%
]

D ENEReEHT 5F
REI LTV

(5) 4E8%

9.5 1147
B0 ATAER UL C WA RTRENVED & 2 RT3 & 5 L e 2 &, B I CHA IR o kT
Efr, BRBEICHT2EENBO LN, BRICHAGFERIR T LEREMHI RO LN TS, £,
Z v Mo HMG-CoA & el R ER 2 K &R G L2 S IR IR OB N HE ST b,
B2, B FTIX, fthod> HMG-CoA HITEEFFLERIT, #Hk 3 ¥ HEF CTOMICIRH L7z & =, IBIR
RTINS b OHRENDH D, [2.3 =/

(6) =217

9.6 $23LIF
BHRZiIEE Lenwz b, 7y FTHHF~OBITRHRE SN TWS, [2.3 5]

(DR

9.7 MR
INREEZ G & UTe A OV Ve 2 48R & U 72 BRIRARBR 13320 L TV 72wy,

(8) =&

9.8 BENE
RIER B Lo 83k G2 b4 572 8 WYRLEZITO 2 L, —BICAEBEERED K
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TLTWD, Fio, BBHBAENH S b WnWEowEnd 5, [11.1.1, 16.6.3 BHE]

7. #HE%EH

10. fAE{ER

AFNX, F & U THTFOERMAHETESE CYP3AL IC LW REit s D, £/, P-EEAYE (P-gp). #
JEMPEE E (BCRP), AT =4 h T AR—%— (0ATP) 1B1/1B3 OXEETH %, [16.4

]
M RZEREFDER
10.1 BtEZZE BHERELAZWNI E)

HEAN 4, % EERGER - $5E H 1A W - fERRIR 1
TUHATLENL AT LB TFLENL - BT LU XAENLEF : VL 7L E LD
LA AE L (400mg + 120mg) & OPFHIZ LY. 7 F|OATPIB1/1B3 } U BCRP [HE, t°
(=7 4Ly k) JVIRAH T2 D AUC A3 8. 28 fi%, Cmax 23|7 L ¥ AE /LD OATPIBL KN
[2.4 ] 22, 0fFIC EH L7 L oW EDRH D, AHIBCRP [AEIZHESERHICL D B

OMAFPEEN EH L, BHEAREE LD EEZ LN TV,
I BRHBENDRD D,
Q) BtRER L ZFDER
10.2 BtFEE (BRICEETH &)
AN S5 BERAEAR - 518 515 R - faliRlA 1

7 4 7T — FREH
NPT 4T T— ]

23
[9.2.2, 11.1. 1 ZH]

== A
=t ba—2

[11.1.1 ]

AR, B, CK A, it R OVRT
IA Ty ERERHME L, 2ERE
BEREREAL & 1F O BT RARIE Y & & b
RTNEORENH D,

BeFr . 7 4 77— FREH L
HMG—CoA & Ju P F HEHI & D&l
VEF# R ME O FIE R 23R S
nTn5,

fERIR T BHEREIZBE 9 2 ERIR
R S AR b B B

W = a2 F A & HMG-CoA
BRI ER & OBIERGR
MO R INE F 23 R ST
5.
fERINF - B REREE

o BN A
v ARY v

[11.1.1 ]

1) . B, KBS P kO
R I AT mey ERZRSE L, 2%
72 ERERE ML 2 PF O BEBUT RMRIE NN & &
PR TWEDHREDRH S,

2) ¥ u AR LD LD | AHF
D AUC, oy 2N 8. TFEIZ L LT2 & DM
BHbd,

R 1) Ya xR vk
HMG—CoA & Ju P F HEHI & D&l
TERFEREORMER., 2) v 7
a2 AR Y T LD HMG-CoA iETT
P R BRE A O ARG - ME H PR
WX DB AR EICE S A
EH. 3) v Z7uxRY kD
RHNDJF~DHLY IAHBHE I H
S HEAERRRE ST
2o
fEBRR T« Bk REkE

