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JN\E€TEE&EHD
PRAFSAE N EgiS PRAFIRE B
3.6, 9. 12,
R . 18, 24 » A PTP*+7 /L I 486145 Bl
<t 25°C/60%RH (g i)
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V. ARICET SIEE

V. BRICET SIEH

1. MEEXITHER
S LXTA—)LfE. REMESa3LATE—)LME

2. MEXIFHRICEET HIE

5BERIIBRICERET 5FE

51 AFlZ @=L AT v —) VIIE, FEMESE 2 VAT 0 —) VIIEDIREOFH SIS L LTHN
RN L,

52 WHOFNZ 2 ELZEmL, mal AT a—/VIGE, FEEEa L AT 0 —/LIIETH
HZLEER L ETCARIOBEHEBETHZ &,

53 REHSERMFEM S 2 L 27 0 — LVIISEIC DWW T, LDL 7 7 = L — 3 R D IR 1E
OB E LT, HDWIEZN D OIRFRIENFEIE RRER A ICAROBEA = ZET 52 &,

(figsn)

51 AAND T DA GIEIT, BXNAZTF A7 L 2mg XE 4mg HHTRHEAR+ 756106
DEUINEZ, HAHNVIE X NRNZAZF AN T A 2mg KRTEF I 7 10mg OOFHEEITE
BNALF ANy T A dmg ROTEF I 7 10mg OUFRIBEN DOV R THD Z &b
EEME T 52 & e Lz,

52 B X NARLF UEER T RTF I TEOIRMNLEESHITHIE Lz, ARIOBEISIT E=a L 27
m—/VIE] THREEE 2 VAT r—VIE] Thod, HOFOEEBLEAIC LY — Rtz v
AT H—=ANERTLHERHY . 2O XD REAIIFRRREDIRREEET 5, Folehh
REM%. Ea L AT — VIE [FEEE 2 L AT o —VIIE) Th 5 2 & 2R T5 2 &,

53 A NREFUEER BT I TEHEORMN LEEBEICHRE Lz, FtEEma L 27—/
JED 9 BREHEA RO EE TiX LDL ORI L E 2 LDL 2B IROIEENIE & A LRV, & -
THLIK DTN THD, EFNAZF U OERIEMIT LDL ZEREZFHEL, FiE~D =227
B L OB IAREEINT 5 2 & TH D120 REEAKROBE TEFARDEPF LI
LOLEZONS, UEXY 1BELELL 2SN LRI A2ESICE->TC, LDL 7 7 = L
— AFEOITEWIEOMIMFE L LT, AT 252 L,

3. RERUVAE

(1) AERVHEDOHESR
W, RACIE LR LELEE (EZARAREZF AN T,/ T8F I 7L LT 2mg/l0mg X
4mg/10mg) & BHZITHEAOFKEGT 5,
(fi#a0)
EHNAZF TN T DKFTEFEORIR2 HEGENARETH LN, = BF I TITREBES
ThHHZ b, AFOREZIZEF I TOMECAbETEERE L L, (RESR)

(2) BZERUVH=EDHRTEEE - Bl

RN B PEICAA] HD % ZEfER XX B IZHIEIRE O 5 U2 A P[RSR YRR O 8
DR (K-924-01) OfER, ARFIOIEYENEE 1T HAR GRFIGRO - B FORE AL L TR
0. ARFNIS AP G R & RO B FSRME T CORENRES Ml L7, (TVILL. (2) 1) &
FOE M aRER (K-924-01) | DIESMR)

EHNZABF TN DKFIEFORIR S HENARETH L0, = BF I T IIREBHR G
ThirZ e, AFORETZEFITORHIEICEDETEEZEES L LT,

EHENRALF N T ADEGEREICONTIE, =B F I 7 EOHEENEWVHRES LT, BX
INABF TN 7 A 2mg KN dmg IR LT=, o, B NRNRZTF UK EFITEFHL
TWAHHBEDI L, EEARZREF NN TLAD Img A L TWAEBESL —EEMEELTND
EHERF SN DA, BIREE LR DO TR 2 AR E L TCE A NRAXF U HLv T A Img 25 Sh
TV BFEIZEWT LDL-C OEH HAZAE 2 2k T X WA 12id, JAS2017 (RAIBAFEIE D A7 A
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V. ARICET SIEE

RZ7A42) TOHFBIZANDY | =B F I T OBRMEGORNCE S NSAS T U OEEZE T & LHE
ZBND T END, AANCERET DEHNAZF ANy AOMEL LT Img (TER Lo
7o
TEFITOGRIZOVTE ABTOTLF I7ORRMAED 1 H 1A 10mg DATHD Z &
Mo, BEHAEE 10mg & L7,
DbZEEEZ ABFOREIZOWTEIEZ SAZTF AV A/ 28T I 7 L LT 2mg/10mg
KON 4mg/10mg] @ 2 R LR E L,

4. RERUVRAEICEEY HIE

1HRERVAEZICEET 5FE

TALLFDOE X NRAKF N bKF & =B F I T ORNIRT 5 AEMOHER B E 2.
BEBIIAKNOBEHAEBETDH &,

ERNAZF AL LK

WHE. BRACIIEZARZREZF NI LT I~2mg & 1 H 1 ERO#%KEGET 5,

7pks. i, JERIC X 0 EHE L, LDL-2 L A7 0 — /L EOK F AR 723858 38 T
EON, AKEEIT1 Hdmg FTLT 5,

ItEFIT

WE, BAKIEZEFIZ7ELT1IE10mg 2 1 B 1 EEEBROEEGT5, kB, £, Eik
IZ XV ERET D,

12JFAIE LT, BANRNREZTF N T LE LT 2mg KO=EF I 7 10mg ZFH L TW55
B HDNIECEZNRZRZF TN E LT 2mg A LR AR 4728582 AKI LD (v
HINAREF U NI L/ TPFIT L LT 2mg/10mg) OEHZRFT5Z &,

I3FHIE LT, EXNRRFTF UL AL L Tamg KOV F I 7 10mg Z20H L TV 55
BB VEEZNRZF U AN T AL LTamg LUFIEZARZREF AN TN TP F
7L LT 2mg/10mg M LERA 0705 /812, AFIHD (X ARRAZF U Ny L/ =
YFI7 L LT4amg/10mg) DM ZKRFTT 52 &,

1A FEEOH HBFIEGTHLEICE, RREGEZEXANALTF AN LAELTIH
2mg FTET 5, [9.3.3, 16.6.2 ]

15 EZN2AZF IR E (RHIRER) OEMIEV., B MAE A FFER 1 HBLT
HZDT, ERZNRAZF N LE LT 4mg [THEET 5541001F, CK B5-. IS4/ mes
PR 5 PR S OV ) J S O BB R E RITBEEIR IV T~ 5 2 & B X AN X F U DR A
FERREBRICBWTE A RAZF U7 A E LT Smg UL EDF G IR AlARIE K& ONRE
BEFHEGORBIZL Y PIESHTW5, [11.1.2 ]

(fiAEL)

T1EMBE X ARZ L F o I BT L THKEAN O FER O & & BFOREE L TARB O H %
T35 Z &nn, FEEMEZITH 72O E LT,

72,13 KFNDET- DM AT EX. B X ARAZF 2 A 2mg T 4mg BLF TR 43517
SO KRZ, HAWEIEEANREZF AN T L 2mg RO F I 7 10mg OFFFHTER XX
B R INAKETF N7 A dmg OB T2 7 10mg OB GO0 R 2 NEE S ILD
L EBFATRE L,

14 X NAZF UEEOIRMN LEESBITRE LTz, EERE TIXE X NRZ F o OMmBEFRE
2 ES U, BWERRBUBEE M LY EEREWERN BRI T ietErnd 5, £7o, T
BEFICEZAREF U bEw &G LR (BN) T, AR HHEREEF &I LT R
HALIEERENE LN TS (IVILI0.OFFEEEE IR 2y Ehie) OERR), 2k, HER
Pt RERS S SUIIRERAZE D & D BF [T 5= L LT\ 5,

15X NALF U EEDRMN L EE BB ITHRE LIz, B X NRASF U EEOUFINCORER AR ()
WCBWT, 1 H 8mg UL EDEHEZHRG SNT-RBE T, &G D 18~29 H I i
FIRAE S ORI R ARE (2 B L 7o B SE 4 (R R & (V) CKE DS ZEYE(E ERR oD 10 584 i |
FAL7) BREELTWD, EEANRREZTFUIEGE (BHFREEE) ORI, BT Rz
JE SRR BARE (B U 7= A EHGN BB T DA REEN R T2 682 0nD 2 b B X

12



V. ARICET SIEE

NABFHNLTHE LTI HAMg ~EET AT DR EERANEEEZHRE L,
SRS F LAYy KL LT R dmg 25T HAICE, CK B, SA7r VR, R

I S OV 1SS O BB RERTEER (TIERE T2 2 & FrICHEER 8 HHEIIAG IR IR

WiF17e & OBIEIRE T HBEE L. S b ORERZSRES LI cj:CKm%ﬂmfé z
DR, AR E Lo B GBS LR S (55LE) 45320 5 a1, 105
EAFIDR G Z T B 2 L,

<E5AX&?/%mk&5§L%i¢5m@wu“)

OmEFHENDS | HEAKKGE~HEE LZHAI1CIT. B IIO 8 MM RIR-<C U ik o i 7
R EOFANERAZEE L CTEZRTHZ L,

OJFR D FFE TE 2WFRIR-CIUBE DI ) 72 E ORFRER 2SR BL L 7= 56 121%, CK EDHIE %
1T92 &,

OCK fERIE DR, JRADFFEMN TE 20 FE L b5 GEHEE RO S f5LLE) 235380 bz
pelZlE, EBICAAIORGZPIET 52 L,

u *Jﬂszﬂ

(1) BRRT—2 /8y r—3

Edfip ot
Phase A PO 5 N 5
REES. A, gE | 0 0T I JER O & o
[BE]
K-924-01
s ey EVEZ A, FEE MR ) S gE dmg KO8 F— T B
it S s s i (lome i CE1ER) .
" . SO BE 2 BE2 1, FE ¢ [55 41 RFIHD (Z2HEE)
ok 1RE2 ) PolsaRER [FE]
R HD (22l S £ %)
K-924-02 EZ SN EIN %%xﬁ T (OAFILD (1 H 1)
K-924 55 I ARAERSR I, BefEnit, —@ |77 Co 5 (AHIHD (1 H 1) P
EFN B, Itﬁﬁif'%l:sﬁx 288 Jil - (3)PS2mg & (1 H 1 [A]) 8
" BV (4)PS4mg &£ (1 H 1 [A])
H5 IAH
K-924-03 Eo L2 a—
K-924 3 11 AH 52 | S MEakdtm, 8 | L0 (DAAILD (1 A 1 [A) \
4 5 R R %ﬂgwﬁ @AF HD (1 A 1 [H) L
H A

(2) ERPREFEBR

BB L

(3) RERIGERRAR

BB L

(4) HREEAIEAER

1)
E3|

AMHERREEEER
RS I FRIREEEAER (K-924-02) ©

V) EaL AT — LVISEREZXIRIZ, EFZNREZF AN A 2mg/mPF I 7 10mg i
H ¥ B8 (BT, AAILD) XIZEH AR F L AN Y A dmg/=EF 3 7 10mg il dsE (B

T. AFHD) Z 1 0 1M1 EAKIC 12 BEROES Lo RR R eI DN
T, BEXANRNREF N T L 2mg SEXIIE X NRAXT 7 A dmg SERRTIRE L
THRET 5,

AR Zhax LA, IR, WAEA(L, —EEMR. WATHEM R
THA v
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V. ARICET SIEE

BPULYE

()FEEBFREOEED 20 5oL O @2 L AT v — Ui fE B

QA7 V—=v7fAHO 12 BWELL ERT L Y —E O R FREE L OV XX iEEhEE 2 3206 L
TWBE

B)VA 7 Y —=> 7t LDL-C (Friedewald 3) 78 JAS2017 |2 H5< 75 =Y —43%IC
BT, UTFOWFNNEm- &
—WRFBOMLY 2712352 L, LDL-C A% 160mg/dL L) I 220mg/dL i
—WRFBOH Y 271252 L, LDL-C A% 140mg/dL L) I 190mg/dL i
=T OE Y A 212324 L, LDL-C 73 120mg/dL LA I 160mg/dL i

BRoh AL E
(k)

(HWEEZARZEZF I B F I 7LD 2 AT — IR e DB L2 A5 5

mfaﬂx&%/xixﬁ%“fm@ﬁﬂﬁwﬁﬁféﬁﬁéﬁ

Q)EE R ATFEE (Child-Pugh 43%8 B UL ) XISILEMELZHT 24

(@ﬂ%ﬁ@ﬁé\&ﬂ$®ﬁé\%%%ﬁ¢ IR SUIRA D FEN 5 Lotk TR E
DWEREE 25 F U 72 WEAR A RE 722 Aotk

YAV Y —= VBRED CK N EUHEE FIRD 3 500 Fo#

(6)A 7 V) —=2 ZfEED ALT KON AST A IEYE FRRD 2 20 FoZ

BRI

DIF oA Z 1 B 1A SERBICROESL Lz, ok, 1B I FHERIRY IRH % A
v L B ) L,
< KAILD B : AAILD (X ANRREF L HNe L 2mg/mPF 27 10mg G4)
 ARANHD # : AFHD (X NRXAXF N0 b dmg/mVF 7 10mg &FH)
cPS2mg B : B X NARE T U AT T AE 2mg
* PS4mg #f : X NAX F T AEE 4mg
B 5T - 12 R
LRMEDENT R 288 5] (PS2mg Ff 72 5], PS4mg #f 72 1], AHA| LD £ 72 #i K OV
7| HD % 72 1))
ANMEDIRMT R GAE (FAS) 288 i (PS2mg BF 72 5, PS4mg ¥ 72 5], A7 LD #¥ 72 4
N OVAF HD B 72 1))

HIEZAL

| PS2me/ H & 7245 (72451) ™ |
| PSdme/ H & 7245 (72451) ™ |
| |
| |

AHILD (PS2mg/ = EFI710mg) / H &E 72451 (72451)) )

AHIHD (PS4mg/ =P F3710me) / B RE 72451 (7245i)
438 S 1238
AY =2 7 TR
Wash out | A7V —=_ 7 f4s .
@wfé AH LI LSTARLLP 12381
NS B DA% ATREME D50 2 AR o OB E DNEBRIC BN 25 A, IR IR Y 33 %
EPJLL AR LA 2271 AT — = TR R FE LT
(FFEL, Fa7a— A 8 BN ~C IS 8% R IE T R RE M 5 & COBE AT
Wash outL COIEBRBMEEE L T)

L2 22 EVERRATT b G4 H O BB R ME AT 3 B4 [ O B0

A E H

Atk

TR H
- VEWEH] 12 38R I2 3517 5 LDL-C (Friedewald &) D_— 2 5 A Ml 6 D[R
R (BREROREM - X—RA T A V) [N—AT A ME
BIRBIREME EH (Pfy)
< JRIEM 12 W 351F 5 HDL-C (JE#20%) | non-HDL-C, TG D~_— R 5 A b DAL
SO E YN
ey
F N E A
RBRKE TR DRI 5% O F HEEF LK OEWEH ORBAHE - #5130
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V. ARICET SIEE

T 7o BB R
[ 5h1E]
F R A
VB 12 @IEIC 31T D LDL-C (Friedewald ) O_X—Z T A4 D OZALRIFRFE IR T LB
D CTHY ., AH HD BED PS4mg FEIZ X3 D EEE, AK| LD D PS2mg BEIC X3 D R L U
I HD BEDOZALSEMNAHK LD FEOZA LR LY KE W & PREES 72,
SAPREA 12 @D LDL-C (Friedewald ) MOR—X S5 UMb DZEILE (MMRM)

