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AREIERO (50[mlHE) - EAERIFI 3305y LANIZ EHI85 % LA EIEH L WA, HESh
T BRIE RIS BV T, AEHERLA O IR EE 350 % 1T Le o & & | AEHERLRI 23 B E
ST RBRREENC 31T 5 VR RO 1/ 20 H R 2 om 3730 2 70 R R R OWLE S
AT RBRIF RN 350 T BRER LA 00 S5 HH 38 HS A HE L) 0D S5V HH 38 2 9% O PR I
BB, XX DOENR3 L ETH 5,

RBRIRQ (50mEE) | @ (50[ElHR)  « EEVERLAIAN 305y ANIZ 4485 % LA s H L 72
e, BUE SN -3 BRRE N 3o THEVERIR O SEAER R A8 % LA & 70 b & & | HE
HERUE D SE-HIER D340 % e U85 % (13T 0D 3 24 72 2B AL IZ 330 T, aRBR LA 0 I vA H
FEAERLK| O SRR R L 15% OFEIPAIC & 50>, UL2BA O IX428L ETH 5,
REEQ (50[H1HR) - AFEHERLFI 233047 LINIZ 4185 % LA IR L7 WA, HIE S
T2 ABRIE I 30 W TIR YRR O P RPR H AR 550 % L 185 %1253 L /e & & | R HERLA|
BLE ST RBRIEFIC 31 2 EE R O 1/ 20 RN E A2 7 3 S e R, KO
HUE S 4072 SRR IR R 2 30\ CRRBR LA 0D S 259 HH S8 DS A E LA O SRR R £ 12% D
HFICH D0, T F2BIEDMEN46LL EThH 5.

REREO (100[05) - FEAERUAI 23 1555 LANIZ )85 % LA Va3 254, BB LA A
1543 AT 44185 % DL B¥AHIT 5 7, U153 31T 2 BRBR LA D S P HH 2 7S o
B O SRR R+ 15% OFIPHICH 5.,

FER T BV AL F U fEbmg Me ) & ARHERGR O ABRIEIC B T D IRHZEBT TREOEY THY |
WA OF 2T Tl LHIE S vz,

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

120

() # E 5%

100 A

80 A

60 A

40 A

20 A

0

AHBRIED : pH5. 0 (50[a]#zx)
120 1
100 A+
80 A

60 A

(K) # E 3

40 -

20 A

o,
0

T T T 1 0 (, T T T 1
30 60 90 120 0 30 60 90 120
BEE (43) BER (99)



HERIED : pH6. 8 (50[H]HR) HRERIG@ : K (50[E]HR)

120 120 1
100 100 A1 L
) B g 4
i H
= 60 % 60 A
E//; 40 E/o 40 A
20 20 A1
O T T T T T 1 O Cl T T T T T 1
0 60 120 180 240 300 360 0 10 20 30 40 50 60
KR (99) B5RS (%))
RERIZD : pH5. 0 (100[H]H#x)
150 - @ T RN AZTF U EEEmg [Me)
100 O U —/14Ebmg
B gy | Q < IR AT 51 2 S M R S v
H
& 60 A n=12
E//:’ 40 A
20 A
0 (J T T T T T 1
0 10 20 30 40 50 60
B (49)
7 RMILINR A F U 5Ebmg el DAHEEFIZHITSELM
F T RILANREZF8ebmg TMel DBHEEIZHITHELUM
GRERBUEI R MZERF| D F A HEDLLE)
AERSAF SRR (%)
o - T IR A ] 7 Rz x T | 2B HE
EIE s ARERIE U B b —/LEE bmg 5% 5mg Ne
15 4y 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
50 [E]#A
5%y 38.7 55.9 .
pH6. 8 13.7 Rl 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
(TR FEE IS DA E IR SRR A KT A ACHWT | EREEASTE CERMEI2H 22 A ) |
[ R EIS DALY FHRIEMHRBR T A RT7 4 VO —EWIEIZ W T EKARE R 11240045
CERR184E11H24H )

SREARIK] © 7 R ANZZF U EEIOmg Me)
FEHERLA - U B b —/LEE10mg

R

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

ABRIE

[FHR%K -

HIERLTE

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

@pH5. 0 (D 7=MeIlvaine DFETE )

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

@K

50[a#x GREA IR D~®)

100[a]5 GRERIE @)

