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(DpH6. 8 (H A7 ¥ RS 2 )

@7k

50[a#s GREAIRD~®)

100[a]#5 GRERIE @)

AREIERO (50[mlHE) - AEAERIFI 3305y LANIZ EHI85 % LL EIEH L WA, HESh
T BRIE RIS B\ T, AEHERLA O IR EE 350 % I8 L7e 0 & & | AEHERLRI 23 B E
ST RBRREENC 31T 5 VRO 1/ 20 H R 2 7m 3730 2 70 R R R OWLE S
AT BRBRIF 2 30U T BRI A 0 SE LA [ 38 S AR VE LA D SE 595 HH 28 1= 9% D&l RIS
BB, XX DOENR3 L ETH 5,

ARBRRQ (50mEE) | @ (50[ElHR)  « EEVERLAIAN 3057 LANIZ 44185 % LA S H L 72
. BUE SN -3 BRRE N 30\ TREVERLR O S ER R A8 % LA & 72 b & & | HE
HERUE D SEHIER D340 % J U85 % (13T 0D 3 24 72 2B AT 33U T, 3R BR LA 0 I vA H
FOEAERLK| O SRR L 15% OFPAIC & 50>, UL2B O IX428L ETH 5,
ARERIEE (50[RIHR) : AEHERIFIAI305r LANIZ THI85 % L EIRH LeWiGE, HES
T RABRIE I 30V TIR TR O SRR H AR 550 % L 185 %123 L /e & & | R HERLA|
WBUE N7 RBRI RN 3T 2 EE R O 1/ 20 H)E R 2 m 378 Y 72 R, KON
HUE S 4072 SRR IR R 2 30\ CRRBR LA 0D S50 HH S8 DS A ME L) O SRV R £ 12% D
FHICH D0, 2B OMEN46LL ETH 5,

REREO (100[0H5) - FEAERUAI 23 1555 LANIZ ERI85% LA Va3 254, #BRELAI A
1553 AT 44185 % DL B¥AHIT 2 7, U153 31T 2 BRBR LA oD S 21 HH 2 7S v
RIHN DA H R+ 15% OFPHIZH 5,

FER T RIS RZF o fiEbng Me | &AFHERA O FBRIEIZ B 1T DI HEBNI TRLOEY TH Y |
WA O HZEE T Tl v L HE S v,

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

120

() # E %

100 A

80 A

60 A

40

20 A

0

ABRIED : 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)



HERWL® : pH6. 8 (50[H]HE)

HERED : K (500alE5)

120 120 1
100 100 A @
fas) H
= 60 % 60 A
E//; 40 EA) 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
BRI (43) BRI (4)
HERIED : pH5. 0 (100[H]#z)
o @ .7 MR EF U hiEsng NMe)
100 - O U N—/L$E5ng
B gy | Q IR AT 31 2 SR M R S
fas}
=" 60 - n=12
E/o 40 A
20 A
O (I T T T T T 1
0 10 20 30 40 50 60
BRI (4))

7 RMILINZR A F U Ebmg el DAHEEFIZHITSELM

F T RILIANREZF8ebmg TMel DBHEEIZHITHELUM
(GREREFI R VIZERA D THBHEDLER)

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 L BE 10mg [Me] 12
(TR FEE IS DA E IR SRR A KT A ACHWT | EREEASTE CERMEI2H 22 A ) |
[ R EIS DALY FHRIEMHRBR T A R T4 VO —EWIEIZ W T EARE R 112400475
CERR184E11H24H )

SEARIK] © 7 R AN ZZF U EEIOmg Me)
FEAHERLA - U B b —/LEE10mg

R AT

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

ABRIE

[FHR%K -

HIERLYE

OpH1. 2 (HAIESR 78 H B EE 1R)

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

@pH6. 8 (H AIE 7y J7 1 HHRBR 2R 217)

@K

50[a]#x GRER IR D~®)

100[a]5 GRERIE @)

ARERKDO (50[EIHR)  : FEAERIAIAN305r LANIZ FHI85 % L EIRIH La WA, HIES
T BRIE RIS S\ T, AEHERLAI O SR N EE 350 % 1228 L7e o & & | AEHERLRI 23 L 7E
SN RBRREENC 31T 5 VRO 1/ 20 E R 2 7R 375 2 70 R R R OWLE S
T FRBRIEIIC 35 T SRR 0O SRR ISR AN HEBRL A 00 SRV I SR 19 % D& 12
BB, U2 OMENE3LL ETH 5,