PS 2mg PS 4mg AF LD AF| HD
A 166.1819.11 162.14+21.94 168.92+19.88 167.01+19.51
(mg/dL) n=72 n=72 n=72 n=72
AT 12
R E il 12 A 100.24+15.61 88.73+16.92 81.48+21.18 69.99+14.16
(mg/dL)
ZAbER -39.481 -45.152 -51.423 -57.843
(%) (-41.752 , -37.209) | (-47.439 , -42.866) | (-53.700 , -49.146) | (-60.130 , -55.556)
_11.942%%
vs-PS2me (-15.159 , -8.726)
HE -12.690%*
g vs-PS4me B B B (-15.932 , -9.449)
-6.420% %0
| — — —
Vs AAI LD (-9.642 ,-3.197)

N—=R T A & AT 12 JRFIZ DWW TR E £ ER 22, (LRI DOV TR/ D ZRERE U TR/ 5

YVIEDZE (95%EHEXM) 2R LT,

a:Model MMRM): #5-8f, Fef, G ERER L OZRZBAEH, BIMFRFOBRIKFTh 2 JAS2017 IS T =
U —HEEEDE, LDL-C DRX—R T A Al a LR L LTSV, 48, S CIXFRET2 6], 12 8T
X PS2mg #£, PS4mg A, AK| LD #£i% 72 5], AA| HD #f 70 BlO#ERE OFT — X WRETET MIEEND,

b: EIKEIFEHT

**:p < 0.01

AR D LDL-C (Friedewald 20) O X—2F A4 UM EOZLRITI FRIO L 2 IZHEB LT, 18
B 4D RBEET, RTORGHETR—ZTF A &l L THEHZOICHEERIE TR 5
iz,

(%)

0
—10 - PS2mgg# PS4mgg# FHILDEF =0 FAIHDE
720 B\ ST £ 95% (SR
i *:p=0.01 (vs R—2F51)
K¢
> —30
& o w ’*:"
a =40 " Tk Tk
— - o o
—50 - - I -
kT § ok } .
—60 % *k *i*
_70 _J
48 838 1238
PS2mg8¥ —38.180[—40.15, -36.211(72) —38.944[-41.25, -36.641(72) —-39.481[-41.75, —37.211(72)
PS4mg8f —43.778[-45.76,—41.791(72) —45.358[—47.68, —43.04](72) —45.152[—47.44, —42.87](72)
AFEILDE —51.365[-53.34,-49.391(72) —50.376[-52.69, —48.061(72) —-51.423[-53.7, -49.15](72)
ABIHD& -57.329[-59.3, —55.36](72) —56.771[—59.08, —54.46](72) —57.843[—60.13, —55.56](70)

B\ ETI(E [95%EFEXE] (FIE)
L EHERE R+ 5 LDL-C (Friedewald ) OR—X S5 UL DEILEDHFE (MMRM)
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V. ARICET SIEE

AR AR AT I H

BB TR T D165 12 WK O

=Yg
FH

BERHIFEEE (U AEASEZERS) ON—=AT A i

B OEALERIZ OV T, HDL-C (E#:%) . non-HDL-C, TG ® MMRM |Z X A EtOfE R4 R F IR

77
SAERHR 12 885D HDL-C (E#ER). non-HDL-C, TG DR—RX 54 UM 5DEILE (MMRM)
PS 2mg PS 4mg AF) LD AF HD
N 5734172 | 588+155 | 577+145 | 59.7+15.6
NmATA Y (mg/dL) n=72 n=72 n=72 n=72
SARFEAG 12 A% (mg/dL) | 60.7+169 | 61.4+163 | 622+143 | 62.7+15.1
ZE (%) 6.626+1.241 | 5.030+1.241 | 8.869+1.241 | 6.406+1.251
HDL-C PSo 2.243
(E#EE) vs-tsomsg (-1.210, 5.697)
iE 1.376
fH vs.PS4m — — — )
b £ (-2.091 , 4.844)
2.463
I _ J— J—
Vs A LD (-5.933 , 1.007)
N 189.6+22.1 | 1858+23.6 | 197.5+22.0 | 191.3%+19.9
NmATA > (mgldL) n=72 n=72 n=72 n=72
B3R 12 A% (mg/dL) | 119.4+19.6 | 106.6+19.6 | 101.8+21.6 | 87.1+17.6
LR (%) 137.033 1.118(-42.315+1.126 | -48.1381.128 | -54.512+ 1.124
-11.105*
non-HDL-C — — —
vs-PS2mg (-14.240 ,-7.971)
HE -12.198"
E vs-PS4mg B B B (-15.332,-9.064)
-6.374"
I _ J— J—
Vs A LD (-9.505 , -3.242)
N 119.3+71.2 | 118.6+57.5 | 1444+753 | 122.9+63.1
NmATA (mgldl) n=72 n=72 n=72 n=72
FeCERAT 12 F (mg/dL) | 95.4+449 | 89.4%419 | 103.1+614 | 858+41.5
LR (%) -15.369--2.720(-21.860+2.721 [ -23.232+2.736 | -26.014+2.748
-7.863"
TG — _ _
vs-PS2mg (-15.477 ,-0.249)
i -4.154
g vs.PS4mg - - B (-11.762 , 3.454)
2.782
I _ J— J—
Vs A LD (-10.425 , 4.862)

N—R T A & AT 12 BRFIZ DWW TR E SR, AR OV il R E SRR E T

/N IEEEOZE (95S%EHEXME) 2R LTz,

a:Model  MMRM): 5.8, R, #5558 RS E OZHAER., BIFFRFOREHIEFToH 5 JAS2017 IZFESL T 2
U —HEEENE, LDL-C DRX—R T A Al a LR L LTSV, 48, S CIXFRET2 6], 12 8T
1% PS2mg #£. PS4mg B, AH| LD #1372 #, AH| HD B 70 GlOWERE OF — & BMENTET MG END,

**:p <0.01

[ 4ME]

*p < 0.05

AHFNPBEEAZ L ARIWER R EIS L, AH LD & 5.6% (4/72 f1]) . A5 HD #f 6.9% (5/72 #fil)) T
ot ERRIWERIL ALT #2900 (A% LD & 1.4% (1/72 f5]) . A% HD B 5.6% (4/72 7)) %&Th

ST,

RITEHIEBRIIRED LB Th T,
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V. ARICET SIEE

FEERRVEIERAOENR (REMOBITHRER)

PS2mg PS4mg Al LD A5 HD

n=72 n=72 n=72 n=72

AERER 12(16.7) 19(26.4) 18(25.0) 14(19.4)

RI1EH 2(2.8) 5(6.9) 4(5.6) 5(6.9)
HERAEEFSL — 2(2.8) — —
HERENEN - — — —
BHPIRICE->T-HEES — — — 2(2.8)

B 5P RIS E - - BIVEH — — — 1(1.4)®

B (%)
7E) ALT #8/0

2) REMHER

ERNE 148 52 BARPIZSHRER (K-924-03) 7

AERD
B

X NAZF Iy B 2mg KT 4mg G- THRA+ O E 2 L AT v — VifEBE %
KB EHNALF T A 2mg/= P F 2 7 10mg Bl AEE (LT, AKILD) Xiie#
RABZF IV T N dmg/ =BT 7 10mg il dE (BLF, AFIHD) 2 1 H 1A 1 &8
%2 52 MR Q&G LTz & & OFIMER LR OV TR 2,

Bk
THA

Stk IR, FEE AR

BPULYE

(DIEEBSFEFOFEERN 20 U EomEma L A7 o — /VIEEE

QA7 V—=" 7R O 4R LT L Y —E O/ FRE & OV X T IEERE % i L <
AYE:

A7 V—=V7HREAO4BEBLL ERTE D X RAZF BT A 2mg/B UL E X N
ABF IV N dmg/H a5 LTV A

WAV —=2 JHAERD LDL-C (Friedewald ) 73 JAS2017 |25 < BT =V —43%IC
BWT, LFOWTNNhEwm=TH
c —IRFPBEOIRY A7 1Z3%¥4 L, LDL-C 7% 160mg/dL LA |-
=K TPOH Y 27 Z5%% L, LDL-C A% 140mg/dL LA |
=R TPOE Y A7 1Z5%%4 L, LDL-C 2% 120mg/dL L |
- HENRERBOBEEN H Y — R THHIZ#%Y : LDL-C 2% 100mg/dL UL |
c FIEMEE A VAT n—/ Ve, SRRSO 254G, BRAE ChoE Y A2
e E A0 2356 C IR PBIICE%Y - LDL-C 73 70mg/dL LA E

BRoh e
(k)

(HEZARZRZF T T R T LD AT — IR e OB E 2 5 54

QEZNRALF IV TF I T ~DORBUEDEFR = H T 5HE

(R)EE /2 /TS (Child-Pugh 238 B UL b)) XIIRREFAE A AT 55

DR Ok, I Ok, BRI IR XL O T ENR S D ik, I E
DBEETE 2 F U 72 WIESR AT RE 72 Ak

BGYAZ V—= THAED CK PN LR 3 F2 Lo

(O)A 7 U —=2 THAED ALT KT AST N EEHEE EFRD 2 20 Eo#
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V. ARICET SIEE

BRI

AFKILD B : A LD (X NRAXF AT T L 2mg/m8F 7 10mg &F) 21 H 1A
1 fERBICR DT 5,

AFKIHD B : AFIHD (B X RAFF L Hy v Admg/mEF 7 10mg&4H) 21 0 1 [
1 ERBICRORET 5,

P 51 - 52

AHIHD |

12382 B3 5L THLDL-CAVERE BRI EL TRb T, wathiciiE
DR 24188 DU OBUE RIERF D SOAFIHD ~ DI A rlg L L7z,

P2 AHILD (PS2m/ =¥ F37 10mg) / FLE 6205 (6245) ™ |
AIND T BT R AR |

12080, 5 U CHLDL-CAVE B HARMEICEEL CThb T, KatIchiE
DR 2438 DL O BL7E SEBR  SA ONEEL L 7 E A K B N
ZA[REE LT,

[ pstmg | ASAIHD (PSAmg /= ¥F3710mg) / B #f 475 (4745 *-* |
0 44 1238 243 3218 4038 521
AY—=2 7 1] e
4B LI ESHLIN 523 [H]

a: AFILDFEL L TR G- BT 1E Th o721 B2V T, G- BRARKFINOAFIHD SE2MZ 5 ST T 7o 2870,
ZDREGIFAFIHDIEL U TN 24T o7z,
TE)Z2 S MERRAT e G4 R DR AR T St S AR I D150

REfTiE

ABhE

FEAGTEH (Borh)

- BREEIARIC B8 D LDL-C  (Friedewald ) D_— 2T A v OZE LR

« KW 2 B1F 5 LDL-C (Friedewald ) D_X— 25 1 926 OZE{LHR

< BT T N—=TfiRMT & U CE R & AR £ T A8 L TAR LD BEE o 72 5EH (8
P 24 3 LU I A HD BEICHEAE U ER &2 RO ) | BT S oG EATh
FCTHE L CTAH HD BE7Z - 7285 M GAFEY] 24 T8 LI (B B w e TR ek 28 L 72
Bl RO EER]) AR & LC, FofiHiiRF O LDL-C (Friedewald &) O~X—2 F
A 2D DEALERIT OV TG

« KPS D LDL-C (Friedewald ) OJEE & H Bl 0 2R

- B HSETAMEIZ 3517 % non-HDL-C, HDL-C (E#:E) . TG O_X—R T A b O[S
EFR

et

FEFHIIE H - VAR TRRIC R T DIBBREER 5% OF HFHRL L ORIEH ORBLA # - BIE

(EFIR

ESANEV TR S

[ 2hE]
A EYE!

<LDL-C ®DX—RZF A b OEHE (Ff&aHiiRs (LOCF)) >

LDL-C (Friedewald &) D~_X—2 7 A b OEHE CELME CEERZ) 13, SoEaHliRE s <
AFN P 55142 -30.28 = 14.30%, AFH LD #£-29.50+11.71%, AFK| HD F£-31.32+£17.20%TH Y . \»
THEFEIFNCABERIKT RO bivle (—IEA tE; p<0.001), £72, J5%H 4 B2 5 52 8
F TOEMREE Tl AFEG-F4214K-26.68 +15.52%~-30.38 = 14.48%. AFH| LD F£-25.55+14.45%~
-30.62+11.13%, A% HD ££-26.93£15.16%~-31.33+17.39%Th V) . TN OE T HFEHFEAIC
AERIKTAFED b (A tHRE; p<0.001) . = DORhEITFEE L7,
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V. ARICET SIEE

LIRS (2 H (T3 LDL-C (Friedewald ) DBIEERUR—RA T4 UM SDEILE (FAS)

Bl | X=X T7 A I EfE ZEAV R (%)[95%CI]
ESUUN 98 137.88+37.23 | 97.47+33.97 -29.00£13.117[-31.63,-26.37]
438 A% LD 55 136.71£31.71 93.60:20.82 -30.62+11.137[-33.63,-27.61]
A#| HD 43 139.37£43.65 | 102.42+45.43 -26.93+£15.16™"[-31.59,-22.26]
KON 107 133.99+38.11 95.45+38.31 -28.60+14.06""[-31.29,-25.90]
123 | AHKILD 61 132.68+33.14 | 91.67+22.15 -29.81+12.057°[-32.90,-26.73]
A5 HD 46 135.73+44.17 | 100.47+52.52 -26.98+16.357"[-31.84,-22.13]
EXIN 106 133.95+38.29 | 96.44+35.24 -27.40+14.447°[-30.18,-24.62]
2438 | AKILD 60 132.59+33.41 94.38+21.10 -27.33+13.317°[-30.77,-23.89]
A% HD 46 135.73+44.17 | 99.13+47.97 -27.50+15.947"[-32.24,-22.77]
EXEN 107 133.99+38.11 95.40+25.20 -26.68+15.527"[-29.65,-23.70]
323 | AKILD 61 132.68+33.14 | 96.68+22.57 -25.55+14.457°[-29.25,-21.85]
AHl HD 46 135.73+44.17 93.71+28.49 -28.17+16.887°[-33.18,-23.16]
KON 106 133.95+38.29 | 92.22+26.30 -29.61+14.187°[-32.34,-26.87]
40 | AHKILD 60 132.59+33.41 92.08+21.75 -29.38+12.257[-32.55,-26.22]
Al HD 46 135.73+44.17 92.40+31.52 -29.90+16.50""[-34.80,-24.99]
KON 106 133.95+38.29 | 90.77+23.87 -30.38+14.48™°[-33.17,-27.59]
520 | AHILD 60 132.59+33.41 92.00+21.98 -29.64+11.887"[-32.71,-26.58]
A5 HD 46 135.73+44.17 | 89.17£26.29 -31.33+17.397[-36.50,-26.17]
i EEN 109 134.38+37.90 | 91.28+23.81 -30.28+14.307"[-33.00,-27.57]
Eéﬁi, AFI LD 62 133.26+33.18 | 92.73+22.08 -29.50+11.717"[-32.47,-26.52]
A5 HD 47 135.85+43.70 | 89.35+26.03 -31.32+17.207[-36.37,-26.27]
S AR HERZE (mg/dL)
a N—RAFA L EN—2F A L HOREMBE AT DERER
**: p<0.01
(%)
0 o
“104
B T @95 %SRS
E“ —20 |
:
_30 4
_a0
N—=R35—1 48 128 2438 4058 528
ZF:J;E;W 109 98 107 106 106 106

*p=0.01 vs A=A5) (HRFEHE)

FEERF S IZH B LDL-C (Friedewald &) DR—RX 54 UM DELEDHRE (KFIZREH LK)
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V. ARICET SIEE

(%)

