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B SRR (%)
PR FRHE R AR A e
[EILZe BRI (BZANRZZF L DEE | (B ANRZREZF L 0D EE
5mg [AG]) 2.5mg [BIVG])
pH1. 2 15 4y 101.3 101.9 e
pH3. 0 154y 100.9 102.0 pay
50 [a#in
pH6. 8 15 4y 93. 7 97.4 A
7K 15 %y 93.8 97.8 A
* 0 FNENORBRSMICH T HHEELMEP. 7T 22K (n=12)
GREREFIDE < DiEH =)
B AR
) T B A TR HL R (%) + ] E*
. A e 4y R +
| R B2 DEHIE (%) TR
94.5, 104.2, 104.7, 101.1., 103.9, 100.7
pHI. 2 15 4y 101.9%+3. 12 A
102.7. 105.4, 104.4, 102.2. 99.2. 99.3
98.2. 103.0, 104.0, 100.8., 105.0, 102.7
pH3. 0 154y 102.0+3.31 ke
106.7. 103.8, 104.0. 94.5. 100.6, 100.5
50 [a]fis
98.1, 100.4, 97.1, 94.6, 100.7. 97.3
pH6. 8 154y 97.4+2.75 pay
99.6, 98.7. 95.9, 99.8. 95.3, 91.4
96.6, 97.6, 99.9, 98.2. 102.0, 91.6
S 154y 97.8=+3. 20 ke
93.5., 99.1, 98.6, 96.2. 103.0, 97.6
* 1 ZINLENDORBRGSEICR T 2 ELELEILP. 7T 25 (n=12)



<PaEHEEhC I T AP >

o ANAZF 0D bE5me [BIVE)

[ RIS O LY FHRIEERBR T A R 7 A4 VHEO—HUEIZOW T TREN R 2 8FE MO 7=
D OEYFRR LR T A RT A4 ) AR 0229 5 10 =5 - B 1 V4 (P24 42 H 29
EERP)

RERAGE A R—ERBRE EHRBRE O RLE)
ARBRSRAE
BRI 900mL
ABRIIREE : 3710.5C
ABRHE - OpHl. 2 A AR/ H s 1)
@pH3. 0 #HH 7= Mcllvaine OFEMEIK
@pH6. 8 H AL R S5V HFBR S 2 1)K
@7k
[EldA% ¢ 50 [Al#5* (pHL. 2. pH3. 0. pH6.8, /K)
HEREL - & 12 Xy kL

K NTORBIEIZF T, 30 s LANICEEERG, RBREG & 6127 85% UL Rist L7z 2 L
O, HA BT A AT 100 [BI§E T ORER 2 Al L7,

HEFEYE

<pHL.2, pH3.0, pH6.8, 7K, 50 [ml#5E>

PRAERIAI DY 15 53 LANIS P 85%LL HIRHI T 2456
ABRALAI AN 16 5y LIPS ) 85% LA EVAH T 24, XU 15 53123617 2 R A O F A Es Hi R 3
FRUERLH O EE IR £ 16% OFIRICH 5,

B R« m AR ZF 0D $Ebmg [WTR) 13, TRRFEERLOEDERFERBRT A FT 1)
DIEHRBROIAITHE > TRBR 21T o 7/ R HE ST~ T o HRBREIF IR W TREUMEDOHIE
AAETHE S L, FERA L O HEEEIEEP L Th D LHES U,

ABRIED pHL. 2, 50 [ ABRIED pH3. 0, 50 [Al#R
120 - 120 -
100 - 100 -
g0 # g0
H H
£ 60 A £ 60
g’/; 40 A ;L; 40
20 - 20 -
00 : ; . . 00O . . , .
0 15 30 45 60 0 15 30 45 60
B (53) B (59)



ARG pH6. 8, 50 [Hldx ABRIE@ 7K. 50 [AlHx

120 1 120 -

100 100 A 1 -
B g | B g0

H H

£ 60 - £ 60 1
% 40 % 40 -
20 20 -

0 O— : : . : . 0 O— : . : : .

0 5 10 15 20 25 30 0 5 10 15 20 25 30

B (59) ER (59)
—@— RRWA (m ZAZZF 2 0D §E5me [HIA))

(
—O— EHERF| (7 LA h—/LEE bmg)
BT 30 0 2 JESL ) e e
n=12
ARNRAF0DEEbmg TBAAR] OAHEESICHITHEELUE
(GRERE K| KR VIRERE| O F B HEED L)

& OX/NREF0DEEdmg TBAE] DBRHEEE T HEEE
GREREFH| R CIRER K D F R H RO HLE)

Y SR (%)
| e | PR HE
[EIL 7= PRI ( I/X,T:*‘/I/ﬁr;]z"Bm) (m AR LT 0D §E
& 5mg THIE1)
pH1. 2 154y 93.0 101.3 A
pH3. 0 15 4y 85. 7 100.9 e
50 A5
pH6. 8 15 4y 96.9 93.7 A
7K 15 %> 90. 9 93.8 e
* o FNENORBRSLMICE T 2 HELMET, P.9ESR (n=12)

10. &5 - 2%

(1) EBRDERES - %, NMELHHEES - QRCET H15H
LB L

(2) B4
(B ZARAHF 0D B 2. bmg [HHIR )
PTP f# 100 §& (10 §£X10) 500 && (10 & X 50)
NTEEE R MV, HLEAIN) 500 BE
(v 232 % F > 0D §E bmg [HHIG )
PTP &l%E 100 & (10 $EX 10)
NTEEE R MV HLEEAIN) 500 BE

Q) FlEE=
BA=RSANA
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11.

12.

b BEmDOME

PTP 214

PTP > — b : KUk =1, T I=0 A
vo— Rz FLr, TILI=TN
I i

NTaEE (FRAIAD)
Ahv:R)=FL v

Frv S ARV L

NRyFr Ry FL v
O R =F L

I i

AERBt SN D EME
Rk L

Z Dt
AR L

_11_



ARICEI 5B

e LR

SO LATO—)LfE. REMS3 LATH—)LIE

MEER I RICREES 53EE

5. %hEE - WRICEEET 5FE

5.1 WA+ mELERL., ma L AT —/VIGE, FEE =2 L 27 10— VIljE Th
HTLEMER LI ECAAOEHAEBET HZ &,

5.2 FiEtEmE 2 L A7 v — VIMGEREHEASERICOW T, LDL-7 7 = L— 3 RZED JESMIEE D
e LT, 0NN S OIRRIENEMAREERGAICARIOEA 2 EET 52 &,

