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i &R i TP
ABCAl  |ATP-binding cassette (ABC) transporter A1 non-HDL- |non-HDL-=1 L A7 & —)L
ABCG1  |ATP-binding cassette (ABC) transporter G1 C
Aco 7 2L CoA AF L 5 — NTCP  |MyPART I U v ASEAR Y <7 T |
ANGPTL3 |Angiopoietin-Like Protein 3 OAT T =AY T AR —
Angptl3 OATP BT =4 kR ) AT F R
ApoA-1 THRYKREHR AL OCT B F A 8T AR—F—
ApoC-lIl |7V AREH CII OCTN AN=F > N T U AR—H—
Apoc3 PEPT NTF R R T AR— Y —
AUCo.int  |FFA 0 2> 5 MEFRKIRFRET 3 C DR BE-RER dh AR T i fg P-gp Pz LS
AUCo- ?ﬁ 0 75 B HHIE R & C O - IR AR R i PPARa  |~UL A%V — ABAFERITEMALZ 254K o
H e SN e I Lo

AUGe: W50 25T« W & R i e il 1 Sl
o ETIED PT-INR |71 ko> £ IO ERRR L
BMI BT 4 — = 2 45H RAF Relative activity factor
BSEP TR s — S9 ?ﬁ;ﬁ%ﬁd:% Dx— ME& 9000Xg TimlyBE 7= BIEsy
Caco-2 b RS RGEE R oMl lakk SBP E?ﬁﬁ,ﬁ;ﬁ E
Cer TVTF= T VT TR o PR
CL/F BTG ors 1770 R T FRp
CLss/F  [EHIRRBICBIT D RANT D7 VT T2 - P ——
Cow  |REHE _ G FU 7051 R
25524 AN=TF 2V A NVIRBRER 1A TGSR TG O 4 WsEE  (TG-secretion rate)
CYP F 17 1 1 P450 tmax e v it FEE ) T IR T
DEP AR TLE UGT UDP-Z V7 ua=)V NT VAT =T —E
ECso 50% e L vd MR 5 < A
EDso 50% {2 Fi I Rt VIF AP OSAEH

B TR N INAR T
eGFR __[HESABkiAEiE & X:S/F gﬁﬁ‘iﬁ Z?Z;Z%ﬁﬁ%
FAS  [RRKOMNTA SR RIZDT 87 I
FGF21 A e D T 21 MARMARTLIL, BEFRLTHDHZ LETT,
FGF21 (KT NCFIZ X v B Z 7~ ,)
HbAlc ~EZ BB Ale B) In=F I M VEERBEER 1A BisT
HDL mHLEY RER CPTIA : & b, Cptla: 7 v k
HDL-C FmHEVFREA- IV ATE—L
HEK-293 |t i V2 Bl i i oDl ik
hERG Human ether-a-go-go related gene
HMG-CoA |t Fuax v AF AT AZ Y az P g hA
HPLC ERER s n~ N5 T 4 —
ICs0 50%PH 5 i
IR §E ~_w 7 4 77— MM (Immediate Release) B
JAS2022 | EREE(LMERE T A BT A > 2022 FEhR
Kel TH I BE L
Ki FHE 4K
Km IHTY AR T UERK
LDL-C KEEEY) REA-a L AT 2 —)L
LPL UREAY R—F
MATE ZH - wIE LAY
MRP LA A
MRTss TEHARBBIZ 1T 2 X T BE I
NGSP f&  [National Glycohemoglobin Standardization Program

(EBARYENE)




I. BiEICEY5ER
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BRICET SIAE
R DERE

NRvT7 47T —F CUF TARE)) &, BRSHERIR L 72 #IRW) PPAR0 £V 2 L—X —
(selective peroxisome proliferator-activated receptor-o. modulator : SPPARMa) T 0 V2 3 F ATl

DOIREAHNIZ B DB TR ORBLZHFE T2 2 LIk v, MiEF TG OIEK TEDOIEERH %
mENICEESE D,

w7 4 77— NAEPERA] (Immediate Release 4], LLT TR §£) X, JEHHEMR O & i
r%%irAW%747ﬁomg]kbfmni7ﬂv$%T§me%néﬂtoﬂw%74
7 HEO0.Img 1L, 1 H 2 FEG-OHETERIN TS D, IRFEFFROHEMIRIET e 77 2D
ETFICEETZ ERRESNTEY Y01 B 1 [REGRAIZRRE TS 2 L TAROIRKT Fe 7
?VX®ﬁL’$5T%ék%Z%MIR%&wﬁLTWW%ﬁT®$$®ﬁmEE%Miéi

INZEXE L7844 (Extended Release 45, LT TAHAl) 2T HICE T,

KNI~ NTF T = MURBIERAITH Y | REZ SRR 2 AP IZRA L Tn b,
F72 IR 88 (F8E) & OBBIMEMEEZBNE L CUREBD 7 4 Vv ha—T 4 U 78ELE LT D,

AFNOFZE R OV ElL, BN TR L 725 AR AR SEEER (K-877-CR-01) | &5 I FHERGE
bR (K-877-ER-02) K OV I AHE W 53R (K-877-ER-03) IC L ViS4, IREELFIT &
JEIME (iM% &Te) ] Z2%0kE @%%&LT%BEﬁH TSR AR S T,

F 7o, NEE B EE RS CIIEMREE LR RO T D 7= 912 LDL-C HEAEE TH D . HMG-CoA
%ﬁ%%@%ﬁ(uT\X&%y)ﬁEW%@$$ﬁ4h74/f% YUK L L CHERER S TWD
Do LML, BWERSOBEI D A X F 2 O Gk S IREE 2 A 2 F Rl o BEBPFET D,
ENIZFBWTHENME L7- LDL-C 23 < TG D IEFE TA X F U RNt ORFE R ERE 255 & Lz
%HHW@&%%(K&WERMJ (2 &0 FHl & 4, AAKID LDL-C 28 < TG N IEFE T&H » HMG-
CoA & ITEFHEPLEIRIC K 21BN X 22 & iR MUE (2 k32 F DY 2026 45 2 AIC/&KR S iz,

) A2 F VRS> TRONDAFERICLY | IRAHEO B HEAEGFICHERNERESEPSEC, TOMRERZT
¥ DARGEFERLEICED B O

. RaOaEFHEE

(1) TR PPAR@EY 2 L—F — L L CTIRERHCE D 2 BIE T ORBLEZTEST 5 Z LIV E

a2 R EEMEREA*CTH O, 1 B 1 [&RSOHRKEERAICH 5, (37 HZMR)

*LDL-= L AT m— L DOABEmWEBIECK L, FH—SRE3EL 1T L2 & (HMG-CoA iEItfkR

BEAESE O 358 S AV EEE &R <), (TV2REUTZN R BT 5 & OIEBHR)

(2) %5 I AHMEERABR (K-877-ER-02) (23T, Z2EIFIMIGE TG D_—Z T A L inb D% kR (12

W) T, IR # 0.2mg/H 25t L. &K 0.2mg/H & O 0.4mg/ BN FEL M TH 5 = & DML
A, AK0.4mg/ H D3AH] 0.2mg/H O HHEEEZ TEl>TW\W5H Z & BfER I LT,

(16 HZMR)

(3) &5 U FAE#IZR 53R (K-877-ER-03) (28T, ZEERFMIE TG DX—R T A b DAL

DONEHIE (52 Wi HRE) T, m#%m @ﬁ?#mbaﬂKQMwmwlﬁﬁt@ﬁ%

F 7o, RN U TAH ODFaﬁﬁL‘ﬁﬂi 0.2mg/H 226 0.4mg/ H IZHE & L 7o /5 F., &R &
FeEE L, HEEZICZEERFNE TG O X 6 5K T 28O 7= (p<0.001* ; 1‘%2& tHETE) .
*H Lo pfE

(23 B M)
(4) 5 I FERREFEER (K-877-ER-04) 123\ T, LDL-C (Friedewald 2, I FF ) o_—25 1
B O (12 BEER) T, 77 B RRRIRT 2A%5] 0.2mg/H KT 0.4mg/ H OB
DIFRAE S AL, AR 0.4mg/ H 23 A 0.2me/ H O SHEEEZ FlEl> T\ D 2 & B3R S iz,
(19 HE M)
(5) ERZ2RIEM & LT, BBUHRRIE, TTHRERE, BESH LN ERH D,
(68 HZ M)
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I. &¥ICEY 5EE

0. ZIZET HIEH

(1) #4
2VIVET 4 7 OXR BE 0.2mg
2SVET 4 7 ®XR EE 0.4mg

(2) 4
PARMODIA® XR TABLETS 0.2mg
PARMODIA® XR TABLETS 0.4mg

(3) BMD Bk
PARMODIA |
8 PPAR0 E 3 = L — & — (Selective Peroxisome Proliferator-activated receptor-a modulator :
SPPARMa) | & L TR Z%HL4 5 Z & LW PARMODIA &4
[XR |
tfftE (Extended Release) #HITH 5 Z & &R

2. —iB4&

(1) #4& (ddiE)
~N~7477—F (JAN)

(2) *4 (g%
Pemafibrate (JAN, INN)

(3) RT L
a7 47— MEER (clofibrate derivatives) : -fibrate

3. BEXAXITRERX

HsC

(@]
HyC™ \©\
O/\/\

;

4. HFRARUODF=
313 CasH30N206
1B 1 490.55

CO,H

5. 28 (%X XIIEXE
(2R)-2-[3-({1,3-Benzoxazol-2-yl[3-(4-methoxyphenoxy)propyl]Jamino } methyl)phenoxy]butanoic acid

(IUPAC)

6. ERA. A4, B,
IHBRIROY L« K877

LEBS



M. AMRSIZEYT HEE

M. B35 I3 518H
1. B EE

(1) 448 - 1R
HEOMRTH S,

(2) BfEE

c DRAFIVANLKREY R, NN-DAFILHRNLLT I RITIETRT L, AX ) —LICRORE T R0T
<, TER=FU L, =& 72— (99.5) [ZRREITIC <, KIZIFEA BT,

(PR DT 2 H RIS < WEfiftE)

- BIEBEICK T SHBRMEE (20+1°C)

s Vg% (mg/mL)

NN-V AFIVHRILVLAT IR 683

CAFILANLKEL R 626

WEfz = L 60.0

AB )= 48.5

=% ) — (99.5) 315

T bh=hUV 20.4

K 0.00646

~NTH 0.00124

- B8 pH B RICTK T HAEE (20+£1°C)

pH Vg% (mg/mL)

pH2 0.00168

pH4 0.00164

pH6 0.0285

pHS 2.19

pH10 113

pHI12 21.1

a) Britton-Robinson FZ &

(3) WiEtE
WARPEITRR D B ARV,

T —L (BB [CANTZ b D% 25°C/83%RH T 3 5 AMRFE LTAEA, ABRBHAARE & L K

3 BICEAD IRinoT,

(4) @b (fEs), e, SES
it s 95~101°C

(5) EMIBEAEETER
pKa=3.58




M. AMRSIZEYT HEE

(6) DEIRE

1-F 932/ —)LERFE pH BEEED D EZRE (20+£1°C)

pH” 5yEAEEL (logP) pH? SYBAREC (logP)
pH2 4.63 pHS 1.78
pH4 4.62 pHI0 1.59
pH6 2.87 pHI2 1.63
a) Britton-Robinson FE# &
(7) o ELRMEE
FERESEE  [alo @ +16.8°
2. BV DEREEEHETICEITHAREM
R PRAFZRM1E TA T B A RIFIERE B AL I
EHIRAF oo 3, 6, 9, 12, 18, . e
St 25°C/60%RH 24 36 5 ] R F L4 HIESE
NG ER 40°C/75%RH 3. 6 5 H R =F L AR HIESN
o 50°C 1. 35 H R zF LR HIESN
i e 60°C 1. 3% H RY =F LA BRI
?%’ g i 25°C/83%RH 1. 3% H Ty —1 (B RN
B S
g | PP 7720 P s 120 e | L () U
WEE A PR, FeERABR. AL, MEERBR CERWET. xR . Ky, ERIE
3. B DEZRHERE. B
TeR i BRyE
o SRAN TR R T AE
< FRINTUN A2 S VHIE R
E B
ik v~ NI T T 44—




V. RFICEY HEE

V. &HIZEH9 HIEHE

1. HiR
(1) FFRORXA

T AN Ta—TF ¢ TEE (R

(fifn)

AFNFT~NF T2 =y PRRHIERAITH VD | ARG TR 2 855 o & L Tn 5,

(2) HFDOHERVHEK

R 58 4 2SVET 07 XR $E 0.2mg 7VET 47 XR §E 0.4mg
T E7N W, HEO 7 4 Vv bha—T 4 7 (BRikgE) THD,
VEX NEX

D B = 4%y &) =
s B EAE 6.1mm [EAE 7.6mm

E X 3.0mm E X 3.9mm

i 85mg & 168mg
[ ZUESZN 2LET 4T XRO0.2 2LET 47 XR0.4

(3) #A—F

FREL ¢ gEA], PTP > — b

FRNAE VL (2) WAIOIMELKL OMER ] DS

(4) HEIDYHE

BB L

(5) T Dt

RN




V. RFICEY HEE

2. REIDOHERK
(1) BPES GEMRS) OEERUVHRMA
iR 58 4 7VUVET 47 XR BE 0.2mg SV ET 7 XR §E 0.4mg
1 HEr 1 BE
R N T 4T T— b N T 4T T— b
0.20mg 0.40mg

fhmtm—2 (RD) | BRI AR, e7rAa—X AX 7 UNRaRy
& ~—L, =Fkera—RA RATFT VU UEEMg, D-v2=F—/, fEEmELOT—Z,
" JuARE Ry, B Rexiuabtrero—3x B{bFxy, 7o) =F
L. BEEKT A B, mEe="lRbek, hrroay

(2) EREFORE
BN

(3) BE
BN

3. R EAMEOHAKRUVEE
BN

4. A
BN

5. BAT HAIBEMED H 5 T
JFUEHR ORI AR AT 2 ATHENER B 5

6. HEDFERLGTICETIREN

INJILET 4 7 XR £ 0.2mg * 0.4mg

PRAFZR1E TR B PRAFIRE PRER AL R
E/Hﬁ,f%ﬁ . . 3\ 6\ 9\ 12\ PTP"I‘T/I/‘: ' —
St 25°C/60%RH 13 24, 36 % A HIFEN

TTAF v IR v

PTP+7 /LI E'Hr—
TN 40°C/75%RH 3. 6 v H S : k&N
PR ' 7 FIAF v IR i

PTP+7 L3 B —
VLR 50°C | - ! s
. R » F5AF v IR L Sis
e
S| 25°C/83%RH 1% H sr—L (M) HIFE N
Ex
¥ D“7§;5mm“ 60 77. 120 5 Ix-hr | > v—1L (BifK) HH P

HEEE  PRR, B E, Wt ERk

AHN O ELLRAE TOIHATER R, AL 3 £TH5, ((XEHAFHEIZE 5HA )
DIHAZM)

7. RAEERVERBEREOREN
BN

8. fFlLNEAEKEL (MELFMEL)
BN




V. RFICEY HEE

9. AM
IRHERERTE S FAEICE D RBR AT 9,

10. BE: - 2%

(1) FENDLEGRSR - K. HENRRGES - 2XCHT 51FR
BN

(2) ax
(INILET 4 7 XR §E 0.2mg)
PTP : 100 £& (10 ££X10). 500 & (10 £ X 50)
NT 50088 (T AF v 7R ML)
(INILET 14 7 XR §% 0.4mg)
PTP : 100 & (10 #£X10), 500 & (10 £&x50)
NT 50088 (T AF v 7R L)

3) FlRE=E
BN

(4) REBOME

PTP : RV k=1 / RIVE =V T/ RIZF L LET 1V A,
PTP Gl T =L
TAIEE—: TAI=ZTATIFR— KT 4L

TITAF IR MV EEER) = TF L

AN NIRRT e e e
’ =I5 RFusFr T B Far Ly

1. BREH SN LEME
L7

12. =Dk
MR L



V. ARICET SIEE

V.

1.

2.

3.

AEICE T SIEH

DX (IRR
SiEME (REEES0)

DEXIIHRICEET HFE

5BERIIBRICERET 5FE

51 LDL-2 L' A7 0 — LD BNEWEAFIEIZ L, 8 RE L X L2 & (HMG-CoA i#
TCRE R B EIEOME 38 S 720 EE 2R,

52LDL-2 L AT 0 —/LOIK T2 A E LTHRET AT, UTICEETSHZ L,

521 LDL-2a L A7 a—ARnE< N 7 UET74 RBEFETHY ., LLFIZRT HMG-CoA EJT
BB BLESRIC X DR S 2 W EIBIEICE T2 2 L,

« BIVER OBEAESEIC K W HMG-CoA 18 Tl 35 [ E K o fif A3 IR 720 g
* HMG-CoA E R EROHE AN & S b BH

522 FERABRICHAANSNT-BED LDL-2 L A7 a2 — U fEL O RY 7 U+ 54 RIEIzo0n
T, N7EEBAE] OEONEEZBE L, AF OGN O+ R Lz BT,
B BRI 5 2 L, [17.1.3 ]

523 FiEMR 2 L AT 0 — LIJED 9 HAREHAERICOWTIME RN 7202 &0 n | 1R
R E/RONEHB SN DGE DA, LDL 7 7 = L — 3 ZEOQIEEYFIEOHB) & L TR
HoOBHEBRETHZ L,

5.3 WAHOHNC D722 3255 L, SIS MEDOZW A e L7- BEITH L COLAF 0w H %
EBETDH L,

(f#0)

5.1 BREEA VIR BB H A BT A > Tld, LDL-C & B2 1X HMG-CoA 15 T 25 P 33K 2 45— 4R
LT LONRZY EEZ SN TVWD (HMG-CoA & T H L EI DM M S W EBE 2R <),
52 LDL-C 23 < TG DN IEFE TA X F U RIHONEE BwiE RS 2 x5 & L7- K-877-ER-04 iR D
KGR N OGS 2 I 2. AR OG- XGRS 2 PfEIC T 2 72D E Lz,

5.3 mllE ME DOIRIFIT I 1T 5 — MR i Ema it & L CRodi L7,

RZERUVAE

(1) RERUVRAEDHEHR

W, ACIE~T7 47— LTLEO02mg 2 1 B 1 [ERA#HKS5T5, 727-L, FU 2
Ut 54 RFZLDL-2 L AT 2 — LEfEORREIZ LY, 18 04mg 2 1 B 1 B ECHETX 5,
(fi# )

AFNT AR GRS & BB ERFOR T AUCo: L O Cax I K E 70 E W T2 <, BRI - BF%EEIC
X O PRI T2 TG FERANRD bz, £, PIRGREE S RERETO TG IK FIEAIC
RERENIR ST &0 D, BT B% L OIRERZ (F&R5 XI5 #5) ZRb T 5080
BETHD, (IVILL. (4) BF - JFHEOFE 1)) V5. 3) HEMGEZERR (VS @) 2) #4
PR ] DIEBMR)

(2) RERUVRAEDRERE - RN

AFNOIMBNEE T 10 7 7 A )L Z& K L7 K-877-CR-01 Dj%AE2> 5. IR § 0.2mg/ B 51D ~2~
7 4 7T — N OREFRE (AUCoam) (2% DAHA 0.4mg/ H £ 50 OVARH] 0.8mg/ H #& G-Hf D~~~
4 7T — FOBREEEE (AUCooa) DORMEHMEDLE, 1 BH72 0 OFGEE O B HEOEN
EEELTHEL, BHLE, Z0O/E, WTHOHETHAFEGR L IR i 5R T~ 7 ¢
77— FOBRBEEICREREWN I, F2. KK 04mg/BH O 0.8mg/ B & 4 #HH K IEHR S
L2~ 7 4 77— FOlgEEE (AUCoaam) ([ZITHEIFIMENFED G, IR §E& 521X
0.1~1.6mg/ H O HEHHHETHONDI X~ T 4 77— FOBRZFEEIHRIPERRD LT D (2oL
ET 4 7 HE0.1mg] PIEIHFERFEE) Z &b, AH 02mg XL 04mg 2 1 B 1 [ G L725A(C
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V. ARICET SIEE

%, IR $ 0.2mg X% 0.4mg % 1 H 2 [ENZ/3 1) CHEEG L7-5GE L RREOIRRERENSG LD L HEE
T&5, Lo T, Ailoms 1 HHEKORAK 1 HHELZ, IR EEOETE | HHELRORK 1

AARELFEL 02mg N 0.4mg, AFIOLEGEEIT IR SEL 072 T H LA &L, LFEOR
B Fhii L7=, (TVILL. (2) EERRBR CHER SN OHESM)

K-877-ER-02 DJfifkn 6. TG K FIEMIZOW T IR 205 & 0.2mg/ A 1% % A% 0.2mg/
H K& O 0.4mg/ H DOIELHEDMEE S Fu, AHK 0.4mg/ B O TG & TVEH O sSH#EE EIZAHK] 0.2mg/ H %
TlES72, & 51T, K-877-ER-03 DEfE O, AFN D TGAL MMEMIZREMHE G THFEHE L, s
KON 5T TG IR FERIZZEITRD Lo Tz, F72A%] 0.2mg/H LY 0.4mg/ H 5128
WT IR 8% EMID U 27 TR SN hotz, U EORFEL Y. A%l 02mg 1 H 1 [F#54%4 IR
FEOBFHETH S 0.0mg D 1 A 2[EFE- L KHl04mg D 1 A 1 [EERE%2 IR EORKHETH
% 02mg O 1 H 2 [\fE L ZNENEUALESIT THEHTZ EoZ4mnBo oz, (IVs.
(4) 1) AzhfEreraER (K-877-ER-02) | V.5, (4) 2) Zeatalii) oHESHR)

LDL-C 28 < TG D EFE TA X F U At OREE RFIEEE 2 %15 & L= K-877-ER-04 D ilifg
25, LDL-C (F &) OIK FERIZ W T, AAl 0.2mg/ B #E M OAH] 0.4mg/ HEED 7 F 1 REEIT &)
T HEMMENREES Tz, E72. AH) 0.4mg/ H BEOZALEO S HEEMAAA] 0.2mg/ B #E%E FEl-
TWAZ L AR LT, UL EORE LY. LDL-C 35 < TG N IEFETA X F U AilitOREE B
JEBEIZH L ThAFIO@mE &4 02mg & L7z E T, DILEKRBORIE « #EOGRK T 2%
BLTEYEWVIREREEZRET DXL ENRH Y, e LDL-C DK F 2 EH 3 554512 0.4mg (21
BLTAzLidmReS k&S, (V5. (4) 1) AhMtezratEr (K-877-ER-04) | DIAZMR)

. BERUVAZEICEEYT HEE

1HRERVAEZICEET 5FE

B BHERE DAL & E O MR RMIE N H SN D 2 NH LD T, HEICHT- > TUTERE
DB FEREZ A L. eGFR 2% 30mL/min/1.73m? it D35 A IXAFHBE 5 D 75 % B B (2 HIr L,
BESTAEAICIIAFOAEIZ1H02mg Z 1 H 1 [EEF S 2L, [9.2.1, 922, 11.1.1, 16.6.1
Z ]

(fi#z30)

PLIFIZ, IRETORTEHAZ T,

2022 4F 10 A 12 AFTEASEIE ESR « ATEfA R ERZ SRR EE W S 10124 3 5
WS, (TV5 (6) 1) MEARGETRA (—ifl FApGER A, FreE i AR A, 5 s i i
) BERGES T — & N — AR, BERCTRERRBRONE %5  MER R ERRRBRO (B
HERERE ) (IR §8) ) TVIL10. (2) BHHERTH EE ICB U 2 EmBiE 250 vile. (2) H
BERERRETE ST 9.2.1) TVILS. (1) FEARZRENWEA & HIHER 11.1.1) TVILS. (2) &% : KA,
AOHE, BIEE R OTHROAEEE S ORIERRBMEE (R )| OHEEBMW)

11



V. ARICET SIEE

5.