AREREDO (50[EIfR)  : FEAERIAIAN305r LANIZ 85 % L EIRIH L WA, HIES L
T BBRIE RIS VN T, AEMERLA O SR EE 350 %I Le o & & | AEHERLEI 23 B E
SN RBRREHENC 31T 5 VRO 1/ 20 B R 2 7R 375 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[RlER) . @ (50[E1ER)  « FEVERIAIA33055 LANIC 85 % LA By L 72
S, HE SN BBRIRF R 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 IT420L ETH D,
ARERIEE (50[EIHR) : AEHERIFIAI305r LANIZ FHI85 % LA EIRH LeWiGE, HIES
7o FRBREE R I W THEHERIA D S R 0350 % LU 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 &40 72 SRR IR R 2 30\ CRRBR LA 0D S 2599 HH S8 DS A E LA O SRR MR £ 12% D
FHICH D0, UXF2BEEDOfEN46LL ETH B,

REREO (100[A5) - FEAERIAI AN 1555 ANIZ ERI85 % LA Va3~ 2354, #BR LA A
1543 AT 44185 % DL B¥AHIT 5 7, U153 31T 2 B 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 HEEENTEE TRV SHE S,

HERIED - pHI. 2 (50[E]H#E) FERIED - pHb. 0 (50[E]H#E)
120 - 120 A
100 A 100 A
& g0 - & g0 -
e &
£ 60 A £ 60 -
E/o 40 A E/o 40 1
20 20 -
O (J T T T 1 0 (I T T T 1
0 30 60 90 120 0 30 60 90 120
iR (99) BRI (9))



ABRIE® : pH6. 8 (50[A]#x) HERIE@D - /K (50[B]#5)
120 1
120
100 A
100 .
e ) 80 4
=" 80 H
it £ 60 A
r 60 —
- % 40 A
% 40 Z
- 20
20
0 cl T T T T T 1
0 T T T T T 1 0 10 20 30 40 50 60
0 60 120 180 240 300 360 R (5)
BEfE (9)
FRERIED : pHb. 0 (100[A]Hx%)
120 - Q& T RANRNAZT EELIOmg [Me)
100 A N O LU h—/LEElOmg
B gy Q ¢ KR AU H5 1S B AR S vl
H
£ 60 A n=12
20 A1
0 (I T T T T T 1
0 10 20 30 40 50 60
BRI ()

B 7 RILIARAZFEI0mg TMe] DAHEZEENZHITHELE

F& T RILNARZFUEEI0mg TMey DBHZESICH(TH5ELUM
GREREFI R VIZERE| DT A EED LK)

B SRR (%)
ot | s | VEEE U C s [ paaasgs | fREEC | HE
a A 10mg $€ 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)

.10.




<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 - AARERSG  —alBs HEBRE ONuvE)
BR S
[El#s%% « 75 [Aliis
PBRIE © 7K. 900mL

IR 15 DR OB HERIL 80% LA ETH 5.,

HERFER. . 7 M LR ZAZ F 8 bng [Me] DR RIT 96. 0% ~102. 7%, 7 kLR A Z F L BE 10mg Me )
DEEHZIX 95.2%~104. 4% TH YD . WTNORAF|HIEHHKIZHEES L TW\WD Z ERfERI N,

10. &5 - %

M FEIPDELRSR - B, N8I/ SEHRLES - AEICET H1ER
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)
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=Uh
Fo—: RJ=FLr, TIALI=TL
N R Ry Ty
A58 K
INT
A R)=FL v
Xy ARV 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

MEER I RICEES 53EE

5. %08 - HRICEET HFE

5.1 MO+l rERL, mal A7 —/VifE, FHEEES I VAT e — LIETH
HTLEMER LI ECARAOEHAEBET HZ &,

5.2 FlfEtEE o L AT 0 — )VIERTHEAKRICOWTIE, LDL-7 7 = L — 3 R 50 Y% 0
fEhE LT, HDWIEZN S OIREIENEREAELRG S ICAROEMAZBET 52 L,

RZERUVAE

(M RERVHEDESR
(B3 LATFO—/LISE)
WH . RAIZIET MR AZF L LT lmg 2 1 B 1 EREO&EST 5,
7p¥, e, FERICE D EEHET 5, BEOHEGIL 1 H 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, BEOH AT 1 H 40mg £ THETE 5,

(2) RER VHAEDRTERE - 1RIL

B R L
RERUHAEICHEET 53R
BIE STV
TR R

MEKRT—2/\vr—
BA=RSANA

(2) BR PR E B ER
M ER L

Q) A= RICIEFRAER
MBI L

(4) BRI AOSHER
1) AMIERITRR
LR L

2) REMHER
R L

(5) B - FAERIHER
AR L

.12.