T VR PR 3R
AT aFy—n
s
T AR~YA Y

[11.1.1 ]

A, B, CK R& i R OUR T
IA Ty ERAREE L. SRR
BRREEM L 22 1 O BBUH BARIE DS & b i
TV EDOHREDRDH D,

KEFE . 7Y — LR PTE R T
Y Ra~<wA O CYP3A Tk
THHEEEAREZE Z BTN
D
faRIR+ : B REREE

VANV == A%

=

AR OMmIE T Y REOHFE R b

W 77 )Ag~v D
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(Cmax : +55. 9%, AUC,q..; :
H BT,

+81.8%) 2%

CYP3A4 1Zxt9 B RAEAEHNE 2
5L TW5D,

HIV a7 7 —EB%E
7l
|yl A AR
v

k7

pe

e

ZEFENL Y RFEAEDOFHIZLD
AHKIDAUC 3 5. 881712 LH-4 5 & DHss
NH D,

WE b 0#EAIZL D
CYP3A4 DFHENEZ AL TV
ZDO

— )< hrLrENL Y
FFEL

ORI L0 AF DM REN ER-T 5%
ENRDH D, AFORITEMNRFEL LT
BRDIBENDRD DT, +onle@lsis
TR BEEICR G L, BEIZSET
IR E DY) e FE AT 5 2
&

B« AR ONGE z B HIC il
FETL0LEEZLNTND,

s AV N 2 ) 4
~ LR

ORI L0 AF oM RED AL, &l
TERRREH LTS RDOBTNND D,

W .o hLrEL 7oL
M CYP3A (Zx13 B RHEEM
E2HNTWD,

75T ENL

75 FLEL (200mg) & OPERHIZ LY
AR O M E RSy R EDN EH L
(Cmax : 5.66 %, AUC,., : 3.00 f%) & oD
WERD D,

Were . Vo9 L enic kA8
& D CYP3A K UNBCRP D FHE %
26BN TW5,

LFILE B LTV EENLEDHHICE OV ARIOmMEF : LT vEELICE D
SR N R H- U7 (Cmax : 2. 17 fi%, |CYP3A, OATP1B1/1B3 K T} BCRP
AUC, ., : 3.291%) L DHEVDH D, PLENE 2 B TW5,

TFNRF=T PERIC Z 0 AF oM FREDS EH L, BT : 7FSF =712 K% BCRP
TERARRI LT BTN H D, |OHEREZLN TV,

T —FTIN— T
— 2

TL—TTIN—YT2—A 1.2L/A LD
BRI &0 ARHFID AUC, .y 23559 2.5 fi51
ERLEZEDHREND S,

W . JL—7 71— a—
AT LB CYP3AA DIHENRE 2 6

syl S il P4

A O 1R R ENK T L
(Cmax : —12%, AUCypy, : —43%) & O

D5,

BFE . 277 L 22k b
CYP3A4 DOFFENE 2 TV
5

IR SV N

V77 e Bh 1T BB ICARR &
B Uiz & 2 ARF O M S5 5 A3
& F L7z (Cmax : —40%, AUC : —-80%) & o
WENH D,

=) B A SN SV el
CYP3A4 DFENEZE 2z L LTV
éo

~NEHaT

NPT oL O LY KA O AUC
D) BONE T L7z L DGR H D,

. T S s A E S AN (A
CYP3A4 DFENEZE 2z L LTV
b,

b A A AR

ARH O MHE RSP E D3 K 26%fKF L 7=
N, LDL-=2 L ATF a— LI FRITZEN
FNEHEMTHEALZEE L KREho
7=,

W W b0EAZLDT b
JVSAZTF o DI FRE (W)
WZEE D < MAE RS E DK T
NEZHLNTND,

VAR

EFRIREIZE TP T8 RE
N EHETE (KAl 10mg %5 T Cmax :
19.9% . AUC,., : +3.6%. CLr : 129 —
128mL/min. 8Omg ¥ 5-C Cmax : +20. 0%,