(1) B

B&RPR R A&
BRERT—2/1\vr—
AR
EN iy 7}3 49 . y NE=R=)
nﬂﬂﬁﬁﬂ\Phaf/%ﬂ@%U o v P T TR B b
(Sl ;‘(m NG 2 1t
AEREE KB4 BRI B 5-p1%x i
K-877-101CR W R, AR 2 | fERERRA AFI 0.4mg(ZE E ) Hi ]
§ K-877 #REMEREI O |, FEERK. 12 4 12 4
v | 1| B EaER Hilal$e b 4 B 4
Bl K W, 7uxt—
N—iR R
K-877-CR-01 LM, M| TG & fif o> 8 7T | IR 6 0.2mg/ (1 A 20)® |14 -
K-877 #REMERIF O | 1E A b, EIKF | BB AH)0.4mg/ A1 A 1[E)Y 458
IT | B PRSP R HROBELE R, 12 B | 63 1 AF0.8mg/H( H 1R)D |2 1 :
B A 2 WY A — 60 13 4 3
AN v
il K-877-ER-02 Lk dE, | TG EE O JEE IR 52 02mg/H(1 H 2 [E)® |12
M K877 bk WA o [ (5 0, — B 5 | RAERE | AA 02mg A( B 1 E)Y
o BRAEARBR B, ISR, I (356 43 AF 0.4mg/H (1 A 1[a])»
- BN ITRERT LB 355 #
K-877-ER-03 EIGESER 4Hﬂ‘:TG EEONEE | AK 02mg/HA H 1[E)© |52
K-877 R RH O 1Ak, FEER. I R TRV 12 3 DARE « 8 B Rp X
Fii# 53R ﬁﬁﬁﬁmﬁﬁlm@J 0.4mg/H(1 H 1[a])°
AR R 121 13

)& ORFTUI BRI ARG
b D RATUTRZRITHE N &G

O)F XIS DRAIXIIREICREAE S

LDL-a LRTFA—ILAEL FY T Y54 bemﬁﬁﬂﬁ ) HMG-CoA ;Z TR EEIZL A

RGBS B LVE erl XY S RKEMRR

BNty Z% i m N o =

ABRE B B4 R HERBIEL BEGBIEL R
; K-877-ER-04 i kR, M4 | LDL-C 23 < TG| 77 &A1 A 1[a) @ 12 8
it K-877 RIMERAI O | 24, “HER. |23 IEH T A X | AH4]0.2mg/ A1 A 1) 9

W) m | et 7SI, |72 OB A Odme/ (LR L)

¥l A ITRER R | SR 71 45

71 1

OFIILS O RAT T LB IHE OB

12




V. ARICET SIEE

(2) ERPREREER

1) FBIRERFIOE I HAEEREEHER (K-877-CR-01) ¥

TG B DONEE i e B E 1A 0.4mg/H . 0.8mg/H % 4 HBIRERE A5 Lz & X DA MIC
DT, IR BEZ RTFRITHRGT L7,

RIERIX, IR §& 0.2mg/ A BETITFE O H VT, AHl 0.4mg/ H EE L OAFH] 0.8mg/ HEET 7.5% (3/40
Bl) T OO Lz, FRECBWTRD L -RIERIEL. AA 0.4mg/H CHERL, MNAK., FHREHED
& 14, AKI0.8mg/H T 7 L7 F Lk AR FF—PHN, B, BEN& 1EThoT-,

FHEARFIER R OGS IEICE S -RIERITERD b ho Tz,

FE) AAIOAER S B R ORI, %, RN~ 7 47— ke LT 1 02mg & 1 A 1 %05
F%, EL. U ZUETIA FULLDL 2 L AT 0 —AGEOREC LY . 1 [F 04mg & 1 A 1 [8% T
BTXx%,) Ths, (VIHEROHE OEEBR)

2) BIIFEEEZNRELE-REKRERER IR ©

HEWGITFEE 118 BillZ IR §E 0.4mg/H (1 H 2 [8]) % 72 MM ER &L LR, IR §EfETIX
TR L R L Ta L AT a— RN~ —H— B N AT RV RO _RATr—/L) 2B
KT L7,

(3) RERIGERRAR

BREREAIOSE 1 HEREERRTC SEOREEEESRE) (K-877-CR-01) ¥

AR D TG FfEDNRE R IE LA 2R RIZ, AAI[0.4mg/H | 0.8mg/H (1 A 1 [8)] & RATIEREZIC

H &Y 4 AP LB a0, 2tk R OSEYEiRE 2 IR $£[0.2mg/H (1 A 2 [E)]Z %L LT
BEtd 2, 7. AAIKL VIR SEOF 2 & FEWEHEE & ORRE REHT 5,

AR Ll ItE, MIEA L, FIEII, HER, 1282 #7270 A4 — 3 — gk

TYHA

BERIENE  |(DFEBISREOFED 20 skl E OB 55 iE B

(2) B R ORI otk

GAZ V—=r 7 RHRAED 12AL FRi L Y BFEE OEERE L 2T TV D H

DR ETERT6 » B LLPIZ ZE G LT TG A3 150mg/dL LA | (Z2EHE C 722\ N 413 200mg/dL
LIk oRmATLSAE AT HH

GC)A 7V —= THAEDZEIEHMIE TG 25 150mg/dL UL o #E

BRAOMERE (DA 7 Y —= 2 A OZEEREME TG 28 500mg/dL % k[R5 3

(BHe) Q)2 Fr— A REORERFHEE[R 7V —=1 7RO HbAlc(NGSP fE)>8.0%0D#]
B)= v hr—AARBOGEMEEL ST 5% (SBP>160mmHg X (% DBP>100mmHg)
MDAV Y —= ZHAED AST X% ALT 2 HEYEE LR 3 54 EEISH
GNTREZE B U EAED & 5 &

13



V. ARICET SIEE

BRI

R §E02mg/H (1 H2[E) | AH04mg/H (1 H 1))
AT IE A% 4 B ER N5 LT,

. AF0.8mg/H (1 H 1) &

[ 27— =2 T | At | R 2 |
IRFED.2mg/ A (FL7IT) AF0.4mg/ H (£A1T) [ATE]
IR$E0.2mg/ H (&%) A#410.4mg/ B (R#) [BR£]
IRFE0.2mg/ A (FLAi) A#10.8mg/ B (£Hl) [CHE]
IR§E0.2mg/ A (A 14) A#10.8mg/ B (R#£) [D#]
i AH#10.4mg/ B (£HT) IR$£0.2mg/ H (& Hl) [ER]
% | Wash out Scrif s AKH0.4mg/ H (£4) IRFE0.2mg/ H (%) [FiE]
Bl g (8w ~ day-4) AH0.4mg/ H (£2T) AH10.8mg/ H (£r7il) (GRf]
“ A0 Ame/ 7 (£ A0 8me/ [ () | [HBE]
AF0.8mg/ H () IRFE0.2mg/ H (£LHIT) (1]
AF00.8mg/ H (&) IR$E0.2mg/ A (£27%) [JHE]
AF10.8mg/ H (£HT) AF00.4mg/ H (R HI) [K#E]
L AH#10.8mg/ A (££1£) AH0.4mg/ B (&) [LEE]
A A A A A
I 2 {52 Ow 2w 4w 6w 8w
NI NI ABE
(PDY*® (PK/PDY*34 (PK/PD)*
-2-11 27 28 | 29 55 56 | 57 (day)

X1 R T 4T T DA S B RSB T D TR E DO B D KA E A fE L Qs
32 Scrif A DOFERE, Wkg L HE SN2 F & IEEA I 5,

33 PD: A RN

4 PK: SR BYRERTAR

A Wash out #iff1Z&7% (T 5,

BRI
(HFE)

ES7E)

* BRI OB G 4 \FF DR~ T 4 7T — hREALR O M SR

c BRI OR G 4 WO~~~ 7 7T — PRELEO YN RE ST A — X
A2

T EEHm I H

- BIRTRI OB G- 4 3
praeyus

- BIEH O FEBEI&

B D22 G ITE TG OX— 2T A b OEfbR

FRAT ]

FEHEEANTE H OMEHT XL T OfERT FH |2
B
REH A 7 (BETHRE, BEZEZEYS) >0 TF—L LEIfH#E (A/B, C/D, E/F,
GM\M\WLﬁ)\ﬁ%(%ﬁ%%lﬁxﬁﬁﬁﬁzﬁ)\ﬁ%(mﬁumwﬁ\ﬁﬂ
0.4mg/H ., &K 0.8mg/H) . N—R T A i, Mgk, MBI OR X F 0 H Of 4 [EE
R L U, WeBaE BT ORI B TAIIC CS (CknnpoundSynnneuy) ZRE LT E
7L % AW T ARA 0.4mg/ H O IR §E 0.2mg/ H (%4 5 fe/s 3 0 74 & Z O il 95%
EHEXMARE L, ELHME~—2 0% 10%E L, il 95%(E 8 X i o RS HER SR A3
%@7~9y%%z@w&%\xmom@wmnRﬁomga_ﬂﬁéﬁfﬁéiﬁﬁé
%)0) L L7z, KA 0.4mg/H D IR € 0.2mg/ HiZxt3 B IEAMEN FETE A%, Rk
. AHI 0.8mg/H @ IR & 0.2mg/H I Tﬁé#*ﬁ@@ﬁ%ﬁﬁ%@kbt0%®%7w
%%wf\iﬁo&QMaﬂRﬁamga xPT B I/ R D & Ol 95%(E
XRIAZEE L. FAEERANIEL M~ —2 0 D 10% A B2 720 & X AH) 0.8mg/H @ IR
BE 0.2mg/ A ICKkIT DIELEMAETIRTH L L Lz, 2B, AF| 0.8mg/H ? IR #£ 0.2mg/H
W6t T B LML, AH 0.4mg/H D IR §E 0.2mg/ B IZxt 2 IEL MR FETE 2HAICD
HERERTEDHDETH LT, ZEMEELEZE L, (EEIEFE)
LRI BT ]
FMHTOET VICIRES A IV TR OVERERIEX A I T ORBEEREZBEEDRE L
TMATZET VBT, {RIFRIEICIREY A I 7 o8 (BRikE & B%EEE D)
R L7,

BT FEM LT,

) AROEREINIZRELOCHEIX
T3, -7, PRI ]\X I LDL 2 L AT a— LS fEOFLEE
BETZ5,] Thb,

D@, RAER~T7 7 F— %kbfl@Obg%lalﬁﬁmﬁg
V., 1A 04mg & 1 H 1 [A]F THY
(IV3HEROCHE] OEBH)

14




V. ARICET SIEE

EHERER

[VILL. (2) BRIRFER THERS S hipEe | OmES M
[(B#htE]
FEHEE

< EBH  EEFBIE TG OR—X 54 U bDELE>

TG EE O JEE BFERE IZAK] 0.4mg/H, 0.8mg/H ., IR $£ 0.2mg/H % 4 BRI ER OS5 L
7L &, HIBEMO®RE 4 BIFOZEIEIFIE TG OD_X—Z T A b OBLRIIRFED LB T
HoT7,

FABEHDES 4 BEOZERME TG DR—XS54 UNLNDELE (FAS)

A#K104mg/H (1 B 1[E) | A% 0.8mg/H (1 H1E) |IR&E02mg/H (1 H 2 [A)
(40 f51) (40 #1) (40 51)
N—2F A4 (mg/dL)? 229.0+68.3 214.0+58.6 220.9+76.3
5.4 4 I (mg/dL)® 127.7+40.2 124.8439.6 1233393
-41.08 3971 4359
IRAV 2R (%) D)
ZALHCR) [-45.14, -37.01] [-43.77, -35.64] [-47.65, -39.52]
251 3.88
frz . @L 0/\ b) —
IR 2 0.2mg/ H & D2(%) [-1.46, 6.48] [-0.09, 7.84]

a) )l AT HE(R 22

b) /N IS %EHE K] IR Y 1 X7 (AR S. B%EL) 27— U7cBIAEE, Rell QR 1
W, IBEME 2 1), B (KA 04mg/ B, AHK 0.8mg/ H, IR £ 02mg/H), _X—A T A l, %, PEBIED
AL FUNFROF B EEZR L U, #BRE BAL OGBS BTN CS 2RE L& €T V& AV T fig
1)

AF 0.4mg/H & IR FE 0.2mg/ B DO EL#R, K& OAH] 0.8mg/H & IR §£ 0.2mg/ H D DWWl
WT b, /N IREEMEDORERIZED 95%(EHE X M EIRITHFANCRE SNT2ESME~—2 v (10%)
Z FEY . AH 0.4mg/H O IR §& 0.2mg/ B IZxE3 23EH M. KO 0.8mg/H @ IR §E 0.2mg/ A (2
2 IELEDR IR E Tz,

<BIXRBOERAT - ZHEEFME TG (I T ARER A I VT DE>
IR L IRIEZ A X VT ORZHEAEM D p L 0.621 TH Y, IBEICKHTHRIES A I v VD
ntu\&) %ﬂiﬁ?ﬁ‘oﬁo

R ER & BREBREROZERRIMNE TG DEILE (FAS)

AFl 0.4mg/ B AFl 0.8mg/ A IR £ 0.2mg/H
Al X0 AT "% LRI "%
(20 f51) (20 f51) (20 f51) (20 f51) (20 f51) (20 f51)
NR—=RT A
234.5+75.7 223.5461.5 232.8+63.4 195.3+47.7 237.6+89.9 204.2+57.2
(mg/dL)
% 4
BTk 4 Bh 135.9+45.7 119.5+32.9 135.4435.5 114.2441.6 132.7447.6 113.9426.8
(mg/dL)
-37.40 4475 -36.70 4272 -38.70 -48.47
ZELH (%)
[-43.08, -31.72] | [-50.44, -39.07] | [-42.41, -30.98] | [-48.44, -37.01] | [-44.42, -32.98] | [-54.19, -42.75]

a) VYA fiE A Y 2

b)fe/ > ZIREIIE[9S%E XM (RHE X 1 7 (RAi L. B%#ES) 27— LIZBIEE, Rl GRIEIEE 1
B, RS 2 1) . 1A KA 0.4mg/H . AA0.8mg/H . IR §E 02mg/H), _X—R T A ME, Mgk, PERl. =
ZFUPHHOE M, RIEX A I T RONEEEIRIES 1 2V ORAEERZEEDR & L, RE EALOBES
BALASEATHNC CS ZARE LT 80 EF /v % W T-fRAT)
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V. ARICET SIEE

(2]
'v.5. (2)

1) MR o8 T ARG IR 3EF R ER  (K-877-CR-01) | DIES MR

(4) tREERIEABR

1) ARG ER

OHRMERFOFE I BRERR (CEBEOREEERESRE) (K-877-ER-02) 7

AERD
B

TG EEOIEE REERE 26212, IREE02mg/H (1 H 2 [A) &% & LAK 0.2mg/H
XX 04mg/H (1 H 1[A) & 128K OEE Lz & & 0RER R E2 BRI 5, £H
AOIE, ZEREREMLTE TG K FRIZOW T, IREE0.2mg/H (1 B 2 [A]) (ZxF3 25 AH] 0.2mg/ A
KOM04mg/H (1 H 1[E) OFFLEEZRGEET L2 & ThH D,

THA

S i, BOER, “EER, FEGH WATHER R

(D [EE BRSO RN DS 20 LA oI5 B e Hhr
QA7 V== 7BAED 12580 Fatk v BFEEE X IEHRELZ T TV D E
B)A 7V —=2 7 HAEDOZENFREMIE TG 23 2 [AlEE 200mg/dL UL EDF%

B oh A YE
(k)

(WA U —= THREDZEEFENIE TG 25 1000mg/dL % k[ 53

Q)1 BPERIFE R N =a v b — L RR O RFBE[A YV —= TR RFD HbAlc(NGSP
fil)>8.0% D ]

3)=z > b r— VAR RO EMLERE Z & 09 2 2 [ULE ) I (SBP)>160mmHg S5 5= ] 1.
J£(DBP)>100mmHg]

DA 7 V== 7D AST Xid ALT 2N EEYEM LR 3 5% ERD &

VA7 V== T A D CK NEYEM LIRO 5 (5% ERISH

(O)ITRHZE B I NHEPAZE D B D &

AR 715

AF0.2mg/H (1 H 1[E]) | AA04mg/H (1 H 1[A]) | IREE02mg/H (1 H2[F) #8&
AT R 12 B ARG Lz,

| 2 —= 7 ] | TRIE ] |

IR$E0.2mg/ H

A< #10.2mg/ H

T2WERILL THUE
[l B B Serl Scr2 03 438 S 1238

|$§U0.4mg/ H |

56 A LAY

A
R 2y AT

Scrl: A7V —=" T A LR B . Scr2: A7V —="7 kx4 2[A B

REfTiE

ABE

FEFHMEE  (BREER) 2 ff i )

RS 4, 8, 12 ARFOZEIEIFITE TG D_— R T A Vb DL

RIS H - (k)

< TR 12 R 31T D ZEIERFLTE TG<150mg/dL ~DF|EHR

<B4, 8. 12 ARFICIIT 5. ZEIERAER I O JFE BIHEHEHEIE (TG 2 FR<) O~—2
TA B OEHE

wett (Y

- RBIVER DI B oA 18
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V. ARICET SIEE

FEAT R | FEERHGE B OFEATIXLL T OFREAT EHE RS & S hE L7,

B2

FAS % %GR 21T o 72,

NR—=2F A M, W, EBRIEOIRAZ A 27 (BREIUIRE) . AXF U OHHOHE

KOs 28 U, 1BHEHE 4, 8, 12 HZ VIR LR & U7z v UHER S5 8

IATEATV, AF02mg/H (1 H 1[B) #EEOAA] 0.4mg/H (1 H 1[8]) #£0O IR £ 0.2mg/

H (1 H2ED) BT 295, KO, KA 04mg/H (1 H 1[E) BEOARA 0.2mg/H (1

B 1[E) Bk 2 s HEEME O i & LU OFEENEFFEICIE> TR Lz, 7k, FEHM

~ = 10%E LT=,

FIE 1 : A#K04mg/H (1 B 1[E]) BED IRﬁo.zmg/H (1 | 21[8) BT DIELHEOR
MEITH, FEHENTETEEAITTIE 2 (ICHETe,

FIE 2 : AFK02mg/H (1 H 1[a]) BED IRf*ozmg/El (1 H 2B BT 2IELEOK
MEITH, FELENTETE G AITTIE 3 IcHETe,

FIE 3 : A 0.4mg/H (1 A 1 [AE]) ﬁi@ﬁ?’éﬁ@ﬁ%ﬁu 02mg/H (1 H 1 [A]) BEDOZI LY

HTFE->TWAZ & Z2iHERT 5,
AR EER
(B xhiE]
FEH@IER

<TEERMETGCDOR—RASA UMHDEILE RIIMNBINER) >
B 4, 8, 12 HFRFOZEIERFIMTE TG D_X—RA T A b DELRITRED LB ThHh o7,

BEH 4, 8, 12BBOZTERIE TG DAR—RS A4 UM BLDEILE (FAS)

AFH02mg/H (1 H 1) | AH 04mg/H (1 B 1[) |IR$ 02mg/H (1 H 2 [])

N— A5 A 2 (mg/dL)? 338.6+117.0(117) 355.0+157.5(119) 354.24142.3(117)
Bl 4 EF(mg/dL)® 186.6297.4(116) 177.1103.4(119) 168.370.4(116)
Bl 8 M (mg/dL)® 180.2+76.0(116) 170.675.9(119) 179.2102.5(117)
# 5. 12 I (me/dL) ¥ 192.1£90.6(115) 166.5-81.6(118) 173.5480.7(116)

43.80 -48.00 -48.00

S5 ) D
[-47.20, -40.39] [-51.37, -44.63] [-51.40, -44.60]
420 0.00
IR 4 0.2mg/ H & 13(%) —

2 0.2mg/ H & DZ(%) [-0.62, 9.02] [-4.79, 4.79]

a) ) AR ZE (B

b)i/ N EEIME[IS%EFEX ] (TG D_—2 T A A, PRI, EBREORAZ A I 7 (BEDSUIRTE) .
FURAOEER OMR AR L L, 158 4. 8, 12 BAH 0 K LKA & U740 K LRIER 4L \%&Mﬁ)

LM~ — 0 1 10%

AHK| 0.4mg/HAEEL IR §E 0.2mg/ HHED 2=/ 3 EHIME D 2 [95%(E #E X ML, 0.00%([-4.79,
4.791C 95%(EHX M D EIRIZHFATNRRE SN LT~ —2 L (10%) % Flal-> TR Y AH] 0.4mg/
HEED IR 2 0.2mg/ H BEIZ X D IEL PEDSKREE S 7=,

F7-. AH0.2mg/ HEE L IR 58 0.2mg/ B BEDZE[95%EHEX 1%, 4.20%[-0.62,9.02] T, 95%(Z#H
XD ERITFERTNICHE SN HELME~— 0 (10%) % Flal>TE Y . AH 02mg/HEED IR §E
0.2mg/ H BRI X9 2 LMD BGE S LT,

X HIT, AAI 0.4mg/ H K OVRAI 0.2mg/ A BED i HEEEIL, £ Z11-48.00% K 18-43.80% T &
V. AH 0.4mg/ B EED SHEEMEAAFK] 0.2mg/ B EED SHEEIEZ Flal- 72,
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V. ARICET SIEE

Bl REHi 15 B

< ZTERSRFME TG D 150mg/dL FKEADIEE>

TR 12 HIRFIZ 31T 2 Z2JERFITE TG @ 150mg/dL Kl ~DEZERIFREDO LB Th ol
,n%,ﬁyﬁ 12BBIZH T B EHEREMTE TG O 150me/dL RiE~DEFEZE (FAS)
AF 0.2mg/ H AF 0.4mg/H IR & 0.2mg/ H
(115 1) (118 1) (116 1)
BEHR (%) 37.4 51.7 45.7
[95%fE HHIX M ] [28.5,46.9] [42.3,61.0] [36.4,55.2]

<ZEERROOEEREFMIERE (TG ZR<) DAR—X5/4 UMb DEIEE>

1B 4, 8,

12 BRFIZ 30

DERIFREDO LB ThoT,

SRR 4. 8,
ZERERSIMSE LDL-C. HDL-C K U\ non-HDL-C

12 JERED
DR—ZAS5A4 oMb DEILE (FAS)

% 72 IRs g LDL-C, HDL-C }2 (" non-HDL-C D X— R F A L5

AF) 0.2mg/ H AF) 0.4mg/ H IR #E 0.2mg/ H
(117 f51) (119 1) (117 1)
N—2ZF A (mg/dL) ¥ 139.0+43.6 132.3435.5 137.3442.2
LDL-C (BE#5%)
AR (%) D 6.71[2.31, 11.10] 10.45[6.09, 14.81] 7.11[2.71, 11.50]
- N—2ZF A (mg/dL) ¥ 45.2+10.2 44.549.9 44.0+9.2
HDL-C (JE#:15)
AL (%) Y 14.75[12.49, 17.02] 16.15[13.91, 18.39] 16.59[14.33, 18.86]
R—R F A (mg/dL)? 193.2+40.7 187.2+33.9 194.4+41.7
non-HDL-C ©
AR (%) D -8.48[-11.10, -5.85] -6.77[-9.38, -4.17] -10.09[-12.72, -7.47]
a) i + AR YR 7
b)Ec/ N HEHIME[IS%EHEXE] (BN NT A —F D_X—R T A Al MR, RBREORMZ A4 I 7 (BRIX
ITE%), AXFUNHOERE O Z L E L L, 15E M4, 8, 12 A2V R URERE Lo iR LHENE
B H 53 HT)
¢) non-HDL-C = TC — HDL-C
Fio, BFHIFEAIZI T D LDL-C OHERIIRFD L B0 Th oz,
SAERHA 4, 8. 12,8FFMD LDL-C (EIEER) DR
AHA 0.2mg/ H AHl 0.4mg/ H IR £ 0.2mg/H
L 139.0+43.6(117) 132.3+35.5(119) 137.3+42.2(117)
4 139.4+34.9(116) 140.0+36.2(119) 141.1+39.3(116)
8 T 139.4+39.1(116) 140.7+37.8(119) 140.8+40.7(117)
12 8 142.3+33.4(115) 142.3+34.4(118) 140.9+38.5(116)
SEXIE SRR 2 (mg/dL) (B30
[REM]
EVEAEIS S, D & B IRBRIEZ | BUIARA L7z 355 Bl 2 M DT cEGEER & LT,

B GREBIOWNGERIL, AH 0.2mg/ HRE, AH 0.4mg/ B B,

B, 18I T -7=,
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V. ARICET SIEE

AIEAZREIREISITRED LB ThoT,

BlIEAEREIS

AF 0.2mg/ A AF 0.4mg/ A IR § 0.2mg/
2.5 5.9 5.9
(3/118) (7/119) (7/118)

FEEIG (%) CEBGIE/RIERIE)

BRET 2 HILL BIZERD ST RIVE I ALT 8900 CR# 0.2mg/ HEE 1.7% (2/118 ) KON 4
kAREIN (IR §2 0.2mg/ HHE 1.7% (2/118 ) . AF| 0.4mg/ HHE 1.7% (2/119 #i)) Th-o7=, £
Off, IR $E 0.2mg/ HEECIXERE, 1BEE, ALT B9, MR, FEirkd v, KA 0.2mg/ HRET
I 2 BUBEPRIE . (UREERIE . AAD 0.4mg/ A RETILLEME, BRI, My s L7 F Uk ARE S —
BHIN, 2 BBEIRS, R, BREREREE S 1 61320 b,

ARIGBRI

IBWCEEZRBIERITRO bR hoT-,

B FIIZE S T2 EIWERIE. IR 88 0.2mg/ HEE TREMED W, FHAES 1Bl ThH -7,

QB MERFIDE Il FHRIRER (LDL-C A"EL TG AERBETR A FUARMDIEEEREERS)
(K-877-ER-04) ¥

V) LDL-C 735 < TG D IEFE TA X F U AR OIFE REERE 2RIz, 77 R 2 xR
H &Y &L, A 02mg/H X 0.4mg/H (1 H 1[8]) & 12 W& NG Lc & & DA MR OVE4
e T N AN
E)AZFURMICHE->TRONDEEHFRICL Y, RAFO A ARCTFAREE 2 BEENAE L,
FEORERAZ T L ORFBEHBCHEICEDL B O
A BT A O W T
(D) 2K EDAZF o THRIREZIT T2 EBHDIR, WTFNOAXF o THIRMAICHE- TR
ONAEEERICEIVBEIIAZ F U OFEGEH ERCHBEIZE > TGS
Q) 1FDOAZF o TIBEEZ T EBDH DN, ZAZFURAICtE-> TR ONDEEERIC
FVBEITAZF o OFEGEPIERCHEICE > TWAEAS (B, HFCE->T-AEES
DB E SUTNTREREFR Z ICBE T 255G T A X F U ARMHZET 2% EEt 2018) @ [HE
"7 Ia—F | & BHLITHED
R Shisk R, WAL, —EEHR, 77 B AR, AT iR
THA
BERILHE | DIFEBUSREOFE DS 18 sl L%
DAL F AR ORRE B B
3)EEEUSHT 6 » A LINIZZE MG MLY% TG A3 150mg/dL A (42 JERE Tl W54 1% 175mg/dL
i) OEERRETLESRE AT DHE
DAY ) —= 2 TR AR O ZENERFITE TG B8 150mg/dL A D&
SYAZ V—=V7AERO 12 HLLERTL Y —E ORI, OV X TESEIEO RS %%
FTWBHEHE
6)A 7 U —=> 7RO LDL-CfH (F 30 73 JAS2022 (235< U A7 X2V, U
FToOWTNNERHIZTHE
- —RTPBOMKY 27 125%% : LDL-C A% 160mg/dL L) E
- TP Y 27 1Z5%Y  LDL-C A% 140mg/dL LA |
- TP OE Y A7 1Z§%Y  LDL-C A% 120mg/dL L |
- TWTB5ICEZY - LDL-C 7% 120mg/dL LIk
PRAMEHE | DIFEEUS%, TERIIE ISR ISR (R4 F %) ORGP0
(B | D1 BRERIGIEE SUTA 7 U — =2 7 REICT HbAle 10.0%LL k& 29 5= hr—/LR
B o 2 BUBER IS BT
3)LDL 7 7 = L— 3 A& MfT SN TV AHH
MFFREZE B SN EZE A A+ 58
SYFEIEMEE o L 2T n— VIERE (REHEAE)
) A7 ) —=r 7 HR&EICTUHEH ME (SBP) 160mmHg LI X3 fLEH £ (DBP)
100mmHg UL EZ 242 2 b o —/ LR RO &I FEERE
NAT N —=2 THAED ALT KON AST BNEUEM BB 3 FLL EE2 2355
ATV —=2 THED CK PNIEYEME FRO 4 5L L2 B3 5%
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V. ARICET SIEE

RER G | TR, AH02mg/H X 04mg/H (1 B 1[E) 25134 OARTITAEIC 12 BRIk
Hf5 L7,
ALY == W e
ATt 3
AH0.2mg/ H e
4 THLLE > AHN0.4mg/ HFE
56 H LA | |
GiE=Nire= Ser (031} 43 SiH 1234
A
M2 E A
Ser: AJ)—= 7 A
FHEIEH | AhiE
FEFHMEE  (FREER 2R g Hr I H )
1R 4, 8, 12 RFD LDL-C (F ) DOX—RAT A b D[R
KR = (BFRESOREM - X—AT A M) [R—RAT A Ml
BIREHIEE  (PFr)
< VR 4, 8, 123FF LDL-C (F &) ORIEE D ¥ OREEE PR B FEE~D B2
< VBRI 4. 8, 12 EFFONEERIEFEFEE (LDL-C ZFR<) OR—RZ2 T A b O
%
et (B
- BIVEH OF (T )
FENTEEIE | TR TE B OFRNT I L T OfEHTRHENC LD & FEE L7,
ES N
FAS Z X ST 21T > 1=,
R=ZA T A ME O EF I THAOFEL L E, GFE 4, 8, 12 A2 K LIRS
ET D0 R URIERSE 8O AT 2470 AR 0.2me/ B EE L OVARH 0.4mg/ HEED 77 &R
FEC T DL 25l L7, 728, L FOFIEICHE > EENEFECL Y. MEDOLEME
BEE LT,
FNE 1 : AA0.4mg/ ARED 7T B RBITRE DEEEDOKRET 21T - 72, EEPER EETX
T-REITFNE2 oo 2 b LT,
FIE 2 - AH) 0.2mg/ A FED 7T B AR BT KT DB DB ET 21T - 72,
(B VK fAT ]
AT OIS ET VICZBTF I T HHOAE L BN ORZEERZ AT, =8
L TOFH O L O ER BN 21T o T2,
FHHEBRER
[(Bh14]