RZERUVAE

(M HEERUVHEDHESR
WE., RAIIZa ARZEZF L LT 1 H 1A 2 6mg k052G 50, BEIZ LDL-=2 L
AT A=) EEK TS ELXLERD L5A5120E bng K VESZEEBLTH LW, 2k, Fi -
FERIZ L0 EER L, BGBAR S D VT &%, 4 HEREIZ LDL-2 L AT a— LEOK T
A2 GE I, Wik 10mg £ TR TX 5, 10mg Z#5 L TH LDL-2 L AT 17— /LfED
TR+ TRy, FiEMEEa L AT e — VIEBRE R EOFEERFICRY, SHICHETE
BN, 1 HEK20mg T TET 5,

Q) AERVHEEDERTERE - 1B
M ER L

RAERUVHAZICEEY HFE

1. % - AEICEET 5FE

11 7V 7F=0 2707 T AH 30mL/min/1. 73m? Kiii O BE IR 5T 28B40, 2.5mg KD &
HEBM L, | B RE5EIEomg 35, [9.2.2, 9.2.3, 16.6.3 &H{]

7.2 F51Z 20mg e G-RFICB W TR REICHEER S bbb BT NRH 5, 20mg BE5-BEAT 12
ECOMITFERL AT 1 E, 2R LEITEMR CEFEIC 1 [E%) ICBEERELITO> 72 E, 8l
BATASIATHIZ L, [9.2.2, 9.2.3, 16.6.3 ZH]

R PR AR

MEBET—2 /v —2
M LA

(2) B PR EEIRER
AR L

Q) AERICERFRHER
(V.5. (4). 1) AERGERARR] OHEZM

(4) #REE RO ER

_12_



1) BRI
(B L 27 u— )LIE)
OUFEFNEF MAE S s 5BR
ma VAT e —VIERE ZRRE LT EHEHERIEICEL Y Eii s nmiRics T, AKH (5~
80mg) ' IXT RS2 ZF L (10~80mg) % 1 H 1 [8] 6 WIS LR, AANIX, LDL-= L
ATHa—)b, alLA7Ta—/L FN) 7 U&D RIIKTFREEZ, HDL-2 L A7 1 — L 3HN%h
BA R LT-, £/, 7TREAB, FHL- 2L 270 — LA ETSE, 7REHQ AT Z8INESE7-,
HZ, IDL-2 L A7 a—)L/HDL- 2 LV AT a—/Lith, a L A5a—/L/HDL-2 L A7 a—/Lkh, 9F
HDL-2 L AT o —)L/HDL-2 L AT a— Vi, THREHAB/TREA AL HAETFEET-,
AKNOFEDIL, Beh% 1 EBUNICH b, 8F 2 B E TICRRIED 90% L o7, &K
HFEITEE 4B E TITh Db, TO%RER LT,
BIVEF S BIMERE 1X, K Smg P 5-HET 10. 5% (4/38 i), 10mg ¥&5RHETIX 15.6% (7/45 B) . K&
N 20mg FeG-HET 17.9% (7/39 %)) THotz, WTHOEERETEH ., 3HILLERE LZgERITA
Mol 19

<BFEHX 17.1.1 L 0#REE>
) AFNOAZR S HYE - AR V.3 HIEROHE] OEBROZ &,

QEWE T AHBR
TEEBRIEICL Y FEE SN TRBRICIBW T, AH 2. 5~20mg 2 1 H 18] 6 &S LZEROMmIENE
HEDOFHERIIRDO LB ThoTe,

% MEEEEOTHEILE FHILATO—LIEEENRHR)

Py 2. bmg 5mg 10mg 20mg

(n=17) (n=12) (n=14) (n=18)

IDL-2 L A7 a—L (%) —44. 99 —52. 49 —49. 60 —58. 32
oL z2Fo—iL (%) —31. 59 —36. 40 —34. 60 —39. 58
FD)ZUEY R (%) —17.35 —23.58 —19.59 —17.01
HDL-22 L A7 a—/b (%) 7.64 9. 09 14. 04 11.25
TREHEB (%) —38. 56 —45.93 —43.97 —50. 38
TREE AT (%) 5.42 6. 25 10. 61 9.72
TREAAT (%) 0.38 4.27 7.78 7.73

BIVERZSBISEEE X, AK 2. 5mg B2 5-BET 38.9% (7/18 f4i) . Smg BEHEET 20. 0% (3/15 f4]) . 10mg

B HRET 13.3% (2/15 B) . KON 20mg ¢ 5-8EC 47.4% (9/19 #)) Th 7=, it 67 FlicH\T 3

BILL RS S -REIER ., B, CK EH ROy 6P EH (% 341) ThHo7z 7,
<EFERX 17.1.2 L 0 ifizit >

2) ®&MHAER

(B2 L AT a—/UILE)

WAL AR = 0 e -kl

ALV AT e —/VIERE 2t L LT EHEMRIAIC LV EE S 23 BRIZIB VT AA Smg X
X 10mg 55 E2 MG LE IDL-2 L AT a— l#2SNCEP U KA RS54 o BEfEICET S F
THIE L7z, 52 R I\ TR 55 0 bmg % 10mg DR 5% 5 1T T TIER OEIG 1L,
TNEIT6% (92/121 fi) }T¥82% (88/107 f5i)) THh -7,

BIVEF D F B3R I3AH Smg BE T 29. 4% (40/136 B) . AA| 10mg BET 26.5% (35/132 ) THh -
7’: 18)O

<EFIRX 17.1.4 X Vit >

) AFNOEB SN AE - AEX V.3 HELROHE] OESROZ L,

(65) BE - HEANHB
LR L

_13_




(6) SR AafE A
1) ERARERE (—REARERE. HELARGERE. FRARBELERRE) . 8ERTERT
—AR—RRE. WERFTRERABROAE

A LR

2) AREHBELTEBFEDABXITERELI-RE -

AR ANA

(7 =D ith
(B2 L AT a—/VIME)
HEA 56 T AH R BR

“HEREICLVERINTZ 3

VEBAINCSET L Z LRRD LT Y,
& MEREEOTEHEILER GHEASI LA TO—/LNESBENRHER)

AERDOBE

HEBROERMT — 2 2 F L7, KKl dSmg i 10mg % 1 H 1[0 12 3
f#RE LB MERE O EHERIIFRO LB THY, B L AT o —/VIMAERE DIFE L X

BhH2 5mg (n=390) 10mg (n=389)
IDL-2 L AFa— (%) —41.9 —46.7
warzxra—1L (%) —29.6 —33.0
) ZUEY R (%) —16.4 —19.2
HDL-22 L A7 a—b (%) 8.2 8.9
FEHL-= L 2T u—)L (%) —38.2 —42.6
THREHB (%) —32.7 —36.5
TAREHAAT (%) 6.0 7.3

_14_
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VI.