AERIEQ (50[ElER) . @ (50[ElER)  « FEVERIAI33055 LANIC 185 % LA By L 72
Yt HLE SR BRREENIZ 3V CREVERLA O SRR M= 385 % LA & 70 % & & | %
HERIF O SEIIPR H R AY40% B N85 Y% T 0D 24 72 2 s 1 8\ T, s BRI o0 S v
ROMEAERIFN O SRR L 15% OFPICH D>, U2 O iT428l ETH 5,
REEO (50[E1HR) - AFEUERLFI 233047 LINIZ 4185 % LA LRI L WA, HE S
7o RRBRIE R 1 38 W CHEHERLA O SV 3R 0350 % LA B85 % IZ3E L7g\u & & | vl
BLE ST RBRIERIC 31 2 R O 1/ 20 RN A2 7 3 S e R, KON
HUE & 4072 SRR IR R 2 30\ CRRBR LA 0D S 2595 HH S8 DS A E LA O SRR IR £ 12% D
FHICH D0, ULF2BEEDEN46LL ETH B,

REREO (100[0H5) - FEAERUAI 2N 1555 ANIZ )85 % LA Vs 3 2354, BB ELA A3
154y AT 44185 % DL B¥AHIT 5 7, U153 31T 2 BRBR LA 0D S 2 HH 2 7S v
BIF O SEIE R+ 15% OFFHIC & 5,

FER T RN AZF U GEIOmg TMe ) EARHERA O RABRIE IS BT DI HZEEIT TRLO®@Y TH
Y WA O EEENIEE 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))



ABRIE® : pH6. 8 (50[A]#x) HERIE@D - /K (50[B]#5)
120 1
120
100 A
100 .
s ) 80 4
b=y 80 H
it £ 60 A
r 60 —
~ % 40 -
% 40 ~
- 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)
BERE (99)
FRERIED : pHb. 0 (100[A]Hx%)
120 - ® T RANRNAZT EELIOmg [Me)
100 - PY o) < v ~—/VHE10mg
% gy Q ¢ KR AU H5 1S BRI S vl
H
% 60 n=12
20 A
0 (I T T T T T 1
0 10 20 30 40 50 60
B (%)

T RILINZRAF 8E10mg TNey DAHZESICHIT DAL

£ T RILNARAFUEEIONg TMe] DBHEEICHITS55EMHE
GAERH| B MRER A DT FHEDLLE)

B SRR (%)
s | s | VERR U ek |7 pasasgy | f2BK 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 AEOEHBEIZEG L TWD 2 R HERIILTHND,
ARG - AARFERSG  —alBs HEBRE ON k)
BR S
[El#s%% « 75 [Aliis
PBRIE © 7K. 900mL

IR 15 RO I 80% LA ETH 5.,

HEAFER. . 7 M LS ZAZ F 8 bng [Me] DR ERIT 96. 0% ~102. 7%, 7 kLR A Z F L BE 10mg Me )
DOEEHZIX 95.2%~104. 4% TH YV . WTHORAF| L IEHHKIZEES L TW\WD Z ERfERI N,

10. &5 - %

M FELIDELRSR - B, NEINSEHRLES - AEICEAT 1R
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% (WZKEAIAN) 100 8 (10 X 10) 500 & (10 £E X 50)
ANZaE (R RV, FEEFIN) 300 §E

Q) FHEBE
BARWAAA

4) BHROME
T RANRZAEZF B Bmng Me]. 7 MU ANZZF 8 10mg [Me |
PTP 1l %%
PTP > —h : R Ly, TAI=Th
Fo—: RJy=FLr, TIAI=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
OmalLRFO—/LmfE
OFEMEEa LATO—)LIEE

PEEX I RICEET SR

5. %08 - HRICEET HFE

5.1 BH ORIl rERML, @l AT o —/VIE, FEEES 2 L AT 0 —/LIETH
HT MR LI ECAAOEHAAEBEST HZ &,

5.2 FEMEE 2 L AT g — )VIE R TSI OV TIE, LDL-7 7 = L — 3 R ED IERYEED
fEhE LT, HDWIEZN S OIREIENEREARE LGS AR OEMA 2 BET 52 L,

RZERUVAE

(M RERVHEDESR
(&§a L RTF0O—/LIMEE)
WH . RAIZIET MR AZF L LT lmg 2 1 B 1 EREO&EST5,
ek, . JERICE 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

M ER e 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) AhEREEEAER

B a L AT m—)UIfidE>

@©  EPNERIE TSR

FRIAE A 243 Bl & SR, 7 MAANREF 6% | A 1Y &% 12 8RS LB miEhE
BSEER O BESERE L 0% 2% 4 AR (2.5mg, 5mg, 10mg £721% 20mg) I2L5 HE
AR KV Ef LTz, 7 AR X F UBE 5~20mg % 1 H 1 Y BHICEEY 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 & 72 72 EROES (LDL-2 L A7 17—/ <

.12.