AUC, y, © +14. 8%, CLr : 160—149mL/min)
ZEBRRESINTWA FHT 56,
MAEFIEYREE DT =X —% 5531247 D
&,

B ARk a2y axy 0o
P-gp ZJ1 L7 HEH Ol 23 7R
EhnTW5b,
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& FBELT 3 VT Ru s (Cmax : +24%, AUC ., : |BEF : AANC L B/ veTF v R
JNVEF Ry —+28%) KURZF =LA T OF— o R TF =LA T UF
TF =LA FT Y| (Cmax : +30%, AUC, oy, : +19%) 0D MLHFE | — /L 0D 4] 0] 38 18 % 5 0D Yl 3 %

A= WD RN bk, BTV,
Bl{EA
1. BlER

ROBWERARH LN ZENHDHOT, BIELTHIATV, RENBO LN EITITRE
I 57 EWEYI R LE 2T O 2 L,

(D EXLEIMER & DHER

1.1 EXLEIER
1111 EEEHRMAEE. A/ F— (WFHLAEERR)
AR, B, K B, MR ORTF I A7 0 e BR 2R L I DR ARIED & 5 b
N, ZMEBEESOEELRBEERHLLONDZEND D, T, IANRNTF—NbobbihbZ
ERHDOT, INFRHARE., HRERSSERZR KO EJAR™S bz Ga ik s 2 hikd
HZr, [9.1.2, 9.2.1, 9.2.2, 9.8, 10.2 &H]
11.1.2 RENEMEIREME S 4 /3F— (FHERP)
WAL, CK B, RIEZ RO 72 WA MEDBEIE . HT HMG-CoA 3 ITl%3R (HMGCR) HUIRRS IS
R L T DR NTEVEEESEE I AR TF =B Db, &SP B LEHET AR HME ST
WHDOT, BEOREZ+FDICBIET L L, ok, REMHFIRGIZEVEERA LR L
DOWEB RS 5,
11.1.3 BHUERF . FFs. RS, &2E (Wb HEAR)
(8.3 ]
11.1.4 @8 GEHEARH)
MAEMRMERIE, 77 0 7% v —KIS, B2 E0RERERR S bbhic L ORERH D,
11.1.5 |EBRIERAE, ROUBKRARE. /DA (W30 SR
(8.4 & 7]
11.1.6 hEMREIEFEFMEE (Toxic Epidermal Necrolysis : TEN) . FE[E %5 15 AR E (& 2%
(Stevens-Johnson fEI&EF) . SMHIBE (W 970 b HEARH)
AR N H b= & ORERH D,
11.1.7 s, #BERE (WOFhd HEERE)
[8.5 &[]
11.1.8 MIEMME (BEAH)
EH#EEThoTH, FEN ok, FERIREE, Mo X SEEEIRO b HGAIIE&k 5 %2 H
1L, B RE AR A ORGEDOREYRLEZ{TH Z &,
11.1.9 EEMHBEHAE (BHE )
EIEAEEE (IRGEL, 258 NEEXIE T2 0855, [9.1.3 2]

(2) Z Db DEIEAR
11.2 ZtoEIER

FEFRO\ B 5%LL_E 0. 1~5%A T BHEEANEA
i T OPERR, B, BB, AR BERE, YRR, B,
FRERE., INOEE
1% /R H ek, E
" AST k5. ALT k|Al-P 5. LDH k-, fiFkeEss
JH ik By -GTP L5
— 7T =8 A M TR (. Y D o R EE . AR
BR. BE, R, DR, AR, B RE, B, 1B,
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FaovF, (R, BHAPRE. E| &R, F&, FOLGNh, 0o
. DEEE (LEWmOE| L, RER, MHIERH®
Ji) . MR R
I Iz

