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3.1 #8R%
IR7E4 I¥FIT5I0mg [73I7 7]
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FURIRAS (X ™. BAZEMHO S JHERE, BHEEARAE.
MEREORERBOAN. MIEREICELEL 52 2Ok
A0 ZIRNERIC L D EEIMEZE L TWA5EIE. ]
EEROBE, BROYD B2 E2ReERVER L LT
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9 H5HMG-CoABTTEHEIHERORMNIEZ N TBIEL,
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FEEEME % SR BMGEE X OB 9 2HMG-CoAR L
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Eo [2.2, 9.3.1. 11.1.2208]
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HHNZA X THOS BT L ZAFa— LEED LR
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LTWABAHEREOH A RIS L TERBTH 5720 KAl
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AF T3 UE) A F U RBBREORE | d 5 VXA T BT
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1.1 EXGEWER

1.1.1 BEGE GEEREA)
TF 74 TF -, MEMEEFE. B2 %2E5TBE
FERA D b EOWMENH S,

11.1.2 1EINERRIARAE (SHEEAREA)
AH & DR EBRIIHETL L TR WA, T NIHBU
FUFRE. IANF—DOHRENHHDT. BEE+7IC
T, R, A& CKER., M RORPIF S
oy EREPRDSNIEEICEKRESZFRIEL. #
PRWLEZITH &, [8.381R]

11.1.3 FHREREE (SHEEARHA)
AST LR, ALT EAEZ S HFHERESH 5D B

ZEDH B,
1.2 Z0fDEER
1% E 19K SRR
TR . LU DTV IS5 D, SE-RE
AR
HLE B T, |7 I7—¥YER, KR BAE B

. PEERIE AR, THAER By |05 %, ONER
iy ED - TR MR RE R B
i R, OIN%. B%

£l I¥FI70mgEEREORESHOILF I TRUIEF
I 7B EOENINE S X — 5

I¥F3I7 Gt I¥FITHaAHS
Tmax Cmax AUCO*[ Tmax Cmax AUCO*[
(hr) | (ng/mL) | (ng-hr/mL) | (hr) |(ng Eq/mL)|(ng Eq - hr/mL)
2.10 (92)]6.03 (56) | 55.6 (30) |1.43 (28) | 72.3 (38) 333 (40)

HEIZ20F]DOFHE (CV%)

TER TP F I TS EEEIR. SELOIEF I THYEE LTER

16.1.2 RiEKRS
BEERABE (9f]) 1cz¥F I 720mg* %21H1[H14
HERgO®S L& &, MEHhIEF I 7 FEask)
EUOZEYF I THSEREE W N EEHB®‘IN £
TICEFREBICERE L, AUCIZOWTEH L7-BiE%
iz F 37 GEagl) RotF I 7Taakic
DVWTEFNENL.AKRUL.3TTH - 727,

16.1.3 &EMFHIEIEF AR
BERABFICZEF I THI0mg[7rI 77 | & EF—
7HE1I0mgDZFNZENISE (TE¥F I 7E LTI0mg) %,
MAREEROKRS L Cnftho s I 7R LD
IEF I TIAAKEEZHEL. Boh-EYHE
IS5 A —% (AUC, Cmax) DWW TI%BEREX BT

U > fE kA 9

FE AT - ).

) AR GRIE].5%, HMG-CoARTTREZRIAE A & OFF L 715
£133.5%

H2) AHIBIEHERIE]. 7%, HMG-CoABRTTEERAEAI & fFFH L 715
al32.7%

14. ERALEDEFR

14.1 ERIZHFOFER
PTPAXDEHAIZPTPY — bSO LTIRAT % &
SFEET B &, PTPY — FOMEAKICK D, FOHIAER
PEERBEAR A L, I3z B2 L THIRIAAZ
DEELGIELZHRT LI ENDH S,

15. ZDMDER

15.1 BREREARICE D 1B
EEMERRMERE 2 0RIC LB O SR _EGHK
75 AN ERE (625617 1 28RN, 5766125 14N
O¥E5) IZBVWT, MENT AT IF—¥D LR (E
H#ELROMEEZ@BZ 58 L7z LR OXKBEEX (RS
HIECHR%) &, 72/ 7475 — FBURBET4.5%. &K
Rle7x) 7475 — MEHABET2.7%TH > 7z, HE
2. HO S HHITOFRFERIE, 7 7175 — MBI
BET0.6% AFIET =) 747 5— b ERHBETLI%T
Hotzo CKER (EBELROINGEZBLS) IDOW
T, ARBOWTNOBTHRDONE, -7z, Tz
ARET 2 ) 7147 7= MEHICBI2—RNEEES
RIIERTH o7z 7B, ARBRIE, SHBEICHRHALZL
HEHRZBBTHEKT S LIITETFA vy Eh Tk
W2, [8.4%HH]