\

EEHE(ICEY DIEHE

FEPHBEH DL AWML A YR

HMG—CoA 3= Jr ¥ 3 B E Al

(FINRNREZFUF R TA VONREF Y TUNREFT ST RN TA T MVANRETF )L

T AKFY), BENREF T T N)
HE  BEDOH LG DOREE « R, BHFORMNLEELZRTH L,

EEER

(1) YEFREBAL - VEFIR

1) EHEL
AFNLEIHFIRIZ 546 L TIER T 5.

2) TEHHEST
0 ANARF ANy AL, FENICEEIICEY IAE N, kR CToa L A7 a— VALK ARD
AR Td D HIG-CoA IRITEESR 2 I D OB AMICIAF L, 2 L AT v — LAEGRZ B I
WT 5, TOE, FFENOa L 2T o —LE&MET L, ZHhE4 5 72 LDL Z /ORI NTHE
BIXND, TOLLZEEEZNLT, aLATa—LagfFROEWY REHTH S LDL O~
BV GAHDBEEM L, a2 L AT7a—UBME T 5, AFIE, I Cixd: & U CrEdhifat -z L
THY AT, TEEBFPEN AR 72, REBNELE R 2 R 2 WL DR ER I ITE Y A F iz <
<. FFEREAZ2 IMG-CoA BB TRERMER TH DL L EZHND 2,

Eﬁ /)Q)t 18. IJ:D$EHE>

(DHMG—CoA = ez R L E/EH

BANRZEF U HNT T AT, Ty PR MFI 27 1 Y —ARRD HIG-CoA 3Bt » Kk

I HMG—CoA I TCEEE Dfififi: K A 1 > %) (26f L CLEEM 2R L= (in vitro),
<EFIRX 18.1.1 L v ifizit >

Off 2 L A7 v — /LA RRLEEH
BANRALF AN T ML, Ty MO 2 V2T a0 — Ak E AREIFICE Lz 2,
<HEFIRX 18.1.2 X v isit >

OLDL Z AR EEH
0 ZANZEF o H T A, b TR H SR HepG2 ARG LDL 52 2545 mRNA OIS % i B A7 12
FHEL, /o, DL EEATEMEZ BN &7 (in vitro)

<HEFIRX 18.1.3 L v ifizit >

(2) TR MT1T BHHRERMAR

1) M= 27w — /KRR
BANRRLF U TN T NE, AR D=7 AHL 0 WHHL 75 F (b hFEREEa L 2T 0
— VIFEDEFNVEW) P IBWTIERa L AT e — 14w, £7-, TAREHA E3Leiden F T > &
Vrx=v /<A (&VLL MEET LEM) ¥ KOt 7 REHAB/CETP (2L AT 0 — /LT AT
NWEREEH) PV AV 2=y /<7 R (8 hOoa b AT o — UREHIHED L IEEGEEREZ A
THETAEY) O B TCRmMET 2 L AT e = L EAFEBICKR T S8, 4 XITBW T
HMG—CoA 3B TCEEE D SISFEY T 5 A 31 LR O (ML E % F B R AR AR R & 172 29,
<BAUSL 18.2 L vzt >

_15_



2) B RAEA b A i £

0 ANRZAZF AN AE, WHHL 7Y FI2BW T, KBROIEEILE IR, 2L AT o—LE
BOKTZ 67206 L, BRMELIRE OBERZIif Lz 2,

<FEBFUSC 18.3 L v#zE>

3) MU ZURV NMETFIEH

OANRZAAF LN T AL, THREHR E8Leiden FT VAV 2=y /< U A/ T REH

B/CETP h T v AV 2=v 7<= ADMFEF U 7V FEEF SR 29,
<BAUS 18.4 L v i#inge >

(3) fEFISEIRRSR - FERIET
MR L

_16_



VI

EWEREICERT DIEH

1

(1

(2)

HIREDHS

AREAMGMPRE
AR L

BRAREBR TR SN -IMPEE

1) Hi[E# 5

fEFER AN 6 Bl o AN ZF U N T N bmg O R CTEMERFICHBEIROZE G Lz 2 A,

MAEFR T AN F YRR T H 5% 5 RIS Cmax 27~ L, TSR (t,,) (320,27, 8 BifE] T

H o=, 7=, Cmax LTV AUC,,,, 1FZZFH 3. 56+ 1. 35ng/mL (X 31.3+13. 6ng-h/mL TH - 7= (F

P fiE F AR )

B, BARREFUORNBIEIIME CH DL EEZX LN TS GHEAT—#) 2,
<ETIRI 16.1.1 LV #izi >

2) piE®RE

R ABIE 6 Fllce A NRNZAZF LT A 10 LN 20mg 2 1 H 17 BRE., 228 IER D
G Lime 2 A, 5% 24 FEo M o A2 2 FURE TR~ IZ ER L, KIE#RE 3 RIEIC
IHIFIEEFIRREICEE LT, EFIRREICIIT D AUC, o (ZHEHRERD 1.2 {5 TH Y . +OfEITH
R TOREENSDOTFRIE L FRETHo7-, LizNno> T, MEHREICE 2 TR EOERBMIX
RNEEZ LN, B, BRANIBIT S Cnax [IAEAD 1. 1~2.3[5THYH . HRACEITS
AUC IIAEAD 1. 4~2. 55T - 1= Y,

& BEAABEICETS50RNREFUOEYEFE/ANZA—4 (n=6)

& Cmax® Tmax” AUC) " AUC,_.." t5"
(mg) (ng/mL) (h) (ng * h/mL) (ng * h/mL) (h)
B [A] (2481) 5 (4-5) 74.2 (56.0) 126 (39.3) ¥ 15. 1+5. 36
10 :
=ig (3132) 5 (5-5) 90.5 (67.0) 167 (30.0) ¢ 18. 4+ 4. 629
N 20.5
BATA] (54. 6) 4 (3-5) 171 (53.0) 209 (50.1) 19. 1%5. 81
20 :
i (zé'é) 5 (5-5) 206 (63.9) 248 (62.2) 14.8=%5.76

a) RfTPEHME (ZERE) . b) o EEPH) . o) MM SR 2=
d) n=3, e) n=4

_17_




(ngim)

100¢

Jini} o= 2mg

%E —+—10mg

o 1}

A

FA \

A,

o I \

:J:I'- -

w1 |

3 : N
0.1 L — L . . L — L :

0 24 48 T2 96 120 144 168 192 216 1)

HfE

X RERABHICEITS 18107 BFREZORSHOMNFEPORNRE FUIREHR
(BT EHELFRERE. n=6)