FEFHHER (E#H)

<LDL-C DR—R S A4 U DELR (RRIEMFBTER) >

4\ 8\

12 8D LDL-C (FR) OR_R—A T A I DOBALRIIRFEO LB ThoT-,
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V. ARICET SIEE

BER 4, 8. 128D LDL-C (FX) OR—RXSA4 UMb DZEILE (FAS)

7T R A% 0.2mg/ A AF 0.4mg/ H

NR—=2F (¥ 184.82+36.51(24) 174.27435.78(21) 171.10£27.55(23)

4 @R 9 182.57£34.34(24) 138.51239.43(21) 124.07£17.98(23)

8 JEIE 9 181.33£31.27(24) 141.4947.15(20) 126.82423.1421)

12 3 o 181.70+30.72(24) 142.60+47.93(18) 134.18+25.96(20)
ZAEH %)Y [—4.1(;',335.46] [—24.029(?.?105.92] [-28.726‘??220.88]

-19.65 -24.47
TSR L DE(%) D - [-25.26, -14.04] [-30.00, -18.94]
p<0.001 © p<0.001 ©

a) ) E £ AEHEfR 72 (mg/dL) (150

b)f/ N FEEIE [95% (5 X M ]
R—AFTAVELE N F I THHOFREZILEREL L, B 4, 8, 12 HEBVIKLKSE Loyl
TE RIS BT

OVH EKHE 5% () . MEDZLEMIIEENEFFE ORA 0.4mg B, AHAI 0.2mg BEDNEIZ 77 = AREE L i) 12
L VREINT=,

AAI 0.2mg/ HEEXL OAFA 0.4mg/ AfEL & 7T B L ORICHEH 2RI A EEDNERD S,
EMESRE S Tz, E72. A 0.4mg/ B REDZAVER O SHEE I A 0.2mg/ A BED (LR D
SHEEM Z Tl > 7,

F7-. PR AICBIT A TG OHERRIIIREFED LBV THo7-,
R BHOTGOHR

7T R A% 0.2mg/ A AF 0.4mg/ H

N—=2T A 99.4423.8(24) 108.8+35.2(21) 99.54£29.8(23)
4 RS 1011228 3(24) 70.8£27.5(21) 63.8227.3(23)

8 S 101.7£27.6(24) 61.825.0(20) 58.5:18.7(21)

12 s 92.5:28.1(24) 59.2:13.4(18) 59.1+20.0(20)

T AR E R (mg/dL) (61550

FEFMEES (RIXRAEHT)
<IEFITHADOEERND LDL-CDR—RXS54 UM bDELHER>

TP F I TOFHOFRER ORI 4, 8, 12HKE® LDL-C (F ) OX—R T 1 b 0%k
RIWFOLEBY ThoTz,

IEFITJHBAOEENDARER 4.8, 128ED LDL-C (FX) OR—RS54 UMSDEILE (FAS)

7R AFl 0.2mg/ H AFl 0.4mg/ H
N A G A D 181.36:27.73(18) | 181.53437.59(16) | 177.95+25.03(18)
: : -0.46 -18.55 -25.29
S 3 AL
i;gﬁ\; 2AE%) [-4.86, 3.93] [-23.26, -13.84] [-29.73, -20.84]
SR b D) B} -18.08%* 04.82%%
7 Lo [-24.51,-11.66] [-31.07,-18.57]
Y 19520+57.846) | 151.04£14.64(5 | 146.46-+23.27(5)
: : 0.05 224.70 23.23
S 3 AL
It{; f 7 2AL(R) [-7.65, 7.75] [-33.31,-16.09] [-31.92, -14.54]
. 24.75% 223.08%*
° S 0/ b) _
7 TR E DER) [-36.52, -12.99] [-35.14, -11.42]

a) TRl + 1 HEff 3% (mg/dL)  (%13%)

D)/ T T [95%(E XKD ** : p<0.001: 4 H Lo p fi

LA DS E T M T BT 7 P O L EINBEOZAER A MA T, 8T I 7P OAmE " L
DU EFRNT 217 - 72,
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V. ARICET SIEE

Bl REHifh 15 B

<LDL-C DEEEEEBEBE~DEEZR>

1R 4, 8, 12 JKf® LDL-C (F ) OHEE DN OREEE BE B AEE~O BRI TR KD
LB Thot,
JAfEEf 4.8, 12 BFFD LDL-C (FX) DRIEEDFHDIEEEEBIZE~DIESR (FAS)
77 R A5 0.2mg/ A AF 0.4mg/ H
(24 B1)) (21 f5i)) (23 fi))
B (%) 4.2 57.1 43.5
[95% 5 fHIX [ ] [0.1,21.1] [34.0, 78.2] [23.2,65.5]

<EERBAEEHMIE4ZE (LDL-C %R <) DR—RSA4 U bDELE>
TR 4, 8. 12 BIFOISE RIS (LDL-C 2[&<) OR—RF A b OV R TR
xDOLBY THoT-,

SRR 4. 8, 12 EROIEBEEESEMIEIZE (LDL-C <) ODR—RSA UNSDEILE (FAS)

77 kR AF0.2mg/H AF 0.4mg/ H
(24 1) (21 f51) (23 f)
HDL-C _R—ZF A (mg/dL) ¥ 70.2+13.4 65.4+16.4 69.2+19.2
(EHE) TR (%) -1.3[-5.3,2.8] 4.6[0.2, 8.9] 6.3[2.1, 10.4]
R—ZF A (mg/dL) ¥ 204.7+36.7 196.0+39.9 191.0+28.1
non-HDL-C ¢
AL (%) ® -0.6[-4.3,3.1] -22.0[-26.0, -18.0] | -26.2[-30.1, -22.4]
G R—2F A > (mg/dL) ¥ 99.4+23.8 108.8+35.2 99.5+29.8
BACH (%) ® 0.3[-5.6, 6.2] -36.4[-42.9,-30.0] | -37.4[-43.5,-31.2]
a) FE)E + IR HE(R 7=

b/ 3 S EIE [95% (5 #E X ]
NR=2Z2FT A MNMERK R F I THHOFELILEEL L, /A4, 8, RBEZBVIRUFSE LHYIRL
W EFL S BT

¢)non-HDL-C = TC — HDL-C

[REt]
RTINS DL b RN Z LT Sz 71 Bl 2 LMt OfFIT I SR & LTz,
BIERZEBREI G IIRERDO LB ThoTz,

EMERKHESE
7T R A% 0.2mg/ A AF 0.4mg/ A
8.3 21.7 16.7
(2/24) (5/23) (4/24)

EHEIG (%) CEHBIBURIEGTE)

EIE A 0.2mg/ BRECIL 7 L7 F 2 ik AR+ — BRI, B, RRHE= 2 — /35—
SRR T, RS LB (43%), AA 0.4mg/ FRET Y RE A @B, R mEHE/
B, M/ IMEEIN, FEAIE D 16 (4.2%) TR0 Bk, ATRBRIZISVN T A 2 IV
TR B o Te, B HUEICE S TZ@HERIE, AA 0.2mg/ BRECTIILH 2 L7 T2k Rk
— RN, B, B, BIRULASEEE NS 1) (43%)  AH] 0.4mg/ A RETHEBZR 16 (42%)
ThoTz,
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V. ARICET SIEE

2) REMHER

BHMERNEFOE NEAREHREHR (GEEDEEEEESRE) (K-877-ER-03) ¥

RO
HE

TG Bl Z RN BFIE R 2R RICAK Z 1 B 1 E, §341C 52 #Egn&sS Lz
L EDOLRENROEIMEERRT S, ok, BBAEIX 02mg/H & L, R R 02854
VRIRIE] 12 LA 0.4mg/ 1 ICHA B LT- & X2 DR R OE R E2BET 5,

R BR
THA

SHRAER, WAER, FEERR. IWATRER R

PrYar

(DR E TSR OERA 20 mkLL OIS B B
QA7 V—=v ZHRED 12 B ERTL Y —~EORFRE X IEIHEE L2 T TWDE
BYA 7V —= 7 A OZEMERFME TG A3 2 [FhEfe 150mg/dL LA EoF

Broh e
(HFE)

(WA 7V —= ZAOZEER LS TG 2% 1000mg/dL % A5 %

()1 BUBEPRI M V= o s m— L R B ORERFBE[A 7 ) — = ZIRARFO HbAlc(NGSP
fiE)>10.0%D %]

(3)= > b r—/b AR O & EE 2 & 0F9 2 & G I+ (SBP)>160mmHg S I3 HL5= ] ifn. [+
(DBP)>100mmHg]

DAV —= ZHEED AST X% ALT 2 HEYEE LR 3 54 LEISH

BCYA 7V —= THAED CK P HEUEE FIRD 5 (5% R 5%E

(OFFFRZE A U NEZE D b 5 #

BRI

AHK02mg/H GhREA+HDGE ., 12 LRI 0.4mg/ HICHE EEE) 2 1 H 18, $1X
T4 52 R NG LTz,
[ ZoU—=7H | B |

AF0.2mg/ A (1E1158) ™
| W& ETE
X5 TE

T2 | TR
I At

[FEEAS  Serl Ser2 0 4@ 8 12 160 200 2438 283 323 361 401 441 48# 523

56 H LAY
A
ARy
sk AER IESRIE O Z A2 (B UT R ) . AY T OO W2 TREA 72U, R4 ISR G U Y SRR Lo s TRV fHT =,

Serl: AZY— AR H | Ser2: A2V —=r U kpE20E A
¥ THREIIBI A0 00 22 IR i TG A3 150mg/ dLEA ECloo 7358y L R O BUERBERE GiviE 1120870 S4438) OFR AR T %750 4mg/ A (1E1258) ~H kLT

BRI

frae X
FEFMEE (K
« BIWEH oA 4%
A 2hiE
FHEEALTE A
ISR M OV D ELHT O BE S 1T D ZEMEREIM G TG DO_X—A T A )b DELZRD
2 fE
52 TP kR DAREEIAR
FfgAT & U TRl Aa M L, BIKAENT & L CREHEZ & TR LT,
BIRGHBE R  (Bkr)
« BRI D EEFEMTE TG OX—R2F A b OB
* AL REATT RS J OV O BRI O RS 35 1T 5 ZEfEIRF % TG O FHIED TG<150mg/dL ~DH|
R
- HEERE O RAKFENI K OV OERTO RS2 1T 5228 ME TG OR—Z2F A B D
ZALROTFEIE L | HEERTO B & 2 OERTORE S0 D ZEMERETE TG DX
— AT A NS DOELROEEED 7
« BT K OV O ELRT ORISR 2 S IR BEIEIE (TG Z2BR<) O_X—A T A V)
5 DAL R DI fE
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V. ARICET SIEE

FHERER
[Re]
AIERRBEGITREDO LB ThoT,
BElIEARRES
=] e GRE 5 BeGRE

19.0% (23/121 ) 18.0% (11/61 f) 20.0% (12/60 1)

FEHEIE (%) CGEHRBIBURIEFIED)

2T 2 FILLEICERD SN -EIERIX. BRI (Y858 5.0% (3/60 #1)) DIiEh, 7 L7
F R AR BN, RSN, BETEEE. 8. mIENT, YREETENEN 1 HIT D
D BT,

ZOfh, G GEECIIARIENR, BT IREEY, 180, BiE k. TNORERIREE, wiEs, %
RO F U, TR, BHSEEREE . REEAIE, YRERECTII TR, DN, EIE, e, RE
Y TEMHAEE ) e v AR T T AT IR R, BERIE, RRER ., R, BB 10580
Hiv=,

HELBIERIIIREGERET 160 1 4 (REIR) 12380, BEFIEICE 7=, FomEb5dikic
EoBIERIZ, ARG EETAH 6 2D, WNIRIZ L1 (FpRdm) . 163 4 (ESE - i
i WD . 1B LR GE9B) . L1 (b7 L7 F o R AR =R Tho T,

[(Bxhi]
FEFf@IEE

<ZTIERFIME TG DAR—RX T4 U b DELEDTEHE>

BASREAMRE (52 U IERE) KOV OERTORESIC I 2 2GRS TG D_X—A T A )
O DOEAREOFEE (BFIROEGHT L) IZRED LB THY, WTHHEX—ZXF7 4 b
BT L7,

BEEEBEVZFOEINOBAICSIT2EERME TGDR—XS54 UhLNEILEDTHIE (FAS)

2f5l(n=121) A HAE(n=61) A P& 5.8 (n=60)
_—2F A (mg/dL) 264.0£109.2 273.5£107.0 254.5111.5
T KRR I K2 OV 0D [EL i 0D B 45 (mg/d L) 136.3£58.9 145.7+68.5 126.7+45.8

ZAV DI (%)
[95%(EE X [H]

-45.71+18.64™
[-49.06, -42.35]

-44.82419.07"
[-49.70, -39.94]

-46.61£18.31"
[-51.34, -41.88]

SEEE AR ER A, ¥ p<0.01: A H LD p fE (1A t #7E)

R 2T A Ml MR VBBIEORRAZ A X7 (BRITER) . AX T U OEHHOG L O
At E L Ul BT OFE R, SR GRS B Y B GRE & OB/ I DFE[95%1E 58
X[E]1E 3.03%[-3.55, 9.621 TH V. Mt FIICH BERZITRO -7 (p=0.363: 4 H LD pfE),
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V. ARICET SIEE

Bl REHi 15 B

<ZTHEBMETGDR—XS5A4 UMhoDEILER>

TR 4 W5 52 B F CTOERFSTAA] 0.2mg/H (0.4mg/H IZHE & 82 fil &2 & Te) &EIZRBW
T, 2fl, G, YEGHEVTICEB W TH2ZEEENE TG 1IX—ZX 7 A4 VO EICKT
L. {REH) 52 0 £ TN ER L 7=,
AR 52 B FE TOEMRBFIE TG EQHEBRUR—X S/ U 5DELE

25

245 e 5 A PG
HIE(mg/dL) | b= (%) | HIEfE(mg/dL) EALR%) | WEMEme/dL) | Z(LR(%)
(%0 [95% /5 #E X ] (F1%5%) [95%{5 kE X [H] Gk [95% 5 #E X ]
S 264.0+109.2 273.5+107.0 254.5+111.5

N— 7 N — — _

(121) (61) (60)
] . 157.6+94.4 | -38.20428.89" | 174.3+119.6 | -35.02+35.70™ 140.3+53.9 | -41.50+19.29*
TR 4 IR

(120) [-43.42, -32.98] (61) [-44.16, -25.88] (59) [-46.52, -36.47]
] . 146.3+59.3 | -42.15<18.11™ | 152.2+68.9 -42.64+17.29™ 140.2+47.0 | -41.63+19.06™
TR 8 W IR

(120) [-45.42, -38.87] (61) [-47.07, -38.21] (59) [-46.60, -36.67]
! i 148.2+78.4 | -42.23£19.73" | 161.4+96.4 -40.01+21.89™ 134.3+50.7 | -44.56+17.04™
TR 12

(119) [-45.81, -38.64] (61) [-45.61, -34.40] (58) [-49.04, -40.08]
} i 145.8460.5 | -41.88+20.47" | 157.3+71.5 -40.48422.27™ 133.1442.7 | -43.40+18.40™
TR 16 i

(117) [-45.63, -38.13] (61) [-46.19, -34.78] (56) [-48.32, -38.47]
] . 149.8+72.2 | -41.33£19.56™ | 158.8+70.9 -40.67+16.68"* 140.1£73.0 | -42.04+22.37*
TR 20 g

(118) [-44.90, -37.77] (61) [-44.95, -36.40] (57) [-47.97, -36.10]
] . 137.5456.1 | -44.63£20.59" | 148.2+64.1 -43.21420.39™ 126.1+43.6 | -46.15+20.86™
TR 24 Ry

(118) [-48.38, -40.88] (61) [-48.43, -37.99] (57) [-51.69, -40.61]
! i 141.2453.7 | -43.20£19.61™ | 146.3+59.8 -44.12+17.94™ 135.6+46.1 | -42.20+21.41*
TR 28 i

117) [-46.79, -39.61] (61) [-48.72, -39.53] (56) [-47.93, -36.47]
} i 141.5459.3 | -42.70£23.03" | 152.4468.4 -41.19+23.20™* 129.6+45.2 | -44.35422.94™
TR 32

(117) [-46.92, -38.48] (61) [-47.13, -35.24] (56) [-50.50, -38.21]
] . 137.5456.0 | -44.03£23.48"" | 148.7+66.2 -42.22425.03* 125.1+38.8 | -46.03+21.69*
TRIEH 36 R

(116) [-48.35,-39.71] (61) [-48.63, -35.81] (55) [-51.90, -40.17]
] . 140.1461.4 | -43.46+23.46™ | 147.6+71.0 -43.22424.23* 131.8+48.2 | -43.72+22.81™
TR 40 JH BRf

117) [-47.76, -39.16] (61) [-49.43, -37.02] (56) [-49.83, -37.61]
! i 136.1459.3 | -44.60+23.92" | 141.0+68.0 -44.73+26.99* 130.7+48.0 | -44.45+20.31™
TR 44

(115) [-49.01, -40.18] (60) [-51.70, -37.76] (55) [-49.94, -38.96]
} i 135.8458.4 | -45.71£2037"" | 144.6+68.2 -44.85421.94™ 126.4+443 | -46.64+18.69"
TR 48 i

(114) [-49.49, -41.93] (59) [-50.57, -39.13] (55) [-51.69, -41.59]
] i 136.4469.5 | -46.15£21.37" | 146.2480.4 -45.53421.84™ 12594543 | -46.82+21.04™
TR 52 g

(114) [-50.11, -42.18] (59) [-51.22, -39.84] (55) [-52.51, -41.13]

TEEIE RS, ** : p<0.01: 4B Lo pfE (1 24 tHE)




V. ARICET SIEE

<ZefgREm;E TG D EHED 150mg/dL KGN DE|ZER >
B FEA R (52 38 S A Ik ) K OV D ELRT OB S RBT 5 Z2ERFMIE TG O FE D 150mg/dL
R ~OBIER (20 M OHEEFERA) 1TREOLBY THoT-,

BRRAMBERUVZOEINORADOEERIIE TG OFHED 150mg/dL RE~DEIEZR (FAS : £4)
2fl(n=121) ] 5-HF(n=61) A $& 51 (n=60)
B EER(%) 70.2 62.3 78.3
[95%(Z 181X [H] [61.3,78.2] [49.0, 74.4] [65.8, 87.9]
REFMBERVZOEFNOBEAOEERME TG DFHED 150me/dL RiE~DEZEZR (FAS : EBEEKEH)
245|(n=82) ] 58 (n=44) A $e 51 (n=38)
B R (%) 57.3 47.7 68.4
[95%(E #H X [H] [45.9, 68.2] [32.5, 63.3] [51.3, 82.5]

<BERNT HIEERDOLEHEREFMSE TCDR—ZX S5/ UM SDEILEDEYBEDE>

IASRTEAMEE (52 3BT IR OV O EATORSIC BT D 22 fEREMTE TG D2 LR O FEHfE
IZDWNWT, HEANIXTT 2 EROENROFHEOETIRERO LB THY, Wb &R
IZxt L CTHEIIE T L,

RIEFHER RV EDERORKRICE T HIEERBROERFME TG DEILRDOTHENE (FAS)

2fil(n=82) ¥ B G- RE(n=44) 4 £ 57 (n=38) ¥
B0 el 31.6£21.2[-36.2, -26.9] 31.3£16.3[-36.2, -26.3] -31.9425.9[-40.4, -23.4]
SEEIE(%) i -42.9+20.1[-47.4, -38.5] -41.7+18.9[-47.4, -35.9] -44.4421.7[-51.5, -37.3]
[95% {5 HTX ] 5 11.4£19.6™-15.7, -7.1] -10.4£16.6™-15.5, -5.4] -12.5422.7"[-20.0, -5.1]

I AR S, ** : p<0.01: 4 H Lo p i (1 AR tHRE)
) BLAll & WY B ORI FTRE 2R 2 LR O FIE 2 AT 5 PR A #L

<IEBRMEFHEIEE (TG #KR<) DA—RXSA UM LDELERDEHI(E>
e ASRMEE (52 ST IERE) KO O EFTORESIZI T 5 228 E LDL-C, HDL-C &
non-HDL-C D X—ZF A NG DEALROEEIZTRFEDO LB Tho Tz,

RRETEREVZFOENORBSIZE TS
ZERE RN SE LDL-C. HDL-C BT non-HDL-C DR—R 54 A5 DTALEDEH(E (FAS)

2fl(n=121) 5 (m=61) A $% 57 (n=60)

N—2Z F A (mg/dL) 125.2+36.3 120.4+30.7 130.1+40.9

LDL-C | f&FEAMIRE S OV O BRI O IRf R (mg/dL) 122.1430.8 122.3426.1 121.8435.2
(B ) AR O FEIE(%) 2.43+29.92 6.49+30.19 -1.70429.32
[95%15 %8 X ] [-2.96, 7.82] [-1.24, 14.22] [-9.28, 5.87]

N—2Z F A (mg/dL) 48.5+10.0 473489 49.7+10.9

HDL-C | i #&FTAMRRE B OVE oD 1Al O I 42 (mg/dL) 53.4+11.9 52.7+12.7 54.1+11.0
(EL5) AL R DIl (%) 10.82+15.75** 11.47+16.90** 10.15+14.59**
[95%15 %8 X ] [7.98, 13.65] [7.14, 15.80] [6.38, 13.92]

N—Z 5 A (mg/dL) 171.4+37.3 167.0+£27.6 175.8+44.8

non- | FcA&ETAMIIE M OV OO BRI O IR A (mg/dL) 154.6+34.2 155.9429.9 153.2438.4
HDL-C ¥ FEALER D PHIE (%) 8.17417.15™ 5.47+16.72° -10.9117.28"
[95%1= #E X [#]] [-11.25,-5.08] [-9.75, -1.19] [-15.37, -6.44]

EHME HAEYE(R S, * : p<0.05, **: p<0.0l: %4 H LD pfE (1 AR tRE)
a) non-HDL-C =TC — HDL-C
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V. ARICET SIEE

F7o. APHmEREAICI 1T D LDL-C OHERBIIRFEDO LB Tholz,

JRIRHA 4. 16, 28, 40, 52:@RFMD LDL-C (EIEE) DHFB

215 LIESEERiES & P 57
S 8 125.2+36.3(121) 120.4+30.7(61) 130.1+40.9(60)
4 R 122.9+34.9(120) 122.2428.2(61) 123.7+41.0(59)
16 JH 123.5+27.8(117) 125.5424.3(61) 121.4+31.3(56)
28 ¥ 121.5+28.2(117) 123.4+24.4(61) 119.4+31.9(56)
40 ¥ 124.9+32.2(117) 127.6+30.6(61) 122.0+34.0(56)
52 AR 120.6+31.2(114) 121.2426.4(59) 120.1+35.9(55)

P AR R (mg/dL) (B4

(5) 8% - AR
ek L

(6) JaEfEmR

1) EAMERE (—REARERE. BRECARERE. EARBLERAZR) . 8ERFTERT—42
N—ZE. RERFTRERABORE

HERFGEERET —IN—AE (DOEAARY FAE) EED - K&, IR
TG EEOEARME (FEMEETe) BEICBWT, AR BE LEFO TG IR T (KL S
To) FMSFBEOLMNE A N NRBURN A R ET 5,

F— K ~N—2Z |MID-NET

FWETF AL |ak— T A

R SAE TG &l & AR IMLE &

AR EIE B £ 27,000 5] (WEEERE 4,500 {1, *FFREE 22,500 f51)

7 — & WM 200941 H 1 H~2024 46 H 30 H

TR TE H B, RO GARIL, OFHIEAI O GARDL, BERRRA, & A <> R 3EBLIR
e

FEIMMEE | O A S NEOWEIREEL F TR

T 75 DML A R MR E TORERIZ SV T Cox bl tF— REF L% T xR
BEC KT DIRBREDO Y — R & Z D OS%IEFEX M A HEE T 5, OIE A X2 D3
BBIS, REEIS L 2D 95%EFEIXM., K100 AMEH =0 OFBLR L Z D 95%(5HH
X ZHEE T 5, DILE A X2 MR £ TORMICOWT I T T o~ A v —ihifR
ZVERRT %,

KL A 2 ME MID-NET TR 7 —3 3 O [ABRIC CTERIVLE 2 2 L o 2M@ERR ] OmEEDOE
HeMMT D,

2%  BEFERARGRE (REAER) (R - IR )
IR $E TR 232 D mlRIE (RiEEZ &) BE LI, HHERER T CORMBEMIZRT
2 ZEM R OHINEZ BT 2,

HHY il SERE T CORME GRS T 5 2t M O 2 O fEd
AT 5 Rk g5 2

e e e IR e A

Bl IR FEf5-BATR 2 4FH

T RERE B LAEMERH 5 & LT 3,000 1

TARATE | BRUTHELHE R EF R O BLRDL, LDL-C OHERB
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V. ARICET SIEE

2% HERFGEERERERO (DIE7Y FALER) (R 7

R HY TG =i HDL-C B A /<9 2 AR 2 G 0F L 720 A <> REIE Y A7 D
EVEE REIERE 2 K510, IR $E0.1mg & 0.4mg/H (1 H 2 [A]) #5 L7=FEo .
BA X MIFIZRICONWT, TT7ERERNRBE L THRIET 5,
BT A v | EIEAL T T BRI S R iR
KIS B B~ P2 o TG &l (200mg/dL DL 500mg/dL i) 73> HDL-C {4l (40mg/dL
PAF) %9 2 BUBEPR YA & & 0F U 7o IR B W iE R
JiE 58k 10,497 51 (HAA 305 il & & de)
FVEROVHE |IR $£204mg/H T 7R % 1 B 2 [EICH T TROKS
BB 3324 (Hfi)
FEAmIE H AN
F R H
PUFOWT 0L ME A R b OYIEFEL E T ORI
- JEBBENE LA IE
« JEBSEMERE M 2
< EEENMRINA T PR AT
DML BE
RIVREHmIE H - ()
c 54 5 ARRICEBIT 2 ZEMERE TG OR—RA T A b D[R
Ak
FEmIEE (B
- BWEH, AEFRE
FARER
[(BantE]
FEFHEER

FEFHIHEE Th 2 0 MLE A > b GEBEEMDAEZE, FEBFEM R MMM A< Bk g7 7
BT, D MAEFED VT IDY) OPIEIFEBLE TOWIM 258l L 72 RITREDO LB Th o7,
DIE A N2 FOYEIFERE TOHAM

IR SERE (5,240 ) | 7" &AEE (5,257 1)
A Ry N RAETEGS [BAEFIA] 590[11.3%)] 570[10.8%]
B (F) 3329 3.329
AR BB (100 A - FH72 0 DA X2 MIIEGIED 3.53 3.40
AYP— R (IREE vs 7T EBR) [95%FHEIX )] 1.03[0.92-1.16]
p i 0.570®
a)H I fE

bR, ODILERBOEERE, RON—Z2 T A VO R X F AFHIIC L0 BRHEL Sz Cox il Y — REF L

Bl R ETih1E B
54 5 AR HZEERF TG O_X—R T A4 b OBLRITREDO L BY TH-oT=,
BE 45 ABICBFAEERTGOR—RXS A UMb DETLER

IR SR (5,240 f51]) 77 v AR (5,257 fi)

_R— A5 A > (mmol/L)

3.340+1.0157 (5,224)

3.303+0.9922 (5,241)

EILE (%)

-31.073 (4,814)

-6.882 (4,848)

TIeREELEDE (%)

24.4[-27.1,-21.6]

N=R T A v PE AR R (150

R hRfE (F%0

TTRREELE DFE = RARA v hOXRMELEMTEEE AV THSE Lo, MR OISR EOBEERE, X—2 7
A VEDRAE F EREONR—RZ A > ORIEME 8 L U720 0T, o 3 2 E
[95%[EHEIX [M]. *** : p<0.001: & H Lo p i
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V. ARICET SIEE

[ReH]

BIVERZEEIES X IR SERER OV 7 B AR TENEIL 82% (433/5,264 ) KT 8.4% (441/5,274
) THO ., IR FERETRIL LT ARRIERIZMLT 7 LT F R AREF—B N 0.7% (37/5,264
1) . 5 PR 0.5% (25/5,264 f5i]) T o 7=, 77 B ARBETIEL L7 =2 BIERIZ A 0.6% (31/5,274
). THI0.5% (26/5274 ) Th -7,

HERAERFR, HH5HILCESTEAEFRLORCICE > A EFEGORBFEITREDO L
BYTH-oT,

HEEREBRHIH &)

IR §ERE (5,264 f41) 77w REE (5,274 )
R EES 1,863 (35.4) 1,809 (34.3)
BHHIEICE S TAERES 310 (5.9) 285 (5.4)
HEICE ST EHSE 308 (5.9) 310 (5.9)

HERAEREZORIAEEIT IR EHLOT T BRETENEN 354% (1,863/5,264 i) K O®
34.3%(1,809/5,274 fil) T 1 IR SERECTHREL L7= 72 EE A FEFHGUI AL EROE 97 61 1.8%.,
FVECARFEZE 97 1 1.8%. COVID-19 fifiZs 95 il 1.8% CTd > 7.