15.2 FEBRAREHERICE D < BER
A XTly ARHS (0.03mg/kg/HELE) 12k, HD
ST IV AT — VEBENK2~3EEM Lz & oHE
NH5Y, LrL. 300mg/kg/HEA X124 AREHRS L
THEAD 2 VI - HERNOEEIALONEZ D> 72Y,
<7 AIC2EMES (5Smg/kg/H) LTHHEOSHEITaL
2T O —VEEANOEERZHSNZN -7, [8.4518]

16. EYEhEE

16.1 MOvEE

16.1.1 BHE%S
fREEERRA B 06 ICTE¥F I 710mgz R%ICHE
BOBS L&, MiEhv¥F I 7 GEAHE) K&
CIYF I THAREEOEYERE/ ST X —F TR
RLIZEBYTH 7Y,

iig ALT EF# [AST L&, © UL E|HF% Z LU
J-GTPER |> ER -~ THERHHT 2 17 > 726 R, log (0.80) ~log (1.25)
= BAR BUN L& ?)%P\]’C“ZE‘V) S F)@%:J@ﬁi%?ﬂ’ﬂlﬁl%‘l‘iﬁﬁﬁﬁﬂé hiz
S WO, BB, 12T O (7 OAF =N —=K) ¥
. LT Bt (1) =73 7farth
A CKER® [Bagifs. w5 &%. M|WAf. iETR. B/ ST A =% BERTA—F
Hiﬁ %ﬁ%ﬁ AUCOJZ Cmax Tmax ti2
JIiRi53 H ks IR (ng - hr/mL) | (ng/mL) (hr) (hr)
B8 #Z ZOF B NESIZ IE¥FITHE
ol S T T ET e Jomg [ 37 )| 761:7%335.4|94.6£38.2| 1.2£0.8 |26.7%24.4
a2 TSH k5. W b7 ¥F—74E10mg | 750.1£348.4 |98.1£33.6] 1.3£0.9 |23.8%11.7

(Mean=S.D., n=20)
(hg/mb)
120

—— I EFITERI0OME 727 7]
—— BF =78 10me

(Mean=*S.D., n=20)

100
80

60 14

- e

40 qH

20

== 2

24 36 48 72

o 4 8 12 16 2
B8 (0

(2) =¥F I Tk

HEIST A —4 BEINTA—H
AUCOJZ Cmax Tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)

IXF ITHE
10mg [7 37 7] 90.74+£30.90 |4.75+£1.64| 3.0£3.2 |22.4%£17.4

Y5 —7#El0mg | 85.92+£35.28 |4.91+2.24| 5.0%£4.5 |22.1%11.6

(Mean=S.D., n=20)
(hg/mb)

6 -
—— I RFITHRIOME 727 7]
—— BF =7 10me
(Mean=£S.D., n=20)

G REpi=)
IN

b,

24 36 48 72

0 4 8 12 16 20
B5RE (hr)
Eﬂﬁﬂpb%fgjﬁ(fl:AUC\ Cmax%@/fﬁ)‘—ﬁﬂi\ *&gﬁ
B OREIR, RRORIEIEL - RHEOHBREMITE -
TELRLARETH 5.
16.2 ORUN
fRERASME (20f]) IcT¥F I 710mg% &% I3 %
RRCBEREORS Lz & & MR T EF 3 7 (FRad(k)
ROIXTF I THAKEEOVLTHICBLTH, BHFIC
L BAUCANOWH S IR sz 5720,



16.4

16.5

16.5.

16.5.

16.6

16.6.

16.6.