Bl AT — LISERE AR 2. 5~20mg 2 1 H 18] 6 WEER D #%5 L, EFRIED M
O ANRARFUEERRE LT, @2 L A7 — VIIJEBREOMIET o 2 N2 % F o a3 H &2
VEIZ LG LN L, BRI T (& 5% 10 FE O/ F-)ME, 10mg : 4. 06ng/mL, 20mg :
9.82ng/mL) CIZIFFARE TH-72 %, ek, KRB CTHANEAAORREZ K L-EZA, H
ANCET B EFREO M a ZA N2 ZF U REITAANOR 245 TH 72 %,

F® BOALATO—)UIMEEFICETAEEREOMBRIORNREF URE

B Mg e 2 N2 %2 F L RE (ng/mL)
2.5mg (n=16) 1.26 (72.7)
5mg (n=12) 2.62 (41.5)
10mg (n=13) 4.17 (75.5)
20mg (n=17) 11.7 (50.0)

A (BEMRED) BRMBER - £ 51 7~16 FRR
<EBFU 16.1.2 L v #EEn >

3) FGREH DB
SME R A 21 FllZ e ANAZ F oV A 10mg 227 2 A4 —/N—ET 1 H 118 14 A,
PRI THED DUVNIF% 6 BRSO G Lz & 2 A, i o A N2 % F R EEHER (3 ¢ 5. C©
FEECH V. AAIOKRNENEITE G OREEZZ T 2B bR,

<EBFIRX 16.1.3 L v ifizic >

4) RO R SRR

o ANZAZF 0D EE Smg THAYER] -

(MEF =IO FIREETA BT A L HEO—HUIEIZ DWW T AR 0229 55 10 5 -
IR 1 CERK 2442 A 29 BHAH))

o ANAZF 0D §E bmg TBHIE] &7 LA M—/L8E bmg &, 7/ R AF—R_—iElIZ L ZhZFh 1
B (@ ANAZF L LT bmg) ERAS FIZKS Y KUUKZ L CHE B O &5 L CiiEd
RECRIREZHE L, BN EYERE ST A —% (AUC, Cmax) (22T 90%1EHE X EVEIZ T
FERHRNT 21T > T2/ J. log (0.80) ~log (1.25) OFPANTH V. WiH DLW IR Z M R
Entz®,
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(ng/’mL)
6

—e— T ASAYF YODEES mel Wi
s L~ o 7 VA F—VEESmg
M (Mean+SD.. n=16)
£y
=}
2
2%
2 3
o4
>
&~
o 2
B
1
-5 .
. B —

5mgOD RIS S RFMMITR OR/NR 2 F VEEHE kHYIRA)

(ng/mL)

6 -

— e BANAYF ODIES mg[ WG]

P I fo R Z b2 b — V5 mg
i (Mean +S.D.. n=16)
% \ #ACTIRA
[= LA
o
A
PATIS
2 3
4
>
Z 2
i
BE

1

— P
0 —_ T — &
24 48
B (he)

5mgOD eSS RFMMITR O R/NR 2 F VEE#HE k7 LIRA)

&K EYPENS A4

HIENT A—H BEINT A—H
2%2? AUCt Cmax Tmax T,
(ng * hr/mL) (ng/mL) (hr) (hr)

HANRLT 0D S 16 40.37%£11.89 | 4.05=%1.27 4.6%0.6 14.05=*10. 31

i 2 one (914
i
D |7 LA b —/bE 5mg 16 40.96+13.10 | 4.36=*1.29 4.1%£0.7 11. 16 5. 65

0 ANAXF L 0D BE

+ + + +
H&’7k Smg [HAI4 | 16 38.83X18.49 | 4.12x2.11 4.3%20.9 13.52%10. 55

A
| .
Lz h—ngi Smg™ 16 37.07%£16.78 | 3.95%1.92 4.4%0.7 12.65=%9. 85

/K CRRH Mean=S. D.
MAEFRIR EEIF TNT AUC, Cmax SF D /X7 A — &1, #RERF ORI, (R OBEURIEL - FEf % O BRS
RIZ K > TR DR D B,
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0 ANZAZF 0D $E 2. bmg THAVR)

T ANZA L F 0D $E 2. 5mg [BIVE) 13, TE &R 28 0 B RAI O LY 7[R SRR T A R
A4y CERR 2442 H 29 B, SEARAR 0229 45 10 B) ICHS%, B AR FZF 2 0D 6 5mg
(B ZAEYERA L Lz b & IEHEENE L, AWPENICRE L sz W, (TIV. 9. 1A
e DEZM)

Q) hEE
AR L

4 EE - tREDEE
1) BEORE
SE AR 20 Fllc e ANRZEZF U AN T A 10mg 7 2 AF—/N—yET 1 H 1[8 14 B4,
ZeRERE (5 3 HEH) HDAWITRBZICROEE L, B%EE Lz L & OABIOWINIZZE R
RTESLNTH Y, Cnax [TBFICL > T20%E T Lz, L, BEBEGRED AUC, ., X2 ME R
5D 9% THY . AFIORNE~DEEDOHEIRNEEZ LY,
<EFIRX 16.2.2 X Vit >

2) DFRZROZE

Ol Al

HIERA 2 RIFFOF G L2 A . B ANRNAZF 2O Cmax MY AUC, 1 EZNEH 50% K TN 46% £

TIR T LA, m AN EF e 54% 2 RIS HIER A2 B 5- L 72358121, v AN A X F 0 Cmax

OV AUC, o VX ZENENIEBEBED 84% X T8% CTdh o 1= SMEATFT—#) O, [10.2 £H]
<BFUSI 16.7.1 X v ifisig >

OPYA=F-S %
I ARY EBRGINTWLLBBEEEIC AR TF U2 LTt &, mANRL
F D Cmax SOV AUC, gy VL AREFER AN AR TGS G- L2 & ZIZHARTEN L 10.6 5LV T. 1
fEER L GFEAT—%), 1 AN HFF 0% 0ATPIBl 4 L CAFlRICE D A £, o7 1 AR
U NIZORVIAAERETHZ LICE > T, B ANRAXF U OMFEPREZBENIED EE2D
nTnD W [2.4, 10. 1 ]

<EFIRX 16.7.2 X Vit >

@Fr747a
FET 4 Ta (REARAR) EOFREG L&, B ANRNZREZF O Cnax Y AUC, 1 EE 1
TR 2. 21 5ROV 88 fFITHEIN L7z UNEAT —4), v A/NAHXF 2% 0ATP1BL %41 LTI
RVIAEIN, LT 4 70T VEEORYIAHLEZRETHZ LICL > T, B ARZXZF U OMgEH
BEZRNSELEEZLATND 2,