BHEHRIEIZE > - A FEFRGORBLEIGILIREEFL T 7 2R TEINEI5.9% (310/5,264 1)
KN 5.4% (285/5274 451]) T 0. IR BERETIRI LIz E RGP ILICE - A EFLIT COVID-19
JitiZ¢ 20 141 0.4% T d> > 7=,

HLIZE ST AEFELIT IR EREL O T 7 B REETENZH 308 i) O 310 5] TH Y, IR GERE
TR LI EREEICE > T2 HEFRIT COVID-19 filidk 25 1] 0.5% Tdh - 7=,

AR CROLNTZAEEFRD I b, %ﬁﬁr@%ﬁ% X IR BEREN VT T v RBECENE R

0.7% (37/5,264 f51]) K T* 0.3% (16/5,274 ) . REFRIRIILARIE O RBEIAIL IR SE-ENL O 7 R
Eif%ﬂ%ﬂ 0.7% (36/5,264 ) K& Tr0.2% (13/5 274 ) TH Y, IR EERETRIEIG D RN T

. IR $E & OREME I BIER] TEE SN2, B, BAANERIC #é%%&r@%ﬁ% 1L IR
ﬁﬁ&@77?fﬁf%ﬂ%h0&6Umm%)&UU%«M%WD DRERFR IR AR S DS BLE S

1L IR SERER N T B ARBECTENEI 0.6% (1/160 ) &Y 0.7% (1/145 ) THoT,

&  WE &ﬁ HEBRQ (BHEREERE) (R

AR m% %ﬁ?éTGmﬁ®%gﬂﬁT$%%ﬁ% \mﬁmm%m (1T H2mE) %12

HE ﬂﬁ&ﬁbtk%®%%@*&@ﬁ PEZRRET L, BEKRE @&fﬂmv7477~1
DY ENRELZ R R A ([ ktiéﬁ”i&%ﬁzﬁb\:k%*ﬂéuﬁf’“é Licky, EHEDOHE

HEORBELORME 2 51 REGD,

B ZhigxItFE, 77 B ARRR, BEAL, —EER, WATRERE LG
THA

BERILHE | (DR ESREOFER 2 20 kUL oo IR B iE

() M UL EARR A% Lok

BVA Y J—=> V& O ZefEI TS TG 73 150mg/dL LL Eoo 3

GO TOWT NS T 5F

DA 2 Y —= V&R D eGFR 73 30mL/min/1.73m? Ai C ML BT DIENE & 52 1T TR0
F (A7 L—F)

)i ENT TR OF (B 7 v—7)

)AL Y —=1 VA eGFR 73 30mL/min/1.73m? LA |75 60mL/min/1.73m? A< C ifi. ik
BT OWEELZ T T RnE (C 7 L—7F)

BROMILYE | (DEBRATES . IFEED & 2 8 UIEMAZE O H 5 BHE

(¥ |QIBAEDH L B

3) it ATIENR LT D ATREME D & 2 2k

(DHATRER O OF AL 1L 2 452 5 rp S TR ) hlkfoc 19 4 - 8 B 7
O)BBhi =T
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V. ARICET SIEE

ﬁﬁﬁ%~uT@%7W~7W@mv#k?7ﬁfﬁ@zﬁ 3:1 DR TEAERICEND (172,
AVN—F  EEEREREE LY GEBITBE) 8 fl
B /L —7 am%%< BH ) 41
CUN—T  BE~FEE OB SRS GEBNRE) 8/
VAREHIE 12 S UL IR $EUE 7T £ A% LA 16, 1 0 2 FE4 I 12 R N#Y L,
G | S BhE
J: 3 FEAE H
AR 12 BB AR~ T 4 7 T — MRE(UIRO IR ENE N T A — % AUCo.
F At
FEMTEE  (Hope)
- B
ot
PR
- IS E R TE H O I E RS OB RER A O~— 25 1 > GAFH 0 BOME) 750
2 (ELRTE( L)
EHRBER
E2VES
[VIL10. (2) BHSHEREBFICH T 2 RMBIE 520 OEBMR

[(RE]
AITEM. EEZRREIEMN KOG HIRICE > TZRIEH ORIEIS
BIfERREMZ (%)

IFRED LB ThoTz,

AT NV—F B/ n—7 CIrN—7=7
ERe it IR 77 &R IR $E 77 &R IR $E 77 R
n=4 n=2 n=4 n=1 n=8 n=2
RIVEM - — — — 1% (12.5)
HELREIEM - — — — -
B G b ICE > - EIER — — - — 1% (12.5) —

) R I A7 v vt

BIERIX, CZN—FIRERETRT I A7 a0 v BN 1 HERD S, BEGFIEICE -7,
/%fot 'ﬁz)ﬁ 138D LR ho 71:_.0
[(BahtE]
TR 4 R D EGHET 4 % F TOEEIFME TG OX—A T A L InD OE{LEOHERIT

WEROLEY THoTZ,
TEERME TG DR—RASA4 UMD ELEDHTS

AT N—7 BJiL—>7 Cron—=7
IR &€ TR IR &% TR IR &E IR
N R5 4 (me/dL) 233.0+£37.4 254.0+18.4 216.84+84.8 168.0 215.3+52.1 203.0+14.1
b m
7 & ) ) 4) (1) 8) 2)
-24.54423 98 -8.24 -9.84+16.16 54.17 -39.96+18.25 6.8149.63
VBRI 4 R
TR 4 R ) (1) ) (1) ™) 2)
-32.254+12.01 -5.99 -16.244+24 .68 -17.26 -39.024+28 .43 10.05+5.58
VEPEH 8
IR § R ) (1) ) 1) ™ 2)
-32.63+34.41 -11.24 -19.08422.20 -29.76 -17.54436.99 | -15.50+20.59
TEIEHD 12 A
IR 12 Ak ) (1) @) (1) ™ 2)
-0.63+31.35 18.73 1.48+34.89 4.17 -6.554+34.59 | -29.00+26.40
T 48
BT 4 AR ) (1) ) (1) ©) 2)

PEERARE R (%) (B0
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V. ARICET SIEE

2) REBEEZFHELELTERFEONEIIER L-AE - HBOME
EARRAA

(1) Z 0t
ek L
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VI. EMEEICET SHEE

VI. E3hEIE(IZRHJI HIEH

1. FEEZPHMCEEHHELEYMRIIILEYE
T2 ) 747 T—h XY T4TTF7—K, /a7 47 T7—h
HE  BEEOH HILEWDORNEE « IR, BT ORMNCEESRTHZ L,

2. REMER

(1) YEFERLL - 1ERF
<7 47 F— ~IPPARo IZFEA L. BEEL T ORBZPE T 5 2 & T, MiE TG BE DK
. HDL-C OIS O/ER %7773,

1) PPARw Zxtd B1EF

DPPAR o SEMALER (in vitro) '?

R~T7 47 Z— kOt k PPARa IHHEALIZxTT D 50%IEREEE (ECso) 1% 0.00080pmol/L T -
Teo £12. N~ 7 47T — Db b PPARy }o () PPARS iGMALIZHI T 5 ECso 1X, TN 43 KO
9.0umol/L Tdh v, ~X~ 7 4 77— I PPARw (2% L TR R IEHALIER 2R L=,

RIY 74 T5—bDE | PPARs SEMLERA

e ECso pmol/L[95%/Z X ]
t k PPARa t k PPARy t |k PPARS
Re T 47 T7—h 0.00080[0.00058, 0.0011] 4.3[3.5,5.5] 9.0[8.4, 9.8]
T ) 747V Y 2.1[1.2,3.4] — —
ay 7Y E — 0.033[0.028, 0.040] —
GW0742 9 — 0.00098[0.00082, 0.0012]
(n=3) —: EfEg

a) 7x /747 7— hOIEEHY), PPARe 7 F=2  b) PPARy 7 Z=2 b, [ENAAZR c) PPARS 7 I=2 b
(BB 1]

Gal4-DNA & KA A > L & bk PPARa, PPARy U/ZPPARS DU H o B RAAL Vb OF A TEAE A IS
W72 COS-THifZANWT, "NTFUVAT VT 4= a7 vkl &{To7,

@kt FIRIEBFHRIZE TS PPARAIZERIBIE T CPTIADHEBRIHEER (n vitro) '?
PPARa EMALIER & | BERUIBAR - CPTIA ORBIZFEIE L LTt MIMREEE AR TR L 72
LA, X274 77— M 0.0lpmol/L LA EDPRECHEZ: CPTIA ORBITTHEIER 27/~ L=,
CPTIAmRNA B3 B3RT T4 TS5— FDEA

2.0+

0.5

CPT1A mRNASIRE GIRE & DL)
5
-
4

N\

0.0

SIFREE 0.0001 0.001 0.01 0.1 1 1 10 100

NI T4FS5—k(pmol/L) 71/ 747UVE(pmol/L)

TEHEHERERZE (n=3)  ** : p<0.01, *** : p<0.001 vs. %} fB#E (Dunnett 1 &)

CPTIA : WEEENE iR O B BRLICE b 5 s+

[RBR 5]

~N=7 7 Z—1 (00001, 0.001, 0.01, 0.1, lpmol/L) XiZ7 =/ 7 7V (1, 10, 100umol/L) %t hHIfk
FEFERTAIN OO B U2 RN LT 12 BERIE21C RNA Z [ L, CPTIA Oz TFHBEEZ T Lz,
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VI. EMHHEREICEY HIEE

2) FEEICHI1T5 TG SRINFEIER (Zucker fatty 5 k) 12
R 7 4 T T — MIXBERECR L CTHEICTG Ala il &7z, Lo T, Re 7 4T F—
MZ X218 TG BIEKTERHOMFEOOE S E LT, g5 TG O&IHINE 2 Hi
77
RIT T 4T 5— bD Zucker fatty 5y FOFRIZHE T3 TG SHEEIZx T B 4EH

(pmol/min/g liver)
450

400
350 -
300 4

2504

RIOHO

2001
150
100

50 4

Ak s #i#
o —— =3
FIIREE NI T71475—h 7x/7475—h IEFEXIERE
1mg/kg 100mg/kg
Zucker fattySwh Zucker leanSvh

TEIEHEYERZE (n=6) *** : p<0.001 vs.xtfRAE (Dunnett FR7E) . ### : p<0.001 vs.xtHEEE (t M)
(BB 1E]

10 s O B 22 @ AR MUE T 7 /L T B HENE Zucker fatty 7 v M2t~ 7 4 77— (Imgkg) I 7=/ 747
J— b (100mgkg) % 1 B 1[E], 14 AREKERARE L%, B LTI T4 Z2E- Lz, IFAT A
ABARRRIC AL, HREE & U C[UCICHERE L 7= Bk 2 N 2 CAOG &, TG IZH D A E - idRE 2 |E T 5
ZlliTk ., Rz T D TG O&RICx T 2 1ER Z2RET L7z, IER*HEREE & LT Zucker lean 7 » b % 7z,

3) MhA~D TG i EERTER (SDS v k) P2
N7 4 7T — MIRREEICR LT TG D43 Wd FE[TG-secretion rate (TGSR) 12 A BT &
Wi, Lo T, Nv 7477 — ML D1 TG IRER TEHOBFOOE > L LT, )
50 TG MWDK T NE 2 b,
RIT4TS5—bDZyY FMZHETD TG HBEEDETER

(mg/dL/h)
500 4

T :
400 4
é 300 A
2
B 200 4
100 H
0
XHHREE RIT4I5—h T/ T4TS5—h
0.3mg/kg 30mg/kg
S EHERERZE (n=10)  * : p<0.05 vs. %I BBE¥ (Dunnett 13 7E)

[RRBR 1]

6 HEDOHENMESD T v MZX~7 47 F— b (03mgkg) XiZ7=/7477—F (30mgkg) Z1H 1A, 7H
MERAEE L, VREAY S—EOEELZEET 2 F o xR —/1 (600mgkg) % & IRNE G5 2 BT KO
ERRIN SR 5 L7z 2 BERIRR (BRI LU, M TG I OB INE2 5 TGSR ZH M L7,
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VI. EMHHEREICEY HIEE

4) LPLEMITHEER (SDSy k) 12
N~ 7 47T — NI LPL IEME 2 R IREEI SR L TR 2 fFICin &7z, LiER-T, X747
T — MZ X 58 TG BERTEROKF OO E > L LT, LPL DI ITENRE 2 bz,
RIT4TS5S—bDS5y MZHF5 LPLEMETEER

(zmol FFA/hr/g tissue)
50

% *
40 4
E’ 30 V/
204
10 /
N 7,
polcsd NI T4TS5—h I1) 7475~k
1mg/kg 30mg/kg
EEEHERER 2 (n=8)  * : p<0.05 vs. Xt HRE¥ (Dunnett 1% &)

(B A 1]
T EEOMENMESD T v MZX~T7 47— (Imgkg) X377 =/7 77— (30mgkg) # 1 H 1A, 7H
MIER O L, LPL OFFMEEHIE L7,

5) M#EFRDERE(ApoC-llI, ANGPTLI) R URFIEIZ & 1+ BB 15 F(Avoc3. Angptl3, Aco. Cptla)3 I8
IZxt3d 24EH (SDS5w k) 2
N T4 7T ME, MIEDOERAETH D ApoC-IIL #EEE K& OY ANGPTL3 8 & HREFIZ X L C
BT E®7,
S hI%E ApoC-lIL BE. ANGPTL3 EBEICT HRY T4 TS5 — FDEA

(ug/mb) ApoC-II (ng/mL) ANGPTL3

250 - 100 4

200 - 80 -
]
B 8

E 150 9 60
g =
[$) o
g S}

g 100 4 Z a0
g 8

50 20 -

o0- o-

pokitd NIYT4I5—h T1/T4T5— pokit:d NIT4IS5—h~ T1/T4T5—h
1mg/kg 30mg/kg 1mg/kg 30mg/kg

TEHMEHERERZE (n=8)  * : p<0.05, *** : p<0.001 vs.x} A (Dunnett /&)
ApoC-III, ANGPTL3 : LPL {HME A2 AICHHAI T 2 EHE
BECHR Ginsberg HN, et al.: J Clin Invest. 1986; 78: 1287-95.
Liu J, etal.: J Biol Chem. 2010; 285: 27561-70.
[RRBR 7 14]
6 W DHEMESD 7 v MIX<v7 47 F— bk (Imgkg) XiZ7 =/ 7477 —b (30mgkg) # 1 H1[E 7H
MER G L, EOEAE (ApoC-III, ANGPTL3) DR ZHE L7z,

7 v MFgIZB I 2 BEFRBUCKIET X~ 7 4 77— FOERHIZOWTHRF L7 & 2 A,
~ 7 47 T — MIKEREEIZ R LT Apoc3 & Angptl3 DFEBL 2 EIZHHI L, Aco & Cptla DFBL %

BIZTUESE72, Aco O Cptla DI BIEIMITEERERSRI S DK T 21 L C LPL OIEMTTHEIC G
FhHETHEZEZLNT,
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VI. E3EE(ICET SHIEE

S MFIEIZE +5 Apoc3. Angptl3. Aco. Cptla DBIGFHEBIZHTEIRTY T4 TS5— FDEA

Apoc3 Angptl3
1.2+ 1.4

1.0+

<3
@

0.6 1

0.4 A

Apoc3 mRNAFERE (HiRE & D)
Angpt/3 mRNAFIRE (X838 D)

<3
o

i 0 A

FIEREE NIT4D5—~ Tx/7475—h fREE NI IT4DS5—~ Tx)I7475—h
1mg/kg 30mg/kg 1mg/kg 30mg/kg

Cptla

49 sokok

Aco mRNARIRE (K58 D)
Cpt1la mRNARIRE (iRE & DLE)

fHREE NI I4F5—h~ Tx/T74T5—h fHREE NRYI4F5—k Tx/7475—h
1mg/kg 30mg/kg 1mg/kg 30mg/kg

SEEEHERERZE (n=8)  * : p<0.05, ** : p<0.01, *** : p<0.001 vs.xfAE (Dunnett 7€)
Apoc3, Angpdl3 : LPLIEVEAZ AR 5 85T
Aco, Cptla : BzBENEIBE (LPL IC X5 TG OKAEEY) © B EALIZRD 5 s 1
(B 71 ]
6 HEROHENESD 7 v M~ 7 47— b (Imgkg) XiI7=/7 77— (30mgkg) # 1 H1[HE, 7H
MIERO#RS L, I 285+ @poc3, Angptl3, Aco. Cptla) OFEHEZNE LT,

DEDZ ENnD, _Xv7 4 77— MK B M8E TG BE TEA O/ & LT, LPLiEM A2 Al
FET HRF O L. ENIRED B BRLICEE D 58 nFREDOTLHEIN R Sz,

6) METGHVTSURAAEER (SDS5y k) 2
w7 4 77— MIUHE TG B O L &2 XHREED 18.6 0D, X~ 7 4 77— MNED 10.7
SCHBICEMES Y-, LN T, X~ 74 7T — M Xk Bt TG # K T1EH OO O
EDOLLTMIETG 7 V7 7 v ADTLHENRE 2 Bz,
RIT4TS5—rD5Y MIBHRMETC Y UT 5 RTEER

(min)
2514

*iEREE NI T4T5—h 7x)7475—h
1mg/kg 30mg/kg
SEHEHEYEF S (n=6-8)  ** : p<0.01 vs. %I FREE (Dunnett £ 7E)

(BB 7]

6 B DOHENESD T v Mo~ 7 4 7 F— 1 (Imgkg) XiZ7 =/ 747 —FhF (B0mgkg) # 1 A 1A, 7 A/
KRR OES Uiz, #ERRVEAZ FIRNIC S Lo, BRI L7e, i TG IREOHERE XV TG 07
U752 A& LT,
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VI. EMEEICET SHEE

7) IM%E FGF21 E2EEMER (Zucker fatty 5w k) 2
<7 4 7T — ME Imgkg LA EO HE THREEEICRT LT EIZMSE FGF21 R 2 BN & 7=,
RIY T 4 TS5— bD Zucker fatty T v MZEH TS MEE FGF21 ZEEM/EA

(U/mL)
10,000

sk
8,000 -
# 6,000
[
g Hkok
2 4,000
=]
2,000 4 T -|-
el V
. -
pojitd 0.1 0.3 1 3 Tx/7475—h IEEMREE
. — 100mg/kg
NI T17S5—k(mg/kg)
Zucker fattySwh Zucker leanSwhk

FEEHERERZE (n=8)
#x  p<0.001 vs.XRRRE GRIHBBREE N~ T 4 77— NEBEL O T =/ 7 4 7 T — N O H# : Dunnett #27E)
## 0 p<0.01 vs. kP HRAE CRIRBE & (B RTHRAE & O Rbl: « t BE) FGF21 @ fF - RE G35 EA
(B 51 ]

10 3 fh O HEVE Zucker fatty 7 v M~ 7 ¢ 77— 1(0.1,0.3,1,3mg/kg) i~ = / 7 4 77— k (100mg/kg)
Z1H1[E, 14 BHREKERORS Lok, mfE FGF21 B2 HIE Lz, ERxREEE LT Zuckerlean 7 v N %
i,
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VI. EMEEICET HIER

TERKFR
J '\} J PPARaDUAHVR
> ...................................................
(@PPARalUAVED S ) \
4
I PPARa SE
@ PPARQDIT{MEENZE
@ cofactorh'@E N, ’ %A -/ ' > u
SRR
RXRERAFERR WEE(EAT ER s
NIVAF2Y—LEBRFEHEZE Aa LF /A RXZEE
cofactor PPARa/RXR{EE A (PPARa) (RXR)
(OPPARGEBIEICHES .
o
-w) v
HIEGHF
PPARa®UAHVR RXROUHVK (cofactor)

)’)’IIJ’
DNA

OHESHEN
PPARabH{ERIT %

p—— N %ﬂwﬁﬁ?
- PPARGHHERIT D
Ll ZOMOEET

[ IXRT4TS—HIBVTHRESNTLSIER
p
O.J K I

P \; / «

: A7 T 7
pilia (@ RHBIET OESERRMNICHEE ) 1 U0, O D U
5&_ l (1] #
© BSBHER BER(LEEROIEN [in vitro. Swk] 12
® FGF211210 [IRSEEGEREAER tHSmRR] =10 } ® TGERMHIRY IVFF=Y
[Swh] 12 TG [Swik] 12 s
[IRS225 M AEHDLigaEFlistER] =2 }
® ApoC-IHET [IRSEERFRETER fHERRHT] =10 = 9 FFHgaEIREE
e | e TarursUzAE =5
® ANGPTL3ETF [Swh] 12 [SwR] 12
® LPLEMTE [Syh] L )

NN T4 TS5—NSENTHER (in vitro)

® ApoA-13E10 [IRSEERPREXER fHEmgM] =10 CBVTU T OBEFREICHEUL

[RDZ] w2 HDL-CIE i [ R e s 7SR L)
(RessmigkoLseFEssl ) D ) D D D D D Dledal | Poo.Pexs. PEXTIACN LS
® ABCATH1N [in vitro] 13 14 (BFHERD) 9 V— 108 (AT HEERE] (R 5)
® ABCG11&10 [in vitro] 19
|\ J
RY T4 T T—NFERXIESw B (in vitro) ICBWVW T FDBEGTFRIRA TTEX [FHDH Ue DR END Do
CPT1A.Cpt1a.Aco GisatRERAEE D BERLICEES) ~vvvvvveee RYT4TT—MLDrTE 12
Apoc3. Angptl3 (LPLIEMEZE (TFHER) «vvveveees - YT T S—MTEDHNE] 12
FGF21 (§&- BEERHHICES) oo - R T4 TS—MTEDTTHE Y
ABCAT.ABCGT (HDL-CIENICEIS) -+oveevereeeieene RIT4TS—MkDrE Y ¥

B - BIRERIRT WRSHRE Wi 452802 Jk FEER
WU LRI WNE 2 ) = > 7 Btk Aif &

DOPPARa IZH DFED U H v RWEAT D &, @PPARa ONLIRIEE I ZRF R 72 BLNA L, @I
HEEDEWZ L > TEIE S5 cofactor DBIRVENE( L, FNFNE HEAK (PPARW/RXR
BEE) 2T 5, OEA RIS 70O PPAR [GA M, (PPAR-Response Elements : PPRE)
IZHEA L. OBEAEROEEIC L > TS ESERBBE T OIREZFET 5, ©RINA PPARe TV =
L — % — (Selective Peroxisome Proliferator-activated receptor-a modulator : SPPARMa) X, #ERJE(S
T OIS G A BN ZFRET 5,

NVEF 4T ({4« _X~7 75— k) 1L SPPARMa? 2 3 & LT, PPARo IZf5E 4. U
v REEEAI 72 PPARe ONAEEELZ 720 L, ENBGTORBEEHRH T2 & T, BE
R amicdEsE 5,
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VI. EMHHEREICEY HIEE

(2) EERMTHHERAIE

1) MiFREEETER
TNy h—2AEfE TG MJET v h~DX~7 47 F7— FORKRAOKSIZL Y. HERFNIZMW
TG BENMET L7,

D75 b—RERE TGIES Y FEALEE 2
Nv 74 77— ME, g TG BE A HEERAIIKRT S, 0.1mg/kg PA o> H & Cxt fEE &
OENCAEEEZR LT, X747 7— 01 TG BEZ S0%KF S5 HE (EDs) I,
0.14mg/kg TH > 7=,
TILY F—RAFSY MIBFERT T4 TS5— FOMEE TG EEETER

(mg/dL)

300 ~‘—

250

200 - -|' gk

150 4

O — B

100 q T

50

&8 FIFRBE 0.1 0.3 1 3 10 30 100

NI 717 S5—kmg/kg) 71/ 7475—k(mg/kg)

T YR —ZBEETGIES vk
SEYMEHERERZE (n=8)  ** : p<0.01, *** : p<0.001 vs.x}ff#% (Dunnett 7€)

[RRBR k]

6 BEROHEN: SD 7 v MZ 77 h—AK (250mg/mL) ZHHBEERIESZ LICLV, & TG MIEEFHEFR LT,
T h—2ARRED 14 BEPS, v 7477 —bk (0.1, 03, 1, 3mgkg) XiF7 =/ 747 7—hk (10,
30, 100mg/kg) % 1 H 1[n] 14 HRBEINERO®RE L=, M TG EE 2T LT,

@Zucker fatty 5 v FE R85 12
N7 4 77— MIHEERFICIEE TG BEZIKT &, 0.3mgkg DL EDOHETHEE L O
MICAEELZ R LT,
RI T4 T5— bD Zucker fatty 5 v MMZH TS MEE TG BEETER

(mg/dL)
1,000

L

% 600 4 sk
T ek -[
G T -
B 400
E KKk

200 A

#itH
0
FIEREE 0.1 0.3 1 3 TI/7475—~ EENERE
= 100mg/kg
NI T17S5—k(mg/kg)
Zucker fattySwh Zucker lean3vh

EAMEHEHERZE (n=8)  *** : p<0.001 vs. %I M#E (Dunnett BRE) . ### : p<0.001 vs.xtFEEE (t FE)
(B 1]