A B (F6fl) IcT¥F 3710, 205D, 40mg™)
PRBICHEARKROKREG L&, 2¥F3I7 GEHEEE)
ROIEF I THREEOVTNIZOVTHHRERITEL
ggﬁmax& @AUCU)J:?%?P‘%E&) 51 f: 9 o

.1 MIBEEHES

b MMEICRMLAE E Z0BABERIZ, *H-2¥F
3 799.5% ~99.8%, *H-T ¥ F I 714 {487.8% ~
92.0%TdH > 7z. FFHEEERE LB EEREIC X 2 M
BHRBARANOEBRIZOSN TV 1D,
K3t
I¥FITIE. FIMBICBIFAEERIRICE > T
FEEEREMTH I LT I THaSE (72 ) — Vi
KEEEICB T 57V 7 a v EaAE) IcRBish s,
fRER A B (SAEASH]) ICHC-ZE¥F I TH TN
20mg™ Z BRI G L7 & &, M3 oRKRETEIC S
HAHIXFIT GEasEE) RUCTEF I T ko]
é‘Agc&)u%h%nn%&@&%(éﬁ%%)f@o
7*-:10 V12 o
HEtt
1 R - Eohjktt
EFERABE (SHEASH]) ICHC-ZE¥FITHTEL
20mg™ 2 BEREOHREG L & &, 5424085 £ ©
DG REHEE R L3 12 78%. FRHICII%TH - 7212,
RERABE (%o6fl) IcTEF 3710, 20%), 40mg™
ZHAROKREG L& &, BEREBRETOIEF
37 GEfAE) &L ToRPHEIRIZ0.05%KE T
HO. RABRIYF I T GEadEHasf) PR
138.7%~11%TH > 7=,
2 BEitchEtt (RATERR)
IYF I 7HEeAEETRcERt s -05. B
HEICL NG %E > . BRIz F I 7 GEfask)
ELTHBRENSE (BFER) 29,
JHEH=2— L2 LTSy MicYC-ZEF I T
PHOREOREG L& &, BSR40 £ TIio kit s
N7-HETREIE. FHITHIC40% ~63%. FRHICIZIBLLTR
THO. RO F FHAPICHEH S N7t EE1X21%
~N%TH o T, FHESNI-BHZHS Y v+
ARG Uz & &, BEETEED54% ~ 81% 7S FF IR
ROOBFHOBETHICHRts 7z,
BENEREEIIESE
1 BpEEERE
HEORBEBSHERERSE WIEASH. 7L7F=
2775 Z10~29mL/min) IZTZT¥F I 710mgz B
ERROEE Lz & &, BRERA (BHEAM. 7 L7 F
=7V 75 A>80mL/min) & H# L CliigEfh Tt
F3I7 GEHadk) RUOTEF I THEKEEDAUC
IZZNZNHIL.6MERTL.HED ERANERD SNz,
2 FkpEE=EEE
B®E, PEENIEEOBEAEERERSE HEA.
Zafl) #H L ITBERA HHEASH) c¥FIT
10mgz BEEOHRSG L- & &, mighv¥F 37 (3
A E) RCTEF I TREHBEOEYEHRE/ ST X —
FIFEATRLEEBY TH o, HHEEREESETIR
KRS RERE E OFREE IS U7z R R o LR AR
H5N7=0 17, [9.3.2, 9.3.38H]

F2 FREREEEICBT ST YF I 710mgHEREOR S

DEDEREINT X —%

ramm I¥F3I7 (Eaak) IYF3ITHAR
K%ggb Tmax Crax AUCot Tmax Crnax AUCw-

“ | (hr) |(ng/mL)|(ng-hr/mL)| (hr) |(ng Eq/mL) |(ng Eq-hr/mL)
(;—bj;) 7.00(59) (3.86(118)| 54.6 (36) [1.81(95)| 95.3 (50) 864 (45)
M losm | 1| 7586 150 186D | 1468 14
?;ﬁf 9.50(26) [13.1 (41)| 316 (51) [2.75(79)| 171 (24) 2685 (16)
(;]EE‘) 7.00(49)|16.2 (43)| 265 (57) |2.88(46)| 178 (31) 3418 (41)

FEIEFHE (CV%)
TP Y I TRAFRER, FTLOIEF ITHYNEE UTERT

16.6.3 Sk

EiE (126, FERE5~758) 1< TLF 3 710mgk]
FIEI0H BHE#E L & &, JEiBa et (1141,
R0~ 2488) & B LTI T Y F I A kil
EOAUCIZKIR2 . MED LA PED 5 zh, MmiEdh T
Y537 (Eaak) WEOAUCIH S 22 L3R
OoNEDP o729,