<EFIRX 16.7.3 LV ifizit >

D Dth D> HEHA

0 ANARF o ORWNENREIZ 2 IE T P450 [LERI OB L T 572 Dlc, 7/v a5 —/L (CYP2C9
FONCYP2C19 DOFLERD . 7 haF Yy —, 4 T aF YV — AT 2u<A 2 (UL CYP3A4
KO PHEAORER) & OGFHARERZE M L7223, AR EERITED otz (FE
AT —5) ",

I 7 7 U (CYP209 TN CYP3A4 DIVE) 8 HWMET Y T X v OIENENEEIC MIET B L HMET L
723, ERWENREAM EAEITRD bR o UMEAT—%) 9,

CYP3A4 FHEANEH OF AR 572010, BOBHTEER L O ARBREZ L L =208, =F=/1L=T X
k7 A= O MIEFREISHEA I BT, 7 AN ZF L CYP3AL ICXT 2B E 2R &
nnEEZSNE GEATFT—2) 9,
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<UL 16.7.4 L V#EzEE>

(1) R AE
Moment ¥4
(2) WU E FE L
B R L
) HELEETESR ®
e e B .
HAA (B 2AR2HF v b L) kel (hr™)
R oDk ; 5mg (K& Y A 0.0732%0. 03962
HASA ST ODigbng [BTA 5mg (K72 LR 0. 0884+0. 05992
AR AT+ (% n=16) Mean=S. D.

WHYTFUR
LB L

(5) TR
LB L

(6) Z Dt
LB L

BEH (REaL—L3v) @

(1) B4R A3k
TR L

(2) /85 A — 5 EHER
LB L

4R

AT =R

TEFRRN T 10 BlZI1F 2 1 AR Z F o OAEYFRIFIAERIT 29. 0% (90% (54X M : 24. 1~34.9)

Thotl-, Fl-. BIRNEE L TH N0 ARZEZF ORI VT S A /ROE 27 VT T 2%

FNEN3LIKILEL/hTHY 0 ANRRZF I EICHIBIC L AHEEZTH L EXLNREY,
<BFEX 16.2.1 L DERFEE>

7%

(1) % — RIPT BB
TR L

(2) it — A ARREPS BB 1
LB L
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7.

<BE>
MVIL 6. (5) 44 ] DIHZE

Q@ FHir~DBITHE
LB L
<%E>
MVIL 6. (6) 3L | DS M

) FEHRERA~DFBITH
M E R L

() Z DDA~ DFAITH
AR L

(6) MWELFESE
b MISEFICK T 20 AR EF U OEAMBAEFIL89.0% (AARN) ~88.0% FLEAN) THY .
FHEAEHAIIT AT I ThoTm W,
<BFIRXL 16.3 L v #REL >

5t

(1) RBERL B ML SBHR B

HE SRR A B 6 Bl MC-m ARAZF Uy T A 20mg HHERRORE LI Z A, RE
OFEHAFET D HRED ERAMIREILIRTH O | JREF O T2MHWIL, VA F AARKE D
55 7 AR TH T 9,
b MIAEFITIE MR FAARKR YN 55T 27 b AR S H72 73, HMG—CoA 3 Jrl# 5 P ETE PR IR IR
FEIX R ANREF AR L FRIRROHER 2R L, AEHFIZE1F 5 HMG-CoA Tl R B EFIE M 2395
R OFFIZTOT N THDL EEZ BN GMEAT—#) 9,

<EFIRL 16.4 LV #&iE>

QRKHIEAET 5EF CYPH) ONFiE. F5E

in vitro iABR
b MEEERFRIE 2 AN D in vitro WBRITZI T M A F RN AER L7223, & O E 1L IE
IHERCTH o T, T2, MA FALICBI 532 =72 P450 4y 1-FfIE CYP2C9 K& TN CYP2C19 T~ 7=
23, CYP2D6 <> CYP3A4 ANBHH-9~ 2 AIREME & /R S L7z 47 1)
0 ANZEF L (50 ug/mL) 12K % P450 (CYP1A2, CYP2C9, CYP2C19. CYP2D6, CYP2E1 &% U} CYP3A4)
EMEOERIT 10% L FTH-72 Y,

<EFIRX 16.7.5 L D #gic >

Q) VEEBAMEDEERVZDEE
M ER L

) REYDOEEDEERVEEL, FFELE
TVIL 6. (1) FREHENL K OGRS | DIHE R

HE it
ShENREEERE A B ME 6 Bl MC-a A NRZF L H AT T A 20mg FHEERAOBE L A, HiEE
WIS RICHEIE X4 (90.2%) . R BEBEIESRIZ 10. 4% CTh o 7=, £7-. REOFEFH~DRE
LIEPEERIL, ZNENHEGED 4. 9% K NT6.8% Th-7= BEAT—Z) 9,
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<FEFUSC 16.5 L v #EEE >

b3 U RR—E—CET H1EH
AFL, 0ATPIBL J ONBCRP DILE TH 5,

BEMEICK DBREE
SRR L

10. RENEREFHILEE

11.

(1) MEZER OVnikn o 228
NENOBEEFE, BrEmmE ., ZMEEE L OLEREIRES 8 Pllcn ARRZF ULy L
40mg (AGESMAE) P AHERA#ES Lzl A, BHO Cmax L OVAUC, (1FZER Ttk 82% &
WIN%TH o7, £io, FHEH D Cmax LAUC, I ZNENERE D 112% KT 106% TH V| B
R L g DA ORI N E B 2 Hiis Y,

<EIRIL 16.6.1 LV #i5sL >
) AAIOERENTHE - HET TV.3. HELOHE] 0EBROZ &,

(2) MFbEsE D2
Child-Pugh A (227 : 5~6) &AL Child-Pugh B (a7 : 7~9) DOJFREESHT 5 4MNE AR
FHH6FINIT ANAZF T L 10mg 2 1 H 18] 14 HEERO#S L, Mo 232 %2 F
VYR ZE LT, ATREE B D Cmax KON AUC, o 1EIEFERR ARED Z N ZFH 1. 5~2. 1 %K TN 1. 05~
L2fETH Y, $FZ, Child-Pugh A= 77\ 8~9 OME 2 FIZHIT AP L, MiZXTEH,
o720 (2.2, 9.3 ]

<EFIRX 16.6.2 LV H#gic >

(3) BEEHEOHE
HEIEE ORI HEEELA T HHENEST (A~86) ICaANRNARXF U H N T A 20mg % 1 H 1A
14 HERER ARG L, Wb e 222 F U REZE LT, BENDHEEOFREDH 5 E
FTIE, B ANRREFUOMBERREICHTLRBITFZEA RO N>, Ll HE (7
VT F =07 U7 T ALB0mL/min/1. 73m*) OB EED & 5 BFE TIL, ST AT R
DRI 3fEFICER L%, [7.1, 9.2 BH]