0
FFLD3
—@— FHIHD3
_‘IO -
B FE+I5% EHEER
g —20 H e sk k% 5 ok
)
-30 i 1 ! I .
| A B [
ok 5k &k L]
_40 —
R—=2AZ4 4;8 12:8 2458 3238 40:8 52:8
FHILDEE (n) 62 55 61 60 61 60 60
FHFIHDEE (n) 47 43 46 46 46 46 46

**:p=0.01 (vs R—2 51 >) (EFUEE)

BB SICE TS LDL-C (Friedewald ) DAR—RX 54 UMb DELEDOHFE (KF| LD B R UAE| HD £)

<JREEH] 24 ELAREIZTEERIE D H &2 B U INEE R EFETR R 2 1800 U 7o R & RO -8B o
LDL-C ODR_X—R T A inb OEHE (Ri&FHERE (LOCF)) [H7 7 v—7fghr] >

EIRTEED O o fEGTfiRE & T2 U CARA| LD BE7Z - 7285 (G 24 3 LI ARHK] HD BEZH
WA UTER 2 BRO TR M OSEITRED & A & FEAMIRE £ T4 a8 L CTAHI HD BE7Z - 75 H (76
FEH] 24 LI CHEE BEETRIRIE & 18N U7 e B 2 RN - 2B ) O AEFEmFRIZ 31T %5 LDL-C
(Friedewald ) DO_X—ZF 1 UMb OE(LREIRFITRT,

AR 24 BURICEAREOAEEEXIIBEERREABREZEML-HREZROV-EHD
RIZSHERFD LDL-C (Friedewald &) MR—R 54 U5 DEILR

** 0 p<0.01 (AR tRE)

<LDL-C &2 F AR fEF] = >

FHEFHMRE £ C© BHEFHMRE £ C©
A LD BT - 7= 4] ARAZ| HD BT - 7= 4]
n=56 n=44
_R—2F A (mg/dL) 133.24+31.92 128.50+32.27
& EHIRE (52 38 LOCF)  (mg/dL) 93.71+22.29 89.65+24.41
e (%) -28.86+11.80" -29.06+14.45"
YA E = R UE R 2

B d B R 2 B T & 51235 1F A LDL-C  (Friedewald &) /& B H FEERER 2 RFITRT,
FLEHIZH TS LDL-C (Friedewald ) &I BiEET|ER

AF B G- AR A5 LD AF HD

Bk | BIEGIE(%) | 95%CT | BilS | BIEEGIE(%) | 95%CL | Bk | BBk (%) | 95%CI
43 | 98 86(87.8) | 79.6,93.5| 55 50(90.9) | 80.0,97.0 | 43 36(83.7) | 69.3,93.2
1258 | 107 | 92(86.0) | 77.991.9 | 61 56(91.8) | 81.9.97.3 | 46 36(78.3) | 63.6,89.1
243 | 106 | 90(84.9) | 76.691.1 | 60 53(88.3) | 77.495.2| 46 37(80.4) | 66.1,90.6
3238 | 107 | 89(83.2) | 74.7,89.7 | 61 53(86.9) | 75.8,94.2 | 46 36(78.3) | 63.6,89.1
40308 | 106 | 92(86.8) | 78.8,92.6 | 60 55(91.7) | 81.6,97.2 | 46 37(80.4) | 66.1,90.6
5238 | 106 | 94(88.7) | 81.1,94.0 | 60 55(91.7) | 81.6,97.2 | 46 39(84.8) | 71.1,93.7
Eééﬁ'}: 109 | 96(88.1) | 80.5,93.5| 62 56(90.3) | 80.1,96.4 | 47 40(85.1) | 71.7,93.8
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AEICEY SRR

<HDL-C, non-HDL-C, TG D_X—Z 5 A4 N5 DAL (e i&aHiE (LOCE) ) >

BREEHIER (LOCF) (231F % HDL-C (JELPE%)

DB DL RE Z N ENKRFITRT,
RIREEMAE (LOCF) IZH T2 IEERETMBZENAEERUR—R 54 UMb NDEILE (FAS)

. non-HDL-C, TG DHIEH K N_—RAF A

Bil%ce NR—RF A T B b (%)[95%CI]
AR 109 55.0£14.4 57.6+15.9 5.27+13.30"[2.74,7.79]
(Egiggg) AFI LD 62 56.0+£13.9 60.1+16.1 7.5213.06"[4.20,10.84]
A% HD 47 53.6+15.0 54.3+15.1 2.29+13.16[-1.57,6.16]
AR 109 159.7+39.3 113.3+24.9 -27.31+14.087°[-29.98,-24.64]
non-HDL-C | A%/ LD 62 156.9+32.7 112.9+23.9 -27.25+11.697°[-30.22,-24.28]
A#| HD 47 163.3+46.8 114.0£26.5 -27.39+£16.85""[-32.34,-22.44]
XN 109 127.2+57.0 112.3+58.4 -8.94+29.56™"[-14.55,-3.33]
TG A LD 62 118.1£52.6 100.7+49.2 -11.44+27.457[-18.41,-4.47]
A#| HD 47 139.1+£60.8 127.7£66.2 -5.65+32.14 [-15.08,3.79]

a N—RATA L ER—AT A UHOREMEE AT 5 WERE
** 0 p<0.01 (A tRE)

(22 4=1E]

PEfE = FEER 2 (mg/dL)

RIVERRBIEIA 1T, AFEGHI2KT 0.9% (1/109 #]) TH Y, ZOWNFUIAKI HD BTl 4 2~

LT F R ARFTFT—BHMN2.1% (1/47 f5]) Tho7-.

FEERRVEIEROENR (REMOBITHRER)

SN AF LD AF| HD
n=109 n=62 n=47
AEHG 65(59.6) 36(58.1) 29(61.7)
&Il 1(0.9) 0(0.0) 1(2.1)
HERAEFSL 12(11.0) 6(9.7) 6(12.8)
72 RIEH — —
BHHIRICE S TAERES 1(0.9) 1(1.6) —
B G.rh 1R 22 - 2RI — — —
BEREE (%)
(5) #BFE - RAEERHER
MR L
(6) ;AR
1) FERAMERE (—REARERE. FEFABRERE. FRAKBELERRAER). HERTET—4

N—RHE. RERFTRERABORE

A L7

2) ARFHBELTEBFEOABXTERELI-RE -

A L7

(7) =D
R

L
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VI. EHREICEY HEE

1.

2.

. ENEREICEHIT HIEE
FEFHICEEH LM S AN

EZNREFUHILI S LKW
HMG-CoA & T3 BHEA

IE€F=J
INEa L AT a—)L kT A R— 2 — [ EH]

R BEDOH DB OREE « PIRFIT, BHORMNLEESZRT L2 L,

HEER

(1) {ERRRLL - YERERF

EANRZF

EENZAEZTF L, A AT —/VERRO EEffiR Th DR IRIZ ML, 2 VAT o —
VAR DOEEEESE Tl 5 HMG-CoA 38l 2 Fe B o5 PtIC S %, e o =2 12
Tu—LERKTICLY, LDL ZFEROEBZEE L, i+ LDL-C DY IAZMHEMNT 5,
FOFER, CHANRREF MG L AT a0 — V2K FEE 5, £7-. X NRNREF IR
a L AT — VAR EERZET 57290, 5O VLDL iz Miil+ 25 2 & RO T
W5,

IEF=T

TPF I TIBEEKL OB L 2T 0 — L OWRINZRES 5, =B F I 7 OVEREAIT/IMEG
THY  NEAX =2 O TERERIZB T, /NMETO 3 L AT v — )L ORI % SRR E
L. ZTOMER, Oz L 270 — LGB K TFSE, mMPatA7a— a2 K FEEk 9910
W =BT A MEERIIICAAET SEAE (NPCILD) 24 LCa L AT r— LR Y AT
B— L OWRERETZ PP W oz tnb, o8 F I T OERER o 5 R MEREA]
(HMG-CoA #ZItEERAEA], A1 A ZWBE, 7« 77— FREH, EMA T —1) &I
25, 18 floma L AT a— ) VIEBRE 255 & L OFREERRICBWT, =8FI7
X2 EMOBEIZE /B TOa L AT a—VRINE 7 TR L 54%HE L7 1Y

mﬁ%‘fi»%f@:vx%m—w&mmi’i@ﬂﬁ@nvx%m—wﬁi%ﬁTéﬁé

g CTOa L AT v — L OAEGRBMUERIZTTHET D, I VAT B —/LOELSEEIHT 5
HMG@AE%%%@%@&@%%_iD\m¢:VXTm—wﬁWﬁ%KﬁT¢é:&ﬁ\4x
WA O KON Om 2 L AT o — )VIIERE S E LB 1917 8 oW ORER
776

T2, Ty MEIZBWT, 2B F I T Ea L AT u— L OWI A BRI ILE T 2 08, AENEE,
R, a2 Tay, = F =)L A R T IFA— AW RNHRAEMEE Z 2 0 A KOYD OWRINIZ)
-2 AN IS

22



VI. EHREICEY HEE

HMG-CoA
S~~~

(HMG-CoAETTE )

ANOVER

A 4
(QuzFoO—LEminE)

v
(JLZTFO—LZEET ) (—

N\,
LDLEEHRRITE ) Al VDL S5
[ LDLERV:AD {2t )

[ r iR +
Hgas, = -
o S e &
i T -

o o iy ‘\IDL 3 v{,‘;‘y.\"

e ™

—IVET)

h«a40=o0v

VLDLSET IVSEEHRR

NPC1L1

([E[l,%EZI LAT

dLAFO-)b

(2) ENFEZENTITHHERBE
ERNRXEFY

1) HMG-CoA ETBFREEER (Sv MBIV 0OV —LES : in vitro)
Ty MBI 7Y —AFDICBWT EZRAEZF U N AZF U RRTTIANAEZF (1
~1000nM) TR EKAFHIIZ HMG-CoA =i ETEME 2 FEHtpIcAE L, FREEH O ICs i Z
Fi 6.8, 16 1 46nM T -7 19,

100 7]
80
g
60
#
o
= 4 1Cso ("M)  [4B3%fH] *
—Oo— b4 A4FY 6.8 [11
20 1 —A—LSUnNAAFY 16 [2.4]
O IINARIFY 46 [6.8]
0 » T T 1
0.1 1 10 100 1000

EWEE (nM)
EANREF, SUNRREFURUVTIINAS F MO HUG-CoA B TEERBEIER
Mean+S.E.
(ICso TEIZAIREEIZ I T 5 n=3 DFHIFAFR A H, EARERR L 0 Ei)
FEENZZF D ICsoflE 1 & LTEH
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VI. EHREICEY HEE

2) ALRTA—ILERKBEEER (HepG2 #RE : /n vitro)

b R (HepG2 Mifil) 1IZBWTC, EXNRZRZF U VU NRALF U T hLRAH
F v (1~1000nM) (FIRERFIIC 2 L AT v — VARMAEER 2~ L, [EEHO ICs X2
Zh 58, 17.1 ¥32.9n0M T -7 20,

o
o
)

ICso (nM)  [EMFEL] *
——E%RFFL 54 [1]
——LUNRAFY 1T [2.9]
50 - —A— FRILAREFY 329 [5.7]

ALRTAO—LEREEE %)

o

; 1I0 1(IJO IOIOO

EMRE M
EANRRAFU, DUNREFURVT FILINREF 2O HepG2 HIMEIZE TS LR TO—ILERKBEEEA
FIRFEICRIT 5 n=4 O FHMERE 72 v b LTz, ICsofEIXER S0% 21 ST 2 M SEM L EH)
FEHNZZF LD ICsofliE 1 & LTHEM
(B FHSTHR & 0 —BekZE)

e
=

3) ATFO—)LAREEER
ORERIGE (ELEY R)

5 JA RO MEM: Hartley 52 E/LE » b (&) 12, XX EF 2 H L7 5(0.03,0.3, 3mg/kg)
boOWE oz zF L (03, 3, 30mgkg) ZREAHKEL L, AL 3 REEZ T2 f 0%
1.5 REfRTIC YC-HEfE 2 REEN & 5) L. FhErEZHE L,

EHNRZAETF o RO N AZF ISR T 5 A7 v — VG pka: s HSl L, 2o
EDso fEIZZ 24 0.33mg/kg KO8 5.1mg/kg T - 7= 2V,

100
€ 80
#
g 60
R’
g 40
él EDso (mg/kg)  [#E%fEE] *
R 20 OEBNREFY 033 [1]
X *YUNAIFY 5.1 [15]
0 T 7% 7 T T !
0.01 0.1 1 10 100

AE (mg/kg)
EANRAEFUAILSILRVBY UNRNAEFUODFATO—ILABEEER
Mean+S.E.
(EDso fEIZ & B 5- B2 51T 5 n=4 OEBIFRERS FV, EHRERR L 0 &)
KR NZAHF AT MO EDso i 1 & LCHEH

Qe

5 i OHEME Hartley SR E/LVE > b (—&HER) ICEXANAXF v A (Imgkg) D0
X "R Z2F 2 (15mgkg) ZfREAFE L, 3EAIFE G 3, 6 L9 K% IR Z R (i 1.5
REATIC UC-FEfe & JEENE G L, BIHEEZRIE LR, B N\RZF 3R A7 m
— VAR EER 289 2 LR S 7z 2V,
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VI. EHREICEY HEE

2000 T OE4N2%F, 1mg/kg
l WYYV R4FY 15me/kg
% 1500
a
Y-S
[ = 1000 T
EE
| o
X N *ok
UE 500 1 * gx *%
0 T
bopiich 3 6 9
BERE (hr)

ERNRREAFUALLILRVY VNREAFUOFRTA—ILERBEEROFENE
Mean*+S.E. (n=6)

*p<0.05, **p<0.01 (CifHRHE & A$HERE] f D Lhie, Dunnett 2 BARE)

4) MFHBEILATE—IILETER (4 X)

21~36 » AlHEYEE — 7 L RICE X NAZF v A (003, 0.1, 0.3, Imgkg), 7T /34
ZFrF RU A (03, 1, 3mgkg) HDHWET L ARAZAZFL (03, 1, 3mgkg) % 1 H 1], 14
AR O&EG Lz, X2 ZF 7 (00mgkg LLE) 13857 BEON 14 B & b2
o L AT a— VR A HERTFMNICHE BRI T S8,

B EANRREFY TFS5NRREFY SUNRREF Y
# 003 0.1 0.3 1 0.3 1 3 0.3 1 3 mg/kg
10
0 'lIT 1 ITI;I 1 1 1 1 L '} 1 1 1 1
g
#-10
k)
® e
-20 T sk Kok *k "
sk **** *k *
-30

EANREF ALY DL, TINREFUF RIDLRUBDUNREAFOD
A XIZHITHMEERHBILRATO—ILEERTER
O7H, B14H:0HE»LOEE (%)
Mean=®S.E. (n=4, EX NZAHZF 1L 7 A Imglkg D n=3)
*p<0.05, **p<0.01 (CEMEIZxHIEHE & ek, Dunnett D% BEARE)

5 WEEETIVIZEITZMELILRATO—IILETHER (ELEY L)

Z U UBEHERE A VAT 2 — )VIEE/LTE Yy MIE X NAZF 102 5(0.1,0.3, Img/kg)
HDHWNIT "R AREZF s (B, 10mgkg) 21 H 1[E, 14 AFRAOKEG L-E 2 A,
EHNARF T AL Imgkg TR 2 L AT 0 — Lg% 0.3mg/kg UL T LDL-C 2
& Z NSRBI R TABEICR T S8 2,
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VI. EMEBICEHT HIER

miEwaLA5FA— LDL-a LR FA—IL
_ 150 4 o 150 -
3 L 3 44
# 2
% 100 4 - . B 100 1
: :
I a
X I~
5501 X 50 1
é‘."l'i[ Y
% 1
g 3
o | o L
E% x® 01 03 1 3 10 (mg/kg) E® xm@ 0.1 03 1 3 10 (mg/kg)
BE B E4REFY TRHUREFY B B ES1REFY T NUWSREFY