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

[ i | BALAT R U 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 LZERBLED 20mg FETOLEN -T2 b OO, HEKGNE
oo, EREWERIZIEH AR 2 # (2.5mg, 10mg & 1 #), —fH4 %ﬁ%zﬁJ
(2.5mg, 20mg % 1 f5l) Thoto, 72, EEZRIEH K OEKRAEEREELTHORBIITZED bl
ot
) AH @%E IN7-HE BRI, T RARZREZF L Tlng 2 1 B 1 EEOEETH D,
7B, R, ERICE DV EEHB CE S, BECEAIT, mal AT a— VMAET 1 H 20mg %
T, FEMEa VAT o0 —/LMET 1 B 40mg £ TOHEETH 5,

<EFHRX 17.1.1 L visge >
2) REMRAER
MR L

(5) BF - WAEAIRER

FIEtes 2 L AT v —)UIfigE>

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

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

Z D%, 8 HFHIZ 20mg, 40mg ~E I L, FHEEMR - HELEGABRICTHRET L7z, £ORE. 10mg

KM 40mg T L AT v — /VEZNE i —31.8%, —41.1%, LDL-2 L AT uv— LZZ £

—37. 7%, —48.3% KT UHERENEGE LN Y, 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 X0 #sie>

2) FlEtem = L A7 v — VilE B AT gl (EW)
IDL-7 7 = L— 3 R & HiAT L CWAFEME 2 L AT o — VIGE R TEAERERE 9 Fllc, 7 han
2B F b 10mg & 8 G- L. FD1% 20mg (8 W[E) . 40mg (8~203f) ~&LiiHs L, FESH -
FEHIGERBR IC CRET LTz, ZOFE. 6l TR I L AT — /L3 —31.4~—4.9%, LDL-2 L A7 1
— LN —39.3~—4. 6% LK T L7z, fihod 3 Bl Cidea L A7 a—u2 1.2~15. 2%, LDL-2 L AT
2—/LN 3. 1~11. 8% M L7, IR TFRRD ONTIEFD 5 B 4 FITIET MANRZTF RS
FJIJ 2 FILLEZOFA L7238k L IZIERBE R a L AT e — /LY LDL-2 L A7 a—/UKT
R B, FBIVEA I 11, 1% (1/9 ) | BEREMEA T E S 72 25 72 B PR R A 52 % 2 81X 44. 4%
%@m)_mﬁ%h BIEFAIZ, AFLON (&) Thot, k. EEZBIWER KO FHRAE

EREEBHORBIRO SN o7z 19,

<EFHRX 17.1.3 L vi#zie >

< D>

DEAEEICE 2 22 (EW)
EBMESE 17 Bl RICHEWR « FELLERBRE LTT MR X F 68 10mg & 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 IR IR R R A RIE S 2o 7 7, BIWERL 6. 3% (1/16 f5) . BEEMENEGE S e hs
o T B A S 25 Eh 1% 25. 0% (4/16 B) (2388 biviz, BIWERIE., B AT & S5 23 F—iE
BNZFBLL Tz, 2o, ARBRICHE W TEERENWER K CHRAREERFEBORBLUIRD b
AN N

<EFHRX 17.3.1 X viigig>
2) MR FERRA R I KT 2 (EN)
E R MLE B E 20 B 25 RICT RV SRR ZF U 8E 10ng Z2FE S/ « FEEGABR & LT 28 WG L
TGS EEE S VI IS ME L OV OFUREOA B 72K T 2780 AR TE B 23 A iz, — 7,
fth D MR EEBERRIA RN T A —Z I EOMERITA LN -T-Z & L0 2R E U iR EEERR
RIS BE RIE S 2o 7217, BIERIEERD BT, B SE S e b o T2 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 & 0F L7oBE IR B 50 6] (777 BARRE 24 fil, 7 M ARAZF U ERE 26 1)) 127 hv
PNALF U BE 10mg X377 v AR E2 " EHEMBEMLEGBR S L C 12 @& L. 7 MR 2ZF o
BEDOHMER LR EBRFT LIz, 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 bV AR Z F BRI RN ST 5 EII R0 -2 17, BWEHIE, 79 &
R, T MR REFUEEREE S 5.3% (1/19 f]) 1ITA B, BIEMENGE S0 o iR R
BRI T ' ARRE26. 3% (5/19 1) . 7 b /SR X F U BERE 21, 1% (4/19 #) IS iz,
BUWERIZ, 77 v RBENIEL, 7 MU ARAXF UEERENE CTH 72, 7k, EELEWER KO
AR T EBORIUIRD SN2 o217,