(6) ;A fRAaE A
1) ERAREHRE (—REARRRE. BEEARRRE. ERABELERE) . REREE
T—ER—RAE. REWFTREFRABRORNE
A LR

2) RBZFHELELTERFPEDARXIEERL-AE - ABOBME
AR ANA

(7) T A
LR

.13.



\

EEHE(ICEY DIEHE

RSP (CEEHDILEMRITILEYEE

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 v — LV &EFRE T 5 EEREETH DO HMG-CoA IEITHE
BRI OBEWNIHEL, 7 AR F T U LRIBEOIEEEZ AT H2REMW & & i, iR
DAL AT a—/LAEREINEIT D, TORE, 7 M ARAZF U IRFIED LDL 2 B RE 2 N &,
POV REASWENHTHZ LICE VP IREEAZ IR T SE 5, £/2, 7 MR Z F U3t
EEEELZSEL T, @2 L AT v — VIIEICRE D BIREEAL 0O FEIE &2 )42 1910

(2) EH=ZET 1+ HHERAAE
M ER L

(3) fE S IBHRT - H56REHR
DR L

.14.



VI

EWEREICERT DIEH

1

M

(2)

HIREDHS

AR LA R
AR L

BRREBR TR SN -MPEE

< W R R > 1919

T ROVRAZF U FE bmg [Me)], 7 FL/NA X F U 8E 10mg Me) :

(TM&FEEIR GO EYFREMERR AT A R T4 2D T ) EHRFEF 487 5 CFpk 9 4 12 A 22
HAP) . T#RBERLOEDFNREERBTA FT7 A4 VEO—HKEIZONW T EERERSE
1124004 B CERE 18 45 11 A 24 HAE))

T RNANRAEF U EEBmg Me] &V E M—/LE8Ebmg 27 0 AL —N—JEIC kD ENEFNLEE (T F
JUNRAZF L LThmg), XIX7T " RAZF 2 10mg Me) &V ¥ b —/LEE 10mg % 7 1 A —N
—JEICE D ENREFNLEE (7 MR REZF L LT 10mg) . FEEERR A B 12K 200mL & & & ITHEA
HA[ERE M8 5- LT LC/MS/MS YEIC Tl R LRREAZJE L, B ONT-EYEEE T XA —X
(AUC, Cmax) IZ2W T 90% (B IXENEIC THEHEIT 21T > 7o, £ DFER. 10g(0.8) ~log(1.25) D
#WEANTH Y, TNENHFOEYZOR SRR I (K 1~2, £ 1),

Fo. T MANRREZF U OMEREFRERHH THD T 2 REANMBEDON B U BRO 2 MO KERE
7 (M-2) OmEFRELZHE L, HFONTZEYEE AT A —FE LIz Z A, HAITREED
FERTH o7z (K 3~4, % 2),

{ng/mL)
2.5 -
i —e— T FLAAYF A8 5mgl Me
1 o JE b— & 5me
;}ﬁ. 20 1 (Mean +SD.. n=60)
i I
F 15
Tl
A L
A
5 10 F
‘ P LJ\LL
- J. :
i 0.5 T
b | L g
0.0 & E?P?ﬂﬁhi
0 6 12 24 3% 48
T ] (hr)

1 bmg SEREREDMIBFHRT bILANRE FUREHER

.15.



{ng/mL)

a0
—e— T MRS F 2 E10mg Me)
1 o JE b—§10me
yﬁ 6.0 - (Mean +S5.D.. n=120)
-
I
Tl
2 4.0 F
2
o
.?'—
¥ 2.0 R
i
; 3 E ‘“IHLM_ 3
e
0.0 v (e [ [
0 G 12 24 a6 48
5] (hr)
K2 10mg e S5RFOMBFT MILINR 2 FUREHR
®1 EMEENSA—4
HENRNT A —H BENTG A —H
o i 5
- 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*1.05 1.1+1.1 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=*x7.78 4,332 77 1.0x0.9 9.0x2.7
Mean=S. D.
{ng/mL)
m L5
i e T HRAIRAYF 55 ma Mel
T " g JE b= B S me
}t {Mean +5.D.. n=60)}
4 L0
2
&
+ A
- e e S
£ 05 Bt
E
i {
(M-2)
i& \
HE 0.0 : : : s JL‘H‘F—”“
0 G 12 24 a6 48

f ] (hr)

B3 SmgIBEBOMMET FLAREF BN N-2) BEES

.16.