EZNREF ALY ILRVET MLRRBF ALY ILDS D) VBRSO LA TA—/LIME
ELEY FMIBTA2MERLRILATA—)LEY LDL-C BEETHEA
Mean+S.E. (n=6)
*p<0.05, **p<0.01 CEM 3Tt R & Felik, Dunnett D2 BARE)
##p<0.01 (IEH R & XFIRHE & O, Student @ t 17E)

6) LDL RBEARRIEEMER (HepG2 R : in vitro)
DLDL ZRIKEM

b N SRHIE (HepG2 #ifid) % HWWT, B X XA X F Ui 24 BFE# @ LDL & KK~
LDL OfE &, BV IAHEN T R B pfREa e Lic, B4 /32 % F 13 LDL %245 {K~® LDL
fEa®E%Z 10'M Lk, LDL BtV iAd& &% 108M LIk, 77K B 0ff &% 10°M LLE X 0 A E IR
T5HZEIRENT,

¥ 7=, Scatchard fENTOFER., X /X2 X2 F 13 Kd B (LDL fi#lfE%) 122 % 5 29, Bmax
(LDL g KiEG &) OEEZHEIMISE-2 06, LDL /K~ LDL A=, LDL &
I OHIMIER L TWD Z &R Sz 2,

LDL #5562 LDL BZ Y A H 7R B MR
25 ok 250 200 1
*% *%
E‘ 20 * & 200 % T 150 1 *%
Wl 15 s g i *k
af ,ﬁ‘é"wo ** ggwo— **
2 10 22100 &7
a &9 - 4(//
2 5 2 50 £ 50
e e e 0 +/ 0 +//
0 10°10°%107 10° 0 1010107 10°° 0 10°10°% 107 10°
° * -] 0 . ° -
E4N R4FVIREM) EAN R4FVREM) B4 R5FViREM)

EZ /AR A F D HepG2 #fAIZH 115 LDLIEEE. MYRAAZERUVTRB HEEICKT H1ER
Mean+S.E. (n=4)
*p<0.05, **p<0.01 (&% N2 X F RIS OL#E, Dunnett D% EMRE)

ER /XX B F D HepG2 flAIZE (75 LDL AKX RIFTHE

3 Bmax (ng/mg &EH) Kd (nM)
N 30 35
B HIRAHTF 48 37

n=2 O % Scatchard 7' = > b L, BEHRENFOYF L OMEHEZ LV Bux KOV Kd fEZHH L7,
Bumax 1 KA, Kd @ fREEE K

@LDL 274Kk mRNA OFIRBEER (1)

b kPR BRI (HepG2 #lia) Z2 W T E X R A X F N 8 B #% @ LDL 5 Z{A mRNA @
EEAIT>Tc, X /NAZTF 3 LDL 25K mRNA OIS HL & 2 R ERAFRIZEE I S, 10°M LA
FOBEECHELRBEMNRED 5T,

26



VI. EHREICEY HEE

200 ~

*%

—_

[

o
1

100

IHTHEIG. %)

LDLZZ A mRNA IHE

(BRI
8

0 T T T T 1
1071° 10°° 10°® 107 10°® 10°
EANRREFURE M)
EZ/NRAF D HepG2 MR FH T3 LDL Z 1K mRNA DOFKREEEH
Mean=*=S.E. (n=4)

*p<0.05, **p<0.01 (10°M & DLk, Williams D% E#E)

BLDL 24K mRNA OFINBEER (2)

b NITEE I (HepG2 #illD) % FV\ CAIRMIRIN 12 B # o LDL 245k mRNA D¢ H &
% LR R L7z,

B A NA R F N2 & D LDL 52 5K mRNA O EOFHEIL BB G BEICE -T2 20,

1.6 7
14 - T
|]I|HH| sk
B 12 =
#
e 1] x
ﬁﬁ 08
Ky
S 0.6
- e
[a]
- 041
0.2 7

0
g  EFNRREFL FRLAREFY SUINARBFY
1.16uM 6.60uM 3.40uM

REMD HepG2 HERAIZ 8 1T 5 LDL 84K mRNA D HKIR{RHEER

Mean*+S.E. (n=4)

#p<0.01 (BX A ZF BRI T A E 2, Dunnett O % ERE)

A I ORI HepG2 Ml 3517 5 = L AT o — LG BB EVER 2> & R H S 4172 ICs0 fHD 200 5 DI 4 FiV Tz,

7) VLDL 73 iMETER
QHEAILATA—ILIRATILRUVTRB METER (HepG2 #iR& : in vitro)

b T H R (HepG2 fifim) Z W T, B X NA X T U 25 ek T 24 ARG R % O Ml
Na L AT e — LT AT VEERURBERTICOWMENTZTHRB &2 E& L, X RNAXTF
1 LV 10pM THEfFIN 2 L AT B — L= 2T VEEIIAREICK T L, £/, B4 2 Z2F 2 10uM
TT R B RWEIIARIK T LE 2,
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VI. EHREICEY HEE

A HIBBANILATO—ILIRATILEE B. 7/RBHibE
L]
o 5 i 20 -
i [
. 20 - |
ﬂm o 1.5
Tﬂﬁ E; *3%
w 12 A
IEE *k N o T
> g @
§g1o— L X
E N
E 5 o 9?:;- 0.5 A
=
£
0 0.0

*f@H 1uM 10pM »EH 1uM_ 10uM
EanN R4y EanN 47y
ER/NZXZF D HepG2 MifAICE 1T 5N LA TO—ILIXTILEERVTRB HBEICKHT H4ER
Mean+S.E. (A : n=5,B : n=4)
#*p<0.01 (kFHEHE L D Lb#R, Dunnett D2 BHE)

QMIBRIZH T2 7R B D REHEER (HepG2 #HRE : in vitro)

b MR (HepG2 M) % AVCE X X4 F D7 R B OfifIckd 2 EHZ L
Too X RAZTF L 10uM & & Tels il C 3 BB O RITALE 21T - 7= BT IBEEIC Ee A~ N o 7 7R
B {HRHE (T < . MIRN TONRERET S 2 LR E i 2,

——EAIRREFY 10uM
~ 100 -
s
ﬁ 75
R
S i
o 50
3
P 25 -
0 T T 1
0 30 60 90
BRI (53

EZ/NR A F 2D HepG2 MRIZH 1T 5 7R B D E{EEER
Mean+S.E. (n=3)

QI ERRIZE TS VLDL 7iMETHER (EILEY )

8 JAlin > Hartley RHEMEE LT > T, X ARZRZF 075 (003, 03, 3mgkg) HDHW
T o222 F 2 (3omgkg) &1 A 11[E, 14 AR OEE Uiz, Sofd&5-38 BICH L7
FHEER T 4 REEIREDR 24TV FEWRI o VLDL- Y 7Y & U ROV VLDL-7 7R B D53 %
HIE LTz, X NAETF AIFERIRF ~D VLDL- ~ U 7'V & U ROy s HEERFIZED X
. 3mgkg 5 TITRHRRE L T 19.9%DFERIKR FA2/R L7z, £/, VLDL-7 7R B O/ ih&
R BRBEC R TEE TIN5 725 D0 242%K F L= 2,
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VI. EMEECEH3 HIER

VLDL- kY F 1+ K VLDL-77RB
0.3 0.010 -
- 0.008 -
R~ 02 T * ”@
?Eg — (%%" 0.006 1
3 £u
-8 N 5004 |
o Lw Y
S w 0.1 1 D%
+% SE
aE 0.002 -
-
s>
0 0.000
M 0.03 0.3 3 30 mg/kg XM 003 03 3 30 mg/kg
® EANREFY YUN REFY B LA A4FY YUN REFY

EANREZFUORVIUNREIFUODEILEY MFERRIZCEITS
VLDL- k5 )Y RRU VLDL-7 7R B 53 METEFA
Mean=S.E. (n=14)
*p<0.05 (KFREEE L OLL#ES : Dunnett O % HHE)

8) <&E>ZTDDER
OIEEERICRITTZE (VB T77—2 : invitro)

B t LDL Z#&fwf L7- RAW v/ r 77— (v 7 AHERBERIEHE) ZHWTEZ 2 ZF
DAVATH—)VERAT VERBEICHT HEBELMRGT LIz, B4 ANZAZF 03300M L ~2r7 a7
7= ANDA L AT O —)LEAT IVOERBEABEIZIH L, O ICsfElL 56.3nM TH -7z, ZD
ERIEZA NG 2527 N BRI L0k L 2,

EANRAFoNORHIOQ77—CICHF2aLATAO—IILIRATILERBEICRIFTEE

sy =354 I AT a— /LT AT LR | PLER ICso

(nM) (ng/103cell) (%) (nM)
pogiict 1.85+0.06 0.00
B HINA T 30 1.16 =0.04** 37.3
100 0.71£0.05** 61.6

300 0.19+0.03** 89.7 56.3
1000 0.24+0.02%* 87.0
3000 0.17=20.04%** 90.8

B X2 NAHF 2 (3000nM)

+A2a /)7 b 50000 2.30=0.12%* -24.0

Mean+S.E. (n=4)
*#p<0.01 (RHFREE & OL#Z, Dunnett D2 HERE)
(BIREEIZRBIT 5 n=4 OFHRAESRE AV, EHRERRE D 1Cso iz HH)

QRERRIZRIZTHE (HXABEREVYF)

Y XHEBIREBET LA WTE S RZAZF Ly A Imgkg % 1 H 1 [E], 24 H RO
B U, WNIEAEE (NS F R mfgL) (o3 220 R 25t Lic, ZOREER, B RZF U H
L7 A Img/kg IXPIFIEIE 2 A & (23] L7 29,
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VI. EMEECEH3 HIER

0.3 7

0.2 7

HEE g EmHkt

0.1 7

0 T T

pofiich: EAN R8FY
1.0 mg/kg

EANREFUAILS LD DY XEHRKIBBAETILIZE T2REERE/ PIEERELICRIFTHE
Mean*+S.E. (n=7~8)
*p<0.05 (xR L Okl Dunnett O % HERE)

QmIFRREETHERLE NI KBIRMIKELREICRIFTEE (WHHL 7Y F)

12 s OFEYE WHHL 7% (REHEEK) 12 0.0005%0D ¥ H R AXF 1)V 7 WG i ekl
Kz 26 HH 5 2 (8 0.5mg/ke/H) . MR E AR T VEH M OKENRIRAE LI 2812 ST T 2 % R
L7, TORE, X NNAXF 13 VLDL-C KON IDL-C BE Z A B T S, sFEEcxd
% 26 Wik DIK FRIZTZNZI 61.8%, 48.8% CTh -7,

VLDL-C IDL-C LDL-C
200 - 200 ~ 800 - Oxt e
~ = N BEARISREFY
3 = i
N 2 2
°d oo
E 150 1 £ 150 £ 600
i it
8 a5 :‘!
< @ >
§100— é1100— §4oo—
>
" *
50 - 50 200
* *
0 0o 0o
0 14 26 0 14 26 0 14 26
B pic B

EA/INRAF O WHHL 99 F(ZHIT5ME) REAREICRIZTZE
Mean*+S.E. (n=6)
*p<0.05 (xfREHE L Okl Student O t #17E)

B X NAHF O RERIRAEAEE~DRBIILL T O LB Th-o72 27,
ERZNZREFUDOWHHL DY FICH T 5 AXHRIEELEEBRICRIFTEE

NeE LA miERE (%) KBRS 5B kNl HEER R BN AR
st FRAE 70.0+3.7 41.3+6.1 342+6.6
EHINAK T 53.8+6.4 30.5+7.2 23.4+42

Mean+S.E. (n=6)
KEWARONSE VLS EFE ORE 1L, KEWRO NVEH 2 B 58I L 0 e Uiz, KEREEE. M58 M OBE 0 KBk
D 3 EALIT A3 T B ARAT L & & 0 HlE
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VI. EHREICEY HEE

I€EF=T

1) meaLXRTAE—)LETER

WEET F7 47 12 0.0003~0.01mg/kg/ H OB F X 7 & @Rkl i) & i 3 MR 5
L. 5T BICZ2ERMYE LDL-C KO HDL-C ZIE L7k 5. @lsaTRH AR o2 Train L
721f4E LDL-C 2 =¥ F I 7ME T SEAEARHER SN Y, EFIFEA X IZ=BF 2 7RO
Tt HMG-CoA SRt RHEHR (FTNRNREF o TN RAZF o VU NAZF LT RS
2T ) EEMSOIOFAIC T 2 HFRAR G L, Mo L A7 a— I RIT T8 L R Lo
B, BEY I 50 & g L T8 T I 7 LA HMG-CoA 2t LER OO 5 TR
MR a L AT e — MR T2 2 L AR Sz 10,

2) SIRBNAREE L 7R 25 R A 4 FA
TR F I TNIAGIREE R 512 K0 SR EREE (L& 7 VT 36 1T 2 RENIR I SHE IR 0O 55 bR B IR

WREDERZIHI LT (w7 R),

(3) EFASEIRESRT - ERs R
ek L
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VI. EMBEICET HEE

[

VI. EYEEE(CB9 5IEH
1. MPEEDHR

(1) AT LA mRRE
BB L

(2) ERREAER CHERRE SN -IIRE

1) AYFHEFMSHER (K-924-01)

ERERR A BE 55 BIICARKI HD1 2T B X2 N A X T B L 7 AEE dmg i =¥ T 3 75 10mg
%188 GEAIDEH) %2, 7o 24— "—EIC L0 ZZHERHCH B O G LT & & OFRYEIE N T A
— & R OMMAE R EHERS 2 R T,

TERBHERRORSHFOENERE/ S A —2 (KFIHD XILEHFIGA)

AUCO—t Cmax Tmax T 12
(ng-hr/mL) (ng/mL) (hr) (hr)
5] HD 140.745+48.794 | 64.215+29.056 | 1.000[0.50,2.00] | 12.227+2.886
AN F (55) (55) (55) (38)
(REAIR) S 143.664+49.904 | 66.353+31.811 | 1.000[0.50,2.00] | 14.061+4.225
(54) (54) (54) (45)
5] HD 89.9823+41.0849 | 5.7285+3.4775 |4.000[0.50, 12.00] | 16.950=+6.663
TPFIT (55) (55) (55) (38)
FEaA1R) WA 94.7826+43.6560 | 6.6849+4.6191 | 5.000[0.50,24.00] | 20.199+12.952
(54) (54) (54) (41)
. i 698.7232+304.3332| 94.6630+43.4067 | 1.500[0.50,5.00] | 19.979+8.789
S F R Al HD
(Zij s ZH; (55) (55) (55) (35)
A 753.3420327.6181{105.7302 41.8710| 1.000[0.50, 5.00] | 19.496+8.126
SRR |
& AP (54) (54) (54) 31)
AUCo.t, Cmax, i : EBE SRR ZE (B0
Tiax : A8 DR/ ME, &K (150
(ng/mL)
100
80 —@— FFHD(n=55)
BEEIFA (n=54)
% 60 EYEHRERE
§p
B 40
5
20
04 —® g
0 4 8 12 16 24 48 (h)

BRE#EBIEE
ESNZREFY (REREK) OEERERRZORSFOMBHRERE (K HD XIFEXIGA)
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VI. EMBEICET HEE

[

(ng/mL)
10
8 —— FEIHD(n=55)
AR (n=54)
m 6 EHBE+HRERE
a}”;
= [
[ el (1
—%
0 4 8 12 16 24 48 72 (h)

RS &EBEE

IEFIT (GHEEH) OEERERZEORSHOMBHRERS (KF HD XITHEHIGA)

(ng/mL)
150
—@— FFIHD(n=55)

