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NoR:R) ey
I i

AERBt SN D EME

% L0

Z Dt

R L7220



V. BEICEEI HIEHE

1. PEEXITIHE
EaLXATFO—IME. FEESILATFO—/LIE. REESAED FXTFO0—/LIE

2. MEXIIHRICEAET HERE

5. %hEE - WRICEEET 5FE

5.1 BHAORNCHomEZ2E ML, @b AT 0 —/VIIE, FEEES 2 VAT o—/VIiE, &
TEAUNEY P AT e — VIJETH D Z L2 MR LI L CTARIOBHAEZ BB TS 2 &,

5.2 REEOSEMEZEEMLS 2 L AT g — LIAEIZ DTl HMG-CoA 3 eEEE HER L OV LDL 7 7
= L — U REDIEEYREOMBI E LT, HDWIEZEN S OIRIRIEN A GE R SA ICAHK D
WHEEBETHZ &,

3. RERUAE

() BERUVHE=DfER
WHE, RACIZ=EFIZTELTCLIE 0ng % 1 H 1 REIEZROKRET 5, ok, Flh. ek
X EEHET S,

Q) AERVHEEDERTERE - 1B
M ER L

4. BERUVHEEICEET HFE

BIE STV
5. FERRIE

MERRT—2/1\wr—o
LR

(2) B PR EEIRER
AR L

(3) B RIS RFHER
AR L

(4) ¥EEERIERER

1) BRI ER

(2 L AT a8 — VIE R OF M = b AT 1 — ) VIfE)

FE N5 AR — 5 B A b iR

2LV AT B —/VISEERE 100 Fllc=BF I 7 10mg & 1 H 1 BIEHZIZ 12 BEEE L7ofER . LDL
2L ZATa— LT 18. 1%, ML A Tue— L3 12.8%., RV Z V&Y NiZ2. 2%ETF L, HDL =
L AT —/LE5.9% LR LTz,

RIVER DR BUBFEIE 18. 6% (22/118 ) T, T2 BIMEAILER 3. 4% (4/118 f) | ALT EH 2.5%

(3/118 f5l) TH-7=?,

<EFIRX 17.1.1 X3 >
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2) ®&MHAER
(@2 VAT 1 —)VIIE & OF MR = b 27 1 — U IfiLfE)
=] PN 56 TR = 1 4 -l
ﬁnvx%m~wmﬁﬁﬁrmmmzf%i7WMg%1Hl@ﬁ%tﬁZ@%&@bkoﬁ%ﬁ
Rty 72 8 a01%, 16 B BHLIBEIZ HMG-CoA iEuERAER O HEZ L L, =85 I 7 Hk 5
ETREOMEZ R GHETIRFOME Lz, ZORER, BEHKTRFC LDL 2 L A7 v —/ L% 16.8%,
Mol 27o =13 13.0%, FUZUEY RIZ0.6%IKTFL, HDL =2 L AT 11— 1t 4. 9% b5
L7c, 72, =EBF I 7 & IMG-CoA IZItBER A EFAIZ 4% 5 L 72 65 fl TId, LDL =L AT 1
—U1% 33. 5%IK F L7=,
RWEH OFRBUREEIX, =BT I 7HMB 5 C 36. 0% (64/178 i) K T HMG—CoA i yrh% K
FHEEAIOFH HC 22% (15/67 #i) Th -7z, EREWEMIX, =85 I 7 Bl 58 ik y -GTP
53.4% (6/178 f511) . CK E5-2.8% (5/178 i) T, HMG-CoA 3% rl# 8 FH 55 AI0F H H CTlid v -GTP
R 4% (3/67 i), ALT ERKOT 2 b AT 0 KT 3% (2/67 ) Th-o7- 7,
<EFIRX 17.1.2 X vi#sie>

2B, EROBIKREREIC L > T, =B F I 7RANTEREE LR RIS BE 9 5 FE 4 DRREIK 1
OWFE Bz AT7e— /KT, LDL 2 VA7 e — VKT, iDL 2L ATFu—)v k&) 2@
N, =BT I THRIFOFMBE G 1T IMG-CoA i#ItRER L EAIOHFAIC X 2 DR O ER K
OB RISk B 2RI STV R0y (SE38 S EINKGRIRE)