16.7 ZYMEEIER

16.7.1

16.7.2

16.7.3

16.7.4

16.7.5

16.7.6

F N T OLPASOEERRN DL

EERA (AEALRF) 2X%ELT. TE¥FIT
20mgt) & BT ~ 71 LPASOBERZDEE & 72 B
FHIEIEEZ G L7z & &, CYPIA2. CYP2C8/9.
CYP2D6K UO'CYP3A4E M, I ITN-TEF L kT >
27 25 —EEEANDOEEIIRD Shahr o710,
HMG-CoAZTTEERBEZEHI & DEE/EA
RAZRMERE LT B EHAMG-CoABTTREREEA (&
UNATF UL TINAYF . TIUWNATF U, T
FUNARFF 2, QANRYF >, EINRYF )
LI ¥F I 710mgz A TIELIE, 73 14H BED
BELEZEREY, 2T¥F I 7130w TIhoHMG-CoA
BUBRIAER OERYBHEICN L TOHES P RHER
KIFTET, £72. WTNOHMG-CoAB TR EREH
Bﬁf%ii@%%ﬁ%ﬁ%%#&%@%%i&@o
7219,

AVRAFSEZVICELDEE

A (JHEASHI. LDLI L 271 —)LfE=130mg/dL)
EXNRELT, IVAFT I v4g (1H2E) & EF
I 710mg (1H1E) Z2HALLEE, MEHRIETF 3
7 GEA&F) RUOIEF I THEFEBEOAUCIEZ
NZN/LRT/2IET LY, [10.2808]
Jx/7475—EDEEER

A (JFEASHI. LDLI L A5 1T —)LfE=130mg/dL)
ERFELT, 7274 75—1+200mg (1H1[E) &
I¥F3I710mg (1HIE) ZHHALZEE, mEEHhT
Y F I THEEREE OCnak FAUCIR Z N ZNHY1.7
RIS ER LD, BREBEEKOHZHDOTIE R
Motz 72 )74 77— bOEYHEBIIKITTIE
FITOHEBIROONLEP 12D,

YI0ORRY VEElIEDOEBER

VT FZr )T T AN0mML/minzB i, DO
—EME (75~150mglH2[E]) o7 u xRy VEH %
RAFOBBERE SHEASH]) IcT¥F I 710mg?
HE#KkES L& BI¥F 37 GEladd+Hask)
DOAUCIH R A & i LT3 MEEmE 2R Lz,
MORE T, EEOBHERED-OEBHEEZITVL, ¥
JuAR) VEFEETEBOERNC L HREEZ T
WzEE GLEALR) ICTEF I 710mgZ BEHHR S L
eEE RIXFIT GElagkHaad) oAUCKE
TR &l U TRIERIEZ R U722 R A (4
EALRG]) ZxRELT. TEFI720mg™ (1H1E
SHIE) oEIR7THEICY 71 ZAK ) »HIAI100mg % B[
BOKBEGL-EE, MEPY 70 2R VEEDCrak
CAUCIE Y 7 a AR VB S E HEEL TEhZh
10% K% O'15%_EF L7z, [10.220#]

Z DithDEYENREF HINEEER

YW EERICBET 2BERRER (MAEAN) T =EF
I710mgE TN T 7 UV VIFR YV RIREE (T
FZILVIZARTIF =, LRILFZANLUI) 2H
RAUER, cho0RYSEANOEE IR 5Nk
Molze YAF Y EIYF I 710mg% HHH L7 iR,
IXFITONAFTTRATEY T 4 IIRT 2HEIL
RN, FIEER OKBILTLI=TLE
Kb~ 72> L%2ER) ETX¥F I 710mgz fif
ALEE, MmERIEs I THEEEEE DO Cnaldi
30%ME TR L7748 AUCANDHEIIFRD Shikah -7z,

Fl) TXFITOREARIIIALLEIOMETH 5.
H2) EYNRYFULAMISEA (LDLI L AT 0 — )L {E=130mg/

dL) ZXRE LB

17. BRPRAE
17.1 BWERUREECRET B5H5R
(®IVAFO—VIERURESES JL X7 0—)LIE)

17.1.1

EANE DB EEMREEEER

BV AT U—)VIMEEREZFI00FIIC TEF I 710mg#% 1
HIE&ZICIZAM®S LR, LDLa LV ATa—)L
1218.1%. I ATFU—)LI312.8%. MU Z VLY R
132.29%fK R L, HDLaZ VA5 a—)Li35.9% LR L7z,
BIER O FIBSEEX18.6% (22/118%1) <. E&EIE
FZEM3.4% (4/11861). ALT ESF2.5% (3/118%1)
TH-o7125,