<BEBFWX 16.6.3 L DERFEE>

ZDith
MM ER e L
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2. 22 (ROBEIZIFHBELEGWNI &)

2.1 RANO RSk UBBUE OB D & % B3

2.2 HEENMETLTWND EEZLNDLTOL S BAE

BMENTR., BMHIFROSMEME, I, g, 38E [9.3.1, 9.3.2, 16.6.2 &
2.3 Wi OTIER L C W D R[REME D & B 2o R OS2 Abm [9. 5. 9.6 &HR]

2.4 > AR UEEEROEE [10.1, 16.7.2 ]

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

4. FERVHAEICEET HFELEZTDER
(V.4 FEROFRICESET A S 23052,

5. EELEXRMIELZNER

8. EELEAKRNEE

8.1 &MU HE 2 VAT B —/VIJEIRIE DA TH 52 B FRIEZITV, TITEEFRECE M,
WS DR MELRBO) 27 77 7 4 —OBESE L+ BRI L,

8.2 &G HIT M IREME Z EWAITHRE L, TGRS T 2 RIS BRRO bV WGaIcidE 5%
35z &,

8.3 HEPMA I ER 12 B E COMITEAL AIZ 1EL ZALFIXESR CEFEIC 1S (I
e 21T 5 2 &, [11.1.5 BHE]

8.4 M/ NS oD Z &0 DD T, MRRESEOBIEZ 5217 H Z &, [11. 1.6 B ]

6. BENERZHI HPEEHICHT IR

() EHE - BEEZFDOHLHESE

9.1 BHHE - MEEFEDHLHESE
9.1.1 BEHMEBELHODONPLTVNEDHRENHLIUTOESE

s T a— LR

- FRR MRS RE AR TE O B

- BIEMEOmEE (YA he 7 4 —%) XUIZORERED & 5 BE

- AN DR E OB RO H 5 B
9.1.2 EEMBENEXIZTOBREEOH S EE

FIEM S E (R, 250 NEITHEBE T2 0835, [11.1.4 5]
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KENE 7 47 7 — FREREZHHT25E10E, REERDEELRV S S 558 12D
T2 2 &, REARERREREAZ M O BB RARIE D & b b T v, RG0S
SEIiE, I BERERESE L Em L, ARER (AR, W) O3B, K A M
MR ORT I A7 ey ERTONCMmE 7 V7 F = ER%OBERE D BAL 2 38D - S &I
bltbazhikd 52 &, [10.2 2]
9.2.2 BEEXIIZTOHBEEOH I EE

RS RURIE DS F D2 < NEMREREEZ AT 2BETH Y o, BBFHRMARIEICf > T
R BEETEA AL N D b D Z ENH D, (7.1, 7.2, 16.6.3 BH]
.23 EENEREEDHLIEE
AFNOMARENEL edBENNnH 5, [7.1, 7.2, 16.6.3 ]

Q) FHeEEERE

9.3 FFigRElEE R E
9.3.1 FHEENMETLTWEEEZAONDUTDLIHEE

SHFX. BHEFXOAMEE, FEE. . &5

BHELRWZE, TNHOBRE T, AFHOMHPREN LR ITIBZENNH D, £z, KENT
FIHFIZ A L CTER T 20T, IFEEZEBLLIE2B8E0MNH S, [2.2, 16.6.2 BH]
9.3.2 FEEXIIZTOHBEEOH I EE

AFNTEIHFE 340 L THER T 5 0T, IFEE X2 OBEREO H 5 EH Tk, HEELHE
fbEE5BFN0NH 5, ¥rlZ, Child-Pugh 2 3778 8~9 D HEE TIX, MIFEFEEE M T
ol L ORENRD D, [2.2, 16.6.2 ZH]

D ENEReEHT 5F
REI LTV

(5) 4E85

9.5 1147
I SUTHAEIR L CW D RTREE D & 2 e MEIZII R G- L2 2 &y 7 v BT HMG-CoA EITH%EH
FHER 2 KER G LG A ICRIEOFEFERHRE SN TWD, HIZk T, flLod> HMG-CoA
BRI ER T, ME 3 » AFToOMICRALZE S, BIRIZEREFERS bzt
WEN DD, [2.3 2]

(6) =217

9.6 &=3LIm
BhE LN L, Ty bTHIFT~OBIT ARG S TWD, [2.3 2]

(DR

9.7 MR
INREZ G & LTe A O Ve 2 48R & U 72 BRRARBR 13320 L T2y,

(8) =W E
REI LTV

7. tHEEH

10. 8 E1EH
AF#KL. OATPIB1 X TNBCRP O EE THh 5,
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() BERZS L ZOEH
10.1 BAZE BALABLI L)
A% BRARAEAR - 715 BT - fEBRIN

AR v
(o742 FA—
7 V)

(2.4, 16.7.2 ]

V7 aRARY ERE I TH DL
BHEREICHFA L&, 7 rxRY
Y OIM R ZEBT e o oy, ARH
D AUC gy, HMEERE RN AR C R 5
L7z IR TRTIREER Lz
ERH D,

7 m AR Y A 0ATPIBL &
Y BCRP £ DOREZ THE T 5
TREMEDN B B

QHRAFELZEDEH

10.2 StREE (BRICEEI S L)

KA

EEAER - HEE T ik

&R - fabRIN T

7 47T — FRIEHA
NPT 4T T— N F
[9.2.1&0]

Tx/) 747 T7—hEDOUHIZEBWT
1. WO o i PR EE I % BT
B HILTUVR, L L—f%IZ, HMG-CoA
BT L EAR & OO T AR, B
JIE, CK BA, R NRPI A7 e
v ERAEREE L, QR B L
£E 9 BB BRIE D B D D90,

T 751 2 L AR A o L D
AN

FERRIK -« BEEARE BT D IR
KRB R B0 bh
B BE

= F

TV RIS
{ FFaFy

~ a7 A4 RREDE
T 2p~wA 5%

—IZ, HMG-CoA iEITlEFRHERI & Df
T, MW, B, CK B i &
VCRFIA ey FHEERE L, A
T 73 B B e A 2 1R O BRSO Rl g 7
H ORI,

JERRIA T BRRERRE O H D
BE

7=V R PrEEE Al
N7y )

g lEM BT 52 En3b 5, KA
2O 25613, AAIOB 58RI K&
OHEZERICHHAREIICT s e B
VRFHE B (INR) % 2 fER8 L.
MBS LTIV O RBELYH
i 2%, HEEEETHZ L,

il e 751

VN Az SVAVINNE
KL T VS = A
[16.7.1 ]