<EEIL 17T LV ERFE>

(5) BFE - REERIEAER

(B3 VAT 1 —/VIIE R OVF S 2 L AT 7 — L IE)
1) HMG-CoA ZEILEEFEILEHTa > hr— L RRBOE 2 L AT v — VI B E 1269 2 [E N IHE
Rk
HMG—CoA S8 Tl HEANC L W IBE TP CLIL 2 L AT B — A ANEEEEEE TR T LW E o
L AT v —/VIEERFE 39 B (~T m S ARMEFE B R = L AT v — VIUERSE 29 flz &) (o=
YF 7 10mg & 12 lMEE Lz, =¥ F I 7ARAFIO LDL = L A7 1 —/L CE¥IE) 1% 185mg/dL,
WL 27— CEHME) 13 26Tng/dL THo=R, =P F I 700K GICL Y, LDL 2 LA
THa—E23.0%, a L AT — /LT 17. 0%(K F L7z,
RIVEH OB L 25% (10/40 #) T, ERRWERIZIRFPEBBME 8% (3/40 f5]), CK EFH 5%
(2/40 f5) TIH o721,

<BFUT 17.1.3 L vise>

2) WEESERMEZEER 2 AT v —)VIUE RS 2k 2 E NS DA R

DL 7 7 = L — 2 & MEATH TH Y . 7> HMG-CoA 1B TTIEH L EH % ARJT L TV D R EHEA RS

BtEE o L AT o — )VIERE 6 fllcoEF 2 7 10mg 2 12 WG LR, IDL7 7L —3

AREFTRIO LDL 2 L A7 2 —/1%9.6%., al xA7ra—1T 9. 1%ETF L7,

BIVEH O3B 1L 50% (3/6 ) <., T/ARBIWERITIES 33% (2/6 f)) ThHo7= Y,
<EFIRX 17.1.4 L vizze >

3) FEAHHC T B L at U7 E N IAH R
B L AT —/UIIE KON 2 BUEIR R 2 A 0F L CWDHBRE 27T HlicoBF 2 7 1omg & 12 &5
L7cfER, MEEEOSENRS v, ZERFIMED TR b7, Hbale K7 U a7
T IT e < R~ ORBITB O b o T, [9.1.1 BH]
BIWEH DI BB 30% (9/30 ) T, EZRBEWEANIEZIE M 10% (3/30 #1) . &I & OMEFRE 7%
(2/30 i) ThHo7'?,

<EBFIRX 17.1.5 XL vi#sic>
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4) FREBEAREZEEMES 2 L AT o — Ve BE I 2 A AR R
HNG-CoA LR FRBRLTEA 2 IR L TV D A BHE A MR BRI E =2 L 2 7 1 — L I 2B F 3
7 10mg 5 U2fER, IDL 2 b A7 e — /LR U¥ 2 L AT 12—/ L1 HMG-CoA & T/ 3 [HE A H
M GRg & bl U TR L7z,
BHERERGORIBBEEIT 73% (24/33 #) T, ERAFEFLITIE LK N EXGERGE 12% (4/33 #1) .
[ 9% & ONAERZE 9% (3/33 ) Tdh o7z 51,

<EFIRX 17.1.6 L v i#zie >

(REHEEEMEY B 2T 0 —/VIfLfE)
1) M/ TAH R
CHEMRT T EARREEBRICHE T, REEAERNY P AT v — VIERE IC=EF I 7 10mg (30
) XX 7 7R (TH) 2 8 MHHKEEG LR, 2 BF I T7HE LIV AT v —/1iT 21, 0%,
H AT v — Ui 24, 3% KT LTz,
BEFRROBBBEEIL 70% (21/30 ) T, ERAEFFERITIFRR 13% (4/30 F), TH, EXERK
R O EHE 10% (3/30 ) Th o7z 219,

<EFHRX 17.1.7 L vizie >

¥, RROBKRBREIC L > T, =B F I 7 RFNIEIREE LM R B 4 5 4« OIFEIKF D
WE (BalrA7e— /KT, DL 2 A7 —/HMEF, HDL 2L A7 e —/L L5F) 2@ D0,
TEF I TRF O HM L T HIG-CoA iZ It HEAI OO HIZ X 5.0 M R OMEEFE R OET
RITHT DB RITHESL STV (SEFE SR EINAGRE) .