10 B O EE 2R @R MEE 7 /L Th 1M Zucker fatty 7 v MZ~7 47— (0.1, 0.3, 1, 3mgkg) XiZ
7=/ 747 7—1F (100mgkg) % 1 H 1[El 14 HEFERAEES L%, 0 TG REZRIE L7z, 1EF xR
& L C Zucker lean 7 » & H\\ 7z,
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VI. EMHHEREICEY HIEE

Q@EMEIMS v FEAL-#& 2
N7 4 7T — MIAEERGEOIZIIEE TG JREZIKT S, 0.1mgkg L LD H & TR X}
LCHEEZERLT,
RIT4TS5—FOEEMS v MBI+ 2MIE TG REE TR

(mg/dL)
120 4

100 + "V w l
80 1
m
5_?
g 60
=
B
40 +
20 4
w8 0003 001 003 01 03 1 1 3 10 30 100
NI T17S5—b(mg/kg) 7x/7475—b(mg/kg)
TEHERERZE (=12)  ** : p<0.01, *** : p<0.001 vs. % BEE (Dunnett #i7E)

(R 7 1%]
6 B OHENE SD 7 v Mo~~~ 4 7 Z— b (0.003, 0.01, 0.03, 0.1, 0.3, Img/kg) XiZ7=/747F—h (1,
3, 10, 30, 100mg/kg) Z 1 H 1[E, 7 HEKERAHE Lo, mMIE TG 2 BIE L7z,

@EFEA XERWNRE P
R T 47T — ~F0.03mgkg UL EOHETIE TG REZHBITIK T S®,
RIT4TS5— DA RZBITHMEE TG EERTEA

O IERBE O SYERE¥
0= XY TJ714JS5—h 0.01mg/kg 4= 1./ T747S5—b 10mg/kg
% == RYT4T5—b 0.03mg/kg % =4=J1/T7475—b 30mg/kg
1204 W= XY T47S5—bk 0.1mg/kg 1404

0 % 1‘4(5) 0 0 7I WIA(B)
B5EH BSEM

EHE (FEERE) « KRG CERGRTOM% 100% & Lz & X d Day? K O Dayl4 (28] 2 MMl Z RO EH L=
(n=6)
XTBREDIME TG PR OFH)E  Day0 : 27.6mg/dL, Day7 : 25.0mg/dL, Dayl4 : 28.6mg/dL
*: p<0.05, ** : p<0.01, *** :p<0.001 vs.x}fE#¥ (Dunnett 2 E)
[RABR 1]

36 » Aot v — 27V Ric~<~ 7 4 77— b (0.01, 0.03, 0.lmg/kg) XiZ7 =/ 7 4 77— bk (10, 30mg/kg)
Z1A LA, 14 BRRKERO#ES Lz, #5860 7 BB LEO 14 BRICERD L, W TG EEZHIE L,

2) HDL-C #&m/EF
ERApoA-l NTF VAT 2= I T AADNT T 47 F— NOKROESIZL Y, 4 HDL-C
TEEE KON b ApoA-T JEEEA N L 7=,

@M% HDL-C iRER U E b ApoA-TREEMIERA (E F ApoA-l SRz =y I IHR)

N~ 7 47 F— M 03mgkg LD HE TIMAE HDL-C JBE K Ot - ApoA-1 JEJE 24 =2 HN
IH 7z,
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VI. EMHHEREICEY HIEE

RIYIT4TS5—FDE FApA-l FS VRS IZYHIRIRIZEITS
%% HDL-C ;2 EE MR

(mg/dL)

500 bl ok
w4001
e *
=
Ell 300 A *k
IR %
X T /
3 # T
Tl /
o
T
g 001 %

ExiRes poki 0.1 0.3 1 10 30 100
NI T47S5—b(mg/kg) 71/ 7475—k(mg/kg)
BFERTIR EMAPOA-INS VAV IZWII DR

PEEHERERZE (n=6)
#4# : p<0.01 vs.BFAETI~ 7 X (t FRFE)
*: p<0.05, ** : p<0.01 vs.%fR#E (Dunnett IR 7E)

RIT4TS5—FDE FApA-l FSURTCIZ VI THRIZEITBE  ApoA-1 EEEINER
(mg/dL)
1,200 4

sk
1,000
800 -
*
T T
400 -
200 -
0
0.1 0.3 1 10

IR FIEREE

ERNApoA-LiRE
()]
3

NN\
AN\ K

30 100
NYT475—k(mg/kg) 71/7475—kMmg/kg)
FERTUR ERApPOA-INSVAVIZYITIR

PEEHERERZE (n=6)
* 1 p<0.05, ** : p<0.01 vs.xtIERE (Dunnett f7E)
(B 1]

7-8 Wl DHEMEE N ApoA-l T VAV 2=y I~ T AL~ T 7 F—hk (0.1, 03, Imgkg) XiI7 =/ 7
4 77—k (10, 30, 100mg/kg) % 1 H 1[E], 14 HEKEROKES L, MM HDL-C RE KX e & ApoA-I JREE
ZRIE LT, ERSREEE L CHAR~ T 2% i,

QABCAT! MEEFRIBIZAT Z4ER (in vitro)
R~ 7477—"h (0.1, 10umol/L) XiZ7 =/ 7 47V U (100umol/L) %t hyHREGENTHH
RO L, HDL-C B 585 - CTh % ABCAI DB TRBELHIE LT,
FOFER, R~ T 4 7T — NI IREEIC KR LT ABCAI O3B A AU S 7=, (0.1pmol/L :
p<0.05, 10umol/L : p<0.01 vs.x}fE#E Bartlett £ &% Dunnett f &)

RABCAI, ABCGT1 DEBIEFHRBRIZT B4R (in vitro) '¥

R_v747F—Fhk (0.1, 1, 5, 10umol/L) XiZ7 =/ 7 47V (100umol/L) %t kHMEE
E~v /07y —UOEHICEIN L, HDL-C N2 538 n T D ABCAI K (N ABCGI Di&Efx
TRBEEHE LT,

ZORER, R~ T 4 7T — MIRREEICR LT Sumol/L LL_ D EE T ABCAI DR A HEIZTT
1 X 10umol/L DR EE Tl RHRAEIZ b~ +563% Ttk Xt 7=, (5. 10umol/L : p<0.01 vs.xfFREE t
i) F7z, lumolVL LL EDEEET ABCGI O3B A A I TUE S H | 10pmol/L DR & C ot M
[ZHE_+2093% 0 S H 72, (1, Sumol/L : p<0.01, 10umol/L : p<0.001 vs.%[FREE  t #7E)
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VI. EMEECEH3 HIER

3) MEAREEILVE R
EHE s ma L AT u— L REAN L7Z LDL ZBER KRB~ A~DR< 7 07 T — O A&
HIZE Y, REBAKGAOIEE LA EE D L,

FAREIE~ADEE (LDL SRMAKRIETHIR)
N~ 7 47 F— T 0.03mgkg CTREVKIFAOIRE LA HAEZ A EICED SE7-2 206, LDL
SRR~ U AZB W TEREE L~ DB RS LT,
RIYI T4 TS5— D LDL ZEERREBEIIVROKRBICRICE T SEELBETRE~ADSE

#E  (um?)

{160,000 -

E 140,000 4

© 120,000

ke

& 100,000 4

S 80,000 s
N

+ 60,000

0 /

8 40000 y
(=

2 20,0004

=

(=]

K POl RYT4TS5—k ~RITT5—h

0.01mg/kg 0.03mg/kg
SEEMEHERERZE (n=15)  *** : p<0.001 vs. X HEFE (Dunnett &)
(B2 1]
Westerndiet (I8 21%, = L AT 0 — /L 02%&HR) % 1 @AM Lz 7 @Ok LDL 2B/ A XKE~ 7 A
W2~ 7 47— (001, 0.03mgkg) Z 1 A 1[E, 12 @EKEROFS Lz, BREE(LOfFRELE LT, K8
IR CREDAREE 463585 & i BE) 12381 D - TR % Oil Red O YL AR % VTR L 7=,

4) M LRTFAO—)LIETER

LDL ZRIRKIE~ T A~DRY T 4 77— bORAOFKEIZLY, IMFTa L 2T a—/LOWIY
WZBA5- 4 5 EHAE (Niemann-Pick C1 Like 1) OB THELZHIH L /ME PO L AT 1 —/L
W 2 S, MR L AT o — LEEMME T L7,

LDL SBARRIET YR EFRAL-&ET Y
Re 7 4 77— MIERa L AT o —VEELABIKE NI, /72, X~7 47 F—F
13/ N2 31T % Niemann-Pick C1 Like | D& fnT (Npclll) OFBAAEIIKRT SH7-,

DL Z2BEARRBIIRIZETEZRAT I« TS—FOMEHLILRATO—ILEEERTER
400 -

w
o
o

Plasma TC (mg/dl)
= N
o o
o o

o

Y EHAEAERRZE (n=8~9)  * : p<0.05 (tIiE)
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VI. EMEEICET SHEE

LDL SBRARRETIRINEIZEITD Noclll DBEIEFHEBRIZRTEZAT T2 TS5— FDER
1.5 1

[

K= *%

7]

o

S 1

D

<C

E 0.5 -

z 0

D

[

(_-._U, O T 1

D

oc (-) K-877
SEEEHEAERRZE (n=8~9)  ** : p<0.01 vs. X[ TBHE (t K2 7E)

[BR 5 k]
% 8 WIROHENE LDL ZBRIR R~ AI_X~T7 4 77—k (0001%) SHFIEVRZ 1 BlS5 2 7-%, 1
R a L AT — ) VREZRIE LT, SbI2, HgEOVNBIZ T 285 T RBUET 21T > 7=,

(3) VEFASEIRRER - Friuhrhd

TG RERT/EAOEGERRM (EEM>y bk (SDSvy k)
N7 4 77— NOMmEE TG B TIER ISR 2 ARFHE L., TOBRMBEBEL L~V FE
THiE LT,
RIT4T5—+07 ARAREROBREOREEE 1 B5/B#%& (Day0) BT 1, 2. 3 A% (Day 1. 2. 3) [ZHIT
HIEEMS Y bOMmIE TG EEDLEIE
(mg/dL) Pofiss

150 4 ==Y T4T5—k  1mg/kg
- J1./7475—k 30mg/kg

100 +

Rt O 4 E

50

Da'yO Da‘yT Daly2 DalyS
RIHESH SORBAK

M (FEEERZE) (n=8)  * :p<0.05. ** :p<0.01, *** : p<0.001 vs.5fARE (Dunnett #7E)
(R 5 1]

6 HEOHENE SD 7 v Mo~ 7 4 77— (Imgke) XiZ7 =/ 7447 7—1F (30mgke) %1 H 1[E7H
MERR O BE Lo, RRIFRIC M SE TG I 2 JIE L7z,
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VI. EYE)

o)
e

(1

ICBEY 5IHE

VI. EYEEE(CB9 5IEH
1. MPEEDHR

(1) AT LA mRRE
BB L

(2) ERREAER CHERRE SN -IIRE

1) BRHERFIOE | BEEREERER (K-877-CR-01) ¥
TG EfEOIRE B ERF IIAK] 0.4, 0.8mg (1 H 1[8]) ZE&AIUIERZIC 4 BMKERO#RS
Q7 v AL — =) L& xOEYEELA, IRHE02mg (1 H 21]) ZXIRICHT LT,

Mg ~_~7 77— MNREHER
AHIE R e 4 RO MIEH N~ 7 75 — MREHERE (&G XITRERS) 1TRK
DEBY ThHoT,

TCHENEEEREREICHS THRFIRNT R EERS 4 BHOMPHRRT T+ T5— MREHR (BRAKRS)

(ng/mL) 12 - --a--IREE0.2mg/ B (BHTIRS)
—O—F#l04mg/A (BAIRS)
o 10 —O—A#l0.8mg/BH (BATRE)
%E
~ 8T
~ e =
9 EE+HZERE
4 6 F (IR§E0.2mg/ B n=20)
v (A#0.4mg/ B n=20)
? (A %10.8mg/H n=20)
4 L
N
=
E 5 | li
0 ! ! “#h-_'& --- C AT ﬁ' ! | _-n ----- | T
0 2 4 6 8 10 12 14 16 18 20 22 24 (h)
B
TGEENEEREEREFICSTEAFIRIT IR FRE 4 BEOMBERRT I« TS5 — FNEE#E (BRIRE)
(ng/mL) 12 - --&--IRE#02mg/B (RH%IZS5)
—o— K#l04mg/B (B%RIRE)
m 10 + —— KFlosmg/B (B%RE)
%E
~ 8 r
<
) EHE+HIZRERE
14 6 | (IR£€0.2mg/H n=18)
? (& #0.4mg/H n=19)
T (A%0.8mg/B n=19)
4 |
In
=
E3 2 L
0 \;"“L-----x“"
0 2 4 6 8 10 12 14 16 18 20 22 24 (h)

B ]
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VI. EWEBEICEY HEE

FWENRE T A —F

ARANF IR FEIZ L L AR GH, BREFRGRFOWTITEH MRTs, tmax, tiz OIERN

IR BEIZ i LTINS RE 9 5 2 Lkl STz,
TCEENEEEREREICHSITEAFNIR ERS 4 BEORY T 4 TS5 — FOEYPFE/S A —4

LoV AN

AAl 0.4mg/ H AHAl 0.8mg/ H IR £ 0.2mg/H
B B4 A Bi% A B
C 3.1283 3.5149 6.6871 8.3458 2.0585 1.4603
(a /HII:;(L) (70.6) (59.3) (31.7) (39.1) (37.9) (32.1)
& n=20 n=19 n=20 n=19 n=20 n=18
AUC,. D 22.7233 24.9334 47.9576 61.0355 6.4507 7.7144
0-¢
(ng-h/mL) (61.8) (37.7) (32.4) (45.1) (63.5) (38.2)
J n=20 n=19 n=20 n=19 n=20 n=18
MRT 9.24 11.99 9.36 12.02 3.32 5.18
(h) = (20.6) (14.1) (23.0) 9.7 (26.8) (18.2)
n=17 n=17 n=19 n=16 n=20 n=18
¢ 3.00 8.00 3.00 10.00 1.00 3.00
(“:;‘ (1.5, 14.0) (3.0,11.9) (1.5,11.9) (8.0, 14.0) (1.0, 1.5) (1.5,6.0)
n=20 n=19 n=20 n=19 n=20 n=18
Kel 0.1249 0.1656 0.1345 0.1836 0.3465 0.3273
(1) (40.1) (23.4) (31.9) (20.3) (29.7) (27.0)
n=17 n=17 n=19 n=16 n=20 n=18
¢ 5.549 4.185 5.154 3.775 2.001 2.118
&S (43.6) (23.6) (50.0) (21.3) (30.1) (25.7)
n=17 n=17 n=19 n=16 n=20 n=18
CL.JF 16.37 16.04 16.65 12.75 31.00 25.93
(L/SL) (40.8) (28.6) (31.0) (38.9) (42.0) 41.9)
n=17 n=17 n=19 n=17 n=20 n=18
VdJF 131.03 96.83 123.79 66.83 89.49 79.21
(Iis) (64.7) (38.3) (83.7) (41.5) (30.6) (33.0)
n=17 n=17 n=19 n=16 n=20 n=18

Cmax\ AUCO—‘L‘\ MRTSS\ Kel\ t1/2\ CLSS/F\ Vdss/F . %‘%{ﬂq—’—:i"}jfﬁ (%@j'{;ﬁii (%))

tmax @ PIAE (Be/IME,  FRAH)

WD LRGS0 OREOMANDOIEKETEKBE LT AUC (RAIFES : AUCoan, IR $EFE5- : AUCo-12n)

1 2) AFIOARBENZAEROHERZ, HEE, FAKEN~7 475 —rELT1HO02mg 2 1 H 1 [\IFA#
54%, 277, MU ZVUETA RXIILDL-2 L AT 0 —/LifEORREIC LY, 1[E04mg 2 1 H 1 [EET
HWETE%,] ThDH, (VIHEKOCHE OESHR)

B GRF 2 RRG- O BT VI EO b
'VILL. (4) 8% - fFHEORE 1) OEHZR

IR SEIZX T D ARANDIEMENRE /X T A —Z DR EE D
VIL4. XA FT ATV T 4| OESMHK

(3) rhsi

BB L
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VI. EMBEICET HEE

[

(4) B - FREOFE

1) FBIRERFIOE I HAEEREEHER (K-877-CR-01) ¥

TG EEDOAEE B EBH ICAK] 0.4, 0.8mg (1 A 1[0]) ZA/AIITRHZIC 4 BEXER DS
QW7 v RAA— =) Lz E2FEYHEREL, IR E0.2mg (1 H 2[\]) ZxfHICHE L7,

IR & 0.2mg/H . ZAH| 0.4mg/H I 0.8mg/ H % G- Re DA KW HHE ST A — 4 (Cmaxs AUCox) 12
DT, BRTEGRICHT 2RBREEGROMBBEOLEZR N LERIIREDO LBV ThoTz,
(TVILL. (2) FEPRFABR CHER IR OESM)

BARERICNT ZBRBERO C,., R U AUC,  DEMTEHEDLE

INT A—H B SRS e (I E SRR

Crnax 0.709[0.595, 0.845]

IR & 0.2mg/H
AUCo. 1.196[0.931, 1.536]
Cinax 1.124[0.840, 1.503]

AHAl 0.4mg/ H
AUCy.. 1.097[0.879, 1.370]
Chnax 1.248[1.028, 1.516]

AF 0.8mg/ H
AUCo. 1.273[1.044, 1.551]

LA I D EL[90% 15 i X [#]]

) ARIOARSNEAER AT, HEE, FAKES~7 7 7—heLT1E02mg 2 1 B 1 [EROES
T3, =720, FUZ VT4 RILDL-2 VAT o — /LEfEOREIZX Y, 15 04mg 2 1 H 1 [a]FE CTHY
BT&%,) Thd, (VIHEERVCHE OESHR)

2) IR SEAERFFOEYMHEEERICET SHBRIE

21 EMHEEERFAR (DO 0RKR) VEDOHA) GIEAT—4%) 19
fERER A (20 #1) (2 IR £ 0.4mg (27 1 AR U > (CYP3A, CYP2C8, CYP2C9, OATPIBI,
OATP1B3 }¢ (8 P-gp ) 600mg # ffHHEIR G L7zt &, X~7 4 77— FOBRFEEIT IR i
[l & b UCHhn L7z, (IVIL2AEGANAR & 2o 2.5) TVILT. (1) iRtz & = 0Bh )
DIHS)
REEDEMBEE/NT A —F (Con RU AUC,) 12T B ORAKY L DEE
A - EIME D EL[90%IE HE XA (DF & G- e/ UM # By

T E % 5 C AUC
max 0-inf
. - 8.9644[7.5151, 10.6931] 13.9947[12.6175, 15.5223]
SYTA47 7 n=14 =12

1) IR EEOAR SN MEROHEIL, H@EE, RACES~7 47 F7—r&LT1HEO0Img 2 1 H 2 [EFH4IZHED
BET 5, ek, Fn, FERIOE U CHEERINT 22, RARAEIZ1E02mg % 1 H2EETET 5, ThD,
BB, AKHLra 2R AIPEFHEERTH D, (VII2ASAEL & ZoHE 2.5) [VIL7. (1) iz L%
DOHH ] OIEER)

SEQ  EVMEERARR (V77 EYVEOHA) GMEAT—4) 19
fERER A (20 ) (2 IR $E 0.4mg Z#Him#EH (1 HH) LA s, IREEO0AmMg LY 77 B
> (OATPIBI1 . UF OATPIB3 %) 600mg Z(fHH[AI&E (4 HH) L72Lma Ok Tk, IR 8
LV 77 oYU OFHEEIRGICEY, X~ T 4 7T — FORBERIT IR EHEFR S L LT
MU=, 2LV 77 B2 ® OATPIBI }o (Y OATPIB3 OFHEMEHICE D, _~T7 47T —
kD OATP (ZAKAF T Dk AR E S 7o/ F L L STz,
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VI. EWEBEICEY HEE

REOEMBE/NT A —F (Coos RFAUCe) ST D) 77 VEL VHRBRIRSROZE

S S D EE[90%AZ R IX[HT] (DR 14 G- g/ O -5
T 7 ke 42
Cmax AUCO-inf
IREEELY 77D 9.4336[8.3626, 10.6419] 10.9009[9.9154, 11.9844]
PEHHER GO~ T 7T — | n=20 n=17

) IREEOAGEINT-HELOHEREZ, EE, RAZE~7 77— LTLEOImg 2 1 B 2 FFEIAIREO
BT 5, 7B, v, SERIZS U CHEEHEBT 220, & RHEIX1E02mg % 1 H2[EETET D) Thd,
BB, KAL) T oL I RSERTH S, ([VII2EERAR L F08E 2.5) [VILT. (1) §ilRE 7%
DOHE | OEBMR)

F7o. IREE0Amg A HLEIE G- (1 HH) L7eHZE e, V77 ey 600mg/ H % KERSE (1 H
1A, 5~14 HEB (10 Hf#f)) %IZ IR $E 04mg Z B A& 5 (15 HH) LIS oki ik, U7
7 U U ERERSHO IR SEREEREIZLY, v T 47T — FOBRFEEIL IR SRR E L
P LT Lzs ZHUTY 77 B D CYP BEERIZ LY . =7 4 75— FORFNIT
MU eI N, (VII2EAENA L Z0ME 2.5) [VIL7. (1) fEHtE= L Z0E ] O
HZ M)

REDEMERE/SA—E (Crp R AUC) ISHT DU T7 VEL U REBREHROEZE

N B EEIME D EE[90% (5 #HIX ] (BEHR G-RF(1 A H) & D)
T 7E x5
Cmax AUCO.jnf
V77 o BV RERS%ZD 0.3792[0.3378, 0.4257] 0.2221[0.2065, 0.2389]
IR S MR HIED R~ 7 ¢ 75— K n=20 n=16

) IREEOAGEIN-HELOHEZ, EE, RAZE~7 77— LTLEOImg 2 1 B 2 FFEIAIZREO
BT 5, 7B, v, SERITS U THEEHEBT 220, &RKHEIX1E02mg % 1 H2[EETET D, Tho,
BB, KAL) T o AR TH S, ([VII2EERAR L F08E 2.5) [VILT. (1) iR E 7%
DOHE | OEBR)

S£Q) : EYHEERARR (VORI LILEDOHE) BMEAT—4%) 19

faEER A (20 ) 1T IR $E 0.4mg ZHi[E# 5 (1 HH) L7zgAa L. IREEO04mg L/ K/ L
/b (CYP2C8 }2 1F OATPIBI [H5E) 300mg # ffHHFEERS (4 HE) L72GAOmEE T, IR BEE
7at R LILVOFABEEERGIZED, X~v7 0 77— FOREEIT IR SEREE G & bl LT
muiz,

F7o. IREE04Amg ZHiEERE (1 HH) LEHEE, 7o R7 LA TsmgH (L H1E) &5
AME#RYS G~9HH) L, 7HBICIR$E04mg A OFHHEEIRE L&, X~T7 47 F— |
OUFEFE I IR EHRIR G & el LTgim L7z, (IVIL7. 2) JFREE 20 M] OESHR)

IR EEDEYFEE/INS A —4 (Co B AUC,) 12T 200 KT LILDEE

O

N KA IE O LE[90% S E X ] (FF F % G-I/ B £ 5-1F)
HIExT 5
Cmax AUCO-inf
IREELEZ O RT LD 1.4855[1.3915, 1.5858] 2.3728[2.2473, 2.5052]
PEFREE®R SO~ T 4 7T — n=20 n=20
rav RT VKBRS EED 1.3415[1.2583, 1.4302] 2.0876[1.9811, 2.1998]
IR $EH AP EBE DR~ 7 0 75— |k n=20 n=20

1) IR EEOERBEINTZMEROHEL, DEE, RAIKIZ 7475 —FELT1IHO0Img % 1 H 2 [FHF4 RO
W55, 7R, Hln, ERIOE U CEEMEET 522, s KHEIZ1E02mg 2 1 H2EETET S, THD,

SE@  EMHREERFAR (U3 RATSA LU EDHA) HEAT—4) 19

e A (20 f]) I2BWTZ T U <A > (CYP3A, P-gp, OATPIBI1 }; 1F OATPIB3 @
Z U AR—H—HFE) 1000mg/H (1 H21a) % 8 HMKERG- L. 6 HHIZ IR & 0.4mg % (JfFH H
MG L&, N~v7 4077 — bOBEEIT IR SHEFRE & i UCm L7z, (IVIIL7. (2)
PEHER &2 0B OESMR)
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VI. EWEBEICEY HEE

REOENHE/NTA—E (Coax RU AUCy) IZ/T BV T YRBIASUDEE

STV EIE D LE[90%[E 4R X A]] (OF F # G- ip/ B B 55

I TE x5 C AUC
max 0-inf
. N 2.4246[2.1632, 2.7174] 2.0975[1.9158, 2.2964]
~YT7477—h =18 n=17

E) IREOAREINHELOCHEZ, B, RAIZEFE~7 077 —r&LT1HE0.1mg % 1 B 2 RFAX RO
P53 %, 7ok, Fim, ERICG U CEEERT 208, R RHEIZIFEO02mg % 1 H2FETET S, ] THD,

BEG  EMEEEARE (JLaFV—ILEDHR) BEAT—%) 19
faEERk A (20 ) 2B W T 7Y —L (CYP3A Y CYP2C9 [HE) 400mg/H (1 A 1[a])
Z 11 HIEE#H G L, 9 HHICIR §E 0.4mg ZFHHLER G LIz &, XvT7 4 7T — MOIRER
IZ IR BEHLAIPE G L b LCHEM L7z, (TVIL7. (2) JFAEREEZOBE] OEBMH)
IREEDEMFNEE/INT A —4 (Coax RV AUCo) 12T B 7O F Y —ILDFE

KA BB D LE[90%F AR X [HT] (BF A #% G- e/ B 555

T R 52 C AUC
max 0-inf
. s = 1.4409[1.2899, 1.6096] 1.7891[1.6638, 1.9239]
NI4T TR n=19 n=17

1) IR BEEDABSNI-AELOHAEIL, HEE., RAKE~7 475 —hrL L T1HE0.Img % 1 B 2 [EEA4 RO
B35, 7ok, i, BRI U CEEEEET 208, AHEZ 1B 02mg %2 1 H2EETET S, ) Tho,

220 EYHREERER (Cdx2 006 WEAT—%) 19
fEFER A 20 61) B\ Ty IFy > (025mg/H, 1 H 1[E) 9% 10 HMRERE L, 11~16
HHICIR$E08mg/H (1 H2[E]) &¥=F%2025mg/H (1 H 1[E) %6 AMBHHARERE L
L&, REITVAFR U OEYERBICEEL 52D o7z,
a)l HEIZ05Smg/H (1 H2E) #%5 L7,
SAX L UDEMEEE/NT A—E (Coo RUAUC, ;) 13T 3 IR GEDHE

N KA SELIE D FL[90% 5 FHIX H]] (OF 4% 5-IRg/ Bl i 5-IK5)
T 7E x5
Cmax AUCO-T
RSN 1.0325[0.9511, 1.1210] 0.9463[0.9090, 0.9850]
vakT v
n=19 n=19