(K L5 FERE . M. BRI A
savy b5 EIRE, BEHE.
FH-BOZO, ME. .
TV R, R, B
FLERE . R HR,

&
Iz
3
)N

W =i
. , HEV, RIR GE) PEEE EEL O (%), IR
PR S BB, #1550, B
TAMATR Y R T T —¥ EH LM LEE
IRV K TSH E&H-. ACTH E&H-. 7/ R
AT a AMETF
e T a—A F5 HbAle 5 K dEE
- miFEE T
- K L5 BUN B, iz L7 F =24
" N R
fMFEIE, ffide, UEJR. SHE[FE (FEm - RS . 8hiF, M
Z DAl =), wREE AR, BRTE SLH . BEIR . HEIRIAEE,

AR, B, FEE

9. BRERBRERRICKITTEE

BIE STV

10. BERE
BIE STV

1. BALDEE

14 BHLDFE
141 EFIRFEFOEE

PTP GlZEDIEANT PTP > — F 2LV L TR T2 X 988552 &, PTP v — FOFRERIZ &
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KEOWAICE |8.1 Pregnancy
(2022 4212 H)  |Risk Summary
Discontinue LIPITOR when pregnancy is recognized. Alternatively, consider the
ongoing therapeutic needs of the individual patient. LIPITOR decreases synthesis
of cholesterol and possibly other biologically active substances derived from
cholesterol; therefore, LIPITOR may cause fetal harm when administered to pregnant
patients based on the mechanism of action [see Clinical Pharmacology (12.1)]. In
addition, treatment of hyperlipidemia is not generally necessary during pregnancy.
Atherosclerosis is a chronic process and the discontinuation of lipid-lowering
drugs during pregnancy should have little impact on the outcome of long—term
therapy of primary hyperlipidemia for most patients.

.35.




Available data from case series and prospective and retrospective observational
cohort studies over decades of use with statins in pregnant women have not
identified a drug—associated risk of major congenital malformations. Published
data from prospective and retrospective observational cohort studies with LIPITOR
use in pregnant women are insufficient to determine if there is a drugassociated
risk of miscarriage (see Data). In animal reproduction studies, no adverse
developmental effects were observed in pregnant rats or rabbits orally
administered atorvastatin at doses that resulted in up to 30 and 20 times,
respectively, the human exposure at the maximum recommended human dose (MRHD) of
80 mg, based on body surface area (mg/m?). In rats administered atorvastatin during
gestation and lactation, decreased postnatal growth and development delay were
observed at doses > 6 times the MRHD (see Data).

The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. In the U.S. general population, the estimated
background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2-4% and 15-20%, respectively

Data
Human Data

A Medicaid cohort linkage study of 1152 statin—exposed pregnant women compared
to 886,996 controls did not find a significant teratogenic effect from maternal
use of statins in the first trimester of pregnancy, after adjusting for potential
confounders - including maternal age, diabetes mellitus, hypertension, obesity
and alcohol and tobacco use - using propensity score—based methods. The relative
risk of congenital malformations between the group with statin use and the group
with no statin use in the first trimester was 1.07 (95% confidence interval 0. 85
to 1.37) after controlling for confounders, particularly pre-existing diabetes
mellitus. There were also no statistically significant increases in any of the
organ-specific malformations assessed after accounting for confounders. In the
majority of pregnancies, statin treatment was initiated prior to pregnhancy and
was discontinued at some point in the first trimester when pregnancy was
identified. Study limitations include reliance on physician coding to define the
presence of a malformation, lack of control for certain confounders such as body
mass index, use of prescription dispensing as verification for the use of a statin,
and lack of information on non-live births.

Animal Data

Atorvastatin was administered to pregnant rats and rabbits during organogenesis
at oral doses up to 300 mg/kg/day and 100 mg/kg/day, respectively. Atorvastatin
was not teratogenic in rats at doses up to 300 mg/kg/day or in rabbits at doses
up to 100 mg/kg/day. These doses resulted in multiples of about 30 times (rat)
or 20 times (rabbit) the human exposure at the MRHD based on surface area (mg/m?).
In rats, the maternally toxic dose of 300 mg/kg resulted in increased
post-implantation loss and decreased fetal body weight. At the maternally toxic
doses of 50 and 100 mg/kg/day in rabbits, there was increased post-implantation
loss, and at 100 mg/kg/day fetal body weights were decreased.