(ng/mL)

M 3.0 -

?ﬁ o— T FAAASYF »EE10mel Me]
- L e JE F—= N 10mg

k F (Mean +S.D.. n=120)

o
AT

__,\__...lU LK

Ty
(M-2)

: k aiH
ﬁuui - . . F*
0 6 12 m 36

(=3 1T] mn
4 10mg e EROMFEDRT FILAR S FUABEY N-2) BEHT

F2 MEPT MLAREZFOoREY W-2) OEVBE/NS A —4

PR AUCt Cmax Tmax T,
F¥| (ng - hr/mL) (ng/mL) (hr) (hr)
T RV A A F L BE Smg [Me 60 12.62+4. 27 0.86=+0. 42 4.9+2.3 10.2*x2.6
Ut h—/L8E Smg 60 12.24=+4. 17 0.81=%0.50 5.4%£2.5 10.4£2.9
T RV ZAHF B 10mg Me | 120 |1 29.87x11.17 | 2.70%+1.71 2.4+2.2 11.2=%2.3
Ut h—/L8E 10mg 120 |1 29.64+11.84 | 2.25%+1.18 3.2£2.6 11.3£2.6
Mean=S. D.
MM AFE R FE N QNS AUC, Cmax D /3T 2 — 2 %, BB OBIN, ARIE OFIURIEL - R % O R B S

iz X > CTRZD RN D B,
UTOHRENRSHD Y,
%%WA%%KS\w %&U%%g% CHERFICH IR OB G Lz & & o MmiER R 2RI T’

54 0.6~0.9 REIC & IMAERRE 27 L&,
$ﬁf&@mmi&5%’%ﬁbf%ML\%ﬁ
AIEDRNEREIT - O 5 BOFE T

9. 4~10. 7 RS O TIE T L7,
I Hp R P B R P R OVl
TREEE RT EE BN,

I e ML
EF—ETHY .

1) RENIOAERE N TS HE - HEIX, D@, AT MR AZF oL LT lmg 2 1 A 1 R O#K 5
L. A, SERIC iwﬁaﬁﬁﬁéﬁ‘irmﬁAi FEalL AT —/LMETIE 1 H 20mg £ THETX,
FiREE 2 L AT 0 —/VIETIE 1 B 40mg ETHETE 5,1 TH 5D,

(3) thzgssk
LB L

HEE - HHREDEE
TVIL 7. fHEAEH ) DIES
UTFOHENRH DY,
HEFERNICAIE 10mg Z Al T RO EBZICHERR A& G LR REORIGH
KTFTD2H00, WIRITIZE A EREEZIT 2o T,

EiIFRFEIZLY

.17.




BYLRERIN/INT A—4

() A E
T— A ME

(2) WUIEE TE L
M E R L

Q) HERRETEH
kel (hr™) : 0.100+0. 028 (fdFEREL A B F 12 SmghE HAIHE O ¥ 5.0 - Mean=®S.D.) ®
0.082£0.020 (fEERA B 112 10mgHE B[Rl [ % 5-FF : Mean=S.D.) '

DHo2IVTF7IUR
M E R L

) R mEE
REERR L

(6) Z Dt
AR L

B&EH (REaL—ay) @

(1) B4R A3k
TR L

(20185 A — S EHER
AR L

% YR

MY BRI L

LIFO®ERSH D Y,

fRERERR AT AZE 10mg 2R TR OVBZICHBIRR D # 5 LR, AROWIGEE TAFICLVET
THHLOD, WINRITITEAEEELEZ T 2T,

kil

(1) % — A B P9 @ i
R ER R L

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

Q) EA~DBATH

IVIL 6. (6) K 3LAR) DB M
(4) BB~ DB T
AR L

.18.



(5) T DDA~ DBITHE
DR L

(6) MIFPELESE
B R L
UTFOHERH D VY,
b NHEZ X7 FEASRIT 95.6~99. 0% LI ECTh B, (in vitro)

6. H

(1) FHERAL R U BHR R
AFNX., FICHBICBWTER LE S 2,

Q) RHICBEE5T 58K C(YPF) DHFiE. HFEE
AANE, F& U THORDHEER CYP3A IC LV (R#H s D,

Q@ PEBBENRDEERVZDEE
HREERR L

@) REVDOEEDOEFERVENL., FELESE
M ER L
UTFTOWENRHD Y,
R AT A 10 KON 40mg ZHERR A LG Lz &, MEPICT I FEAMEONRCEUBRD 4
PLDKERALIAR M-1) KO 2 fLD KRR (M-2) 23R S v, AR FIEMHEREmIEI -2 TH o 72,