) IREOAREINHELOCHEZ, B, RAIZEFE~7 077 —r&LT1E0.1Img % 1 B 2 RFAX RN
P53 2%, 7ok, Fin, ERICG U CEEERT 208, R RHREIIIFEO02mg % 1 H2EETET S, ] THD,

SEQD  EMBEEERRE (JLI77) 0 EQHA) GHEAT—%) 1
fEEER N (20 #) |2 IR 62 04mg/H (1 H 2[R &UALT7 7 U U AEFFHE? 1A 1R) #8H
M (14~21 HA) EARERE L2 & IREIZULT 7 ) ORYENREICEE 2 5 2 2o 12,
a) 1~2 HEIZ Smg/HZH& 5 L7z, 3~9 HEIZPT-INR (7o ko r U REOEBSEREL) 25 1.2~22 12725 &
SBERZFE L, 10 H HLEIZ PTIINR 28 1.2~22 (IR DM B2 5 L=,
TLIT7 ) oDENEE/NRTA—F (C RV AUCy_ ;) [T B IREEDFEE

N—— ST B D FE[90% 15 HE IXTAT] (DF e G- ip/ B P G-y )
T 7 ke 42
Cmax AUCO--:
ROUNLT 7 U 1.004[0.972, 1.037] 1.029[1.004, 1.055]
n=19 n=19
SSTLTF Y 0.929[0.889, 0.970] 0.951[0.926, 0.976]
n=19 n=19

PT-INR X O'PT DU V7 7 U o BUMSAR G-I 2 IR SEOFH AR 15 5-0F 0 e /N~ R~ fiE
DEIFRFED LB Y TH T,
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VI. EMBEICET HEE

[

DT 7)) ®DPT-INR RV PT I T HARFNDEE

B/ IREIE O F[90%(EHH IXTAT] (DF F# G-/ B B 50y

1.0196[0.9878, 1.0514]

PT-INR
n=19
1.0191]0.9869, 1.0512]
PT
n=19

S£0  EMHEEERFAR (EANREFUEOHH) 7
R A BN (18 41]) ICIR$£04mg/H (1 H2[E) X A2 EF o 4mg/H (1 A 1[E) %27
PR RE RS Uz & & SR 5 ) OVR T 3R P B k4 2 0F G- 0 8137 < |
S EhRE M AR e o7, (TVILG. (2) BEkpefsEHE 9.2.2) [VILT. (2) ff
FEE &2 DBl | OESHR)
RERVERNZREFUOENEE/NS A —4 (Cop R AUC, ;) D
BMIE SRR T AR SHEOKMTYENL (788)

et 4 B EIE D LL[90%(EFE X [H] (OF F 4% 5-R5/ B 5-1RF)
- Crnax AUCy..
- 1.061[0.970, 1.160 1.122[1.041, 1.209
~YT7477—h [Fm ] [Fw ]
C BN T 1.011[0.973, 1.050] 1.036[1.007, 1.066]
n=18 n=18

SE£0Q . EMEEERRE (7 FILAREAFUEOHA) 7

fERER A B (18 4)) IZIREE04mg/H (1 H21[a]) & 7 hARAXF 2 20mg/H (1 H 1[a])
Z 7 BRI G- L, B REFrOFE AAE R 2 fEt L7,

R T 475 — FOMBEFEEICRKIETT "MARREFUNHOEECIL, X7 47T F—h
D Crnax T EMBE G269~ 2 ST ERE D e 2SI 278 L7223, 2 ORRFE TR E TH - 72,
AUCo [ZIXPFH DEEITFE D b o 7=,

7 RN AEF o OIMFEFREIZRIET IR EFFHOEETIZ, 7 FAARZAZF 2D Coa TREH
LU ENEO SN2, BPEHEOL E ZD 0% EFEXENIBEBME Lz, 7 MR X
F 2O AUCw AZIZPFH O BITZRD e o 7o, IEHEREH o-8 R X7 MR EZF T
1%, AUCo.. O EHME D e AN ME ) 2 7R L7=2Y, T OREIFRE CH - 72, ([VIIL6. (2) B
MEREREE B 9.2.2) TVIIL7. (2) fFHER EZOHEB] OHSH)

RERUVT FILNARZFUOEYERE/NTA—42 (Cp, BT AUC,.,) D
BB 5 Cn T ORI EEOKFTYEDNL 7HE)
ST T D F[90%[E HE X ] (B F 5% G-I/ B 5% 15165 )

T 7E x5
Cmax AUCO-T
. 1.166[1. 1.272 1. 1.016,1.1
SN 66[1.069, 1.272] 098[1.016, 1.187]
n=18 n=18
1.032[0.960, 1.109] (%
. .934[0.851, 1.024
T RV RETF fiE) 093410851, 1.024]
n=18
n=18
ol R LS s 0.875[01.12i2168, 0.927] 0.784[01.17:31% 0.836]

SEZ0 : EMEEERFAR (ORXNREZFUEOHA) GAEAT—4%) 7

e A BPE (29 1) 12 IR $E 0.4mg/H (1 H 2[8]) EmAANRRZF 2 20mg/H (1 H 11[E) %
7 AMOFARERE Lz & & AT IEMIR EE & QR 3R et s Sk 5 O 4R G- O 528 1T 7
<. EpEhieFrm EAERITRD bivie o7z, (TVIIL6. (2) BHERERE R 9.2.2) VIILT. (2)
OFHER &2 OB OEBR)

O
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VI. EWEBEICEY HEE

RERVARNREZFUDEMPEIRE/NTA—F (Croy R AUC,,) D
BHRRERICHIT A2HEKRSEOXEMNTHECL (REHXRS7BH)

SA P EE D H[90%E R K] (FF A5 G-/ Bk B 51

RSO ES C UC
max 0-t
. - 1.106[1.048, 1.167 1.110[1.046, 1.177
YIAT TR PV Py
b ANA ST 1.092[1r.1(ilzi, 1.174] 1.025[0r.19:6zi, 1.091]

SEZ0  EYWHREERASE (T5N\REFU, SUNREFU, TIWNRREFUEOHR) 7

fERE R A BPEIC IR $2 0.4mg/H (1 B 21[E]) &7 T2 XF 2 20mg/H (1 B 1A, 1841, >
NZAZF20mg/H (1 H 1EL, 20 ) X742 %ZF 60mg/H (1 H 1E, 194]) %7 HFH
OFRRER G L, 3EpEhie i AAER 2t L7z,

FORER . IREEE T T NRAXF U NTTNANRRALZF R LT-0A . SEWEEE (T XA — 2|
KEREEIIA LN No T2,

— 7. REEE VU RAEZFUEPFR LTSS, YU RAXTF U R ORA—T 0T ¥ RIROBRFED
KRR OONTZ (1), £I T, YN AZTF O Z MR Z T invitro 3R THE
i Uiz, Mg DS "2 5 F o ROREIL. HMG-CoA & B L EIGE 2 o4 — 7 7 v
IR E JEHEDIRWNT 7 N AR FHERIRRE & 72 o TV 5, A [E], Active HMG-CoA reductase inhibitors
& L C HMG-CoA 32 5 PLETE M 2 JE LR B R L CfF B AL/ M, J Of Total HMG-CoA reduc-
tase inhibitors & L CT7 7 b KZ 2 TAH—T 72 RKICZEH L7 HMG-CoA 18 TP ETE M
ZRE URERE L CEONTEEZFHME Lz, DFABEEIZL D . Active HMG-CoA reductase inhibi-
tors D AUC. [T HM A 5B DK T0%IZ L=y, ZOMORT A —2 23T & A EBAIT 7m0
o7 (2), UEDEREMND, IRENI LV ARAXF U OMBICREREETIEZ 2N EEZ LN
77 (TVIIL6. (2) Bfers=/m# 922 VIL7. 2) JHHATEE L OB OEEMR)

F1 RERVCTSNREFU, SUNREFU, TILNAEFUDEYIHEEINS A —4 (Cro R AUC,.;) D
BB 5T ORI EEOKFTYEDNL 7HE)

L HIE O HE[90% 15 #E X ]
OF FH3E TE x5 (P FH 56 G-I/ B 1R
Cmax AUCO-T
. 1. 964, 1.162 1. 1.013,1.102
T T T | 058[0.964, 1.162] 057[1.013, 1.102]
. n=18 n=18
TINAIT S 1.107[0.908, 1.351 1.065[0.922, 1.231
S5 NA T .107[0.908, 1.351] .065[0.922, 1.231]
n=18 n=18
. 1.230[1. 1. 1.125][0. 1.2
e 30[1.090, 1.388] 5[0.997, 1.270]
n=18 n=18
SRR AT SRR T 0.858[0.660, 1.114] 0.846[0.722, 0.992]
n=19 n=19
UNAE T 0.626[0.541, 0.725] 0.405[0.345, 0.475]
F—=T T RK n=19 n=19
. 1.181][1. 1.2 1.207[1.144, 1.274
T . 81[1.080, 1.290] 07[ , 1.274]
. n=18 n=18
TIAAST 0.989[0.790, 1.239 1.151[1.057, 1.253
TIVINA K F 989[0.790, 1.239] ASILL057, 1.253]
n=18 n=18
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£2 VUNREAFUERBBSRERU IR EHFRESED Active HMG-CoA reductase inhibitors &
Total HMG—CoA reductase inhibitors D EHIENEE/ NS5 A — A

VUNRABEF Rl A (EERE (%) )

Connx B 262 (60.7) n=18

Active HMG-CoA (ng eq/mL) OF 51 28.0 (41.8) n=I8
reductase inhibitors AUCo-. M 5 180 (63.9) n=18
(ng eq-h/mL) O $% 51 131 (43.7) n=18

Co B PR 118 (73.3) n=18

Total HMG-CoA re- | (ngeq/mL) (P 5 123 (41.7) n=18
ductase inhibitors AUCo. By 5 441 (42.9) n=18
(ng eq-h/mL) O $%¢ 5-5 413 (28.8) n=18

BEW : AT O XBBEDFE (in vitro) ¥
Re T 4T T — NORFEEA 4 ZWHIE (2L AFFTI, alAFI R (HR) Ko
AF I NHERL (HR)) 12k 2 WA AR RO N TIGR & O FEME R o N TG CREMR L 7=
FERIIREOLBYTHY, X747 T7— MIBFEOFEIZL L TIEA A4 AZHBHE IS &
TVl sn, (VIL7. (2) JHHEE L Z0Eb ] OESMR)
RIT 4T 53— FOBA F XIS~ DR IE %=

. R 7 T — 0.8ug/mL) D
R L @4%y%§%ﬁiéw§%ﬂ&w

ot e RIS D N TR SEM R O N LI
SLAFT I 16,000 pg/mL 1000 97.0+0.1
SLAF FEE (AR) 8,000 pg/mL 90.7+0.3 98.3+0.1
2L AF I RER (AR 8,000 ug/mL 90.8+0.1 98.040.2

ERE AR ERZAE (n=3)

A Fa— g W 120 4

a) N7 4T T— bORA TG ~OWESR (%) = (121 T REBEHEH V OFED~T 47T —
N DWREE BEA F U RBHE 72 LOBE DN T 4 T T — N OFERE) %100

2. EMEER/NTA—F

(1) fEMTAE
T KL L 72 BT

(2) RUEETEE
RSB R L

(3) HKREETEH
PRBMERIA O 5 T AH R PRSEFE SR (K-877-CR-01)
TG EfE O HE R F e B E ITAH 0.4mg/ H 2 BATSUIEZIC T A 1B 4 HRRE®RE L& &
DOIEIGEEEEL (Kel, M) 12, BATUIER TENLI 0.1249, 0.1656(1/h) T - 7=,
(TVIL1. (2) E&ARHRER CHER SN iRE ] OIS

4) 275X

EEROUTIUR
Vv ANT AR GAEAT—4) 1Y
R N B 8 Bl UC-=~ 7 1 75— |k 0.002mg & HARNEEIR G L& 2omiEs V7
T A CGRATEEIE) 1X. 18.00L/h TH -7z,
) AFIOER SN SRR OB EThH 5, (VBRI OEBR)
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#¥O21) 752X (ClLss/F)
BRI RLA O 5 1T FHER R S BREER  (K-877-CR-01)
TG BEEONEE BF i BE K 0.4mg/ H Z BATUIE%ZRIC 1T B 1 R4 B ERE L &=
DOFEA 7 VT T A (CLss/F, fEHE) 1%, BRIILERL TENLI 1637, 16.04(L/h)Th
S72, (IVIL1. (2) FEEREER CHER I NZImFRE | OIHSM)

(5) HMBIE

IR MAE
~ AN AR GMEAT—2) 19
fatBER A B 8 il UC-_~=T7 ¢ 7T — b 0.002mg ZFHIENHEER G L- & X HREEIC
AL AR (VA ST F5ME) 1% 64.00L, EFIREEICBIT DOMBFE (Ve B FHIHE)
1% 29.00L Td 7=,
) AFIOER SN SRR OB EThH 5, (VIAELOHRE OEBR)

BOBREESMERE (Vdss/F)
BRI RLA O 5 1T AR ER R S BREER  (K-877-CR-01)
TG Bl OREE B e BT ICAH] 0.4mg/ H 2 BAISUIRRZIC L B 1 R4 WEKERS Lz & &
DA FE (Vdss/F, MEEIE) 13, BRIXITEL TERE 131.03, 96.83(L)TH -7,
(TVILL. (2) EERABR CHER SN DESM)

6) Tt
BB L

3. B&H (REaL—av) @EH

(1) SR
ek L

(2) 185 A — 2 EHER
WL LR L

5% RN (REa L—va v) TS X0 H0 L3N B e B BN (IR §8) =)

IR SEDIMBNRE /ST A — Z (MR, Flin M O OO ILEEN G 2 5 B EHETT 57201
RHER Y EhREfRHT & Fh L 7=,

ENTIZIE, 22 RER LV | FEEEWEERE . IPRERERR AR, BREABREE B N OV R E B %
EEe 995 4] 13695 ;50D MIAE RS 2 IV =, 995 DB E DPN. ffig LfE 2% 506 5] Td -
7o PEBNC DU TITBMEDS 794 B, DS 201 il AFEIZDUWTIXE AL 288 5], ALY 66 i,
7T ND 63T Bl RN AFITH ST,

BRET VT T I XA L E— RN EETr -2 /3%— R AV NEFACIHR S, BHEh
T KT AZ L D RHEM S EIRE N T A — & (HEEME) 1TWIPGEE E% (Ka) 2% 0.257 (1/h) |
Wi orz V77 A (CLF) 73 13.6 (L), BT O5H%EFE (VIF) 73178 (L) Tholo,

P L7z B EmD S5 B Ka il d 5 HEDRE (-32.8~15.6%), CL/F 2T 5 A\fl (77T
A\ DD NFE) DR (59.0%) | EliE MUIE O HED 2 (36.0%) . FH E DA (-1.41~22.0%) |
1 ANAL T PR OB (18.5%) VIFIZXT 5 N (T U7 N, ZDOfthd ANFl) DR (50.5%) |
0 ANRALF PO (29.9%), BEOEE (61.3%) N o723, WG IRE~DRE
IEREL 2L, BRMICE BT REBREL IR I N> T, T2, MR OERITEED &
HRAE L TCRIRESNR o T2, X7 4 77— FOEYEIBICRE B BE 527002
EDURIE S T,
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[

4. RN

NAFTTFTRALASEY T+«
« v ANT AR UEAT—%) 1Y

TR T 8 11T, IR $E 0.2mg Z HAEIRE OG- L7, £ 0 L5 FFERICER G/ & T2
£ oIz, MC-_X~=7 4 77— 1 0.002mg % 15 Z3f2 T CHEIFFRNE 5 L, #axt 1 47 <A
ZEUT g ERE LT,

BAFEGHZDON~T 77— h® AUCoint & KRR 5% D C-~~ 7 t 7 F— s ®D AUCquint
EHERLTERER, R T 4 T T — RO AN AT XA T U T ¢ (EEEE) 13 61.534% L
HEE S iz,

) AFIOER SN SREER OB ETH 5, (VIAELOHRE OEBR)

- PR O 5 11 ARG PR 3K EEBR  (K-877-CR-01) ¥
TG = DRFE FHFEIEEE ITAA] 0.4, 0.8mg (1 H 1[A]) ZEFTITERZIC 4 BERKER O
H Q#l7axA—n—) LizéE0EYEEL, IR & 02mg (1 H 2 [B]) ZXfRICHKREF L7,
IR SEIZKI T DARFNOFAX A AT _ATZE VT 4 ZBatT 5729, IR 58 0.2mg/ H B 512 x3
% ARHA 0.4mg/ H B 5} 8 0.8mg/ H % 5-0 Crax S Y AUCo D3I O L2 B H Lz,
FIER O IR SEZXET D AHN D AUCo. DRAEEE D LL[90%IE X I, BATH G-RF TIEA
#I 0.4mg/ H T 0.863[0.797,0.934], A% 0.8mg/H T 0.879[0.812,0.952] T » 7=, BHIFEIFTIT
A 0.4mg/ H ~C 0.870[0.788, 0.960], AFAl 0.8mg/ H T 1.035[0.940, 1.139] CTH -~ 7=, ([VIL1. (2)
FE PR BR CRER S NT- MR ) DIESM)

IREEICKT HERFIDEYENRE/NT A — 2 OBMAFHED L

2T R g E IR $EIZx3 5t
N Crnax 0.382[0.324, 0.450]
I
AF1 0.4mg/ H AUC.. 0.863[0.797, 0.934]
/IR £& 0.2mg/ H s Crax 0.629[0.526, 0.752]
,f
AUCo.. 0.870[0.788, 0.960]
N Crnax 0.391]0.332, 0.461]
A
AF1 0.8meg/ H AUC.. 0.879[0.812, 0.952]
/R §£02mg/A | Comax 0.714[0.600, 0.849]
%
AUC- 1.035[0.940, 1.139]

LA LI D EE[90%15 HE X ]
IR $E 0.2mg/ H £ 5-HFD Cmax, AUCo< IZDWT, AAIFEERFOENEN D 1 A AR EFEICRD X OMIEL,
AF) 0.4mg/ B & OLHETIL 4 15, AH0.8mg/H & DOH#TIL 8 22 LTHIH LT,

WIRERGL (S v B)
MEDOHEZ v MIX~7 77— Ilmghkg 8. + 465, . BIELX OBV —7NIZE
NENHEE S L- & &0 AUCw 1%, £ E4 57.9, 1,040, 165, 138 } TN 152ng: h/mL TH - 7=,
N2 T 4 T T— NI+ RGBSR D BACRI S i, 1

FRFER (S v k)
MREOREZ v M U¥C-~~7 4 77— b Img/kg ZH[ERNOHKE LTz & 2O 5% 8 Il £ T
BL7-MH % 2g/kg O#G B THEEROMEORET » MIHEF BN L&, 5L
7= N A RE D 60.0%23 . $r5-1% 48 HER £ GBI HRtlt 4=, 1®
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5. 9%

(1) 1% — ki BY P @@ 1%
MEDHET » M2 MC-_~T7 4 77— b Imghkg ZHEIRE ARG Lz & & PR ITE TR
KiliCh o7z, ' (IVIL5. (5) ZOMOFMEE~DOBITIE] DHSH)

(2) mi%k—RaEREME@

fl R OIENE 12 KON 18 HE DT v MZ UC-_~<7 4 77— b Imgkg #HERRORE L& X,
R 12 B B ORI G514 0.5, 2 KON 6 FERIC % i i AEIREE (19.6, 20.4 J TN 12.9ngeq./g
tissue) K D ARWEETRE (3.42, 9.28 K (1 9.01ng eq./g tissue) 23iRD Hiviz, H&KE5 24 B CTlIE
B FERAT & 7220 7o, MBIETH OBURRERE X2 T ORE CER FIRAM CH o 72, TR 18 HHD
T B OV VA 134 544 0.5, 2 R O 6 I REC iin e o S AR EE (17,4, 62.0 J2 OF 34.0ng eq./g tissue)
X 0 ARWETRE (B4 - 11.6, 20.9, 12.3ngeq./gtissue, JRVE : 4.60, 3.38, 5.35ngeq./gtissue) H3FR
DO, #H% 24 R TIxWTh b ERE TR & 2oz, 1

(3) Eir~DFITHH
HIFERKT 12 B B OB ORI T » M ¥C-~7 7T — b Imgkg ZHREFROKS L&
X AT BRI G 6.0 BEEIC Cuax T 5 29.4ng eq/mL ITHE L7-#% ., 54 24 BERICIX
0.913ng eq/mL (ZJi/ L7z, “C-_~7 ¢ 77— FHKOBFREITALAFICBITT D 2 L 2R L
TR, O EE L IMAE P EE O Tl et L CTIR T Lz, 1®

(4) BERA~DBITH
HBOHET v MZHC-~7 47T — b Imgkg ZHERRAOKEG L= &, FHPREIEET
BRI CTH o7, ¥ (IVIL5S. (5) ZDMOME~DOBITIE] DOESR)

(5) ZDHDHBE~DHEITIE

MeROHMET v M UC-X~7 47T — b Imgkg ZHEREOKG Lz & & RFEEITECM
s, #&E% 0.5 FFRIZIE & A L OMAR TR b @ OVBEREIRE RO bivlz, &54% 0.5, 2 &
O 6 BFfE] CIIHABL O A8 Z — 2 m U, T, B BCE, BRI D o S, BEIDEEE BEBEP IR S Y
THALE AR M 50 SO BERBEIREE NGRSO BTz, FRTATHE TILMmAEDRI 100 £5 0 b ERE
RO DIV, B 24 W] TIEmsE, ek, FFlEA O LRI S RE 3 3R 0 DT, &5
% 72 W] TN ONKRIGEE (IS RE SRR DAL= Y, $5-4% 168 RFfi)ICIZ 2 TOMM TER T
BRANG & 72 odz, 1¥

JY MIMC-RIY T4 TS5 — FEEEBOKRE LIz & DB RERE

e " FEAR N T BEIRE (pg eq./g tissue)
g - FELAK

0.5h 2h 6h 24h 72h 168h
KEhR 0.011 0.011 0.009 BLQ BLQ BLQ
1Bk 0.017 0.009 0.008 0.001 BLQ BLQ
1fn 5 0.038 0.024 0.020 0.001 BLQ BLQ
A (O fis) 0.049 0.026 0.016 BLQ BLQ BLQ
PN 0.022 0.015 0.011 BLQ BLQ BLQ
Jibd BLQ BLQ BLQ BLQ BLQ BLQ
5 0.008 BLQ BLQ BLQ BLQ BLQ
SERE BLQ BLQ BLQ BLQ BLQ BLQ
A SR 0.008 BLQ BLQ BLQ BLQ BLQ
F BLQ BLQ BLQ BLQ BLQ BLQ
AR ER BLQ BLQ BLQ BLQ BLQ BLQ
SE D - M 0.016 BLQ 0.005 BLQ BLQ BLQ
LTS 0.049 0.010 BLQ BLQ BLQ BLQ
T RE 0.113 0.077 0.070 BLQ BLQ BLQ
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[

R - K FHAEPY O BETR L (ng eq./g tissue)
0.5h 2h 6h 24h 72h 168h
R 0.028 0.021 0.017 BLQ BLQ BLQ
JITF ik 3.19 2.87 2.40 0.078 0.004 BLQ
Jifi 0.028 0.012 0.008 BLQ BLQ BLQ
O 0.019 0.010 0.008 BLQ BLQ BLQ
e i 0.010 BLQ 0.008 BLQ BLQ BLQ
fal| 0.023 0.014 0.012 BLQ BLQ BLQ
AR 55 MR R 0.008 0.007 0.004 BLQ BLQ BLQ
N—— R 0.006 0.004 0.006 BLQ BLQ BLQ
AR 78 PN R R 0.011 0.003 0.006 BLQ BLQ BLQ
THEY o Hi 0.005 BLQ BLQ BLQ BLQ BLQ
PR 0.031 0.041 0.220 BLQ BLQ BLQ
Ny BLQ 0.004 0.005 BLQ BLQ BLQ
1A ik 0.015 0.009 0.007 BLQ BLQ BLQ
BB 0.010 BLQ 0.006 BLQ BLQ BLQ
W % Ji 0.013 0.009 BLQ BLQ BLQ BLQ
i i 0.005 BLQ 0.003 BLQ BLQ BLQ
FHR R 0.012 0.004 BLQ BLQ BLQ BLQ
L N BLQ BLQ BLQ BLQ BLQ BLQ
AT AR 0.004 BLQ BLQ BLQ BLQ BLQ
) Rz BLQ BLQ BLQ BLQ BLQ BLQ
e BLQ BLQ BLQ BLQ BLQ BLQ
i BLQ BLQ BLQ BLQ BLQ BLQ
B 0.011 BLQ BLQ BLQ BLQ BLQ
] BLQ BLQ BLQ BLQ BLQ BLQ
BRI BLQ BLQ BLQ BLQ BLQ BLQ
e 0.013 0.013 0.012 BLQ BLQ BLQ
B A 0.004 0.004 BLQ BLQ BLQ BLQ
BeJE 0.005 0.006 0.004 BLQ BLQ BLQ
& 0.009 0.007 0.006 BLQ BLQ BLQ
RIERE 0.201 0.070 0.041 BLQ BLQ BLQ
H R 0.032 0.184 0.011 0.042 BLQ BLQ
BN 25.7° 8.23 1.95 2.11 0.021 BLQ
71N 0.445 0.386 0.238 0.027 BLQ BLQ
INBENE ) 35.9° 24.32 20.3° 1.04 BLQ BLQ
B 0.011 0.072 0.189 0.040 BLQ BLQ
PN L 0.010 BLQ 0.055 0.049 0.004 BLQ
KRIGNEY) BLQ BLQ 0.789 2.17 0.011 BLQ
EL 15 R BLQ BLQ BLQ 0.027 BLQ BLQ
5 e e 0.039 0.047 0.078 BLQ BLQ BLQ
b Hf(%ﬁ & 0.559 0.327 0.214 BLQ BLQ BLQ

SEHME (n=3)
BLQ : <E& TR (0.003pg eq./g tissue, MEKK OMLAEIEERS) . a: >E & LR (15.9ug eq./g tissue)
P h& . Img/kg
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HhEHBA~DRm (TY b))

Mot OMERES » M2 YC-~ 7 4 75— b Img/kg Z HEREAHRG Lz & & ARG 2B =0
RN BE A (A 7o ME 221338 D v e o 7, BEPEA SR OB B, AINZIR M OYEE) K&
OMEMEA SRR (FLAR, DN R ONVFE) NORRREIMERE & b Ilcmg & VK<, BG4 24 FEfEIC
T2 OO IR L, Y

ASZUEFBEBA~DRT (Y )

BEODHEHET v M U¥C-~7 4 75— Imgkg ZHEREAKEE Lz L X, 2, Bk, IF
AR S N OWTIR OO U BRI XA 6T » FORE R ERRETh o7, 5% 6 FFfE T, £
TV EEATHIREK, SO - MK VBB E IS RER S TR0 b hd, b1 24
e CldE & PR & 2o 7z, 1™

meEkFBITE (in vitro)

YA NLARZ— Ty b AX, YL (JE £Hn=3) KOt b (B 0=3) ORIz C-~
7 4 75— (500~10,000ng/mL) ZHM L. in vitro TOMIMBITRERF Lz, MEBITRIZZEN
I 9.6~122%. 5.1~13.7%, 182~41.4%, 14~78%, 17.2~272%K% N 1.7~13.1%Th->7=, ®