<EFIRX 17.3.3 L vi#sge >

(6) AEMER
1) FERABERE (—RERARERE. FEEARERE. FRARELERE) . HERTR
T—AR—AE. BERTEBRABRONE
R LR

2) RBEMELTERFPEOABTRILE R LI-HE - HEBROME
A LR

(1) ZDith
BA=RSANA

.14.



EEHE(ICEY DIEHE

\

RPN (CEEHDILEMRITILEYEE Y

HMG—CoA% . 1% 3 BH. 75 A4

(FGRRAEFUF RN TA, VR AEF TANRREZFF RN A BEANRREF T
T, BANRHEF UL T N)

HE  BEOH DB DOREE - WRFIL, EAORMNLELSRT L &,

EEER

() YEFRERGL - YEFF
T RANRREFUTMET O3 VAT v — LV &EFRET 5 EEREETH DO HMG-CoA EITHE
BRI OBEEWNIHEL, 7 MAANARF T U LRIBEOIEEEZFTH2REMW & & i, iR
DAL AT a— LA AT 5, FORE. T FANNZEZF IO LDL 52 55 A BN S
POV REASWENHT S LICEVPIREEA IR FSE 5, £/2, 7 M2 Z F o3t
BEEIEANE LT, &2 L AT a— LIRS D BhIREEAL O FAE & Jl 5 5 10,
<EFIRL 18.1 L ¥R >

(2) BN ZEEZfT T HERERAAE

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 BINII D OBEAHIICIHE LU, 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, T MR AEF IR ARGEIC 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 a— U EEKT S 7%,

<EFIRX 18.3.1 Lk viizze>

@KV Z7UEY FEFIEAH
ILATHR—AEAMI =T RO afEamE R 7V 'Y RIET » MZBWT, 7 MR X
FoATMF RV U MEZET S8z 2%,

<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—AMIBOT, & MCBT B ERBMTHE 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>
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5) U REBARHHT 5 1EH
HepG2 HERIZ B UVNT, 7 FANRZRZ FUTMEN I L 2T 0 — L E B2 K F &5 & & 612, i LDL
2R mRNA FEHL & & OF LDL S BTS2 BN S8, TR B WELNRN) 7V RoWwEs
T &7 20, ERHELEY MIBWT, 7 MAARZRZF I LDL SR KIEEZ NS5 &
EHIT, TRBOWEFE TS B, oL 27— LVARMI=TXIZBWT, 7 MR ZF
NI VIDL-T7 AR BEEAME AL T X7 ¥, DL S/FEKRE~ 7 RZHB T, 7 MAARRZF UL
VAT R A SWEER K 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 LM I b A
LR L

(Z)EE n_t%ﬁfﬁﬁmu é?f’LT,JIELEF,}EJ—'_
1) B $ 5
@%ﬁk6%ﬁ

_kﬂ% T RIS EF B ®¢W@ﬁﬁﬁ%bi%rfk%z%ﬂt
& ORNBIEZ Ll L 7o/ R, AEEFRD b Rho72 %,

x® EYBENSA—F

VT RN EFUBES, 10, 20 O 40mg A T HEIRR O #ET 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 X omEHEREHTH S

7 X RREAPLE DR E UBRO 2 A OKERIY (M-2,
FI 6. 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 LT Ingx 1 B 1 EROKGTH S,

¥, HFlm, ERIC IV EERERTE 525,

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

<ETIRX

.17.