AHNO M APLEE DK 0% TT 5 Z &
MHE SN TS, KA G 2 REER
I HIEEA 2 & 5 L e 5E 121, A
O 1 F R EE X IEOFHRF O K 80% T d >
77

B3R

| =00 byl ) AR B Nl <l 2
TEYEFEL/Y R FEL
e/ r e

TV AT LENL - ET L
A

Al eEren U hFEeLEFAL
7o & EARHFND AUC 2349 2 %, C,.. DK 5
f&, THYFENLERY M FENEHH] L
AHNZ O Uiz & EARFID AUC 2347 3
{5, Ce 25 7 fi5, HLF EAROY R
EVI A & ARFN A PR LT & 2 ARH O
AUC 239 1.5 %, C,,, 3K 2. 4 LR L7
EOWENDHD, ETAKET L HT L
BT LA ALY B L &
. AHFID AUC 23559 2.2 fi5, C,. H3FI 5.6
G EALIZEOWMERH D,

2 L HEHI A 0ATPIBL KO8
BCRP D AE % PHLE 4 5 AlAE
PER® B,

BT HAE )

KR X7 F2 AL, TAFFLE

HIFGRAE N, R7FTTE
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TAFT L ENL
By SHEAEIL T AFT
LENL s T T TE)L

b, FTIF I TG HEAREN « TAFT L
B RZSTEAD RO L X,
ARENOMAEBEN EH LZ L oREN
»5D,

JL7% 0ATP1B1, 1B3 % UF BCRP
DFERE 2 BLF 3 2 AT R M3
Hb, £1-. TAF T L ENL
75 OATP1B1, 1B3 ODOhE A Fh.
EFTLEREMENH D,

TS FLE N/ TN R
Ev

KENE 75 L EAD FRT LA E
NWEFH LTz L & KHFlD AUC 2349 2.3
%, Cox 3K 5.5 {5 LH- L7z & OHEN
b5,

FEFCEEFA S BCRP OFERE % [H.
FEIDLARMENH 5,

VRAT E I« YL H A
=%

AHN e _NNREZAENVEH LTI L&
AHID AUC 234 2.7 %, C. 25K 2.6 %
ERLEZEOHBENRD D,

AYLRA A E LAY OATPIBI,
1B3 }2 X BCRP Dfe % fH=E
T HAREMN S D,

Zuapsg IR

AFE e s I REJfHLIEE &, K
#Flo> AUC A3 5.2 5 %%, C,,, 2% 5.0 fF E&-
LI OREDRH D,

AL 3 R 0ATP1BI., 1B3
KON BCRP DFKEE A BHE T 5
AREMEN B B,

KFELTT T 2=T LT &,
AFHID AUC 23 3.8 fi5, C,. 7" 4.6 {5 L5
LicloWERH D,

LA 7 = =77 BCRP O
REZ T REMES H 5.

h T~ F = TR KT
¥

KEN & T 7~ F = 7 W ER KT % fHf
FAL7ZE &, AKFIDAUC 235 2.1 %, C,,
BKI3. 0B LA L= DBEND D,

H 7~ F =T WS BCRP
DOHREZHET 2 Z LIk
0 AHI D 1 H R EE 23 HE AN
HEREMER D D,

NEF 2 2K |

KA ERET 227y FEFHLEZ L
X RFID AUC 2350 2.5 5. C, 21 2.7
BER LI EOBERH B,

INET a2 A% v RHY BCRP D
HREZ HET 22 &I2 kD,
AFH O i H R S EE N %
AREER B B,

T2 TRV AHE Yk

KR 7T Vv A&y NEFHLE
X RAEID AUC 3 1.9 f£, C. ™K
2.1 LR LIZEOMEND D,

7 =7 %Y ALy F¥ BCRP
DIEREZLE T 52 LIk
Y . AHN OO i R EE AN AN
D FREMED D D

Ly N S A4

AKEN N b o RATEHFHLE L
X, AHDAC L. 6fE EFLIZED
WEND D,

)L ha IR A 0ATP1B1
KON BCRP DIERE A BRE T 5
BREMEDN D B,

RAGF=TF I D
LIKFA

AR RALE~TF =T K EPH L
7= & & KHID AUC A3 1. 96 fi2.C,,, 75 1. 88
L Lz OBREND D,

RAF~F=TF ) UL
IKFI A BCRP DHERE A FHE
B AREME N B B,

oxY%T AKXy b

AFEvxY T a2y MR LT
& & ARAID AUC 28 2. 93 fi%, C,, 2 4. 47
ERLEZEOWRERDD,

X Y%7 a2 AKXy bR
OATP1B1 MU} BCRP DifeE#%
PS5 ATREMED N & B

77 ITVR

AR 277 IV AR LIZEE, K
FIo> AUC 28 1.97 i, C,, 7% 1.86 fi% 5
LicDHENH D,

%7 7 I P ADS BCRP DOFEHE
ZIES D IREESS D,

1) AGEH RSO &I

B DRBHRIRICE S
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|4 H

1. 8lEFA

ROBWERARH NG ZENHDHDOT, BIELTHIATV, REDBO LN EITITRE
IR 57 EEU R EZAT O Z L,
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(D EXGEIMER & HER

1.1 EXLEIER

1111 ERERARE (0. VoRim) « AR, P&, CK B MR ORFIA7ery %
R & T DB RRIE N & D b, AMBEREFEORERBEREENOLDLDNLLIZ EBH LD
T, ZOLIBRGHEICIFELIZEGERILTHZ &,

11.1.2 SA/F— (BEARR) : JLFRAR., @ERBESCEN (Ko AR S b
aliEgEEPIETA L,

11.1.3 RENEMIREME S A /8F— GEERH) - AL, CK @i, KIE & b 72 s
DIEFE, HUHMG-CoA 3 L% (HMGCR) HUIRBEIMESE: & R & 9~ D o MEVEEESENE R 48T —
HHbi, BHETIEE LT A0RERE SN TVWADOT, BEORIEL +5ICBET5 2 &,
I, EMHIFR G L VSEERD LT E OWERINH D,

1.1, 4 EEMBEHE FEEAH)  EEMEDE (R, 258 2SREXITELAT L &0
H5, [9.1.2 ]

11.1.5 BF# (0. 1%A) . AFHEEEREE (1%AK0) . B|E (FEARP) : &, AST, ALT @ EH%%
) I EEREE, BERDL LD Z R H B, [8.3 5]

11.1.6 m/pHRGEA (0. 1%A7) [8. 4 2]