(6) MFEREEER
e~ (B n=3) oM "C-~~T7 17T —F (500~10,000ng/mL) Z¥FNL7IZ & = Ol
BAFEERIT1%RMETHY | REKFHEIRO N0 o7z, b MJET VT I KT HE
HIER G RIL 1% R Tho7c, —77, a-BEMERER I T 2 R AR/ G HIT 25.02%~45.79% T
b, HC-_~T 47T — FNOREOEINE & HICE ARSI 2HAARD Sz (OF
BrBNTE), b MR EEAREAEAIIT VT I v EE X BN, (invitro) ¥
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o)
e

(1

ICBEY 5IHE

6. i
(1) REHERAL R UM BRI

1) HEERBREE Un vitro. in vivo)

RFRBROBERNOHEEESNDI N T 4 77— FORBRE A RN R LTz, X~ T 4T TF—
NMEAKERL. O-i A F AL O T V) — ALK 72 E Ot 250 4-A R 7 = =L 3 (3 i)
KERIGIR, 4-A b7 ==n4k GAD) KEBILIEDOBHA F VR EAF ALK, 4-X hFT T x=
VIS (240) KEBIBIR, Bl4-2 P 7 == VEHR, 4- A b X2 T = S VEBA TR, XU A
FH Y — L (607) KEBLAKED 4-A FF 27 = = VIR A F IR KON Y FF 4 — i1 (6
fr) KEMEERZAR L, ® (TVIL6. (2) H#HcREE-9 2% (CYP %) 04y 1FE, 5% 1)
B G-EEE  (in vitro) | DIHSHR)

RY T4 T5— FOHEERBHRE

HO
/\Q/(P/COQH \©\o/\/\N/\©/?/COQH
“, <
H H
OJ\N CH, O)\N CHy

HO

4-ARFT T VR (BN KEELIAEDBEXF VR UXF JUALE RUYFFHY—)VE (61D KEIEAEDA-ANF Y TTZ)VEBXF IUF
in vitro(ROZ. Zwh A )b EN) in vitro (KO SYh A X B )b EN)
in vivo (Swh) in vivo (Swk b ER)

f - SN

e~ ° Ho. o._~CoH
o COH o COH R/’H
Ho 0NN N /\©/ f‘/ 0NN N /\©/ f\/ 2 0N\
3 -,,,, CHs
H H
O&N CHs o)%N CH, @

HO

4-ANFD T )VE (B) KEE LK 4-ARF VT Z)VEBEAF IV NIFFHY—)VE (61) KB LK
in vitro(ROA. ZvMAX )b EM) in vitro (R OA, SV AX )b EM) in vitro (R DA SYMAX Y. EM)

in vivo (S AX) in vivo (Swh A2 )b EM) in vivo (SYb A X T)b.EN)
l >< CYP2C8. CYP2C8.
_0 2C9.3A4 2C9.3A4 °
H:C HC ™
HO/\/\N/\Q/OXCOQH \©\0/\/\N o CO.H Q\O/\/\N/\Q/o\(com
O*\N CHs " <_ /(\©/ ?{'H _, OH OJ\N CE H

BA-ANEY T LB A- XS T V(6 KEEHE
n vitro(XBZ. Sk A X HIb ER) - — in vitro(XBR. Sk AR Il ER)
in vivo (Swb AR, ) N T4T5—h in vivo (S TIL)

o
COH
HO O 0
“,
CHs

o
o )I\/\N oy, o N O COH
/K /'H )\ l'H
o NN CHs 0" NN CHs

JNIVREE N-BE7 )L )ik A 1Viivi: {42
in vitro(£h) in vitro(ER) in vitro (RHEEER)
in vivo (SyNHIL.ER) in vivo (RO Swh YL EN) in vivo (ROR. Svh YL ER)

() PIEEED b 7B E

2) TRRNTRAABR WEAT—42)
fREHER A (8 ) 12 “C-~t~ 7 ¢ 7 F— b 0.8mg Z H[alfk O 5.4% . FMER SO mEhIcE
EFNDHN~YT 47T — FROGEHE HPLC Tt L. By Z &S HURBER B 2 I 7E L T AUCo.24
ZRH UT-, #8IREE B (115.15ngeq.- h/mL) @ 10%% 8 2 TV 7=~ 0 P UATER LA (28.52ng
eq.. h/mL) K O I VIR CERIRD 7V 7 v AR & N-Ii 7 v UK DIR G (31.23ng eq. h/mL)
THY., THEND AUCoult, X~7 47T — D AUCpa4 (22.92ngeq.- h/mL) % E[a]> Tz
(FNENAL~T 47 T7— D 124% KT 136%), ¥
) AROARENZHELOHREIL, HEF., BAKIES~7 47— ELT1HEO02mg Z 1 B 1 [EREAFKRS
5, 2L, R ZUtT4 RULLDL-2 L AT 0 — LEEOREIC L Y, 1 04mg 2 1 A 1 [5% TH
BCx%,] Tho, (VI3HEROHAR OEBMHK)
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(2) RBIEHEY 2BER (CYP %) DNFIE. HF5X

1) KREBEE5EER (n vitro)

CYP KON UGT ¥BIRI 7 u Yy —Ah (NFao A VA TRESEERMEER) 2T
WC-_~7 4 77— MefREtsd, REREGEELZRE LT, “C-<~v7 77— MI CYP2C8,
CYP2C9, CYP3A4, CYP3A7 (JEIRIZHA D4y 1FE) . UGT1AL, UGTIA3 KX UGTIAS (2 X 0%
#HE 7=, CYP2CS, CYP2C9 TN CYP3A4 D 4- A h %2 7 = = )L FEfil A F /AR~ DO R DZ:
HRIL, FNEN 31.2%., 20.6%M% X 31.2% T - 7= (RAF #Hi1ER), X 49— L5 (6 i)
KERALIR~D RS D GRIT, ZEN 29.1%, 33.9% KN 61.4%Th-7-, ¥

2) CYPIZxtd HFEEMER (n vitro)

R T 4 T T — MR OZFORE (N-PLT LXK, DT VR ERAE R O D VTR D
%Ff CYP 4> +FE[CYPIA2, CYP2A6 (<~ 7 ¢ 75— h D) .CYP2B6,CYP2C8,CYP2C9, CYP2C19,
CYP2D6, CYP2E1 KT} CYP3A4/SIORFHEMEIZ KT D EEHICONWT, & MFI vy —2%
F T invitro 3R TRGET LT2, X~ 7 4 77— MX CYP2C9 ORENEMZAE L, £ D KifElX
10.7umol/L, ICso (% 17.7umol/L T&H ¥ | R HFAKHEIZIIT D & MIHFEF Crax (0.00772umol/L)
IZHREETH T, TOMOy FREOBERIGMEIC T 2HEBMERIZX, ZEAERD LN
7= (IC50>30umol/L),, N- HEET/I/-«*\»/I/{ZIS D HIVIR R R O D AR AR T AT D CYP 4y F
Tl DFEETEMEIZ R 5 FEEEERD e hyo 7= (ICse>30umol/L), F7-. NADPH fZ{E FIZHT
RruaS LN T 4T TG —, NIRRT TR, DR IR R D AT bR &
LA v Fa—rvar LT, MEFERRIFEACHEBSN o7, ¥

3) UGT IZxt9 SREEFMER (in vitro)

NRe T 4T T — R, N-T TR, DIV R IR IR DA b A D UGTIAL KX
UGT2B7 ORFHHEMICH T A EMERICOWT, & MF 7 1Y — A% W= invitro 3RBRIZ Tl
m‘ L7z, X~7 477 — ME UGTIAl ORFHEMEZFLE L7=A (Cso : 5.91umol/L) |, AR KA

BIZBIT St MIUED Cuex (0.00772umol/L) (ZHA_EETH - 72, UGT2B7 1254 5 FEER I
B BN -T2 (ICse>30umol/L) , N-BLT7 /L3 AR, ¥ )V iR VERIR ] N VAR bR 1
UGTIAL &N UGT2B7 OREHEMEIC 35 BLEER TR b sy o7z (ICs>30pmol/L), ¥

4) CYPIZxtd HFEIER (in vitro)

N2 T 4 T T —F N-RT VXK OBV BRI R O D AT ER AR D CYP1A2, CYP2B6
TN CYP3A4 @ mRNA (Zxi9 H82% b MFHIaZHW e in vitro BBRICTHREI LTz, N~ 7
4 7T — b, N-BLT AR, DTNV R VR RO DAL R % 0.2, 2 J O 20umol/L DR
BTl L= = A, CYPIA2, CYP2B6 }; X CYP3A4 ® mRNA @ 5%, 1.83fFLUTFTHY .
Fﬁﬁﬁ%%f’f Zxf9 % mRNA O _EFEEIT23% AT THY . WTFo CYP 12k L THBE/EM

TFEALERED NIRRT, 1

(3) NEBEHNROERRVZOHE
BB L

(4) KEYOFEOFERVEMSL., FHELR

REMD PPARa EHILVER (n vitro)

X7 4 77— FORFHMDOE  PPARaIZKT T DIEMEIEE N T AT 77 4 R_X—=v a7
v A TRl L7z, R 55, &k PPARa iEMALTER @ ECso fHA R HARWMRHIT 4- 2 F
X7 =i 2467 KEE(LAR (ECsofll : 0.027umol/L) T -7-73. b b PPARa JEMEALA/ET I
_~7 4 77—} (ECsofi : 0.00080umol/L) & bl LT 33 5L L5 o 70, & OMoHmITHE
WCEWECso iz R LTz, L7z »> T, BRNTIX, X~ 7 4 7T — bORBIIENRZ DL 24
STWHbEDEEZ BN, P
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VI. EWEBEICEY HEE

RI T4 T5— FRED PPARa SEMEILERDLEEE

ECso (umol/L) [95%f5 #H X [#]]
4-2 X7 =M (B r) KER{BR 0.21[0.19, 0.23]
4-A ¥ 7 2=V BAL) KEBRLIRDIEA F LKA F ALK 1.2[1.1, 1.4]
4-2 hx v 7 == (2470 KERBIR 0.027[0.020, 0.035]
i 4- A b7 = = VK >10
4- A N ¥ L7 = = LHEE A TR 0.60[0.50, 0.73]
NV FFF = VEE (6 40) IKEUIRD 4- A h 2T = = )VER A FUR 0.55[0.52, 0.59]
R FFY Y — I (6 45) KERLIA 0.21{0.18, 0.26]
N-fi 7 L LAk >10
IR R >10
N UL >10
n=3
7. Pt

TANTG VAR WNEAT—4)

FERRRASBYE (7 6]) (2 HC-~vT7 47 F— b 0.8mg ZHEROFKEG L & &, &5 216 K
F TORMETRERNN R CEXME) 13580 87.81%TdH ¥ | R~ 14.53%, #h~~ 73.29% ikt
REDMRIE S 7z, IR TP~ DRI G- 24 BRI E TITIZTHE T L3, P~ PR35 96
W% £ IR T L,

JRFIZRD BT~ T 0 7T — M, BEBHEED 047%LL FTh o 7o, BEHESHED 5%%
B2 DA 1 RO v, PHNNRUBIED 7V 7 b AR KON N-Ii 7 L 2 AR D RS
W & RE ST,

HHIRO LN~ T 4 7T — M, FEHHBED 1.69%LL T Th o 7o, #FHPAH O KE5y
(BE 5 HEREDRI 50%) % D DA 4- A hF U7 = = )VHEEL A F VIR & [RIE Shviz, 2 O,
B GHURRED %% WX DY 2 FERRD D, ZRZNA_0 Y A x4 — Lk (6 60) AL
R OED 4-A FF2 7 = = VB A F UKL RE Sz, 19
) ARIOERS A AEL AR, D@, RACEN 74 77— LC1LHE02mg & 1 A 1 FERA#RS

T5, 2L, MU ZUtTA4 RULZLDL-2 L A5 a— LS fEORREIC LY, 18 04mg 2 1 H 1 [AlE TH

BT&5%,) Thd, (VI3EROAE OESR)

R (5 )
e OMEET ~ M2 YC-X~7 4 77— b Img/kg % HRFEIRNEES- L7- & &, MEREIL A
\CHSRE IR S e o T2, 1

ARGt AREER (S )

HBREOHET v M U¥C-_~7 47T — |k Imgkg ¥ HEROEE L L X, HEHEEED 69.5%
N, P52 48 BRI IR HIc BRI S e, 1
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VI. EWEBEICEY HEE

8. FIURKR—E2—IZEH9T H1EHR

(1) b oRR—F—%FNLI=#E (in vitro)

Caco-2 fliffn % VT ¥C-2~ 7 ¢ 7T — k@ P-gp Je ("BCRP |2 %4 % B Rk ME 2 it LT,
WC-~~7 4 77— N DA & FEJEA A~ D BELERLREL (Papp) (ZXFT D FLEMEAR 2> & TH I
JEAR D Papp DIt (Papp ratio) 1% 2 K0 HEME (5.8) #/xLiz, £z, P-gp FHEA] (XT3
30umol/L K O¥ 7 1 AR U > A10umol/L) I TNZ BCRP [HEHA] (Kold3) Tumol/L {2 1Y Pyppratio
&1«7/\ SOVIRINEEA 3.3, > 7 v AR YU > A PINIEEDS 1.6, BCRP BLEA] (Kold3) USIEED 2.2

WK T L7z, WbEXD, NX~7 75— KNI P-gp KOBCRP OIEETHDH L EZ BT,

N Ty AR— 2 —FB A% VT, UC-<~ 7 ¢ 75— h® OATP1A2, OATP1B1, OATP1B3,
OATP2B1, OAT1, OAT2. OAT3, OAT4, OAT7. OCTI1, OCT2, OCT3, OCTN1, OCTN2, PEPTI,
PEPT2 &N NTCP OB M At L=, 2> hra— Ll LT, OATP1A2, OATPIBI,
OATP1B3, OCT2 }x INNTCP TH B & Wb IE D R X hu7z, OATPIB1 KN OCT2 I2%f9 %
K fEIZZ 204 232.3 KT 29.8umol/L Td - 7=,

PLEDORE RN, UC-~~ 7 4 75— T P-gp. BCRP, OATP1A2, OATP1B1, OATP1B3, OCT2
K ONNTCP THik S s Z Eavrahniz, ¥

(2) FSURR—E—IZxtT BBELER (in vitro)

Re T 4T T— b, NPT VTR, DHIVR A O DANACIRDAFE kT o AR
— % — (P-gp, BCRP, OATPIBI, OATP1B3 OAT1, OAT3, OCT2, MATEl, MATE2-K, OCTI,
MRP2, MRP4 % TF BSEP) O#s{EEIZ %3 5 BHEEMIZ OV T, Caco-2 flild, b7 v AKR—X
—FEELHI K OV 7 L& W= in vnnaﬁiﬁﬁ TTRRET LT,

R~ 7 (75— k&, P-gp. BCRP, OATPIBI, OATP1B3, OAT1, OAT3 KX MRP4 % [HE L7~
25 (ICsofH : 20.8, 4.42, 0.101, 1.84, 2.42. 0.0961 K TX 2~20umol/L) . ﬁgﬂ%ﬁgkﬂ%i BiFse
MIAEF Crax (0.00772pumol/L) &b 2D & 45 ICso IXRETH 70, £/, BhimiHLERE
(1.63umol/L) & H:% & P-gp KO BCRP @ ICso I Tdh - 7=, OCT2, MATEl, MATE2-K,
OCT1, MRP2 } OF BSEP [Z[HENFED Lo 72 (OCT2 : ICse>12.5umol/L, % D1 :
ICs0>20pmol/L) ,

N-BL T V% UART OAT1 Jo O OAT3 ZFHE L7228 (ICso i : ZauF 4 2~20umol/L) . FER K
AEIZBIT 5 FIFEF Cra (0.00201umol/L) &2 L K IColImETH -T2, Do k
T VAR—H =T OWTIIENRD b edr o7z (ICs50>20umol/L)

T HIVIR CERIRIY OAT1, OAT3 TN MRP4 ZBHE L7=2% (ICsofE : 4 2~20, 02~2 &
N 2~20pmol/L) | FaRHR KM EIZIHIT 5 & MIUEF Crax (0.000926pmol/L) & % & 4 ICso 1
BETHST-, TOMD N7 v AR —F =2 DN TIEHENR wgn&mot<mmmmmm

Ry VNI DT O F T AR —=F =iz LCHIEER RO bR
(ICs0>20umol/L) , '®

0. BHEIZLBREE

RI T4 T5—LDEWBREE (in vitro)

In vitro /INEUVBNT S AT L2 FAWT, RN ZVKR RGBT L A X~7 4 7T 77— MDD
Hri 2540 L7 fE 5. BT 120 20T 53~ 7 4 77— bMORERFRIIT VT I v D7
CRIFEETCHLZ LD, b MISEHFON~T 0 7T — MBI AT Le@EHric L vige
IMEBREENVWbLDOEEZ B, WY
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VI. EMBEICET HEE

[

10. HENEREZAI HESE
(1) FHEESEEICE T L2EMHE

SE  BHFEERUFELEEEENRE L-EMHERER (RE) 2
A BYEDORTHSREIE R & (8 #1) . FENRTEE (10 ) M OAFFEZSHESE (Child-Pugh 43%H A : 8
5, Child-Pugh 774 B : 8 f5l) |2 IR $E 0.2mg ZZEERFICH PR OG- Lzt &, X~ T 47T —
FOMAEPREE L, WTFNOBELEE% 1~1.5 BEICREEICEL., FO%ECHITKT L,
JHFaE 22 FR 3 B Child-Pugh 2358 B Tl RS EVMEA A3 54072 Cnax SO AUCo. (BT F251H)
1, FFREZE OFRFE G 7= MAER O Hiviz, (VIL2AAZNAE & FoH 2.2) [VILS. EER AL

AWEE L Z oMb 83) IVIIL6. (3) AFHERERERE 93] DIEER)

AFEeERE. BHFRERUVIFELZEEICISTS

RFEHEFOREHEDRT T4 TS5— FOEYERE/NS A —4

LS D SR )
N % HE l% ] H T £ /k\u_» ] /R\av_» £
oy JIFR REIE & 1 NEMGHT B FPE 2 (A T P L B
n=8 n=10 Child-Pugh %3%8 A | Child-Pugh 434 B
n=8 n=6
Cmax (ng/mL) 2.833 (38.6) 3.393 (51.9) 6.599 (24.1) 10.998 (31.6)
S - ¥ B 1.198 2.329 3.882
[90%1Z HE X 1] [0.819, 1.750] [1.561,3.475] [2.520, 5.980]
AUCq. (ng-h/mL) 8.750 (29.5) 10.451 (47.8) 18.169 (34.5) 36.672 (45.7)
S - ¥ B 1.194 2.076 4.191
[90%1= HE X [#]] [0.836, 1.707] [1.425,3.026] [2.790, 6.294]
tmax () 1.500 (1.00,1.50) | 1.500 (1.00,2.00) | 1.000 (1.00,1.50) | 1.000 (1.00,1.50)
tin (h) 1.610 (18.7) 1.884 (44.9) 2.006 (17.2) ® 3.237 (47.5)
Kel (1/h) 0.4305 (21.7) 0.3679 (33.0) 0.3456 (20.9) ® | 02141 (41.1)
CL/F (L/h) 2243 (36.2) 18.72 (63.4) 10.30 (33.8) ¥ 5.38 (43.1)
Vd/F (L) 52.10 (36.7) 50.88 (47.0) 29.80 (19.6) ® 25.12 (22.7)

Cmax. AUCo.1. tin. Kel, CL/F, VA/F : & EXE (@R (%))
tmax : FPORAE (/M e KAE)

a) JFHSBEIE & BRI D S T RERR B R RO L

b) n=7

(2) BHEESEEICETL2EMHE

BEQD  BHEREESEEENRE L-EYFHERE (RKE) 2V

BN O B HERE EH # (80mL/min<Ccr, 8 i) , BHREMEHAH (HRE (50<Ccr<80mL/min, 8
). HEE (30<Cer<50mL/min, 9 f#]), @& (Cer<30mL/min, 8 i) M ORI A4 (Mgt
TIEEEH, 8 41)) 2 IR $E 0.2mg ZZEIERFICHLERE 5 Lo & & Cmax LY AUCos (BT 21
) 1%, BHEEEIE R & i LB REE FBERE T L1~1.6 fFOEMNN AL -0y, BikrekE
EORREIKAE LIZHINIFRD b e o Tz, (IVAFER OHEIZBEE T 57EE ) [VIIL6. (2)
EXMSREREERE 9.2.1] DIESM)
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VI. EWEBEICEY HEE

BHRELEERUVEHEREEEE BE. PEE. 5E. XK#PBTD) 2805
REHEEBORSFHORI T 4 TS5 — FOEDFE/NS A—4

B e AR R R
BeGRE EHFHRE 295 R f=ics KBRS
n=8 n=8 n=8 n=7 n=7
2.900
Cmax (ng/mL) (23.9) 4769 (30.7) | 3.169 (46.2) | 4.482 (71.7) | 3.648 (41.6)
A (A LB D b B 1.644 1.093 1.545 1.258
[90%/Z #E X ] [1.155,2.342] | [0.767,1.556] | [1.072,2.228] | [0.872, 1.813]
AUCq. (ng-h/mL) (92'5913) 15.143 (32.1) |10.728 (49.6) |12.046 (63.8) |14.931 (45.2)
A (A LB D b B 1.629 1.154 1.296 1.607
[90%/E X ] [1.161,2.287] | [0.822,1.620] | [0.913,1.841] | [1.131,2.282]
o (h) 1.500 1.250 1.500 1.000 1.500
s (1.00,2.00) (1.00, 2.00) (0.50,4.00) (0.50, 4.00) (1.00, 2.00)
tiz (h) (2 43279) 2.835 (17.3) ¥ | 2.369 (36.8) [2.679 (53.3) © | 2.864 (28.2)
Kel (1/h) (2'33312)9 0.2445 (18.4) »[0.2926 (30.6) 0'25880)(39‘9) 0.2420 (33.8)
20.89 o )
CL/F (L/h) (31.0) 12.65 (29.2) 18.04 (35.8) |18.73 (29.3) © | 13.00 (45.1)
Vd/F (L) (6371'189) 51.75 (38.4) ™| 61.65 (41.5) (72.39 (51.2) 9 | 53.70 (24.1)

Cmax, AUCo. Kel, tip, CL/F, VA/F : S E¥E (BRI (%))
tmax © FPOUE GR/ME, FOKE)

a) EHEREER TR 2 A BRI B O

b) n=7. ¢) n=6

BEQ  BHEEZSEEEZNRE L-AERTHRERGAR IR W

BRI E (5 R RERE®E  (eGFR<30mL/min/1.73m? I BAT) F OVER FE ~ v 2 i B e pa s
(30<eGFR<60mL/min/1.73m?)) ZH 7T 2 TG EfEDOIFE R FIELFIZ, IR € 02mg/H% 1 H 2 [A]
W TCRIA 12 BRRER &S Lz, 12 BRI IT 5 AUC. IO T, R ~ 5 B R e
FEERE CorFREE) 1T 2 m BB RE R B A O ST BME D L OV D 90%(E X R IT R E D &
BOTHY, MEBKERERSICBWTHLIREOHIMIEO binolz, (V4 R OHE
WZBHE T 2 7EE ) TVS. (6) 1) ERBGEIA (— M HAGEA, FrEf HEGETRA. G
A, BOERTER T —F N—AAE, ROERCHBIRRBRONE 2% Bk E RS 2 Xt
G b U-BER B ERIRERQ (IR §8) ) [VIILG. (2) BHREfEEEE 9.2.1) VIS, (1) HEKA
BIVER & AIELR 11.1.1) TVILS. (2) 235 : A, G0ME. EIEE K OTIF oA %Ly 25
OEWERZBISEE (IR §8) ] OHESH)

BE~PEETHREREETH (077 IIXTI2ESHEESE (-8) O
IR i REROREED AUC,. , DAEMRITEHED L

AUCo DT P-EMED L [90% 15 H8 X FH] ]

g

FERX MBS [eGFR<30mL/min/1.73m? X 35547 ] 0.9177 [0.6198, 1.3587]
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VI. EYE)

o)
e

(1

ICBEY 5IHE

ks, MAETHEYERE T A —Z TREO LB Th o7z,

BHENELATS 16 SEOBEREESEICS 5 RERELOBSHOERNBIE/ S A—5

Cimax (ng/mL) AUCo: (ng + h/mL)
o8 JIE ~ i A R R RE P R
+i =+
[30<eGFR<60mL/min/1.73m2]  (n=7) 2.4483+0.9535 8.6994+4.0397
e B P R e R T R
+ +
[eGFR<30mL/min/1.73m?]  (n=4) 2.0508+0.6588 7.4130+3.9548
e P R R R T R
. 1.8798+0.5728 8.4470+3.3054
[Z&HT]  (n=4)
S+ R R 7
1. 2Dk
MR L
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. 2t (FALOEES) Y HEE

I. 22 (EFRLODFEES) AT SHIEHE

1. BEERABTEZDER
REIINL TV

2. ERABLZDER

2R (ROBHEIZIFEELAEWNI &)
2.1 KHFNO RT3 LiaBoE OB ERE O & 5 B
2.2 HE/NTIESE . Child-Pugh 234 B X% C OIFEZEDH 5 HBEH HWITIHEMED H 5 BE

(8.3, 9.3.1, 16.6.2 ZH4]

23MA0H 5 HBFE AN HE XN TND, ]

2.4 1 TR L WD alREMED & 5 &tk [9.5 2]

25> 7 maARY . V77U EREROBRE (101, 16.7.1 2]

(fiF7n)
PIFIZ, IRETORTEHAZ T,
2.1 WHEUEIZ KT D —MRA 7R & U CERE LT,
22 EENFREED D 5 BE T DM HRERIL WS, S REREERE 2 x5 & L=y et
BRoOFEFL, FFEZ Child-Pugh 4338 B BEIZ 35U T, ARFN O M o BE 2SR RE IE &/ & el L C
EZLL EA L (Coax THI39 M7, AUC TRIA2f2) Z Lk, EERIFEEDH HBE KR OH
LD EORFEZ (Child-Pugh 3%8 B, Child-Pugh 5358 C ORFEZ) D& 2 BFITITHEE Ly
KIORE LT, (IVIL10. (1) AF#REREE RS T 28 EiRe) [VIIL6. (3) ATRérER:E B
93.1] DIEZBM)
Fz, AANIIEH-HERLOZRITH 2 Z LD, ILERAZEOH 2 BE TR LWL 23 E LT,
23 D7 4 7T — FRIEH R OARK CTHATEORWEANHRE SN TWDL I ENLERE L,
(TVIIL6. (1) AOHE - BEEEES 0 & 4 B 9.1.1) [VIILS. (2) I B BIEIEF S BUEEE K O R
AR —5] DESHR)
2.4 HERF OB GBI T D L EMEIIMEL L TV RN EDERE Lz, (TVIL6. (5) il 9.5) @
THZPR)
2.5 WA DEEFRBRIZIBNT, AFIE 7 a AR T 77 B oIk Y . AHFID
MAETEENZELL FH L7 (272 2RY 2 Cux THI9.0 5, AUC THI 1405, UV 77
B2 Cmax TR 94 1%, AUC TR 10915 Z b @E L, (IVILL. (4) 2) 2E0 : #Ey)
MHAEMERRE 7 axRY o LofH)) TVILL. (4) 2) 2E0 : EWHEEERRER (V77
yET o EOPFR) ) TVILT. (1) PFRZERE E 0 E | OHESM)