<EFIRXL 17 X v#sig>

(6) s RH 15 R
1) ERRMERE (—REARERE. FEEARERE. ERARELERE) . RWERS®T
— 2 R—RWE. WERRRBRARONE
DR L

2) KBEHE L TEEFEONEREREL1-HE - HROBE
TR L

(7) Z itk
BARWAAA

_12_



SHiT

5?&

B
73
7

SHT
¢g~

(1

(2)

)

HEEICEHT HIEER

HENICEEHLHEEMXITILEYME

L . =B 5 I 71EBEF O E R M IR A (HMG-CoA ETTREFRBAEA, a1 A 2 23kt iE fA)
4 77— FREEH| AT m— V) LIZRROIEMETF AT HILEMTH D,
HER

YEFERL - {ERTERF
TP F I TIFAFEER O L AT e — L OWRINEZFLES 5, =¥ F I T OEREA I NG T
HY NARAL = W CEREBRICB T U METOa L AT B — /L OWIR % SR AR L,
ZOREFR, WO a L AT o — L EBEZE TS, MPal27Fa—L a2 Fagl 70, =¥
F T MERERIIBICAFET 5B E'E (Niemann-Pick Cl Like 1) #/M L Ca L A7 o —/ LK U%H
MAT O — L OWINAZIRET S 2% 20z b, =BT I 7 O/EHF I o &5 E AR
# (HMG—CoA IZTREFRFHEAI, F2A A L AZHRINE, 7«4 77— FRIEA, HEMAT o —L) LIiTHR
2%, 18 floma L AT v — VIlEBRE & x5 & LA ORI T, =8FI7
2B GIZEV/NMETOa L AT u— I RILE 7T BRI L 54%MHE Lz 2,
TEFITNIMGETOa L AT e — VIRINEEIC L VIO 2 L AT m— LS EA IR T I E 508,
Mg CcoalLA7ra—1rOAEERNREMICIET S, 22T a—VOEAKREMHIT S
HMG-CoA R tEFE R L ER L OO HIC L v | Mz VAT o — L BHAICIR T 5 2 &8, 4 X%
W3R 10 R OVEAN OF 2 L AT v — VIGEBE 2 5t 5 & L7l 220 ILBW ORENTZ,
7o, Ty MEICBW T, ZE¥F I I L AT a— L RO AT 1 — L ORI & SR A1 BHLE
T O, MENEE, MRHEE, e A Tay mF = LT A N T UA— LI NTIREEE X I A K
D ORI IR L 2057217,

<EFIRI 18.1 L ¥R >

EEE T SHAERAIE
1) a2y a— K TFEH
EIEFEHER A X 9 ROT H 7L ZHNT, 2B FIT70alL 27— VK FMERZBE L
oo =BT I TIIREIRAEGICE Y MR = L AT 2 — o B2 Lz,

<BAUSL 18.2 kRt >
2)  SH LR N AR { b 22 Ji il 4
ERETRFERT T Y 100 2 E e A FWIRBIREELE T L P 2BV T, =BT IR S
R0 RENIRSUTEAEN R OO s B IRARE {1 g9 28 D 1 Ji 2 7l L 72,

<HEFIRX 18.3 L Vx>

YE R IR - Frisuhm
AR L

_13_



VI

EWEREICERT DIEH

1

(1

(2)

HIREDHS

AREAMGMPRE
AR L

ERIREBR CHERE SN~ RE

1) HEHEE

BERERR A B (20 ) IZ=€F I 7 10mg Z RBICHEIRAZLL Lz & & b FI7 (G
AR RO=BF I 7T HAAERREEORMEIE T A —ZITRIRLTIZEBY ThHhoTm ¥,