17.1.2

17.1.3

17.1.4

EAE IERER SR

FI VAT O— VIMRERFELI78HICTE S I 710mg#1
HIE&®ISLARKRE L. RIS A D EBEIX.
1658 E DU I HMG-Co AR TEBE R EA O HtH 2 W] &
L. TE¥F I 7THMESKTROML2EEKTROME
E L7z, ZO/RR BERTRHTLDLIL AT O—)L
1216.8%. I L AT —)LIix13.0%. vUZ Uty R
130.6%E TR L, HDLIZ L 25 a0 —)L34.9% FHF L7,
F7-. IY¥F I T EHMG-CoABTRERHER %2 5t
BE5L7-65fTld, LDLa L A5 10 —)LIiE33.5%&
L7z,
BMEFAORRHEEIZ, TX¥F I 7HEEHREHHT T
36.0% (64/17861) K UHMG-CoAR TR I ZE A6
A T22% (15/6761) TH - 7ze FBMEAIZ. T
¥F I 7B S B TIdy-GTPER3.4% (6/178
fil). CKLEH2.8% (5/178f1) <. HMG-CoA&LEE
HIHEFIGA S TIZy-GTP ER4% (3/6761). ALT Lk
AROTF A MATFAAET3% (2/676]) TH 7%,
HMG-CoAETTEREZEF I fO—ILARDOE]
LZAFO—)VIEEE(CH T 2 ERE DB
HMG-CoABRILERIAEAIC L VIGEPTLDLI L A
FTU— L EEREEE TERL TV ARVEILVAT
0 — VIEEBEI (NTFaEsEEREEEa L 2
50— VIMERF296 2 &) ICT¥F I 710mg% 12
ARESES Lz T¥F I JIRARIOLDLI L A5 0 —
L (CE#59{E) 1£185mg/dL I L AT u—)L (FH{E)
13267mg/dLTH - 72H8 TXF I T OMHEZSIC &
D, LDLa VA5 a—)i323.0%. Il 2A5a—)L
1317.0%ME R L7z,

BIWEF OFEIREERE 1325% (10/4061) <. E2BWEAIZ
Rﬁ?%ﬁﬂ%‘l%% (374061) . CK E55% (2/40%) Td -
REBESAERENE IV AT O-IVIESEEICHT
BEANE MEHEER

LDL7 7 = L—Y A ZFEFTHTH D . »DHMG-CoA
BITEEBEANZRAL TV SR EESEEREES
3L AT U —)VIEREHNICTEF I 710mg#x 128
R 5 L7-fE8R, LDL7 7 = L — ¥ AfEfTRTOLDL I
L2578 —)L39.6%. #8I L AT 0 —)LIiZ9. 1% K

18. EppEIE

18.1

18.2

18.3

{EER
IV¥FITRBEFERCHEHTEILV AT 0 - ILOIIRN%E
[HET 2, TE¥F I TOEMARMITNBTHD. NLR
y—ZrxHVWIHRBEICBVWT, NETOIL AT
O— VORI ZBIRAICHEZEL, Z0OREE. oI L
ZFa—LEBRZETSE, MPILAFa—L2ET
SR, TXF I TINBEMICEET AEAY
(Niemann-Pick Cl Like 1) 2N LTalv AsFu—)
&@ﬁ%xfn—w@mW%mi¢émw o kR
5. ¥ F I 7 OIEREF L tho B REMERER (HMG-
CoABRTTREZIAER]. &1 4 VRWBE. 74 75—t
ZEA M ATO—I) EIZRL S, 1$FloEmaL R
F 0 — VIMERE 2 MR E LB o iR EEIEERER I b
WT, TE¥F I TE2AMOBEICED/NETOIL AT
O — VIR 2 75 & RBEIC H LS4%REE L 724,
IY¥FITNETOI L AT O — )LIRINFEEIC X 0 FF
OV ATu—LEBEEKRNSESH, FiETcoaL
AT A= VOEERPRENICTIET 5, IVATH—
VDS % ME T 5 HMG-CoAB B £ EH] & D fif
FIc&D, ATV ATFa— Lo HEGMEHICETRT 52 &
M A XEHOZREOROENOEI L 257 a— )L
EBREZNRE LRBE?Y DI TORS .
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