HFIEOHAIE, 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
AESL, MAERIRYIR IR -5 % 4 BB £ CICEWIRIBICELGE LT,
ik\1HH&?HE@@%¢£%%§%%@#5k\mwﬁﬁﬁfiﬂbfwé%@@ﬁﬁgi
Tid7e <, FRMIERD b7z,

<BFUT 16.1.2 L visL>

E) ABIOERI N TV HE - AEiE, @Y, RAIZIET bR xZF o2 LTliimg = 1 H 1
E%D&@L Fln, JERIC ;@@H%ﬁfé# HIEOHAIX, malA7o—/VMfETIE 1L H
20mg ECHETE, FEMESa L AT o —/LMAETIE 1 A 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 EZEGHOEMZEOR SRR AT A RT A4 1220 T EHESE 487 5 CF 9 4 12 A 22
BAE) . THREERLOEDFOREERBRT A FT7 4 VS0 —HMBLEICONT) HEBERE
1124004 5 (CFRk 18 4E 11 H 24 AA))

T RN AE T BEBmg Me] & U B M—/LEE bmg XX 7T M RAHXF U 8E 10mg Me] &V E h—
JVEE 10mg &, 7 B AF—R—{KIZ LY ZNZEN1EE (7 MR ZF o L LT bmg XX 10mg) fik
FEAA T FICie R B RIRR O e 5 U Tl R RIRE ZHE L, B o EYEiE T A —4
(AUC, Cmax) (Z-2V T 90%(E 1 X LIS THEGHIBIT 21T o 7 4. WL d log (0.8) ~1log (1. 25)
OFANTH Y . TNLNHEBOED LRSS ER SN, £, 7 MAARAZF O MmEd
i%iﬁ%%f%é?‘FFAﬁ%®N/€/?®2u®ka%m2ﬂmm RS 2 E L
BONTZERMBNEE T A —Z i LTz 25, 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 RILINRAFUEEH
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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 MLAREFUREY 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 I»}’l
(=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 L > TR DWREMD B 5,

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

(3) hEt
M E R L

4 EE - tREDEE
) BFOFE
TR N 126 TT RS A Z T U EE1Omg Z A N R VBRI HL B O &5 LTcfER, 7 bz
FUBEDOWIEFEITBFICL VIR T T2 00, WMIRIZIFE A ERBEEZ T2
<EBEFIRX 16.2. 1% v #Eig >
2) {#fﬁﬁk@-}y =
VI 7. #HEAEH ) DS

EMRERI/NS A —4

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

Q) HERRETEH
kel (hr™) : 0.100+0. 028 (fdFERL A B F 12 SmghE H[AHE 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

FOLEEN 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

(5) Z DD~ DFEITH
YR L

(6) MIFELMER

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

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

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

Q) FEBBENRDEERVZDEE
REERR L

B KBMOEEDERRVEMEL, FHELE
R 6 BT RV R ZAZ F B 10 KON 40mg Z BARR O &5 Lz & &, iz 7 2 R
BB DR VRO 4L OKBRIEER M-1) KO 2 (fLOKBEIEAR M-2) @ 2 FEEEHIHERE ST
DA, MAER BRI -2 TH o7 Y,
7 MR ZAETF O EENHIEFI IR TH D . M-1 ZOM-2 1% CYP3AL (IZ K » TARKT 5 Z &
O ERTWD ¥, [10. BH]

<EFIRL 16.4 LV #&FE>

) ARERNOABI N TODHE - HEIE, @, RAIZIET Mz ZF o L Tlmg s 1 H 1
B B G L, A, ERICE VE T 228, EEOHEIE, ML AT e —/LMAETIX 1 H
20mg FCHARTE, FHMEE 2L AT o —/VISETIL 1 H 40mg £ CHRETX %, | Thb,

7. Bt
TEFERR AN MC-T "IV AZ F o 0 b Uiz L& ETBE D R TP e R I O TR < (<2%) %9,
FHICRER, M1 ROM-2 BZENF P HERED 8. 3%, 11. T%K% 0% 18. 2%k 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
LR L

10, FENDERZATHEE
(1) EkrerE B
EHEREIE A K OB BB B IC T MR AZF 88 10mg 2 1 A LA AR 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 R 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, £, MIEIRE I 2 ERICITZEN 2
S0 GREAT—4), [2.2, 9.3.1, 9.3.2 &H]
<EFIRIL 16.6.2 X 0 #sgt >
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(3) mitn
fEHE S (66~73 %) 6 BIROEEE (20~22 5%) 6 BlZ, 7 FL/NA X F U BE 10mg & #of TH
AR DG LS R i 1R 1T ST Cmax L OV AUC, o 1349 2 589N L7223, Tmax KOV
BT o7, [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 AHN DRI LIS BOE OREERE D & 5 B
2.2 THUHEDNE T L TWD EEXBNDLUTO L S R EH

SVERFS ., BYERFR OSPERE . PR, . $E [9.3.1, 16.6.2 &R ]
2.3 Wi MOTIHENR L T D AREME D B B ot R UM%

AN

L [9.5. 9.6 BH]
24 7L AT LENL s BT LA AENLEEREROERE [10.1 58]
3. EXIIHEICEET HFE L ZDERA
(V. 2. eI RN B ET 2 1R 258752 &,
4. BERUVHBEEICEET HFELZTDER
AL
5.