R IELFIT Img BEBOBREHOIEFIIRVIETFI JHREROEYEE/NTA—4

= EBFI7 FEEE) TEF I TRE R
Tmax Cmax AUC, . Tmax Cmax AUC, .
(hr) (ng/mL) (ng * hr/mL) (hr) (ng Eq/mL) (ng Eq - hr/mL)
2.10 (92) 6.03 (56) 55.6 (30) 1.48 (28) 72.3 (38) 333 (40)

BT 20 Bl O FHIE (CV%)
X1 P =BT I TIGERREEIL EELOZEF I THYEL L TERL

<EFIRX 16.1.1 kL vizgd >
2) ARG
fEFER AN B (9 F) = PF 7 20mg Y 2 1 0 1[0 14 AEREAHKEG L& &, mighovF
17 GERANE) KO=EF I TRAEERRBEIIONT L EEELGE 3 B £ CICERIREBICREIEL,
AUC IZHOW TR LB =BT I 7 GEadah) kOB F I 7RGERIZ OV TENEN
1.54 OV 1. 37 Th o712 %,
1) =BFIT7oRRAREILLH 1FE 10mg TH 5,

<EFIRX 16.1.2 X vizid >
3) AW IR R SRR
(M5 T EIR S DO F R SRR A T A L EO— W EICHOWT ] AR 0229 4 10
5 (CERk 24 42 H 29 HAY))

TEBFITEE I0mg TG EBF—T8E I0mg &, 7 B A4 —N"—JEICLVZNEh 18 (=EF
I 7L LT 10mg) fEFEMRAS FICHBEEROKEG L T=EF I 7 GEuAE) KONEHEREYD
TEF I TS EROMGEFREEZRE L, 5= pEne <7 x—4% (AUC, C,,) 22\ T 90%
EHE X S TR 21T - 7245 5. log (0.80) ~1log (1.25) DO#EFANTH V. W DLW
BRI e A3 RS Stz Y,
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(ng/mL

i
e

ir

i

FF— T §10myg
(Mean +5.D., n=83)

~_
e |
j

THF I FE0mg W]

0 &
0246851012

24

36

B [2]
10mg SR GROMBPIEF I T GHaGHK) REER

..

48

72

thr)

x MEPIELFIT GHAER) DEVHE/ NS A4

HIE/RNT A—H BENRTG A—H
BRBR
%‘ﬁ AUCL Cmax Tmax TI/Z
(ng * hr/mL) (ng/mL) (hr) (hr)
T F I 74 10mg [BI14)| 83 [87.50+37.84| 4.23+2.16 | 5.17+6.25 | 18.40+10.21%
Y F—7 $E 10mg 83 |[86.26+40.77| 4.36+2.25 3.99+4.82 | 25.57+35.84%
%2 : n=82, %3 :n=80., Mean=*S.D.
(ngs/ml)
180 | > - ™
—e— ZHFITEIOmg WG]
[ 160 o H¥F— 7 #10mg
fjd'ql_ 140 (Mean +5.D.. n=83}
T
% 100
> 80 U
2 60 -
1k =
ift 40 & ‘-i
i IULL S

20

U'u........
0246 51012

B

H‘Eﬂ@j-_iﬁq_
"J‘.I ,}ﬁ E’ r1IS [ E l_':i

{hr)

X 10mg R ESHOMBETIEF I JREKEEHTR
& MPFEPIELFITEREAROEYEFE/ NS A—4
HIENT A —H BEIINTG A —K
BEBR
%iﬁ AUCL Cmax Tmax T1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
TYF I 7 HE 10mg TBAVE]| 83 |1154.47+£530.33 125.18=*55.19 1.59+%1.21 18. 70+9. 06™
¥F—7 5E 10mg 83 [1130.88*487.54 135.47+58. 81 1.41£0.91 |20.64+£13.77%°

(3) chatt
AR L
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%4 :n=81, 35 :n=80, Mean=®S.D.
MAEFRR I TNT AUC, C FHD/XT A —Z L, #ERE OB, IR OIEEL - FEE % OB S
HAZ L > TR D A[REMN S D,