100 - BE|HA (n=54)
% THEHEERE
@
i
E

—o
0O 4 8 12 16 24 48 72 (h)

BRE&EBEE
IEFIT (LU 0VEAEHE) OERKERZORSHOMBHRERTE (AF HD XILEFIGHA)

EHNZZF v (REER) D Cnaxe AUCo KT EF I 7 FEHEAME) D AUCo D (] -1
EDHD 0%EFXMIT, AW FHIFEEDOTRRTH D 0.80~1.25 OHFFIZE EN=), =EBF
17 GEEAIR) O Cux ORMELEO (KA HD £ 5/HAI0FHES) O 90%(E XM IX
0.795~0.981 TH U | %X O FIRIXFFAIB A )N FEl - 72,

Flo, mEBFIT (AT o Basds) bHIE L., Crna 2O AUCe ORMEEMEO L (K
HD & 5/HAIGERES) O 90%EFEX ML, A TFHIRSEOFFEB TH 5 0.80~1.25 OFIFHIZE
Fhim W,

SRS OFTERR S TEHED LR UZD 90%SHEXAA)

LA D [90%(E FE X [H ]
. . Crnax 0.981 [0.901,1.068]
B A NA LT | KRB
AUC+ 0.989[0.962,1.017]
Crnax 0.883[0.795,0.981]
AR
AUC 0.959 [0.898,1.024]
TPFIT
. Crnax 0.887[0.824,0.954]
T a AR
AUC+ 0.934 [0.883,0.988]
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VI. EWEBEICEY HEE

(3) &
LR L

(4) BE - FRROFE

1) BEOFZEDOKETAER (K-924-01)

fRRERL N B 14 512t R ICAK] HD1 & & Z2JERE OB # I HBIRR 0BG LT & & o3Rysh
BT A—HITRED LB ThoTo,

R%F G IR G L CE X SR Z T2 (REE) D Crax 23 42.5%K T L7243,
AUCo \IZRERFZTRD LN ol T2V F 27 GERAER) D Coux 25 32.2% EH- L7278,
AUCo IC R&E REITBO N ol = BFIT (FA7 o BHEER) O Crax 1T 22.2% 5
L7z, AUCw ([Z KX 221358 bz ino Tz,

(ng/mL)

100
80 o TR’ E (n=14)
—o-FAB&KRE (n=14)
i 60 T EREEE
?+2
=
% 40
20
0 . .
o 4 8 12 16 24 8w

B E®IEARR
AEIHD 2ZBRRUVHBRERZEORE LEHFOERNR 2 F Y (RERRK) OmMBHEYREEDHR

(ng/mL)
10

—o-ERHHRE (n=14)
—-HR%ES (n=14)

i) St =]
[=p]

FEHEERE
4
| \ﬂ;
07 @
0 4 8 12 16 24 a7 T 12w
BE%ZRRE

AFIHD 2ZERHRUVHBRERZEORE L-BFOIEFIT GHEIEHR) OMBEPEMREDHRS
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o

REICRH 9 HIEE

[

(ng/mL)

150

100

MRS E

50

—o—ZfERFIE 5 (n=14)
—o-HR%EE (n=14)
EHEHZERE

0 4 8

24

48

BE%ZBERE
AFIHD 2ZERRUVHBRERZEORE LEBOIEFIT (JLI D UBIEESHER) ONEPEDNREDHER

AF| HD ZERERFEEIR O 5 X IZAF HD HEZHEER OB SHD
EZNZREFY (RERK) MBHRENEE/ NS A—42

72 ™

SEMENRE N T A — X Crmax(ng/mL) |AUCo(ng*hr/mL) Tmax(hr) T12(hr)
%L 14 14 14 8
ze S = A U (g 66.792+29.668 | 138.985+54.606 — 13.567+3.423
§§ i [/ M, feoKfE] — — 1.000[0.50, 1.50] —
SeEME (EEMREL) | 62.643(44.4) | 131.006(39.3) 0.766(38.6) 13.200(25.2)
%L 14 14 14 13
E S = A U (g 37.386+9.808 | 125.285+46.514 — 12.596+3.628
% |TPOE D/ MiE, 5ok e ] — — 1.500[1.00, 4.00] —
SeEIME (EEREL) | 36.044(26.2) | 119.208(37.1) 1.683(40.7) 12.178(28.8)
AF| HD Z2RE RS B 42 O 13 585 XL AK] HD SR % HER DR 5O
IEFIT (JHaRHK) mBhEMEE/ S A —4
KW ENRE X T A — 4 Cimax(ng/mL) |AUCq.(ng-hr/mL) Trmax(hr) Ti2(hr)
%L 14 14 14 8
72 S = A U (g 6.6431£5.3629 |90.5183+58.9957 — 16.015+4.968
Ei i [/ M, feoKfE] — — 2.000[0.75, 7.00] —
S EIME (BEMRE) | 5.1929(80.7) | 76.5515(65.2) 2.480(66.3) 15.222(31.0)
%L 14 14 14 11
Ll S - A U (g 7.7244+3.4278 | 89.0714+45.7205 — 25.357+17.159
f@ Wil [/ M, S kA ] — 1.500[0.75, 12.00] —

P (ZERE)

6.8625(44.4)

78.2310(51.3)

2.124(100.7)

21.708(67.7)
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VI. EWEBEICEY HEE

AF| HD ZERERFEEIR O 5 X IZAF HD HEZHEEROHSHD
IEFIT (LY OVEAGHE) mRHENFHE NS A—4F

SYEhRE /T A — X Cmax(ng/mL) AUCo{ng*hr/mL) Tmax(hr) T 2(hr)
% 14 14 14 9
72 SR - FE U 2 95.2169+32.9092 | 714.6196+323.6347 - 18.471+4.427
Ei W [/ IME, K fE] 1.500[0.50, 5.00] —
AEYE  (EEIRER) 90.0264(34.6) 645.2364(45.3) 1.308(71.3) | 17.956(24.0)
% 14 14 14 10
] SEHA 4 FE Y 2 114.2658+34.7160 | 741.1153+273.7950 — 22.721£11.360
é% Wil [/ M, S kA ] 1.500[0.75, 5.00] —
AEYE  (EEIRER) 109.9679(30.4) 682.9345(36.9) 1.702(67.2) | 20.647(50.0)

AF) HD Z2fEREHL A1 1 ¢ G- 260 D R R % B O 5D | B2 "2 X F 0 (REER)
LOTEF T GEEIR) O AUCw OKBMEHMEO L, AW FHRIZEOFFRE CTh 5 0.80~
1.25 OFPHIZE EIT2D, Coax DA FEEMED LT Z OFFRIRICE EN T, B NRRZF L (RE
BIR) RO=EBFI7 FEEAEWE) O Cua ORMEHEOL (BREEE ZEERERS) X, Th
FN 0575 LN1.32 Thotz, =8 FIT (7 a  BIEEK) 1250 T, AUCo D% i
PIED T A F IR S OZF R T 5 0.80~1.25 OHIPHIZE FNT-03 . Crmax DL/ LB D b
T2 OB/RIRICEENRT, 1222 ThH o712 ¥,

BEOFEOTMER (KATEHEDLRVZD 90%EFERA)

B G /22 NG 5.
ST 2 D HE[90% (5 #E X ]

\ Conax 0.575[0.505, 0.656]

B RN L T 7z
FRRZT Y (REHLE) AUCo, 0.910[0.837, 0.989]
, . Conax 1.322[0.914, 1.912]

BF 3 N
TEFIT GrEe#) AUCo 1.022[0.937, 1.114]
BT (S b EA) Crnax 1.222[1.009, 1.479]
h - AUC. 1.058[0.932, 1.202]

DEBNRAF U LDEREDEMBEER

OP272=V.% UM

TR ABME6HIC 1 B 1A ARREZF Ly AE LT 2mg % 6 AMKEROKS L,
6 HHOEE 1 FEATNCY 7 v ARV > 2mgkg ZHBIRO#RELG Lz & &, X AR ZF O miE
T I Cimax T 6.6 fi%, AUCo2an T 4.6 fFIZ EH L7722, (IVII2EARNE & FOFH 2.3 [VIILT.
(1) BEHEED L ZDHE ] OEBR)
@TyzrOvAT Y

SRE NFERERE A 18I 1 A4 2~ A 32 500mg 2 6 HRIKERDESE L, 4 H A O
WX NAZT L LTCamg 2 0FHEZEG L& &, BB G L L EX SRR X F oo miEh e
1T Cinax T 3.6 fi5. AUCo. T 28 ff5IC EH- L7230, (IVIIL7. (2) {FEE L Z0H] OEEMR)

@VI7rvESY
SMEERERR A 18 i1 A 1\ 77 B 600mg % 15 AMKERO#&E L, 11~15 HH
W1 H1IEEZARRZF L LT 4mg 0BG L &, BB L L EZ 2 ZF Ol

HEFE 1T Cnax C 2.0 2, AUCo, T 1.3 f21C B5H- L7223V, (IVIIL7. (2) PEHEEE F0#EA] o
THEHR)

@7 1 T5— FREH
SEABEREER A 24 B2 1 H 1 RIEX ARZZF e LT d4mg 2 6 HERIERD#&S
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VI. EWEBEICEY HEE

L.SHANS 72/ 74 77— XIF L7 4 7a o™ &7 BEPFRAFREG Lot &, B X8R
2 F o DIMBFEFEE (AUCon) 72/ 7477 = T12M(%, A7 4700 T 14 FICE
HU7=32, (IVIL7. 2) fFHER L ZOHEB| OESMR)

) EWERIEE

3) TEFITLMDERLDEMMBEEH
DOF b O—L P50 BRRADEE
HEAERERE A 12 Bl =B F 2 7 20mg ™ L KFETF 71— PASO iERRORE L H Rk
M7 SR A GE L7= & & . CYP1A2, CYP2CS8/9, CYP2D6 O} CYP3A4 iEME, A ONZ N-7 & F
N RT VAT 2T —RIEEA~ORBITRED b o7 3,
E)ARAOAGEHREF I B LRI EE(EXNNRZF LA/ EF I 7 L LT 2mg/10mg T 4mg/10mg)
T b,

QIALRFIIUIZLEEE

SREAREA 8 5l (LDL-C fE=130mg/dL) ([Ca L XFF I 4g (1 H2[E) &=¥FI7 10mg
(1B 1[E) %14 BREFAES Lz L&, TR 17 GEaaE+7 L7 a U BiIasin)
BEDOAUC WMET L7, = BF I THMELH LI Lz a L ATF T I & GREOF %) S A
FTT_ATEYT 41345% Th -2, (IVIL7. (2) PFHEE L TOMH] OEBMR)

®7x/7475—EDHEEER

SRE AR 8 il (LDL-C fE=130mg/dL) (27 =/ 7 47— F 200mg (1 H 1[5]) Lx¥F I
7 10mg (1 H1[R) % 14 BEFAEG Lz, ETRoEFI7 GERRaR+7 s a g
FIBR) PEEED Cmax LN AUC N FIVEIH 64% 1 N 48% FH-L7=23, ERIR FEWDH 5 H DT
X2 hotz, 72/ 7 47T — hOEYERBIIKTTZEF I TORBIIRD N7,

@ o aRRY VEEREDODHEEER

VT F=r 7 YT T AN S50mL/min iz, 2o, —EHE (75~150mgl H 2[E]) O
0 ARV SR ERATONENEBHESE §FIIZ=ETF I 7 10mg & HaE G Lz & X i
BV F 7 GERAER+7 V7 v U BRAR) BEEO AUC IR & el L TR 34 5 mE %
R W, BIORER T, BEOBMEERMEDZOBEBIEAZITV., ¥ 7 n AR Y KN L D IEE
ZZTTOEAEABRE L FIcoEF I 7 10mg # HEERAO#KE Lz L & TR PF I 7k
FED AUC DMERERE A & Fbl U TR 12 510 BR7 L2 @i 03 d 5 3 SFE ABERERR A 12 filic =¥ F
I 7 20mg™ &1 H 1A AMKEROZESLE L, 7HABICYZ a AR Y K| 100mg % Al M
&ﬁbtk%»mﬁ$v7nxﬁ9V%V@Qm&@Amniy7nxf)V%@&ﬁk%ﬁbf
TNEN 10%KL N 15% EF- L7723, (IVII2AZNE oA 2.3) [VIL7. (1) fiftkss
O] DEEZMR)

E)ARKOAGEHREF I B LRI EE(EXNNREZF ULy L,/ EF I 7 L LT 2mg/10mg T 4mg/10mg)

ThD,

O DOEMENEF B EER

M EAERIZBET KRR GMEAN) C, =BF I 7 1mg Lt ULT7 7y, UIaxv
BOBHTE (mF =LA NS4 —, LRI AFZANLL) 2L & X, 2D OEYH)
REAORBIIRO LN holz, VATV EZEBFIT I0mg A LIZE &, =BF I T DN
AFTRA T YT 4 ITRT DRBITRD LR o T2, HlEEAl OKBET VI =7 A L KER b~
TR LEEH) ExBF I T 10mg 20 Lz s &, bR I7 GEak+r vy
0 UFRRAR) JRED AUC ~DORBITRO Lo 728, Crax 1% 55.9ng/mL 725 37.1ng/mL |2
KFLE,

SN R B CERMR EA/EMRER) Tk, =PF I 7 10mg (1 B 1[1) 2RERS POEER
ANBHE 1R, ULT7 7 oF MY o ABE2Smg ZHERE LIZLE, ULT7 U DAL FT
RATEYT 4 ROT 8 bur EURRICIH G R EITRED T 3,
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VI. EMBEICET HEE

[

OF Livr
BB L

(2) RILEETEE
MR L

(3) HEEEEH
BB L

@) 9UFTVR
BB L

(5) HMEE
EANREFY

FHERSTEE (Sv b DHE AX YL P
EHYICHRNEERS LIz L TOENBE/S A—4

B () &h5& Tin AUCq.co CLp MRTo.co Vss
(mg/kg) (hr) (ng « hr/mL) (mL/min/kg) (hr) (L/kg)

v K (4) 1.0 3.97+1.10 1.46%=0.10 11.60.8 1.94+0.55 1.34%+0.39
7YX (4) 0.1 5.06+0.61 1.62+0.08 1.04=+=0.05 6.22+0.65 0.38+=0.03
A4 X (4) 0.1 4.60+041 0.2940.02 5.79+0.41 2.794+0.08 0.97%+0.08
Y+v (3) 0.3 5.31%=1.00 0.50%0.06 10.25+1.18 2.39+0.74 1.53+0.52
Mean+S.E.