EELGERWIE L ZDEH
8 EENARMIE

8.1 HHMNLE= L AT n— /VIETRIR DIEA T 2 BARIELITV, FISEBRIE 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 BUEMTRFEDOIANHLOND Z ENHDHDT, b
e

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

4 MEFERIERAE . PLILERAE . M/ MRIBAEDN S b b Z LN 5D T, EMMICHE AT
I R EITH) Z L, [11.1.5 5]

5 BififE. HMRENDLONDZENHDLIOT, O, R, EFBERERSOEROBHICE
BEToLlbic, EHPICRELRITY) 2+l s21To 2 L, [11.1.7 &)
6. FENE=

A

EAIHBEICET IR

() EHE - BEEZFDOHLHESE

9.1 GHHE - MEEZFEDHLHESE
9.1.1 BREDEE

WERFZ B SED 2 &N D D,

9.1.2 MWHRMBEND o HONOTNEDHENHHUTDESE
- FRBRBRREIR TE D 3

BIRPEOHIRE (YA bu 7 0 —5%) XITOFKREOH 5 BA
- FEHIVE DI E OB D & 5 B

s 7L a— ) LHREOBRE
[11. 1.1 Z:88]

9.1.3 EEFENEXLTOBREROHHESE
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FUEMEGE (IR, 25H) NESUIRRET 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 T7— FREREIHATHHEI1CE, BEESCDREHB 20 S S 558120
OFHT 5 2 &, MM BHEEREAL 2 4 5 BT RAEN & b bied v, RUESTIFHT2
GralZid, EHIMICEERERASE L EE L, BRER (AW, B o, K ER. M
HEORFPIA 7oy ERTNNCME Y VT =0 EREOBEEDEL 2RO - IGEITE
HlckgkGahiEd5 2 L, [10.2, 11. 1.1 2]

Q) FHrEEERE

9.3 FFigRElEE RS

9.3.1 FFRBEHEENMET LTS EEZONBUTOLIHES

SHFL. BEFAOSMEE, FEZE. FE. #E

BTG L &, RBRIOMEFREN EF L, GHERORBBEIENT2B8Ehnb 5, £
7= AFNIEICHEICRB O TER LB S 20T, FEE2EBLIE2B8Z0W0xH 5, (2.2,
16. 6.2 ]

9.3.2 FREEXXZTOBREROHIEE (9.3.1(12Z%ETHEFERKR)

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

D ENEReEHT 5F
REI LTV

(5) 4E8%

9.5 1147
B0 XATAER U C WA RTREMED & D RT3 & 5 L e 2 &, B I CHA IR o kT
A7, BBEICHT2EENBO LN, BRICHAGFRIRT LEBEMHI BDO LN TS, £,
Z v Mo HMG-CoA & et R ER 2 K &R G L2 S IR R OB KGN HE ST b,
B2, B FTIX, fthod> HMG-CoA HITEEFFLERIT, 41k 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 O Ve 48R & U 72 BRRARBR 13320 L T2y,

(8) =&

9.8 BENE
RITERI 3B LTe G B3R G2 b4 572 8 WY RLEZITO 2 L, —BICAEBEERED K
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TLTW?, 72, BRBEAEN D Db WnWeEoWERH 5, [11.1.1, 16.6.3 ]

7. #HE%EH

10. fAE{ER

AFNZ, F& L THFOEMHEESE CYP3M Ik v REtsns, -, P-EEAE (P-gp). %
JEMPEE E (BCRP) ., AT =4 h T AR—%— (0ATP) 1B1/1B3 OEETH %, [16.4 &

]
M RZERLEFDER
10.1 BtEZZE BHERELAZWNI E)

HEAN 4, % BERGER - H5E A 1A W - fERRIR 1
TUHATLENL AT VLB T LENL - T LU EAEAETE . YL 7L E LD
LA AE L (400mg + 120mg) & OPFHIZ LY. 7 F|OATPIB1/1B3 } U BCRP [HE, t°
(=74 Ly k) JVIRAH T2 D AUC A3 8. 28 fi%, Cmax 23|7 L ¥ AE /LD OATPIBL KN
[2.4 ] 22.0fFIZ EH L7 L oWEDRH D, AHFIBCRP [AEIZHESSERHICL D B