4 EBE - tREDEE

1) BEORE
WU
fERER N B (20 ) IC=BF I 7 10mg 2 BH UIZEMERHCHEROKE S Lz L &, b =¥
F7 GEaASIR) RO EF I 7HRAKREBEONTRICEB N TH, BFICE D AUC ~D 5 7/
HEIRO LN Y,
fEFER N B (%6 ) IcoPF 710, 20 %V, 40mg *V A BRICHERAOKBELZL X, =¥
FI7 FGEAEGHE) KOP=EF I THRAEONT IO T H R EGEIZIE Ue Cnax L TOYAUC O E
N NN oYY AW
ED =BFI7ORRBHAEIT LA 1A 10mg TH D,

<BFIX 16.2 LD #zEE>
2) JFAE O
SR HAEH
O F h 7 v Lk P40 FEHE R~ D
RN FREAN 12 41) Zxtgd LT, =B F I 7 20mg FV L KFEF F 7 1 L P450 IEER O EH
LR HRFR SR AR L2 & & CYP1A2, CYP2C8/9. CYP2D6 K TN CYP3A4 &M, I TN N-
TEFILRT AT =T —BIEE~DEEIRD LN -T2,
1) =BFIT7oRGRHAREILLH 1FE 10mg TH D,

<EBFIRX 16.7.1 X vi#ssc>
© HMG—CoA iZELEEFHEH & O AIEH
N E kG L LT, 578 IMG-CoA iBTTRERIAEA] (U NREF o TINRRAZF L TN AHK
Fo. T RANRREF L QARZREFL BEANRREZF L) LxPFI7 1omg 0T 1 H 1
[, 7 X% 14 BRI AHE LEREY ) =P F 2 7130 0 HIG-CoA 38 Tl E A 0 S
REIZXT L CHH OB Z RITX T, 72, WO IMG-CoA B iR ER =¥ F I 7 0%
BRI DN A 5 2 Ipino 7239,
H2) BN EZFLSMISNEAN (DL 2 2T 72— )fH=130mg/dL) Zxi4 & L= 5

<EFIRX 16.7.2 L iz >
@ ILRAFTIVIZLDHEE
A (AMEA 8 f5l, LDL 2L AT m— L fE=130mg/dL) Zx%E LT, 2 LAFT I 4¢g (1 H 2
[) LxPFI7 1omg (1 H1E) ZOFHLEZEE, MEF=¥F I 7 GHEAK) KO EF
TR RIS D AUC IZZNZNH 1/56 TN 1/2 1ITEF L2, [10.2 ]

<EBFIRX 16.7.3 X vi#sic>
@ 7x/)7477—hEOMAEEM
N OHEA 8 I, LDL =t L AT 1 —/ Ll =130mg/dL) Zxt% & LT, 7=/ 7477 —h 200mg
(1B 1[E) LxBFI7 10mg (1 H1RE) 20 LEE, MIEFTEF I 7THEEKEE O Cnax
KOVAUCIEZFNENH 1L TR O L 55 ER- L2, IR EEWROH D LD TIERhoTz, 7=/
7475 — FOEYEEICRIT T EF I TOEEIRD LN o P,

<EBFIRX 16.7.4 X vi#sic>

® 7 u AR HHFIE OFEAEH

JVTF=r 7 VT T AN B0mL/min B, o, —EHE (756~150mgl H 2[E]) D7 m R
R BB EZIRAP OBBMEES OMEAN 8 H]) IC=EBF I T 10mg ZH[FERE L, ot
F 7 GERAaAIRHRAA) o AUC IHEERERR A & el U TR 3. 4 5 mfEz2 s L7z %9, BIORBR T,
B OB ED - DB B ATV, 7 a 2R BB Z G B ORI L 515K Y =TT
W GREA LA IC=BF I 7 10mg Z R L L& =BT I 7 GERAEHaEK)
O AUC IHERERE A & Lol U TR 12 (52 s L7e *7, RN (AMELA 12 ) &g LT, =
BFI7 2mgiE1) (1 H1[ESAM &7 HBEIZYZ v AR A 100mg % HilERE O 5
Lzl &, MEH 7 8 ARY VRED Cnax LOVAUC X7 v AR Y U HMEE L i L CTERn
ZI10% KN 15% EH L= *, [10.2 SH#] <EFUWXL 16.7.5 LV ifiEie>
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® = ofthoIEyEhRe M A EH
W AAEMCET A ERRBR GMNEA) T, = BFI T Img LUALT 7Y, VaAFT o, R
MR (2 F =LA T VF—)L, LR AVF R MLV 20 LEZRER, 2o oyE)e
~NDOEBITRD N oTr, VAFI L PFIT 10ng A LIMER. = PFI T
FTRATEYT 16T DHBIRD SN -T2, HIEEH OkERL T VI =7 A Lk~
TR LEER) L2 BF I T 0mg A L &, MR =EF I 7HAEKEE O Cnax 134
30%ME T L7z28, AUC ~DEEIIZRD bR -T2,