I¥EFID
B R L

(6) ZMith

B R L

3. B&H (REaL—av) @h

(1) BRHH®
ek L

(2) NSA-FEHER
EER e L

4. RN
EANRZF
DINAFATRLSE) T«
9 60% (WIELEIEEHTT V&2 AW - HEEE)

BA (% : #%f#) =F+ (QH+CLr) / (QH+F-D/AUCpo)

F : WU (100% & ARE) CLr: 27 U7J 2% QH: iffiji&E D:#5&

T MRS XNTEZNRNRAEF 2 J1)vs 7 5 0.1~3.0mg/kg & HLEIFFIRN % 5- ) O BLERE O #5-
L7zeED AUC LR LIS T T XA TV T IZLULTOERBY Thotz,
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VI. EWEBEICEY HEE

Sy FRUA RICHIRFESRUEORS LEBEO AUC o HH LIz A FT7RSASEY T4 %

- = = 1o
B8 (mg/ke) _ NAFTRXAZEVT 1 (%)
7 v bk (n=4) A X (n=4)
0.1 — 58
0.3 31 71
1.0 80 88
3.0 91 -

QWRINERGL (T b : in situ)

HEME S > MIC X 0 VERR L7= insitu EE L — 7 W THE LT 2 A EZNRNREZF L DET-
DWRERALIT+ —FRB A ORI TH S Z E DR SN, BIE D ORI FED L2y, Bk
ORI I DERNNZ L~ 72 o T,

5w MBI BRIREGLDEE (n situ L— TRER)

» W= (%)
AL
0.5hr lhr
H 8.6+1.1 14.4+1.6
S 65.9+2.1 60.3+10.2
=] iz 23.1+3.8 21.3%+3.0
K i 344437 51.6+6.7

Mean*=S.E. (n=4~5)

QAN L OBRI/EFER (Tv k., 4X)

F v b (A) ITHC-BEZNRAEZF I T L Imgkg Z B[R O 5%, B L0 ERE L2 H
HzEoZ vy b B) O+ _fEBAN~EEG L, 7y b (B) IZBWT, &5 L HEHRED 70%03
48 FE# £ T P~ gEE S du, ARFNOIGIFEER 23 ~E S vz,

Flo I =2 — VERE LioA XOMRH %2+ 8IS L7oRig & | (RN HRE LT
WRBTEZ AR ZF U7 A 0.1mgkg ZFIRMICES: Lo 6. TR %+ RN B
5 Z & TRERD R HHI DAL R o Y AUC O R DSHERE S 4172,

ARFN O HEBR A B L R S IR B AR OGRS B 5- L T D b o 2B 2 Hius 37 3%,

I€EF=T

TEF I TIEEE D SIS DB, /NG SR CHIRIEIE R A 52T ILE DM
7z )= WK BT D Vs n U A R~ L BRI NS P, WIREEES R CERK LT
YFIT7 (A7 aUBREAR) ORESETRH 20 LT B~ LRt s s 0, 2ok,
JENHIE#EIC L AWHEZ O, —ix=F 7 GERARK) L LTHERIREND (BATEER)

39) 41)O
5. 7%
(1) Mm%k —MKEEF &G
ERNREFY

WC- B RREF B s Imgkg 2 1 A 1[A19 AFERERO#ES LT v FTlE, Mk
1 B R RENE FE I IS TIRVMEA TR LTV =2 D, IM~OBITIIEWEZ 2 505 4,
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VI. EWEBEICEY HEE

Sy RMMZMC-EANREFUNILUYL Img/ke & 9 BRIREKOHBE L-& E0OME - RAKSTEE=E

B REIREE (ng eq./mL or g)
Nige s S 13 A4 P G 1% R R R

0.5hr 24hr 72hr 144hr

. it 79+24 26+6 742 4+1

il b3 53+15 18+3 7+1 342

it 4+ 0 240 N.D. N.D.

T % K 30+ 8 N.D. N.D. N.D.
Mean*S.D. (n=4)

I€EF=J
BN -y AN

(2) Mmik—BEEEEAFY @@
ERNRXEFY

OHEBRRETEERE WER18BEZ Y M)

RS FIE 18 HE) T v M UC-EZ RZAZF 07 Imglkg & BRI OG- L,
B K OR VA OFSR N T REIR EE 2 L2 & 2 A, BHAKER CIIITIR O i RER E 23 i b i
<L D fid, BB ORI & A 0358 b iLlz, MBI BUNRRIRE X, RHARMAE P U RRIRE &
il L TR o 72 (FRBR) 9,

IR I1ISHBDS Y MM “"C-ERANREAFUAILIYL (Img/kg) ZHEAFEOKEL-EED
s - MRNRETEERE

. WU REIRE (ng eq./mL or g)
o 1 5 R
0.5hr 1hr 6hr 24hr
. s 343455 237+19 49+9 11+3
il % 222433 165+12 3247 8+1
ilEd 18+3 11+1 3+2 3+0
B N 127+47 71+9 18+3 N.D.
i BR 13+2 13+1 4-+1 4-+1
SIS 89437 57+5 N.D. N.D.
HON R 11949 68+7 15+3 5+1
fifg JiR 6610 49+8 102 542
L fiie 209+153 198+4 45+10 119+35
fiti 2289 135+5 25+3 7%
ik fik 8310+ 1857 5418 +525 8601226 46+3
ik = ik 12274149 807+106 116+34 34+6
=1 X 172+68 97+11 22+5 8+2
JiEL ik 63=*6 4142 1042 242
i ik 96+11 71+38 15+3 5+1
il il 39+11 57+4 22+5 12+2
f Al 45+2 40+3 11+1 16+4
53 I 43+3 58+9 13+2 5+1
B il 77+15 46+6 12+1 N.D.
e B 97+2 11617 25+6 741
A ird 78+6 69+1 2346 13+3
ES K N.D. N.D. 1+1 N.D.
gy B 115+11 87+7 22+4 8+1
%, i 139+13 166+17 44+11 94+36
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VI. 2 REICBEY HIER
. WU REIRE (ng eq./mL or g)
o P 5 GRS
0.5hr 1hr 6hr 24hr
== g 8+2 11+1 6+0 4+1
il 63 102 8+7 N.D. N.D.
it 540 6+1 3+1 N.D.
= i fik 16+1 20+4 13+5 12+4
il 3+3 N.D. N.D. N.D.
¥ fiie 2442 35+11 23+9 8+3
B ik N.D. N.D. N.D. N.D.

Mean+S.D. (n=3). a) : n=2 OINLYJfE

@2HA— 5T L (FIRIBABESY M)

HE 18 HED T v MZ UC-E X RAXF U 7 b Imgkg ZHEREOKSG L, #5% 18
MOERHEF— T VT T L2AEK LT & Z AN EEE & OIS SO RE SRR 8O B AT
0. R OFEAKRPA~OBHRRO ST D 72 < BER~OBATIZIZE A ERO bNRD o7 (T
Zjﬁ'\g\) o

B X A2 2T olpEErE NS REOIBEBITHIEEA L2V E D LB X Y,

1hr 8 7

3

11 10 6 5 4
BIRI1SBEDT Y M "C-EQNRREFUALIIL (Img/kg) ZHEKOKRSLIzEED
REA—FSOFTI LA
EBENEMOB EEGTUROA— T VHF T T A TEMNEPRSEOUR OA— 70477 LE7RT,
LARER, 2.0, 3., 4000, SHTPHE, 6. HILENAY, 780, 806, 9.9FK, 1060, 1LFLR

I+EFIT
M ER e L

(3) HA~DBITH

EANREFY

L (HEZ2EM) ©F v Mo, BC-B' X NRNREZF v A Imgkg ZHEREOKE L
7ol TA, P HBURREIREE I3 G- 6 REEIZIC MR BUNRBIRE D 7T fFDEZ R L, EX R K
F o DFHITFA~OBATH/RE ST, AITTHESRED 85~98%IIRZEMATH Y, L LT
35 RMEDHRI ST, 2 OB ARZLIADR) 1/10 Tl otz 9,
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VI. EMBEICET HEE

[

1000 7
—@— : ALtk

—O—: MEEhEE
100 A Mean=+S.E.(n=3)

10 1

MATRERRE (ng eq. /mL or g)

1 T T T 1
0 6 12 18 24
BB %2800 hr)
EEEOS Y FMZ"C-E2NRREAFUAILSHLFBERRAOKS (Img/ke) LI-EZED

FLith R Ui sE ST ReiREE

IEF3IT
Bt

(4) BEEA~DBITHE
BB L

(5) TN~ DBITHE
EXNRXE2FY

OHEBPRE (v k)

B XN TF DA IR FOVIRIRME R B 55 2 E R I TV D,

HEMETZ > MZ UC-E X AR ZF U vy A Imgkg ZHEIRR DG L& &0, BH#% 72 K
£ ToMSE, MK & O & D O ITHREN O FUTREIE 1T B GEALTHh DB 2R &
JFHig 1 D S BETR B 1t DR & e TR <L B 30 4 TIRmAE T R BEIRE DK 54 5 &R
Lo, FFRREASAN D4 B i~ S RE A A IR o & RIFRENZ L F CTh - 7237,

BT v M BUC-E X NAZF vy A imgkg 2 1 H 1[E19 AR, KEROZELE Lz EX
DN &> D WITHRRN O HUNREIR L 1X, eG4 & g3 2 &g 5.2 ff5, AEA % 2.0
&, NP R 14 512 L7 (5 0.5 FEfTR) . 6 [ G-RFO G REI 1T, #IEIR G-RFOEIC
EE_EML TR, 9 FHEGHEOBITRERE L 1FIFR UETH o722 L b, 6 [R5 £ Tl
PNIREITEFIREICET I LD LE LR 2,

QB EE PHER/ vV T7IEIDR)
B X N2 ETF o OREEGAAIZOWT, PHEERE (P-gp) OG- EMEFTT 5720, P-gp / v 77
7 b~ A[mdrla/b (-/-) 1} O P-gp M IEFIZHERE L TV % FVB v 7 A[mdrla/b (+/+) 1% AW\ Tl
L7z, P-gp / v 77U M~ AZET LM EIL, FVB ~ 7 A2~ 10 528 2 58N
BO BN T=Z D, EXNRAE T U OMBENARIZIE P-gp DRIEIZD a2 EREZ D
i,
UC-ERNREAFUAIILYIL (Img/ke) EHARNEFE L1-L ETOBBRNERE

FEARN T BEIR . (pg eq./g or mL)
e 5% R HHHR ~ A B () - (44)
mdrla/b (+/+) mdrla/b (-/-)
1 B5RA k3 0.117%+0.018 0.261+0.094 2.23
JilEd 0.040+0.019 0.047+0.013 1.18
FEEL 0.062+0.004 0.087+0.011 1.40
JLafli 0.399+0.100 0.716+0.181 1.80
5 ik 0.193+0.094 0.215+0.058 1.11
fal] 0.098+0.011 0.133+0.036 1.36
ikl 0.383+0.161 1.437+0.279 3.76
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VI. EWEBEICEY HEE

HAR N BT BERR . (ng eq./g or mL)
e 514 R HEA <7 A i
) B (1) @ ()
mdrla/b (+/+) mdrla/b (-/-)

6 FRFfH] I 0.160%0.071 0.182+0.055 1.14

il 0.024+0.004 0.031=+0.008 1.32

R 0.043+0.008 0.061=*0.010 1.42

Lol 0.393+0.138 0.756+0.208 1.92

R ek 0.127%0.047 0.190*0.079 1.50

[RlkES 0.160%=0.070 0.121=%0.021 0.76

ik 1.264+=0.390 1.107£0.372 0.88
Mean*+S.E. (n=3)

I€EF=T
BN AN

(6) MIEFEAFEAER

EANARAF
EANRZAEZF o OMFEEAFBARITELS b MILERN4% e MijE T /L7 2 2 T99.5~99.6%.
0.06%t k o) BEVEMEER 1T 94.3~94.9%Tdh 7~ (in vitro) ,

- MBEBHKEICBITAEMMEEER

R NRZABF I T MEEEE (03pg/mL PLE) ICBWTYUF U0 miER S %
PHRET 2 Z L ARD b, BRMETRES TH S 0.03~0.1pg/mL (2B THEETHE TR
Sivieinolz (FRZBH),

Fo. O T I UTERA, T oa— L, = LU, T IRV T I RO
WEAEAZHE L2724,

— K. UNTr U, T A TR Tx=hfv, 7aEI R, OTERL A7 07
T, VXXV, LUV FURVTTIR, YT 4T T = AT 4T a YL
KR 7 a7 477 — MIEFIZBW T, EXNRNAXF U OMEEAMEERIIING OEEZ T
TP T 40

PLEXD EXARRZTF U AIMEEAEE 20 LI B ERIEERN DN DL EZ B
776

SERELY 0ipeg/ml) FETFICBHFRE MIEEEREICRIFTELANREFUDHE Y

B SN2 LT CalffE (ng/mL) UHR bR IEEER (%)
0 24+0.1 2.27+0.1
0.03 2.3%0.0 -
0.1 22%0.0 -
03 - 2.6+0.17
1.0 - 2.7+0.0"

Mean*=S.E. (n=4)
*p<0.05,%*p<0.01 (X /NA X F > CaJifE Oug/mL & DOL#E) . Dunnett D% ERRE

IEFzT
B MBS L7 L & OBEAMARIT, CH-2 2T 37 GEEAE) 99.5~99.8%, *H-T¥F 3
7 (7 a CEREGR) 87.8~920%Tdh o 7o, AFHERER T CEAEREC X 2 fTE BiE &=
~OEBTBRD SN TR (invitro).,
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VI. EWEBEICEY HEE

6. i
(1) REHERAL R UM BRI

EANRIF

EHNAZTF AL, RNTT 7 b UAR~DBRAL, MIgHD B IRk, &/ U VEBEOKBILEL O 7 VT
v EH VIS T ) A SIS0 (T b, UYE A X)),

b MIER TIERZBILEE OCEREI TH DT 7 bR RO L. FDOMOME & L L
n SRR (MS9) . 8 ALKERILIR (M-13) b3 0B bz, R TIETREIK, 77
R AR, 8 MKERIEIR (M-13), Z1u 6 DIAIK, &UTEFD77F/¢(M2)#V?h%b
PFNTERD SN, B, EREMTHDT 7 FARIC i@ %@Ehfw@wf”k

X NALF o GhBERR)

Ak R WA coom
REALAK é Ho
57 Ak J F

M-13 E M-13

IFFID

TEF I TN AT TR S 5, FERBRKIL, O7 =/ — A MoKBEO 7V a
A Thy, TERFME L UEEEZE T8 F I 7RAERNPAEKRT 5, £ OMOREHRERE &
LT QR DNAIKEEED 77 F MR OED T = ) — A MKEREED 7V 7 b Ui AR, @
UIANIKIEIED 77 v VRIS IRDOER P HER SN T DR, Wb I b nThorz 3,

(2) RBIBAET 5E%K (CYPEH) ODHFiE. F5&F
ERNRXEFY

D77 FoRERKICES T 2R BIER
EHNARF DT 7 S ARERIZIE, UGT (UDP-Z v 7t ) v v7 v A7 27 —8) N
HLTWAZ EBRRO B,

@CYP 12 & % KERE It
tbﬁ 7a ) — KAV REERBR BV T, CYP REHT L 5 8 fikER LA (M-13) b
W Sy, FOKBICEISOREH 7 V) 7 T 2 A (Vinax/Km) 13559 2uL/min/mg & 9T, CYP
Gini&hkﬁﬁéﬂﬁw EDSRIBENT- Y (invitro)

QKL IAERICRAE 3 B R BiEESE
EHNRAFF L F BB R TP 7 oY — A2 ORI B W T, b i S .
8 T AKFE(LAA (M-13) Z/E U7, CYP 4y T-HEILEIC CYP2CY ThHo7- %,
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VI. EYHRE

EICBY Y 45IEE

ERNRRAFNKEEE (M-134£/K) ICBES5T S E + P450 5 FREDEE

8 f/KEE (bR (M-13) ApkiE Gl

J£

: nmol/2hr/mg EH)

P450 4y @ EHNRAZTUPRE (uM)
0.5 2.5 25
ay ha— P n.d. n.d. n.d.
CYP2C9-4rg 0.196 0.846 2.722
CYP2C9-Cys 0.056 0.290 0.826
CYP3A4 n.d. n.d. n.d.

a) P450 BET A SE-E B U U FHEREMEN ST I NI /e ) — A
b) = br—I Y —2Ah (P450 BIETOEAZIT- TV E R B U U/ 3FERE ) 5 )

<BESEZNRIFUNEYRBBRICSEZIEE

OBERFE (v h)

T MTEZNRREZF Ty 51,3,10mgkg 2 7 HIKER OG- L, 7=V IKBRLEEE
TV NRAF AR, T hXv 7~V v O-TF IALBEER RN V7 a =)L hT R
727 —BOEEERE L, &5, [FEE, I /7Y —AEHARE, 77 a—AP450 &5
BIE L7=fb 5, FatExt R (0.5%CMC Na7k{»*§{f§) EDMICHEBRETIRD LN N7 2 £
AFNIIF DB RFE L E - S0 EBE LR,