7. Bt
A v/
LFO®ENRSH B Y,
fEFERRAIC MC-T M ARRAZF a2 E Lz L & BARRORPPMRIImO TERLS (K2%), FEH
\CRZEARR, M-1 B ONM-2 N ENFRE P HESRED 8. 3%, 11. 7% K TN 18. 2%HEHt S ui-, HiZ, Me-
7 MARZREZF AW e MEH RYRIEER TIX, &5 ST EED 43. T~70. 2% 23 A IZ
PEfE S du, REBERDIENIT M1, M2 LON-2 D7)V 7 v VRIS IRMEE S iz,

8. FSVARKR—E—IZEHT BHI1EH

P-PEEA'E (P-gp). FLEMHM4EEE (BCRP), AT =42 N7 AR —%— (0ATP) 1B1/1B3 OIEH

Thb,

9. BMZHIZCLBAKRER
MR L

10, BEDEEZXEITHEE
sk L
LUFOBENRD 5,

(1) B p e b &

SRR R R OVE S RERE I CRA 10mg 2 1 B 1Rl 2 AR ER DG Lz & & B lRekEE L,
KA OEZN) R OENENREIZ B L RIES oo T2 Y GMEAT —4),

(2) Ftne e & B

AR A K O REZE o 8 B I AH 10mg 2 1 A 1B 2 W EROKS Lz & &, L RE
TITBEEER AT T Child-Pugh A 83 &% (8 Child-Pugh B |2\ T, Cmax TIZFNZF4 5.5
RN 14,4 15, AUC, .y, TIZZENFI 4. 4 (5 KON 9. 8 {5 DN, Tmax TIXWTHE 1/2 OEHENR
S AERINITIE E A E B Lo T, Fio, MIEIREICKT 2ERICITZEZN eh o7 (ShE

.19.



ANT—4),

(3)

feE i (66~73 %) 6 PIRUHEHEHE (20~22 %) 6 HillC, AHl 10mg A THERA®KS L7

FER. BEE IXEFE TN T Cmax LTV AUC_ 1359 2 fEISEEIN L7225, Tmax B OV Z= IR

LR T= D,

) AFIOEKRBSNI-FAER AR, 7 hAARAZF L L LTCTlomg a2 1 0 1ERAOKRETH D,
7ok, . FERICEVEEHETE 208, HEOELAIE, M2 LA 7T e —/LMfET 1 H 20mg
FC. FEME I VAT e —)LMIJET1 H 40mg £ TOHETH 5,

1. Z0ih

AL

.20.



{EN3

VI. &% (ERLOFESF) ICHAYHEAB

ERNBEFDER
EZN TV

T

s

2. ERABREZTDER

2,22 (ROBEIZIZEBEELEWNI L)

2.1 AR DAk UIBBUE OB EIRD & 2 B

2.2 FHGHEEDMET L TWA EEZLNALUTD X S 7B

SVERFS ., BYERFR OSPERE . PR, . $E [9.3.1, 16.6.2 &R ]

2.3 M SUTIEIR L TV D AIEEME D & 2 M R O 3R (9.5, 9.6 B ]

24 7L HFLENL - BT LA AENLEEREROERE [10.1 58]

3. MEEXIFHMRICEET EE LT DEH
(V.2 BREXE R BT BT BT 52 L,
4.

AERUVRAEICEEY 5XE LT DHEH

AL

5. ERLGERWIE L ZNEH
8 EENARMIE

8.1 Ho1Lma L AT u—/VIEIGIR DK TH 2 BHHIELITV, FIZEERIESC M,
WD ML DRED Y A7 7 7 7 F—OBEHES +3EET L2 L,

8.2 fh i h AR EE 2 EMIRIICHRA L, 16HR IS 2 SIS O bR WG A ICiT&kE 2
k4252 &,

3 BUEMFREOHRBH LoD ENRHHOT, Eh - EE, BREEOERNH Hbh:

GEWZIEIAR ZRIE L, EREICEET D X 5 BEITEET 5 2 &, &5 PIIREMMA T

B LV 128 E oIS FILLE, ZRLBRITEHA CEEIC 1 F%) IS ERE 2175 =
Lo [11.1.3 &HR]

8.

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

5 BiffE. HMRENDOLONDZENHDIOT, O, R, EFERERSOEROBHICE
BEToLlbic, EHPICRELRITY 2+l s21To 2 L, [11.1.7 &)

6. BENERZHI HPEEHICHIT IR

() EHE - BEEZFDOHLHESE
9.1 GHHE - MEEZFEDHLHESE
9.1.1 BREDEE

BERFZEASEDL LD D,

1.2 BREFREBENHODLON LT VEDHRENHIUTDEE
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KEOUHISCE 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)J]. 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 pregnhant 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 NZ 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
(2023 TH7 7 A)

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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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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