<BFEX 16.7.6 X vizit>

VIl 2. 222 NAE L ZOBH ] KO IL 7. 8 AE/EH ) OESMH,
BEYLRER/INT A —4

(1) & A&
M E R L

(2) BALERE 22
AR L

(3) HEHEEEH

K Al 4 Kel (hr')
TEF I FhElomg[Hih) GEUATE) | 0.04610.0205
TP F I TEEIomg WG] (GAE) | 0.044840.0190

WIUTFUR
AR L

) R HBE
M ER L

(6) ZDith
BA=RSANA

BEH (REaL—L3v) @

(1) fE#fT733%
LR

(2) 185 A =3 EHER
LR

MRz 4%

A o PR T 2 L7 b VA B2 TR E S Y,
X

MR L
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6.

(1) i — R BAPS BB
LB L

(2) it — A ARREPS BB 1
LB L

Q) Eitr~DFITH
B R L
[VI. 6. (6) 234w DIESMK

() BB~ DBATHE
TR L

(5) T DD~ DBITHE
DR L

(6) MITFELIERE
MmAEE RS
b MIIEICHI Lz & EOEAMKERIL, =P F I 7 99.5%~99.8%. ‘H-=¥F I 7HAIK
87.8%~92. 0% Td > 7o, MHREEE LB MREIREEIC L 2 MEE A A RE~OREITRD LT
20N 33,40)O
<EFIRXL 16.3.1 X v #sge >

(i

() B ER L B A BHRRR

TEF I TR, BIMBICB T A PEIEESFIC L > TEEEERBY TH L =BT I T AR
(7 = 7 —WAEKERIEIZE T B 7 V7 v U BERAR) ITRE S5,
fEFER N B OE A 8 ) 1Z M- F I 7 L 20mg B AHEREOKSG L& &, gD
DORBERRICE O 2= EF I 7 GERRAR) KO E8F I 7RG EROE S (AUC ) X221 11%
KN82% (At 93%) Th-otz 4,
H1) =EBFI7o&EBHEIZLIA 1A 10mg TH D,

<HEFIRXL 16.4 XV H#Rit>

() R#IZEAST 2BER (CIP %) OHTFHE. BE5%
MR L

) WEEEBHROERRUZOHE
LB L

@) REVDOFEEDOEFERVENL., FELESE
BRI L

Bt

(1) JR - PPt

R A B GFEA 8 ) 12 Y- B F I T H B 20mg B AHERAOBE L X, B5%
240 BEH &£ CTORSTREPEI R IZFE T IZ 78% ., JRTPIC 1% TH -7 Y,

TERERR A BYE (% 6 f) lIc=¥F 7 10, 20 =V, 40mg *V ZHEREOEE L L&, B5% 72 B
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METOEFIT GEHAGH) & LTORPHEIEIX 0.05% KM THY | JRPR=EBFI 7 GE
AR+ AER) HERIT 8. T%~11% TH - 7= *?,
B =mBFIT7OARMAREFT LA 1EH 10mg THD,

<EFIRX 16.5.1 L sz >
(2) MEy ki (ABITFIEER)
TEF I THERIIIEAFFICPRE S 20 b IBNME#EIC L BRAE 5 0, —iEeEF I 7 G
A L LTHRIIRENS (IBIFEER) 2,
MRAE S =2 — L &HE LMD » M2 Y- B F I 7 A HAROEE Lz & &, &51% 48 B £ T
WZHEME S A7 ORI, BEYHIZ 40%~63%., JRHIUCIZ 3% LA T TH D | REIND F FHHICHE S
AT HSTREIE 21%~32% CThoT-, BIBMSNMHZRT v ho+ RN ~&E L&, &S
TEETRED 54%~81% M FFULIL O O 6 FOWRH H Iz Pk S e 9,