11.1.7 BEUER (0. 1%RF)  MEFELZ S RRBUERS S 5bidZ EhdH 5,

11.1.8 BIEMM% (0. 1K)  BEHRGTH-oTH, AL Wk, PR IREE, Hosr X o
MBRD LN HEIITES 2R IE L, BIBEERNVE RO EOBEYIMEEITH 2 L,

11.1.9 REAHZFES (0. 1%AK) : TEOEREHK, L OTESEORREESE, EiE, D0
IMETEORMEREENDH SDbNDZ EBH D,

11.1.10 SRHBE (HEARH)

]

(2) ZDHDEIER

11.2 2Dt DEI1ER

FHIR \SEEE 2~ B% AT 0. 1~2%FKTs 0. 1%R:1w5 R A
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2 o
o M. R, R5l. TR, AL
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G . FEMED F LV |EBE, EREE (R
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IR RV LML ILE
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P JEFERE % (AST
M ELALT D)
EARY, BHEAER
5 Mk (BUN E&.. Mgz v
7TF=r R
1) @ ch o, RERARHOEARNE T 558 I3EET 5 7 S e g 217
5T &,

FEBUBH L (3B BRI AR 2 D B L 72,
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10. BEEE
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1. BALDEE

14 BHLDFE

141 EFIRFEEDEE

14.1.1 PTP @2 D3EANL PTP > — M bl H L CIRHT 2 L 54E+T 252 &, PTP > — F DA
RIZ XD BEOSLA TN RIEREA~HA L, TIZEZEL2 5 2 U CHEBRIRE S 0 EE 7 & DHE
BT HENH D,

14.1.2 RFNIEFDO LoV THERZRE S 2 EAET 5720, K LTIRHAFMETH S, £i2.
KTRHTHZELTE D,

12. ZOfOFEE

() EREREAICE D L HE#R

15.1 BERERICE D < 1ER
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(2) EEGREABRIZE D < 1B#R
B STV
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B Hl o m AR EZF 0D BE 2. 5mg THATA J7 R H
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KERASCE 8 USE IN SPECIFIC POPULATIONS
(202341 H) 8.1 Pregnancy

Risk Summary

Discontinue CRESTOR when pregnancy is recognized. Alternatively, consider the
ongoing therapeutic needs of the individual patient

CRESTOR decreases synthesis of cholesterol and possibly other biologically active
substances derived from cholesterol; therefore, CRESTOR may cause fetal harm when
administered to pregnant patients based on the mechanism of action 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

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 CRESTOR use in
pregnant women are insufficient to determine if there is a drug—associated risk of
miscarriage.

In animal reproduction studies, no adverse developmental effects were observed in
pregnant rats or rabbits orally administered rosuvastatin during the period of
organogenesis at doses that resulted in systemic exposures equivalent to human
exposures at the maximum recommended human dose (MRHD) of 40 mg/day, based on AUC
and body surface area (mg/m?), respectively

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 to 4% and 15 to 20%, respectively
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Human Data

A Medicaid cohort linkage study of 1152 statin—exposed preghant 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 pregnancy 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

In female rats given 5, 15 and 50 mg/kg/day before mating and continuing through
to gestation day 7 resulted in decreased fetal body weight (female pups) and delayed
ossification at 50 mg/kg/day (10 times the human exposure at the MRHD dose of 40
mg/day based on AUC).

In pregnant rats given 2, 10 and 50 mg/kg/day of rosuvastatin from gestation day
7 through lactation day 21 (weaning), decreased pup survival occurred at 50 mg/kg/day
(dose equivalent to 12 times the MRHD of 40 mg/day based body surface area).

In pregnant rabbits given 0.3, 1, and 3 mg/kg/day of rosuvastatin from gestation
day 6 to day 18, decreased fetal viability and maternal mortality was observed at
3 mg/kg/day (dose equivalent to the MRHD of 40 mg/day based on body surface area).
Rosuvastatin crosses the placenta in rats and rabbits and is found in fetal tissue
and amniotic fluid at 3% and 20%, respectively, of the maternal plasma concentration
following a single 25 mg/kg oral gavage dose on gestation day 16 in rats. In rabbits,
fetal tissue distribution was 25% of maternal plasma concentration after a single
oral gavage dose of 1 mg/kg on gestation day 18.

8.2 Lactation

Risk Summary

Limited data from case reports in published literature indicate that CRESTOR is
present in human milk. There is no available information on the effects of the drug
on the breastfed infant or the effects of the drug on milk production. Statins
including CRESTOR, 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 CRESTOR.

https://www. accessdata. fda. gov/drugsatfda_docs/label/2023/021366s043s0441b1. pdf (2023/7/11 77 &
)

ST
F—ANT7 VT DLFE D
(An Australian categorisation of risk of drug use in pregnancy)

https://www. tga. gov. au/products/medicines/find—information—about-medicine/prescribing—medicines—p
regnancy—database (2023/7/11 7 7 & &)
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F—ANZ U T D55 (An Australian categorisation of risk of drug use in pregnancy)

D: Drugs which have caused, are suspected to have caused or may be expected to cause, an increased

incidence of human fetal malformations or irreversible damage. These drugs may also have adverse

pharmacological effects. Accompanying texts should be consulted for further details.
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sE ERTaT:
P SENN R 8.4 Pediatric Use
(202341 ) The safety and effectiveness of CRESTOR as an adjunct to diet to reduce LDL-C have

been established in pediatric patients 8 years of age and older with HeFH. Use of
CRESTOR for this indication is based on one 12—week controlled trial with a 40-week
open—label extension period in 176 pediatric patients 10 years of age and older with
HeFH and one 2-year open—label, uncontrolled trial in 175 pediatric patients 8 years
of age and older with HeFH. In the l-year trial with a 12-week controlled phase

there was no detectable effect of CRESTOR on growth, weight, BMI (body mass index),
or sexual maturation in patients aged 10 to 17 years

The safety and effectiveness of CRESTOR as an adjunct to other LDL-C-lowering
therapies to reduce LDL-C have been established pediatric patients 7 years of age
and older with HoFH. Use of CRESTOR for this indication is based on a randomized

placebo—controlled, cross—over study in 14 pediatric patients 7 years of age and
older with HoFH.

The safety and effectiveness of CRESTOR have not been established in pediatric
patients younger than 8 years of age with HeFH, younger than 7 years of age with
HoFH, or in pediatric patients with other types of hyperlipidemia (other than HeFH
or HoFH).

https://www. accessdata. fda. gov/drugsatfda_docs/label/2023/021366s043s0441bl. pdf (2023/7/11 77 &

)
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