In a study in pregnant rats administered 20, 100, or 225 mg/kg/day from gestation
day 7 through to lactation day 20 (weaning), there was decreased survival at birth,
postnatal day 4, weaning, and post-weaning in pups of mothers dosed with 225
mg/kg/day, a dose at which maternal toxicity was observed. Pup body weight was
decreased through postnatal day 21 at 100 mg/kg/day, and through postnatal day
91 at 225 mg/kg/day. Pup development was delayed (rotorod performance at 100
mg/kg/day and acoustic startle at 225 mg/kg/day; pinnae detachment and eye—opening
at 225 mg/kg/day). These doses correspond to 6 times (100 mg/kg) and 22 times (225
mg/kg) the human exposure at the MRHD, based on AUC

Atorvastatin crosses the rat placenta and reaches a level in fetal liver equivalent
to that of maternal plasma.

8.2 Lactation

Risk Summary
There is no information about the presence of atorvastatin in human milk, the

effects of the drug on the breastfed infant or the effects of the drug on milk
production. However, it has been shown that another drug in this class passes into
human milk. Studies in rats have shown that atorvastatin and/or its metabolites
are present in the breast milk of lactating rats. When a drug is present in animal
milk, it is likely that the drug will be present in human milk (see Data). Statins,
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including LIPITOR, decrease cholesterol synthesis and possibly the synthesis of
other biologically active substances derived from cholesterol and may cause harm
to the breastfed infant. Because of the potential for serious adverse reactions
in a breastfed infant, based on the mechanism of action, advise patients that
breastfeeding is not recommended during treatment with LIPITOR /[see Use in Specific
Populations (8 1), Clinical Pharmacology (12.1)].

Data

Following a single oral administration of 10 mg/kg of radioactive atorvastatin
to lactating rats, the concentration of total radioactivity was determined.
Atorvastatin and/or its metabolites were measured in the breast milk and pup plasma
at a 2:1 ratio (milk:plasma).

x|
A=A NZ7 VT O5BHR D
(An Australian categorisation of risk of drug use in pregnancy)

% :https://www. tga. gov. au/products/medicines/find-information-about-medicine/prescribing-medicines-pregnancy-database
(2023811 T 7 R)

2% PO

A —ABNZ VT D45%E (An Australian categorisation of risk of drug use in pregnancy)

D : Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing,

harmful effects on the human fetus or neonate without causing malformations. These effects may

be reversible.

Accompanying texts should be consulted for further details.
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9.7 INRE
INRE R E LI B OVE M A2 FRIE & U7 BR R EBR L5405 L CTuzewny,
gt RN
KIEOWAFrE: 8.4 Pediatric Use

(2022 £ 12 H)

The safety and effectiveness of LIPITOR as an adjunct to diet to reduce LDL-C have
been established pediatric patients 10 years of age and older with HeFH. Use of
LIPITOR for this indication is based on a double-blind, placebo—controlled
clinical trial in 187 pediatric patients 10 years of age and older with HeFH. In
this limited controlled trial, there was no significant effect on growth or sexual
maturation in the boys or girls, or on menstrual cycle length in girls.

The safety and effectiveness of LIPITOR as an adjunct to other LDL-C-lowering
therapies to reduce LDL-C have been established pediatric patients 10 years of
age and older with HoFH. Use of LIPITOR for this indication is based on a trial
without a concurrent control group in 8 pediatric patients 10 years of age and
older with HoFH [see Clinical Studies (14)].

The safety and effectiveness of LIPITOR have not been established in pediatric
patients younger than 10 years of age with HeFH or HoFH, or in pediatric patients
with other types of hyperlipidemia (other than HeFH or HoFH).
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