<EFIRX 16.5.2 X v i#sge >

8. I UARKR—E—IZFET B1EH

MR L
9. BFIZCLKAKRESRE
MM ER e L

10. BEDEREZEI HEE
(1) BHRERERE
HmEOBMEBHEEERE OMEAN8H], 2L 7F=027U7 72 10~290L/nin) ([C=EBFIT
10mg ZHEFREO#&EEG Lo & &, RN GMNEAN 9 B, 7 L7F=227U7 7 ZA>80mL/min) &
g LTl =¥ F 2 7 GEAAE) ROV F I 7HAEKREE DO AUC IZENENM 1.6 54T
L5 D ERRRD B Y,

<EFIRXL 16.6.1 X v #sge >

(2) FFHSREREEBHE
WA PEE OTEE OB REEE RS OMEA, & 460 &L 3RERA GMEA 8 H#1) (1
TEFIT 10mg FHEREROEG LizL &, MET=EFI7 FERAE) KO=EF I 7RAe KR
JE DML T A —F1TFK AR L2 BY Th oo, AFREREREE B CIIAFHERERE E OFL R [Tk
U7z i iR o R Stz 59, [9.3.2, 9.3.3 &M]

& FHREREEFCEILS2IEFIT I0ng HEGEORSHOEYERE/NZA—42

e TEFIT7 FEAGHE) TEF I T AR

e Tmax Cmax AUC,_, Tmax Cmax AUC,,
s (hr) (ng/mL) (ng * hr/mL) (hr) (ng Eq/mL) | (ngEq-hr/mL)
EH 7.00 3.86 54.6 1.81 95.3 864
(n=8) (59) (118) (36) (95) (50) (45)
955y 6. 25 4.10 75.8 1.25 138 1468
(n=4) (72) (37 (54) (23) (32) (14)
R 9.50 13.1 316 2.75 171 2685
(n=4) (26) (41) (51) (79) (24) (16)
A 7.00 16. 2 265 2.88 178 3418
(n=4) (49) (43) (57) (46) (31) (41)

FEILFEAE (CV%)
X1 MIEh = EF I THEGRREIL FELOEFITHYES LTEKRL
<EFIRX 16.6.2 X vizid >
(3) it
ElnE (12 6, 4FE 65~T5 %) IC=¥F I 7 10mg & 1 H 1[E 10 HEREAHG L& &, FEdlvx
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t N T A~OBITOREEIIAHTH L0, HRE>ORAMECTE G LT v hTHIEA~
BATRRD LN TS, 7235, HIG-CoA EEILEEELEANL, BRI L THETH LD,
KA & DOFAT G-I TR &

s R
KEWFTSCE | 8.1 Pregnancy
202347 H Risk Summary

There are insufficient data on ezetimibe use in pregnant women to evaluate
for a drug—associated risk of major birth defects, miscarriage or adverse
maternal or fetal outcomes. In animal reproduction studies, no adverse
developmental effects were observed in pregnant rats and rabbits orally
administered ezetimibe during the period of organogenesis at doses that
resulted in up to 10 and 150 times, respectively, the human exposure at
the MRHD, based on AUC. ZETIA should be used during pregnancy only if
the potential benefit justifies the potential risk to the fetus. When
ZETIA is administered with a statin, refer to the Prescribing Information
for the statin.