OMAPEEN EH L, BHEAREE LD EEZ LN TV,
T RHBENDED D,
Q) BtRER L ZFDER
10.2 BtFEE (BRICEETH &)
AN S5 BERAEAR - H5 1 515 R - faliRiA 1

7 4 77— FREH
NPT 4T T— ]

23
[9.2.2, 11.1. 1 ZH]

== A
=t ba—2

[11.1.1 ]

AR, B, CK A, dud R OVRT
IA Ty ERHERHME L, 2ERE
BERETEAL & 1F O BT RARIE Y & & b
RTWNWEORENH D,

B 74 77— FR¥EH L
HMG—CoA & Ju P F HEHI & D&l
VEF# R ME O FIE R 23R S
nTn5,

fERIR T BREREIZ B9 2 ERIR
R S AR b B B

W = a2 F A & HMG-CoA
ETERMEAR & OBIER TR
MO R INE 23 R ST
5o
fERINF - B REREE

o BN A
v ARY v

[11.1.1 ]

D fRdE. B K b5 RO
R I AT aey ERERME L, 2
IR RERE AL 21 O MU RMARIE DN & &
BT NEDOHRERH D,

2) 7 ARY EOHIITLY . AHA
D AUCy o, 8. THEZ EH- L72 & OGN
o5,

MFE 1) Y7 a AR L
HMG—CoA & Ju P [HE I & D &l
TERFEHEORMER., 2) v 7
2 AR Y T LD HMG-CoA iEIT
P R P A O AR« AEH R
WX DB AR EICESMEA
EH. 3) v 7 uAxRY kD
AHNDOFF~D LY IAFBAE I H
SLHAEERBREB I LT
2
fEBRR T« Bk REkE

T LR P
A4 NFary—n
s
i) I G w R GA4

[11.1.1 ]

A, B, CK R&, i R OUR T
IA Ty ERAREE L. SRR
BRREEM L 2 fF O BBUH BARIE DS & b oL
RTWVEDOHREDRDH D,

KEFE . 7Y — LR PTE R T
Y Ra~<wA O CYP3A Tk
TAHHEEEALEZEZ BN TW
2o
faRIR+ : B REREE

VAN s V4

AF O HIEY REOFE e B

W77 )Ag~vf D
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(Cmax : +55. 9%, AUC, .., :
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,

W b oA LD
CYP3A4 DFEFEMNE 2 b T
éo

— )< kLN Y
FFEL

ORI X0 AF DM P IREDS EFT 5%
ENRDH D, AFORITEMNRFEL LT
BRDIBENDRD DT, +onle@lsis
TR OEEICHR G L, BEIZSET
IR E DY) e FE AT 5 2
&

B« AR ONGE z B HIC il
FETL0LEEZLNTND,

b 7
~ LR

ORI X0 AF oM REN AL, &l
TERRREH LTS RDOBTNND D,

W .o hLreEL Tob
M CYP3A (Zx13 B RHEEM
E2HNTWD,

75T e

75 F L EL (200mg) & OPERIZ LY
A O MR SE Y R EN EH L
(Cmax : 5.66 %, AUC,., : 3.00 f%) & oD
WERD D,

Were . Vo9 L enic kA8
% D CYP3A K UONBCRP DFHE A%
26BN TW5,

LFILE B LTV EENLEDOHHICE OV ARIOmMIEF : LT v ELICL D
SR N R H- U7 (Cmax : 2. 17 fi%. |CYP3A, OATP1B1/1B3 K T} BCRP
AUC, ., : 3.291%) L DWENDH D, PLENE 2 BT\ D,

TFNRF=T PERIC X0 AF oM PRED EH L, BT : 7FF =712 K% BCRP
TERARRI LT BTN H D, |OEREZ LN TV,

T —FTIN— o
— 2

TL—TTIN—YT2—A 1.2L/A LD
BRI L0 ARHFID AUC, .y 23559 2.5 fi51
ERLEZEDOHREND S,

WFE . JL—7 71— a—
A LB CYP3AA DIHENRE 2.6

syl S il P4

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

D5,

BFE . 277 L vtk b
CYP3A4 DOFFENE 2 LTV
5

IR SV N

V77 o Bh 1T BB ISR &
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 2 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 OFENEZE 2 L LTV
b,

b A A AR

ARH O MHE RSP EE D3 26%fKF L 7=
N, LDL-=2 L AF a— L& FRITZ
FNEHEMTHEALZEE L KREho
7=,

W W b0EAZLDT b
JVNAZTF o DWW FRE (W)
WZEE D < MAE RS E DK T
NEZLNTND,

VAR

EFRIREIZE TP T8 R
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)
ZEBRRESNTWA, FHT 2561,
MAEFIEYEE DT =X —% 531247 H
&,