QEMMEEER (n vitro)
B XN L F o iE, CYP 5y FREDE 7 VBT 33 5 BLERER Tik, CYP2CO OB D b L7 4
2R, HO'CYP3AL OFEEDT A AT L ORBHIHEB L B 2 72 ho7-%, & MNFI 70—
L TR 5335 7 L ORI 7 1 77— h AN & IO 57% %
T, REMMKOEET DTN TH -7 4,

IEFIT
t FHKD cDNA KHAZHAWERE LY 2B F I 70 b BPF I 7 (U2 o UEEE )
~ORAACFOSITAAE LT 5 UGT 43 Fff13 512 UGTIAL, 1A3 (N 2B1S Th 5 Z & MR
z}’L“CI/\é 33)O
Invitro RERIZC=¥F 2 71X CYP3A4 LN 2C8 DIHEHITH 2 AIREMEN R S N7-08, R EEwRER
Faxtg & U 3EWHE AAER B T, fz% 713 CYP1A2, 2C8/9, 2D6 }; 1 3A4 W TN N-7
TFN N T AT 2T —BORERUIFHLER TIL W LR ENT Y,

(3) WEEEHNRDEERVEDES

EANRZF
Bt

IEFIT

=PI I 7L, ié:/J\E%G:k‘HéfﬁJJIEILL?JJ% WX CTEEEHERE THL ZEFIT (Vv
7 v UBRIAR) ICREEND P, PIREESE CER L= BT 2 TRAERO KESIIRH &
ML TH BB~ Pt En 3 40,

(4) KEYOFEOFERVEMSL., FHELR

EANRIF
FREWTH DT 7 b ARIL HMG-CoA 1B TR EEM 2 H 72720,
8 N/AKEREIA (M-13) |2 HMG-CoA iRt R L EER 2RO 2R FDEREITDT N TH D,
RN B RAZF 7 A 2mg 2 521 B 1[ES A XX 4mg 2 7612 1 H
18] 7 AR RAER DG Lz & & DR RZEMAE L O SN TREIREIZL TO LB Th
A
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VI. EWEBEICEY HEE

FERNREFUALT YL 2mg & 5 ABRRERORS LI-LE0 5 BEOMEFHRE )

KRR (ng/mL) 77 K (ng/mL) M-2 (ng/mL) M-9 (ng/mL)

30.4=+7.1 16.5+2.3 n.d.? 1.840.8Y

Mean+S.E. (n=5)

REART T 7 b oARITHER S 1.5 BRI M2 OV M-9 (34% 5 24 BRI ICHIE LTz,
a) BHEINERETE QngmL) KEOEA. nd & i

b) EETR Q2ngmL) REOWRE S HIF 2461 X0 THE

- EANRREFUANL DL Amg 7 T BEIREZOREL-EE0 5 BEQNEHERE

KA (ng/mL) 72 AR (ng/mL) M-13 (ng/mL)

33.4+6.8 2904+2.1 0.6%

Mean*+S.E. (n=7)
REE, T2 FARKROM-13 1TV b 5 2 BEE%ICHIE L=,
c) 7HIF 1 BIOHHRE SN2, B S g5 o mfE b i 2 5o

It¥FzT
A EAFEEERE B ME 8 Bl UC-m B F I 7 SR 20mg P AHERROKE L2 L&, s
DS ED A =BT I 7 GHEEKR) KRB F I 7 (FLra U Biasik) ofF4 (AUC
) 13 FNRER N% KR 82% (83 93%) Th-7-3,
) AHIOARMEIZIAIE 18 (CE2ARREZFUHATTL /T PF I 7L LT 2mg/10mg X% 4mg/10mg)
Th s,

7. B

EANRZF
EHNASF ATRPNTIZE A PRSI T, B2 A LTHR SN EE 2B D,

ORFBP~OHEM (BEERABM)

TERER N B 6 e Z AN AZF T I (0.5~8mg) A Z2fEip I R 0% 5 LTz, #%
Ft% 32 FEf £ CORPHEMERITMR S . REMIKE Z 7 b ARZGF Lo dEibRIT B G & D 2%k
i CTH o7,

BERABHICEANREFUALSHYLALBEROKRS L= EOXREEARVS Y b UAO RSP R

B REHEIEER (%)

(mg) REALIE 77 bk PRt A
0.5 0.33%0.05 1.1140.09 1.4440.11
1 0.4240.10 1.030.08 1.440.14
2 0.2740.08 1.000.08 1.27+0.08
4 0.530.12 1.2540.24 1.780.36
8 0.3540.05 0.77%0.09 1.1140.09

Mean*=S.E. (n=6)

RN BB X NRAZTF N7 Admg a2 1 H 1E17T HKERORG LI.E 2 A,
KEAAR KL RT 7 N AROYEMSEEE 3R 5 7 B B OB £ T8 T, w35 a0
2.83% T o7z, BRI EITIREGHK T & & HITHCMNTED Lz Y,

QREUVEDRADHM (v b, DX 4 X, HIL)

T b, DX, A XKV E X ARZALZF o J 0 I 0.1~1.0mg/kg % RN RS- L
TelEo, &E5#%3 AT 4 BE TORKOFEPIEMET, 7 v FTIIRFT~OPETRD b
T TG EOR 40%0 KRR L L TEPICHRt SNz, U FTIHIRTICER G EDOK) 28%, 3#
TG B OK) 15%DRELRI M S v, A X TR P PEINT D 72 < FEPICEE B DK 56%
DR E L THRt & T, P TIIIR R ~OPRITIZ & A ERD LT IR G &EDK) 5%
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VI. EWEBEICEY HEE

PARZEERE L CHRlt Sz 39,

QREterEEf (Tv k)

BAEIC ) =a— LEBE LT v M MC-EX SRZF L ALY A Imgkg 280 5 5\ M3
AR BRI G- L, & 5-1% 48 FEfH £ CTOMEM, JREOFEPHR=RZME Lz 2 A, BHRSED
75% (BEA#HEE) . 99% (FRNEE) BRI e 2 &0, 7 v M T 2 FER et i3E
HHEEREEZ N LD TH D EEZ BN,

@B+t (cMOAT RIES v k)
cMOAT K187 v b &, JEEMIRARE T =4 stk (cMOAT) OB5-Z st L=,
MCHERR X A Z F 1w A Img/kg % FRINELRIEE G U TG4 6 REf £ CTo R HEi
ZEHE L7z, cMOAT K87 v b, 1IEH T v MIEAEAPEERIZED R B S o2 &
5. EXNAXTF LR OZEDOREIT cMOAT DI L1372 0 I WZ EREZ SN,

OEANRIFUOEKAFEDEED (T b, 41X, ER)
OS5 (100%)

@ WILE  F v b (BA¥ 31~91%) FEIE/ T S5 e L

4 X (BA 58~88%) (S hct 50 1)
4
. ----‘ --)»ﬁ — | M
H | mi 9o 5%/ E :
A4 X (56%/24h) *3 }ﬂ; if% ﬁgﬁ
| iilk
& &
5. % 30
% BRI 7w (70%/48h) Sy b K The
4 R f4hr
bt + #10hr
Fw b (iﬁﬁiﬁ‘é 99%,/) l
3 40~60% Sy b £ 0.2%
4 R GREACH 40~50%) oA b
E b GREE 0.3~0.8%)

AL AT A TEY T 4
%2 1 MC BEMAR A RE B LT b % ORI (HUHE) Bl
*3 : FEHARE BIRAEE 5 Uiz & X OIRiFh CRE(KIK) Btk

I€EF=T

DK - EehHEt

HME MR A BE 8 il UC-m B F I 7 H L 20mg P AHEROBRE L- L X, BE%
240 FE[H] FE TORMSHEEPEIESR TR 78%, JRFIZ 11% TH 723,

BERERR A B1ES 6 fllc=EF 2 7 10mg, 20mg ™| 40mg ™ ZHEIE &L Lz & &, 5% 72
Kl CoOBF I 7 GEEGIE) & L TORFYEMFEIL 0.05% KM TH Y | JRFBR=ETFT I 7 Gk
A7 V7 a U RAR) PEIEERIT 8.T~11%Th 7= %,

) AFNOARBARIZIA1EL1EE (EXAAREZFUoHNYTL/ TEF I 7L LT 2mg/10mg X it 4mg/10mg)

ThD,

()10 ke 4

TYF T (V7 o UEERAER) T I HEE S o b BITE SIS X A E & 5 1,
—HIT=PF I GEAER) & LTHRINENS D, (IVILARI —PFI 7] OEBHR)
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VI. EWEBEICEY HEE

8. FIURKR—E2—IZEH9T H1EHR

ERNRXEFY

b NS Z2 D TR L 72 UC-B 2 X 2 2 F o D ELY 1A Zx1 T Michaelis-Menten 202G 9
iz~ L KmAEIE 2.99uM ToH - 72, OATP2 2B X W77 7 VU 71> A FF = )VIIEE I~ 14C-
EHNRAZF L ORYIARZFM LTZ & 25, OATP2 ORFE-DVRE S iz 39,

Fl v AZ T ay MEFIZE D e MNFHEOREBLRIZE T 5% 87 AR —F —D3E]
LoV D e TN b T o AR — & — IR BAE A &2 O 7o RREHZ L 0 . OATP1B1 (OATP-C/OATP2)
PO IAHD F T LV AR—F—THDHI ENRIIN, TORV AT 7 ARY > U7
FUE VI L VHEIND Z LD invitro RBR X W R S s Y,

IEF=T

TEPFITDINT v R RIT OATPIB1 (IC5=0.15umol/L) . 1B3 (ICs5=0.26pmol/L) % (X
2B1(ICs5=0.14pmol/L) A L /- gk - fLE 35 Z & SR8 Suf= %9, Lo L, =85 3 7 & OATPIBI
BE (ORAEF o VR RABF T MR ALZF RN ARALF ) L OGRS A
EHRBRCIZ. =B F I 7L TN O DR T R 3EA| & ORICERIRIIZEW® D & 5 KW B AEHIX
RO BT oT2 57,

mt% TEP-gp DIETHY = BF I T DI VT v UERFIAIRIL P-gp, MRP2 K TN OATP1B1

HETHDZ EPHERB I D0 S  7 % OATPIBl OLERITHDH V7 1 AR

UVX@U77VEVVkﬁ%$E&5Li_ JRTZEF I TRED EFBIRO LN TNG D,

9. BIFICKDIBRERE
Y E R L

10. RENDERERTLBE
OEREREERECS T LEYHRE

E2NAE2FY
BRI 2 L AT —/VIEBE T, B EEE (g7 V7 F= B E ERO 1.5 50 1
3MELIT) 6 Bl & BHSREE R H 6 BllCE X NAXF U Ny LT 2mg & 1 H 18l 7 HEXE
RO H Lz L DO EENRREF o ORMBREE MFT LTz, BASRER HRE T I, B EF &
RELHENRTEE 7 HHOD Coax 1 1.7 £ (90%(ZHEX ™ : 1.062~2.804) . AUCo.4n 13 1.9 £ (90%
fEHEXE : 1.361~2.706) T -7= % & ([VIIL6. (2) BHEREREEHRE 922 OHEBM)
) BRI ORI 0 0.8~1.25
EHERERERUBBEEEEICEANREIFUALYYA 2mg/A) 2REZORZEL-EED
EMBNRE/NS A — 4

KW NT A — X
Tmax (hr) Cmax (ng/mL) AUCO-24h (ng * hr/mL) T1/2 ) (hr)

RS 1HHE| 20 (1.0,3.0) 26.25 (46.0) 106.960 (33.3) 8.5 (46.9)
PEEEERE (78| 1.5 (1.0,4.0) 36.14 (47.1) 156.666 (30.8) 16.6 ( — )
PR g 0 1HE | 20 (1.0,3.0) 21.23 (47.4) 72.466 (32.1) 12.5 (15.7)
EEER |7RB | 1.8 (0.5,3.0) 20.94 (34.3) 81.651 (36.4) 12.6 (20.7)

WA I (ZEERED) . Tonax (THRAE e/ M, S KAE)  (n=6)
) BHEREEEEEF n QHHE,7HA) =6,1 BHEEETEMHE L QHH,7HH) =

I€EF=J

HEOHENEVEREERERE S (V1L T7F=227 07T 72 A 10~29mL/min) (=¥ F 3
7 10mg Z HiERE A& Lz & & AENERERA 9G] (7 L7 F=227 U7 F A >80mL/min)
L TR =T GEEAR) KBTI T (v a UEBRAIR) BEO AUC |2
TNENK 1.6 (5N L5 [0 ERNFRD il 4,
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VI. EMBEICET HEE

[

QHEEBEIZHITHEWENRE

EANREFY (3% fEAT—H)

WA BIEIFAZ B (Child-Pugh A S Of Child-Pugh B) 4 6 1l OV A BIERFHERE IE R 6 i
EHNAZF TNy N 2mg Z HERE O &G Lo & 2O X AR F OB 2t LT,
Z O§ER . AUCo. [ZFTHEARE IF 3 % BEIZ Ho~ Child-Pugh A BEIE 1.6 £%. Child-Pugh B BEI% 3.9 f512 4
I U720 Conax VEIFHERETE 2 5 BT Ho~ Child-Pugh A BEIZ 1.3 %, Child-Pugh B BEI% 2.7 f£12 840 L
7= 69, (TVAJHER O R BT 5 758 ) [VIL2 A8 2N & 2 0k 2.2) TVIIL6. (3) HFHhE
RESEEE 9.3.1-93.3) DIEEM)

FREEZEERVFBEREEECES AREFUALIYL (2mg) ZHERARKS LIEED
EWBRE/ S A —4

JEENRE N T A —H
Tonax Conax AUCo. AUCo... Tin
(hr) (ng/mL) (ng * hr/mL) (ng * hr/mL) (hr)
FFRERE IE & & R E 0.8+0.4 60.5+11.5 125.9+41.7 141.0+44.3 7.99+3.71
Child-Pugh A ¥ 0.6+0.2 81.1+54.0 201.7+187.1 221.4+191.8 9.53+5.49
Child-Pugh B #f 0.6+0.2 162.6+59.6 495.5+230.1 528.9+2234 | 14.59+237

Mean+S.D. (FFH$REIE S Z#E : n=6, Child-Pugh A #¥ : n=6, Child-Pugh B #f : n=6)
AUCo. EE FFR (1.0ng/mL) BLFICEET 2 % CORPERERH AR T i f

IEFIT
B -t

QI REEEBREICH (T HEYENE

EAINRIF
RERGERT 2 49~ 2 Al N\ B R B AR REfE = RS (ALT @ 69.2+18.7IU/L) 6 il J2 OVl A\ B ERATRSRE IE

WA (ALT : 16.0243IUL) 6 il kR E LTELNRAZFT LAY Y A 2mg % 1 A 1[El 7 AR,
HIRBREOEG L2 EOEINREF U OEYBEEZRFT Lz, #5 7 HBEO AUCoan 1%, AT
PRAEREE BA HRIFHRRE IR A 1D 117 i (REREER) (90%(SHAXH @ 0.81~1.69) TH 72
T &b ERIEFTHERERE A O ST PR IATRERE IR F & i U C ERT D AT I 2o &
Ezoil, (IVAMEROCHRICEET 2R OESH)
BV EET 2HHEETEERUFREERECESNREF AL YL (2mg/H) &
REROFZS LI LZ0R5 71 BEDENBRE/ S A—4

W EhRE T A — X
\ Tmax (hr) Cumax (ng/mL) AUCo4n (ng « hr/mL) Tiy (hr)
TR RE e 2 FR 0.7+0.3 40.6+15.7 98.14+24.5 13.5+3.7
I RE IR & & 0.8+0.6 4774212 119.8+43.1 14.6+7.7