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

Data

Animal Data

In oral (gavage) embryo—fetal development studies of ezetimibe conducted
in rats (gestation days 6-15) and rabbits (gestation days 7-19), there
was no evidence of maternal toxicity or embryolethal effects at the doses
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tested (250, 500, 1,000 mg/kg/day). In rats, increased incidences of
common fetal skeletal findings (extra pair of thoracic ribs, unossified
cervical vertebral centra, shortened ribs) were observed at 1,000
mg/kg/day (~10 times the human exposure at 10 mg daily based on AUC_y,,,
for total ezetimibe). In rabbits treated with ezetimibe, an increased
incidence of extra thoracic ribs was observed at 1,000 mg/kg/day (150
times the human exposure at 10 mg daily based on AUC,,,, for total
ezetimibe)

The animal-to—human exposure multiple for total ezetimibe at the
no—observed effect level was 6 times for rat and 134 times for rabbit
Fetal exposure to ezetimibe (conjugated and unconjugated) was confirmed
in subsequent placental transfer studies conducted using a maternal dose
of 1,000 mg/kg/day. The fetal maternal plasma exposure ratio (total
ezetimibe) was 1.5 for rats on gestation day 20 and 0.03 for rabbits on
gestation day 22

The effect of ezetimibe on prenatal and postnatal development and
maternal function was evaluated in pregnant rats at doses of 100, 300
or 1,000 mg/kg/day from gestation day 6 through lactation day 21. No
maternal toxicity or adverse developmental outcomes were observed up to
and including the highest dose tested (17 times the human exposure at
10 mg daily based on AUCy,,, for total ezetimibe).

Multiple—dose studies of ezetimibe given in combination with statins in
rats and rabbits during organogenesis resulted in higher ezetimibe and
statin exposures. Reproductive findings occurred at lower doses in
combination therapy compared to monotherapy.

8.2 Lactation

Risk Summary

There is no information about the presence of ezetimibe in human milk
Ezetimibe is present in rat milk . When a drug is present in animal milk,
it is likely that the drug will be present in human milk. There is no
information about the effects of ezetimibe on the breastfed infant or
the effects of ezetimibe on milk production. ZETIA should not be used
in nursing mothers unless the potential benefit justifies the potential
risk to the infant.

Data
Ezetimibe was present in the milk of lactating rats. The pup to maternal
plasma ratio for total ezetimibe was 0.5 on lactation day 12

¥

F—A NZ U755
(An Australian categorisation of risk of drug use in pregnancy)

B3

F—A T T M

Category B3

Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct

or indirect harmful effects on the human fetus having been observed

Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans
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https://webarchive. nla. gov. au/awa/20220815154145/https://www. tga. gov. au/prescribing—
medicines—pregnancy—database (202248 A 31 H7 7 & X)
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9. RENDEREHI HEBICHTHEE
9.7 MR

NS A kG & LT IR RERIBR (3580 L Uy,

HH 8 RN

KIEVRFSSCFE | 8.4 Pediatric Use

20234F7H The safety and effectiveness of ZETIA in combination with a statin as
an adjunct to diet to reduce LDL-C have been established in pediatric
patients 10 years of age and older with HeFH. Use of ZETIA for this
indication is based on a double-blind, placebo—controlled clinical trial
in 248 pediatric patients (142 males and 106 postmenarchal females) 10
years of age and older with HeFH [see Clinical Studies (14)]. In this
limited controlled trial, there was no significant effect on growth or

sexual maturation in the adolescent males or females, or on menstrual
cycle length in females.

The safety and effectiveness of ZETIA in combination with a statin, and
other LDL-C lowering therapies, to reduce LDL-C have been established
in pediatric patients 10 years of age and older with HoFH. Use of ZETIA
for this indication is based on a 12-week double-blind
placebo—controlled clinical trial followed by an uncontrolled extension
period in 7 pediatric patients 11 years of age and older with HoFH.

The safety and effectiveness of ZETIA as an adjunct to diet for the
reduction of elevated sitosterol and campesterol levels have been
established in adults and pediatric patients 9 years of age and older
with homozygous familial sitosterolemia. Use of ZETIA for this indication
is based on an 8-week double—blind, placebo—controlled clinical trial in
4 patients 9 years of age and older with homozygous sitosterolemia with
elevated plasma sitosterol levels (>5 mg/dL).

The safety and effectiveness of ZETIA have not been established in
pediatric patients younger than 10 years of age with HeFH or HoFH, in
pediatric patients younger than 9 years of age with homozygous familial
sitosterolemia, or in pediatric patients with other types of
hyperlipidemia.
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