B ARk vyaxs oo
P-gp Z 41 L7 HEH Ol 23 7R
EhnTW5b,
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& FBELT 3 VT Ru s (Cmax : +24%, AUC ., : |BEF : AANC L D/ veTF v R
JNVEF Ry —|+28%) MR F =LA NI VA= rr EREF =)L R NS
TF =LA FT Y| (Cmax : +30%, AUC, .y, : +19%) 0D MLHFE | — /L 0D 4] 0] 386 18 % 5 oD Yl 73 %

A= mEED FRNERED LN, ZHENTW5,
2l4E F
11. Bl¥E
WOBERRNH LbNDZENHLDOT, BEEL o7, B B LN HEIITERE

I 578 EWEYI R LE 2T O 2 L,

(D EXLEIMER & DHER

1.1 EXLEIER

1111 EEEREE. SANF— (WL HEEARR)

PR, A, CK B MR OURTP I A7 ey ER AR L T AR AEN H b b
. SEBEEEOEREREHEENSGOONLIZENH D, £, ‘7f/\°?" BHODLINDZ
ERBHAHDOT, IRERHAR. HRERCZH e KO AR b Ha it 54 k4
HZr, [9.1.2, 9.2.1, 9.2.2, 9.8, 10.2 &H]

11.1.2 RENFEEIRIEME S A /3F— FEEARH)

WAL ST, CK @i, RAE Z L7 W MEOBESE . HT HMG-CoA IR tli%R (HMGCR) HUIRBE %S
RIS E T D RENEESEE I AT =R Db, BEPIE% LR T 2803 HE ST
WHDOT, BEOREZFDICBIET L L, ok, REMREFIRGIZE Y EERA LR L
DOWEB RS 5,
11.1.3 BHUERF . FFs. RS, &2E (Wb HEARP)

(8.3 ZH]

11.1.4 @BUGE (FEARH)

MAEFRVERIE, 77 4 7% — &, SERZ 2 GTREIERA S Hbhiz L OREND D,
1115%ﬁawrsﬂmwmmr~mmmmwr<w¢m%ﬁrW%>
(8.4 & 7]

11.1.6 hEMREIEFFMEE (Toxic Epidermal Necrolysis : TEN) . &[S %5 IEER i (& B
(Stevens—Johnson JEf&EE) . ZMATHE (W94 &)

AR N H bz & ORERH D,

11.1.7 S, #¥BERE (WO3hd HEER)
[8.5 &H]

11.1.8 MIEMME (BEARH)
EHHEEThoTH, FE ok, FERIREE, Mo X SEEEIERO b HA Tk 5 %2 H
1L, AIBRERNVE A ORGEOREY)RLELZITH Z &

11.1.9 EEMBEHAE (FE R
EIEAEEE (IRGE, 258 NEEXIETL2 0855, [9.1.3 2]

(2) Z Db DEIEAR
11.2 ZtoEIER

FEFRO\ B 5%LL_E 0. 1~5%A T BHEEANEA
e T OFERL, BB BB, FIR|EBIE, ﬁﬁL@\&%%ﬁ\
FRERA, NS
1% EAWﬁw H ek E i
" AST k5. ALT k|Al-P 5. LDH k-, ffkeEss
JH ik By -GTP L5
o 7 X7 =8 LA M TR (. Y D o R EE . AR
B, iE, RS, DR, IRIR, HER R, Bl 1,
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FaotF, (R, HAPRE. ME|ERE. F&, FOLGNh, 0o
. DEERE (LEWmOE| L, NER, MR
Ji) . MR R
I Iz

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

&
Iz
3
)N

W =
. , HEV, RIR GE) PEEE . EL O (%), IR
PR K. BN, #1550, B
FTAMATR 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 b5 K dEE
- miFEE T
- K L5 BUN B, iz L7 F =24
" N R
fMFEIE, fide, UEJR. SHEEE (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 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.
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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
(20234E 11 AT 7€ A)

2% PO

A —ABMZ VT D4%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.

(2)/NRZFIZEET % Rl

ARIRIZ
LIRS,

BIDFEOEREATHEE 19.7 /NEE] OEOLFIILLFO LB THY | KEOH

I RHENEREAT VBEICHT IR

9.7 INRE
INRE R E LI B OVE M A2 FRIE & U7 BRREBR 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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