Mean+S.D. (JFFHERERESE B - n=6, FFHERELEH 3 : n=6)
Tiny : BfAH (v FB) 1T361T 2 00

IEFIT (BF: HEAT—H)

R AR X OSNE N B ITHSRE R B 4 B & ANE R 8 fillc=EBF I
10mg % BA[AIRE 48 5 U7z & & fREEAR N & Huil U C iR A5 K OV O IR BE R & R 12 B8V I,
MiEF=PF I 7 GEMAEIR) EED AUC 12 48~58(FETh v, igh=¥FI7 (Frr
a UBRAE) BEO AUC IIFERERE O BEEE IS LU T L7~4 FEETH 7= 4V, ([VIILG.
(3) FFHERERE SR 9.3.1-9.3.3] DIHEMR)
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VI. EMBEICET HEE

[

@EBmEICE T HEMENE

ERNREFY
mElm A (65~71 5%) 6 BN O FEEinBME (22~24 %) S BN NAZF L A0 7 A 2mg
Z 1 H1ES5 HRERAKRE LE 2 A, WMEEMOMmEREYEIRE ST A — 2 AR R 2T
D BT, MEIC XD EBBREO LT T Vb D EE X LY, (TVIIL6. (8) Eiing ] DA
ZH)
EHERVESHEICEZNAREZFUAIILYYL 2mg/B) Z2REZOKRELEEZD
55 BEOMBHEMERE/NS A—42

FEMENRE N T A — X
Timax Conax AUCo-24n MRTo.24 T 12y *ﬁ Hﬂ?% %
(hr) (ng/mL) (ng * hr/mL) (hr) (hr)
=iy 1.7+04 30.4+2.7 116.9+17.9 6.2+0.2 15.6£1.6 NS
g 1.2+0.2 41.4+9.0 123.4+22.2 5.710.2 13.1£14

Mean+S.E. (&FBE : n=6, FEEEE M : n=5)

WETE SO RNURE  Tigy : AR (VAR 1B 2 080
ITE€F=J

EE 120 (GRS 65~T75 %) [P FI 7 1omg A 1 B 1[0 10 AMRERAEE L L %,
FEE BRI HREE 11 5] (FEIS 20~24 %) L bl L i =77 (A2 a v BAaLSER) EEED

AUCooan IR 24 5O EANRBO N0, MR =BT I 7 GERAGER) BED AUCoun (IZH 5
IR BALITERO B2 o 72 7 (TVIIL6. (8) HEifiida | DIESM)

1. 2Dk
AN -y a0
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. 2t (FALOEES) Y HEE

I. 22 (EFRLODFEES) AT SHIEHE

1. BEERABTEZDER
REIINL TV

2. BRARLEZTNDER
2R (ROBHEIZIFEELAEWNI &)
2.1 KHFNO RT3 LiaBoE OB ERE O & 5 B
2.2 EE /L ITFREREREE UINLEZED & 5 BE [9.3.1, 16.6.2 ]
23 V7 a AR ERGFROEE [10.1, 16.7.1, 16.7.2 2]
2.4 [ SR L T2 ATREME D 3 D otk e O Al [9.5. 9.6 &[]

(fiF7n)

21 EXNRAEZF U ER OB T I TEORM LEESZIZRIE Lz, AFIO 5 LiEEgE o

BEEIE D & 2 B ICAKN 25 LTS A 123, EUER SR L2 L0 iRWERD BT 5

ARRMENRH D EnbET L L,

22 X NALZF UK ET I TEEORMI LEESZICRE LTz, HE RS SUINHE

FAZED 3 5 B ICHOWCIE [VIILG6. (3) AFHEREREE L | DIHOEHNB R,

23 B X NALZTF UK N BT I TEHEOIMILEESZICRE LT, Y7 AR U EEGHRO

Bz OWTIL, TVIL7. (1) fHERE 2o E ] OEOMES ],

24 EXNALTF UEER OB T I TEEOIMT LEESZICRE Lz, M 3R LTV 5 Al EE

PeD & D otk o O HLIG ~DOFEHAZ DWW TIX TVIILG. (5) #FF) [VIIL6. (6) #23LiF] OEDOfF

B,

3. MEXIIHRICEEYT HFELEDER
V2 RRESUTRRICBIE T 2 1EF ] 2235 2 &,

4. RZERUVREICEET FELTNERA
VAEROHRICBET 218 22835 2L,

5. EELGEARMEE L ZNDER
SEELEARANIEER

81 AFNT, BANRLF LU AL T AL LT 2mg 55T dmg & =P F I 7 10mg & OELLHI
ThHY, EXNREZF BT I TR ORWERANRET H8ENNH L0, HYNIAH

DERZBRFT5 2 &, [11L.2H]
82 HHMUDE I L AT B — VIEREDEARTH 2 BHEEIEZITV, BITEEIREIES, &
£ - BESEOBIMMELEREBOY A7 7 7 7 2 —OREEL +EETLZ &,
8.3 B X NALF U DHAFNEEE N B ARBI~OU) ) B2 FECFSREMEA21To 2 &, Fm, BZ AN
A F L O ERERF LY 12 B E TORIC 1 ELLE, ZRLEITEHE CEEIC 1) (2
JFHRERMRE 2175 2 &, [9.3.2, 9.3.3, 11.1.5 & ]
8.4 FeHH T IR EE Z EMIITHRAE L, RFEICHT 200N RO LR WA 2T 5524
15 RS T
8.5 FLIRARMEHEIR MAE, PAZEMIRD 5 IEREE, BB AE, BREORBOESIE, MIGIEE!
A A B 2 DA ORI D “REERIC & 0 @R IEZ 2 L T D358 13 R B OB,
AN DY) B2 A ATREZRIR Y Elii L7~ L CAFITORREEEBTHZ L,
86 =—EFIT LT 47T — FRIEAOOHHIZE L T, EHRBRAIELNA TS, HFHT 55
Bt IBAEEORWEHORBUCERE TS L, 74 77— FREFITIEIEH~Da L 2T
—VHEt AR S, AN ALND Z R D, =BT I 7 TlEA X THD 5 JHHHF O
IV AT a— ) WRED ERAPRE STV D, [151, 1522 BHE]

-
—
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. 2t (FALOEES) Y HEE

(fifL)

81 AKHKNX, BXNREZF BT ITORAGAHITH DO, BIFORWEHNHELT 2 B0
HHZ LD, FEEMETH-ORE LT,

82 X NALZF UEER N BT I TEORMLEELSHZIZRE LIz, @3 VAT a—/VIIJEDIR
WETIX, T4 7AZANOE FEE, AAEORE, #@IEAREOHR, FRIEEHOHEMND 4 H
BEEARLT D) BHERSNTEY 2N THIRFBIEISE Lo GG TR 2 B ET
RE LINTWD, £, BEEAOFRORMAERK - (FilE, $ERpERE) BT 210% %
ITHOZENMELINTVD,

83X NALZTFT UK N BT I TEHEOIMILEELSZICRE LTz, U B EEDOKRE TORK
AR (BN 1BV T, BB AE (yv-GTP, AST XU ALT) DOEFEBASHELEL O H D
IR GBGHR 12 BE TITBE L, ZNLUADEDOHIFEAEN 28 W E TITHEIL TWVDH, LV
HE e RE IR E ~ D HE R 2 RIRITEH T iz, #5BME S 12 1 £ TOMIZ 1 BILLEO T
BEMIA 24T\, LIS EIRICHE 2179 2 LIk 0 IFREREE 2 L v RIS R R T 5 2
ENMBL L E 2 TRRIE LT,

84 X NALTF UEER N ETF I TEHOIMILELSHZICRE LI, @32 VAT o —/VIIJEDIR

FITEE ., BHICh D70, ARG R IR 2 E I CRE L, BRI 2 BOGH
RO DI WRHZII R G2 1L L JGRIEO MR 2179 72 E O e i %2 T 5 L ERH 5H Z
EMBERE LT,
JAS2022 (H AREWARAE(LS2S, 2022 4EhR) 121E, [EEMIEEDO 7 +v—7 v 7] & LT [FRipEiE
BRAATEIT. BITEFANCBIE T 2IERICEE T2 & & bICEBI R OMER & &R, A LFr0meE
\Z X DRIERIHER & ARTETRE~DIEH DT, GBI EERIL 2~3 BIFEEE, ZD#%I% 3~
6 » HIZ—EIFRE, EHMICHRELZITI>ONLEE LW ] L3nTnd,

85 TETF I TEEDIMICELSHZITHRIE Lc, “IRMZRERIZ XY SIEMEZ K- L TWHIGEE
(CRMEEIRIERE) 13, TORKNEZEET S Z EICLVIEROUEZRBDODLZ ENH D,
AFN O 5-% BAAAT 2 NI, FUIRIREEEEIS TE, PAZEMNRD 5 IER A, B R4, R
OEBOADE MIGIEEICERZEL 5 2 A ORASE O “RERIC XY @iFmiE2 2 LT
Z DN ONT, R U IR OTEFE N ATREZR AT E OTRIR & Ehi L 7214 (2 AA % 16 H
TOHMEND D,

8.6 =BT I TEHEDIRMIEASBIZHKE LIz, =BF I T T, 4 XT1 » AMEE (0.03mg/kg/
AU L) 12k, JBo SRt a L AT a— WRENK 2~3 FEM L2 L ORENRH 5,

6. RENEREZRIHEEICHT IR
(1) &HHE - BERFOHLEE

IBTENEREETHEREICEHT HFE
9.1 BHHE - BEEZEOHLEE
9.1.1 ¥EFRIREE

BT I T TIFZEMERFED A HRE ST 5,
9.1.2 BRERMABENLH O HONOTNEDHRENHIUTDEE

- RIS REIR TIE D & % B3
EEEOMRER (YA e T 4 —%) XIZOFEROS 5 BHE

o FREWE DI EEOBEER D H D B

T Iha—HEOHHBE

B4 SRS F L TEBIRMRIED & & DT 0 & OWEN B 5, [11.1.2 B8]
VIS EEMBENEXIZTOEREFENHSEE

FIEF S E (IR, 258 NEAIHERTL 20855, [11.1.8 2]

(figan)

NN =BT I TEEDOUMT LEESEITHE LTz, BT — T HEOKGR T TOENERRABRIZIB N T,
2HEIRIFE A A0 D= L AT v— VIERFE 27 BB F—7 §E 10mg & 12 5 LA
H. HbAlc O ) a7 VT 2 v TIEBEF — T SR G-RI% TEIUITERD bR o 7208, 2208
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. 2t (FALOEES) Y HEE

D _EF7-2F80 btz )
912 X NREF UEEOUM SR A BB IR E LT,
R EEIK MED & 2 183, BIEMEOTRE (YA hn 7 0 —%) XUIZLOFIERED & 5 8
. EAMEOFEEDOBEFERO S HEE
RRIN =3 558 AT (EMEA) OE S5 Z B4 (CPMP : Committee for Proprietary Medicinal Prod-
ucts) 26, AXFUREAN KX HHEEICE L CRERS N SN2, TOH T, BBt
ATOFEEFHE LT, LTORARZRKMNORA SCEFHRICFLE T D L 285 LT s,
AR T AT B IGE B EE A 2 LT WER DO H 5 A IIHEE IR G T
XThb, LTORETIIRAZ T XL BIHERBINC CKIEZET XX ThH D,
- BREEOH HBE
- FUR RS BEAR T E D BB
 BEMEOREBR XX ZE OFBEED B 5 BE
c ABZFUNET 4 T T — N TOMEEORAEED H D BE
s T a—)LihEE
- EEE (>T705%) (BB RAE 2 = LT WO R R OFFEIS U T, CKAEDHIE
DMEEEIRETT 5)
ZOERE B &I, FUIRIRBEREIK TIED & 2 B3 | EAsPEDOFHRE UXZE DFIRRED & % i
F R OSERIME DT RE OB D & 5 BE~DIEREEZHE LT,
Toa—LhEOH AR
TV a— )V IIHFEEE MK T LT A EHEI S v, F 70, BB BIRAE DS & & o
WEDOHEND D, TAa— L HEE CIIEEE 01Ty, HEIERSTH L,
9.1.3 2023 4= 7 A 20 HfHEA GBI I - ATEHERIERZ SRR R WA EAEZI 0720 5 1
B ESL,
PMDA |Z°C, HJEFMEJAE O ENAOIEF], ARSTERE NENND T A KT A OFHiH E i
STz, EORER. EWNDO HMG-CoA BEITEEAHEAT X TEMIRITHEN LOEEEZWNETT 5
W D LHIE STz,

(2) BHmelEEEE

9.2 BiEEfEERSE

921 BHEEICRET SRR EBICEENROONLEE
KA &7 47 F— FRERN AP T L5AI, IBR LT 2520 S S DA I DR
T2 2 &, BRI BEREEREAL 2 11 5 BRI RARIE D & b b3 v, RLE BT IFHT
Lralcid, EHOICEHIERES ZEm L, BRER (MR, B o8, CK kA
MP ORI A7 ey FEREONCHE 7 VT F = ERSEOBHREDBE 238D 7358 1%
BEH &G 2HmIEd5 28, [10.2, 11.1.2 K]

022 BEEXIIZTOHREENHZESE
X NA R T ORERUHRE DRSO L < DEHEREREEZ BT LRETH, Fo, B
RRMRIE £ > TR BEED B LB O LTV 5, [10.2, 11.1.2 /]

(fiL)
921 BEX NAX T UEEOUST LEESEBITHIE Lz, 2018 410 A 16 HAFEAFBEES - £7%
A R SR PR A AL 1016 55 1 ZI2H5<,
7 4 77— hRIEAIE HMG-CoA 35 el FHLE A O OF H % 5B d5 W TRESUT Bl ARE 23 s &
TS, MEEFIOIF & A SITEGRNCEERERRE 28 L TRV | BTN BRI ORIE I
I VLT F = ORI EAPREO LN TWS, D72, BHEEEICRE T 2 B R MRA L IC B 23R
DO BFICEIT D HMG-CoA BRI EAIL 7 4 77— MRIEFIOHFHIT TRAIEER
FOFAIGEAEE S & SvTnWie, 20%, —FEHEAN B RKBRiEL a0 BEE 252 1F, 2018
8 RIEHEMEFELEIRMASL AR ERITIBW T, BRI 2 B AR R A I BEH
PO B D EBEIZEIT S HMG-CoA EItEEREILEAIE 7 0 77— M REROFEHICET 2 3E
MAEL |2 DUV T DFRED T, & ORGSR, BHERERE oMU AR IE |2 B 9~ 2 TR M & ke
Lz ke, TRAZEZ) RO TRAIGERAZE S 200 TEEZREANESR] KO [HHEER] OHE
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. 2t (FALOEES) Y HEE

ICHEEMUE 2 BT 5 2 LAWY TH D ST Sz, BRSBTS R R (g v
7 F =R eGFR & BR) ICRENED LN D EE T, IHE LS E2ERV R SN D55
WCDHBRAFNE 7 4 7T — NREFEZOHT L2 &,
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16.6.2 ]

(f#0)

931 BANRREF UK O ETF I THORMN LEEZSBIHE LT, BWER (T ) 128
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EXNAETF AT TO 2 L AT v — VAR O FEEEE Th D HMG-CoA = tlk 2 [H
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VAT TR L T2 FTREMED & 2 PRI BRI L TV B 72 D FRRER 3 70 < (2T
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A —A N7 U7 D453FE (An Australian categorisation of risk of drug use in pregnancy)

Gk
pitavastatin D (202345 H) *
ezetimibe B3 (202345 H) *
*Prescribing medicines in pregnancy database (17 May 2023) X ¥
BE  pEOME

A —A N7 U7 D438 . (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 inci-
dence of human fetal malformations or irreversible damage. These drugs may also have adverse phar-
macological effects. Accompanying texts should be consulted for further details.

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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