3. MEEXIFHRICEET 2 FE L TNDER
V. 2 0B ST R BIE 2R R ) 22T 2 2 &,

4. AERUVAZEICEET 5FE L ZTDER
VA REROHEICEET 2EE] 223152 L,

5. EELQEREFE L ZFNDER

SEEREAMIEE

8.1 & O U EIRIMEIRIE D IR TH 2B FHIEEITV, BITHEEPRESC, ST - BRSO
BMMEDEEDY 27 757 7 X —OEbL +5EET 52 L,

8.2 HH X MG EE 2 EHIMIHRA L, RKEIOZR DGR b WGEITITEAR & 5T,

Hikd 52 &,

8.3 AANTATHERE M O THEBERR B I %2 KT T 2 L 03 H DD T, H 5P TR ATHERERR

HEITH L, [22, 93.1, 932, 11.1.2 ]
8.4 AF|#E G- HIZ LDL-2 L A7 v —/UE LSO RN H 5720, BEHFIXLDL-2 L A7 a—
I Z ERIICRET 2 2 &, [17.1.1, 17.1.2 ]
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. 2t (FALOEES) Y HEE

(fig7n)

PIFIZ, IRETORTEHAZ T,

8.1, 8.2 WIRMAEDIREICI T 25— WAy Bt & U CRtd L 7=,

8.3 ARANIIFHERE I ONFHEBEMR A I B2 KT T B ENN D H TR E LT, (IVILS. (2) &% :
FEMERIE . A OME, BIEE K ONFINO A EES SR ORIERBBEE (IR §) ) OHESHR)
F7-. HERNTFESE, Child-Pugh 43#H B X% C DIFHZED & % HBE 5 5 WITILEHZED & % H
FA~DEEX, B2 Lo TWn5, (IVII2EAZNEEZOHE 2.2 OEEBMR)

847 4 77— FRIEAIT, LDL-2 L AT v — /Ul LA OFREERH D Z 0 bRE LTz, (VS
BERRRE | DTS

6. RENERZAIHEHICHT IR
(1) AHHE - BEEFOHLEE

91 GHHE - BEREOHIEE
GLITERADEIEEDOHHEE
MATER RS STV D,

(figan)
[VII2 22 NAE L 0 23] OESMR

(2) BHEETESE

9.2 BT RE
9.2.1 eGFR ¥ 30mL/min/1.73m? KD BHEEEEZE D H L EE

BB RIRIE N S Db b Z £ db 5, [1.. 1111, 16.6.1 ]
922 BHEEICRET AERARREMBICEENROONDIESE

AL HMG-CoA (& iR A EI A2 O T 2 56 1213 B8R Lot 2520 i s b 55
WZCORGEHT D Z &, SR BEHRERE L Z 1 O B RARIED & & bived v, Rte x5 0F
AT 28541213, EHICBHEEERES 2946 L, ARER (A, B o%8l, CK E
F PR ORF I AT a ey ERTNCME Y V7 F = EREOBEEDOEALZ RO T2
AITEBICARI OB 2 hik+ 5 2 &, [7.0 102, 11.1.1 ]

(f#0)

LLFIZ, IR BEETOREHE 2777,

9.2.1 2022 47 10 H 12 H RT3 3 - ATER AR EIL xR R @A 3A 225 1012 45 3
TS, (IVARER O EICBEE T 2FE ] V.S (6) 1) EHAAMRETRA (—WB6E kR
A, FEEME AR, fEHEGRI)  BOEIRGER T — & N — A, USRI ER AR
BRONE 5% . BLEIRGE% ARG (BHREREERE) (IR ) TVILI0. (2) BinekEE S
FloBIT A EyEE £22®) [VILS. (1) \EAZFEIVER & OHGER 11.1.1) TVILS. 2) &% .
FEMERE, AOHE, BEEE K OFMoOA EEY ZHORERRBTEE (IR §) | OHEZMH)

9.2.2 2018 4% 10 A 16 HfHE S5 =3 - ATEH AR EI L X R R WA 3A 2% 1016 55 1
TS,

EPNA DO EFRRBRIC BT, AKI & HMG-CoA & Tl EH IO G T X 5 I o i ~ o 58
ITRO LIRS T, D7 4 77— FRIEHNZBN T, EHREREE A3 5 8% 12 HMG-
CoA EILIEHZ M EIR A A LIERIC, BEUHAIRIE N HE SN TnD 2 Enh, BIFEREICE
T 5 EERAR A FL 5 23388 5 5 B 12381 2 A & HMG-CoA iR tlEsE [ ESK O OFH % (7
HIEER ) RO TRAIPEAAZES) & LT, 20, —fRAEHEA B ARKEIRE(C RS 0B 2%
. 2018 AR5 8 (Al RS L 2 R R R 2R RHAS 2B W T, BEEIZE ¥ 2 R A a
ICREDRDOONDEFICEBIT D7 47 T — FREH L HMG-CoA &l EIE OO HICES
T HEEMEIC OV TOEBEIMTONT-, ZOREE, BRHER E-CR U AARIE B9 5 1R
WAED A ffkfoe L7- BT, TRAEES) ROY TRAGEFAHZER) 20 TEZERERER] KO TFH
HE OHEICEEWMELAZBITTD Z ENHEYTH D Ll &N,

SRR IC B AR A (M52 L7 F =X eGFR % HZ%) IZRE DR b HBE T,

64



. 2t (FALOEES) Y HEE

1B BT 215720 & S D GG I DAAK] & HMG-CoA S& iR FEE 22 2 &,
¥, KR £ TORENERRBRIZIBW T, AAIE HMG-CoA & ulEH#NH 3 2 3 2 7R
TiX, M2 V7 F =B 1.5mg/dL L Ed 5\ iE eGFR B2 45mL/min/1.73m? A D BH %
RHSRRIC B RO LN HEBHE E U TR L CEEM Lz, BREREREE BT I2AKlE HMG-CoA
TR EE A O LR BRIIIR D208, KGR IR £ C o [E N ER IR S8R ORI il 75 %8
BlL7edE 3722, (IVILL (4) &% - fiHEORE 250~55W0) ) VIS, (2) &% : &
WA, BOHE, BEEKOFNOAEEE ZBIORIENREME (R 5E) ] OHEBMR)

(3) FriggefEERSE

9.3 FTHREREE B E

9.3.1 EELHFEE. Child-Pugh 7¥EB XL CDIFEENDHIEEH A WIIREREDHHEE
B LW L, WEEZELSELIBZNWDND D, 0. AFIOMPFETIREN EAT 5%
nnids, (2.2, 83, 16.6.2 ]

932 FFIEEED HSHHEE (Child-Pugh 748 A DIFEZDHLEEE) XIIFEZFOBEERDOH D
BE (931 [2RETHEEZRQ)

AHNPe 5- O 5 M OARK| OB B0 B2 EEIZHIWrT 5 2 &, FFHREERAE O BF LB 2 &
LbNABENDRD D, Eiz, FEEDH HHEFE (Child-Pugh 7356 A DIFHEED & 5 BEE)
TIIAFI O MAFFEFFREN LR T 2B8Z0H 5, [8.3, 16.6.2 ]

(fifL)

PIFIZ, IRETOREHAZ T,

9.31 IVII2 2o NAE L Z OB 2.2) DESM

9.3.2 itk e = B A 515 & LT SR Eh e BR OF5 R, IFEZS Child-Pugh 7388 A BEICB W T, K
F O M AE PR EE A SR E R & BB U C B (Coax TR 23 f5, AUC TRI2.1 /%) L7c72h,
FEEED S 5 BE X IFEEOAERE O H 2 BEIIHEEICEGTLIHLERNH D Z ENLHRE
L7z, (TVIL10. (1) A RERE B 12317 2 pdhfe | [VIILS. B e AR & 2 OB 8.3
[VIILS. (2) &% : KpEl, A0HE, HEEE K OFNoA BEE ZRoORIERARBMEE (IR
BE) | OHESMR)

(4) £IERRZAYT 5F

RESH TR
(5) 1EiF
9.5 TR
M SR L WD ATREE O & D & MEICIT & 5 LsnwZ &, [2.4 /7]
(fiFs)

PLIFIZ, IREETORTEHAZ T,

W EER (7 v ) 1IZBWT, AH 3mg/kg/ H UL ETREMW OIETDFRD HALTW D, HKGRIFE
TOENEBKRABRICIB N T, EIEF O LME~OMEHBRERIL AR < ZaMEITML L TnZenz &
ORE LT, (1IX.2. (5) Ana¥sAMRER3) | OESHR)

(6) #=ZFLI%

9.6 RELIF
RALBRNWZ EREE LY, BHER (T v ) THLHFT~OBITAHRE S TND,

(fig7)

PLIFIZ, IRETOREHAZ T,

FYER (T v ) IZBWTHITTRT~BITT 2 Z G SN TWD, £, BAFDOT v M
B ~OE G2 L0 AR CHREOIRME K OB AR ORI D3FRD LTV D, KGBRFE T
DENFGRFABRICB W T, RHIFE~OME FARBRIT 72 < . WP ORIz 5 223 LT
WZ EMNBRRE LT, (IVILS. (3) At ~0BAiTH:) X2, (5) AFsA s 3) | OESMH)
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(7) MR
9.7 /hR
INREE G L LT AR OV BME 2 R & U2 AR BRI T 340 L T2y,
(fiF3n)

Tz, IRETOHRTHEZ T,
RHEAEER, FAER, AR, SISO NRICRT 2 RARBRN 72 < . ZRVEDHESL L TV
TEMBRERE LT,

(8) EWE

98 BnHE
RITERRBUCHE L., Rl a +o BB LN OHEEICKRET 5 2 &, —RICAEBBERENMET
LTWa,

(Fif)

UTFiZ, IRETOHRTHEZ T,
—HRIZE S CITAFBEENMET L TWAZ 2N, BERAZEZ LT < RbdBF0.
JERDNEALT 25BN H D Z LN HERIE LT,

7. HEER

108 EEA
AHNT., FL L TCYP2C8, CYP2C9, CYP3A IZ L v {#tans, £7-. A#lX. OATPIBI,

OATPIB3 O} E L 72 %,
(fiFa)
UTFiz, IRETOHRTHEZ RT,
BN RERBR ORE RICESERE L=, ([VIL6. (2) {CHHCR 5T 5lEE (CYP &) Ooy1HE,
FHEL1) ] VILS. F T v AR—Z =T 2R (1)) OHESMR)

(1) GtREEEZNEH

101 fFRES BHtALGWLI &)
N4 & BRIIER - HEE A BEFF - fERRE T
v ARY v OFHIC L0 RFI O AR EE A | /2 52 3K A ©  OATPIBI |
(o714 Iav) FRIDIBENRDH D, OATP1B3. CYP2C8. CYP2C9
(xA—F V) JOY CYP3A DOFHEERIC X
[2.5. 16.7.1 &&] HEEZBIND,
R SN RN JEFLEAI D OATPIB1 KON
(Vo7720) OATP1B3 DM FEEHIC X
[2.5. 16.7.1 &} ] HEEZBRND,

(fiAEL)
LLFIZ, IR EETOREHE 2777,

7 ARY o AN ORI I T, PERIC L0 AH O AR R S A M 5
EHBEE L CHELL EF L7z (Coax THI9.0 5, AUC THI 140 f5) Z EMMBRRE LT, T,
I ARY D CYP KN T v AR—F—DHEEMICL D EEZLNS, ([VILL. (4)
BFE - JFHEORE 5250) 0ESH)

U7 7oy WHAORKRERIZI T, OF R 512 &0 AH O d S iR B 23 A K H
P HRE L L CF LS ES- L7z (Cmax T 94 fi5, AUC THJ 109 %) Z EBREEL
7o ZHIXV 770 B D T U AR—FZ—DMEERICE D EEZOND,

ek, V77 oV U ERERGBICAAEEME S LIz e 2 A, BKF O MR EE DK T
(Crmax TR 04 5, AUC TR 0215 3B O LNz, T, V77 B o CYP FHE(EH
IZED . AFORBNTCHE L= d B2 b, ([VILL (4) BF - JFHEORE 250
DIEZHR)
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VI ZEtE

(ERLDIESE) ICEYTSHEE

(2) ftRFEELZDEH

102 HHREE (BFRICSEEYT S L)

AN

HRARIEAR - HEIE T 1A

BEFF - fEBRIA T

HMG-CoA & jrfi% 5 FH =K
TINAEFF R T
N
SN ARTF
TNNRAEZFF N
L
[9.2.2. 11.1.1 ]

SO B RS RE AL & RF O RERUT Al
IEN B 5TV, BRI
(W PR . W8 D 36, CK B4,
M ENRF I A7 a e B/
NIy 7 V7 F = EREDOR
RE DAL 2RO TG A ITE B I
BE5EzHIETH L,

fEBRIA T EHEREIC B 2 I
IRIRAAE I S H 3580 5
% B

=0 ll N/ VY W g1
[16.7.1 ]

BRI 2B E I IIARE G OTE
Je O FI 0 0D B 2 (B E |
W35 Z &, FHICE D AKHD

7oy xRua<wATy

HIV 717 7 —EHEH
U b e

[16.7.1 ZH]

MAEFEREN LR DEBENRH
60

EEIEA O CYP2C8 KX
OATP1B1 DIHEEHIZL D
EEZLND,

£ FC ¥ Al o CYP3A .
OATPI1B1 }T* OATPIB3 @
FEEAICEDEEZ BN
60

Z)vaf ) —)
[16.7.1 ZH]

ORI & 0 AF o i S iR L AS E
ATHRENDRD D,

EFLHHF D CYP2C9 M OV
CYP3A DL EICL D EEZ
SY TR

(S s ) =1 AHN D e R EE DMK T 9% Al RE| Rl RF 4% 5-12 &L 0 ARAFI A 7D
ALVAFT IV WD DT, JFAT 25E 1T, | FEANC WA S UMK T
ILAFIF AREZRIR Y MR % & TR 5T 5| T 2 REMER & 5,

ZENEFE LV,

VY CYP3A #5554 AFNOMAEFYREDMET L, AF|£FLHEA OV CYP3A D
HNNwEE DONFENWIFT DBEENDR DD, PBEIEHIC L ARKFN O
VR AVA REIND EEZBND,

TJrz=RrV

Rl = A e N A
(v heva—r XU
—h) SAEWE

(fifL)
PLIFIZ, IRETORTEHAZ T,

HMG-CoA &AL ES | BHREICBE T 2 RMREM (g2 L7 F =% eGFR % H%2)
[CEE R DD EE T IRE LT 25700 LM S 55812 OB AK & HMG-CoA
TR ERZ 5 2 &, (20184 10 H 16 H A EA S EE EE3K « iR R E K2 4
RPFAERAE AEZRH 1016 45 1 Bk <, [VIILG. (2) EHgREREERF 9.2.2 VIILS. (1)
BEARAREWER & WIHHER 11.1.1) OESMH)

7 a v K7 UURRREEE A OERERIZB VT, PEHIC X 0 AR B 51 & Hols L TR
Ko MIETEE PR LN (7 e K7 L)L 300mg #HERF Crax TF 1.5 2. AUC TF
24, 7t RI LV 75mg 5 Cuax TR 1.3 5, AUC THI2.1f%) ZEmbRE L,
ZNE e ERILIALDCYP RN T o AR—Z—DHEERICLE S EEZ NS, (TVILL
(4) BF - fFHEORE 2520 OHEEBMH)

7 ) Au~A Ty SN ORBEERBRICE W T, BRI & 0 ARHI M 50 & i L CAKH
DOIMAEHRIRE A DA 5T (Coax THI 24 5, AUC TKI 21 f5) ZEDDLREL, T4
X770 A2~ DODCYPER RN T VAR—F—DHEERICL D EEZ D, (TVILL
(4) BF - fFHEORE 22@) OHEBMHR)

HIV 717 7 —YHEHR : AKX CYP3A4 |2 L 03 &4, OATPIB1 &N OATPIB3 AV
E7eb, U NFENED HIV a7 7 —EBHEAIT CYP3A, OATPIBI, OATPIB3 % [H&E 3

-
—
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. 2t (FALOEES) Y HEE

8.

(1

~

DM, OFRIC X0 ARFIBAMBE 55 & i U CAFI O MAEFREN ERT 82003 H
HIORTE LT,

Zvat ) —u WA OERRRBRIZ IO T, PRI X0 ARFI B 5 & bl U AR o 1
PERREE ER N BT (Cuax TR 145, AUC THI 1.8 %) Z LB Lz, (TVILL. (4)
BF - FHEORE 250, 0HSR)

BaA A2 AZHASHRE © In vitro DIEWF EAERRER OSSR, ARANIFEA 42 ZZHBHR IR A S
RTNEEBEZX NI EBRERE L, (IVILL. 4) &% - JfH3EOKE 2EQ) OHESH)
JRVY CYP3A F5E A« AFNIL CYP3A4 IZ L W EI S5, JRU CYP3A &AM L oIz LD
AFNOMRBPMEESND Z LT, AFIOMEFRENMET LERNBHTLHB8EZNNH 57
Wik Lz, (TVIL6. (2) RHHICEAL-T28% (CYP %) O 1f, %HHFE 1) OHSH)

Bl{ER

11.8l4EF
KORWEHNRH 5D Z BB DHDT, BIEL ATV, BENEO ONHEIITES
LT 57 P E AT 2k,

EXGEIMER & HER

1.1 EXGEER
1111 AR ARE (B AH)

PR, Wi, CK B5. R ORT I A7 oy FR2 5 E 3+ 2 B RREN 5 &
DIL, T > TREBRESEOREREREEENH O ONLZEBHLDT, 2O L9 77
AIIFELICEEZRIE L, #@ERAEEZITY Z &, [7.0 92,1, 922, 102 ]
11.1.2 FAEEEREE . #E (W7 b HEARH)

[8.3 & ]

)

MA1 D7 ¢ 77— FRIEHNZEB D THRUTAE NS SN TWD Z EMDRE LT, 728,

AFNDOENEEFRZE (K-877-ER-02. K-877-ER-03. K-877-ER-04) 128V T. A5 1 AH
BB RMETE O BIWE TSRS STy,

11.1.2 2024 4 8 J] 27 AAHEAGTEE ESER E KL xRk @an  EIE23E 0827 55 1 |2 &5

<o

(2) ZDHhDEI{EH

1.2 Z DD EI1EF

0.5%LL 1 0.1~0.5%Aifi BEEERBA

P ALT L5 Eﬁﬁiﬁ%%iﬁwai
7t

i A |CK _EH-. B L 2 427 m v

B | BB Z O

BRI CEbZ&Te) |7V a~Es o BN K

Z Dt PEEE Y AR AN, R ER

4N
(fiFa5)

AFHN DGR £ TOEPNEARBRIZI W TIE SHZRITERICOWT BEBIES 3 FILLED

H4 (CK B&H-. . 382) i Lz, Mz T, IREEDOZFDMOEIERICGEHK I Wb E
G CRLHE L7z, FEBBEE X, AF|OENEARRER (K-877-ER-02, K-877-ER-03, K-877-ER-04)
WCBWTHE SNT-EERH OB Z EIZEH L, #E SnenolmFRITBEERH & L,
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B, UTORBORIEHZHRE L UHEEZRH L,

- ﬁﬁiggﬁi% G LEEIHER (PT)

Il ALT L5 TI=rT I b T AT =T —BHIN
o CK L& M7 L7 F odk AR —E
P AT I

i FI5 95, L5

Z DA, vERI Bz &) YR

EHEAEMERRBREERVERREEREE—&

Bl AR
(K-877-ER-02, K-877-ER-03. K-877-ER-04 :XERDE:T)
SFGAEGIE 405 15 11 F 0 R T
BITEFIRBUES (RHEE) | 2061 (104%) t%)
i NN 1(0.2)
11 F o R FBUE | | [RE L OSEEE] 3(0.7)
(%) BRI 1(0.2)
[DoRE ] 2(0.5) 2 T PR 2(0.5)
ARIENR 1(0.2) [k R 5 L Ot A LR 5 ] 10 (2.5)
LA 1(0.2) MINEERRE 1(0.2)
[RFEHE] 1(0.2) R 2(0.5)
IR RUNESiZ 7] 1(0.2) 75 LS 4(1.0)
[ 5 AR ] 5(1.2) ESEETHRS 2(0.5)
i8] 1(0.2) i3 1(0.2)
T 2(0.5) [ b ] 5(12)
FESED 100.2) FEMED E 1(0.2)
A% 1(0.2) SEIR 2(0.5)
[—#% - 2HEEL X OB G OIRE] 2(0.5) {ER 1(0.2)
I E 1(0.2) KR = 2 — 1 /S F— 1(0.2)
SR 102 | [ L OUREEE] 4(1.0)
TR 1(0.2) 1% R 1(0.2)
[BYiE R & O hE] 4(1.0) e s 2 2(0.5)
T B J& A IR BTAE 1(0.2) PR A 1(0.2)
ERINIaRZ 1(0.2) (P2, Mahds & OV ] 1(0.2)
PR B R 1(0.2) A% B, 1(0.2)
ELES 102) | | [R5 & O T Lk ] 4(1.0)
((FV R 12 (3.0) 1B 1(0.2)
TEHEALE Y hu v RS T AF URERER | 1(0.2) %95 2(0.5)
TI=ZUT I NI UAT 2T | 2(0.5) I EEE 1(0.2)
7 V7 gk AR F - —E 8 4(1.0) [ /s ps ] 2(0.5)
M7 b AR 2(0.5) i 2 (0.5)
VARER (a) #m 1(0.2) RBIEM4 1%, ICH ERREHRMFESE H AFER (MedDRA/]
[ —— 102) gglzmﬁﬁ%kﬁﬁ(ﬂm)&W%X%(m)f
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2% ARKRE. GE. EEERUVFHNOEEZFERAIOBERAREEE (R &)
REEER A OEIERDO RN

7T R IR $E
SR by ; : -
24 A 24 @ 52
<65 % 29/236 | (12.3) 110/1094 | (10.1) 142/1130 | (12.6)
A i —
=65 % 6/62 (9.7) 53/269 | (19.7) 64/288 | (22.2)
- Bk 29/245 | (11.8) 128/1146 | (11.2) 163/1183 | (13.8)
otk 6/53 (11.3) 36/217 | (16.6) 43/235 |(18.3)
BML <25kg/m? 10/98 (10.2) 62/504 | (12.3) 80/527 | (15.2)
=25kg/m> 25/200 | (12.5) 102/858 | (11.9) 126/890 | (14.2)
= L 16/155 | (10.3) 68/781 | ( 8.7) 81/806 | (10.0)
lilEfinaias
HY 19/143 | (13.3) 96/582 | (16.5) 125/612 | (20.4)
L 20/182 | (11.0) 83/940 | ( 8.8) 93/940 | ( 9.9)
2 AUBE PRI
HY 15/116 | (12.9) 81/423 | (19.1) 113/478 | (23.6)
AERY v L 8/84 ( 9.5) 50/465 | (10.8) 60/479 | (12.5)
v Ra—A HY 24/178 | (13.5) 107/747 | (14.3) 139/788 | (17.6)
G <500mg/dL 30/262 | (11.5) 155/1270 | (12.2) 194/1321 | (14.7)
= 500mg/dL 5/36 (13.9) 9/92 (9.8) 12/96 (12.5)
HDL.C <40mg/dL 12/112 | (10.7) 55/523 | (10.5) 69/539 | (12.8)
=40mg/dL 23/186 | (12.4) 109/839 | (13.0) 137/878 | (15.6)
Wi
. . 24/212 11.3 125/1020 | (12.3 153/1063 | (14.4
) FEUEE™ ERRLAT (11.3) (12.3) (14.4)
AST ¢ OV ALT < E b
/\ —_ by
Y |- fR 10/83 (12.0) 38/326 | (11.7) 50/338 | (14.8)
FFRERE o R
(FFRRERRESE (SOC) (2 20/154 | (13.0) 113/651 | (17.4) 145/685 | (21.2)
NI L EOHER)
eGFR =60 26/254 | (10.2) 128/1190 | (10.8) 162/1233 | (13.1)
(mL/min/1.73m?) <60 9/44 (20.5) 36/173 | (20.8) 44/185 |(23.8)
L 11/120 |( 9.2) 61/757 | ( 8.1) 78/786 | ( 9.9)
2B F B
HY 24/178 | (13.5) 103/606 | (17.0) 128/632 | (20.3)
TRk E R
(eGFR 60mL/min/1.73m? i) 9/35 (25.7) 18/80 (22.5) 24/90 (26.7)
MORE T OERE
1 I E A OF 20/149 | (13.4) 86/617 | (13.9) 107/653 | (16.4)
NS T v AR — 2 —BRESEGE 1/4 (25.0) 7/31 (22.6) 8/32 (25.0)
LAt R faFo e hls 5F 5/17 (29.4) 6/32 (18.8) 7/34 (20.6)

FEEFIE 20 (%)
TE) HELYEE AST : 10~40IU/L, ALT : 5~451IU/L
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IR SEAGRIFE TOENERKRREBRICI VT, BHEEREBE 2 IR §& & HMG-CoA = tliFR[HE
HEGH LEBORIER® 9 B, BSOS AE \CBhE 3 2 BITER (MRS B fRIE/ R 4 /35—
(MedDRA #E#ERREN) |) ZEF LR AEREIORT, B, ST 28WEMX., Mmdhs L7
FURARF =B, fh 7 LT F= 8N, b I A e s, Rh I A s a e
PE. AR, EBIEEER, SEEAL Thol,

EHAEE BE(C IR § & HMG-CoA BB RMTE L HA L OB HMAE CEEY 25RO RBKR

1238 ° 5238 Y
IR §E
77ER 0.2mg/H : 0.4mg/H R
%%%ﬁig%;ggiggﬁi%$ 235 (5.7) | 3/47 (6.4) 078 4/29 (13.8)
F%gékggfggﬁ?giiﬁfgi 0/263 2/610 (0.3) | 4/312 (13) | 5/269 (1.9)

FEBRGIBU B (%)

a) HERRORE, 7=/ 74077 — & OHEBERGERBR, © 2 2% F RO ARG, HMG-CoA &
TEEERFER CIBETOBE ARG & LRI GRE GB L WA O 2 W), 2 PR & & 0F L7 IR R
JERBE AR E LEEIRGRR (B 1HOR), 7=/ 747 F— & ORI, > 2V &M
B O PF&- R AT

b) TG BEA Ry IEEREIEEE 255 & LRIk GRE, 2 AERR 2 A0 LR REIEEE 265 L LI-R
GRG0 IRELERG LIZEFEDOR) OFFEMT (IR $E0 713 0.2mg/ H X T 0.4mg/ H #5541

9. BRERRERRICRITIHE

REIH TR

10. BEKRS

REIH TR

1. EAELOIE

14 ERALEDEE

141 EFIZAEDFE

1411 PTP @2 DAL PTP v — b2 b HW H LU CARAT 5 L 54425 2 &, PTP v — h D
I XY BEOGATNEIERFEA~FIA L, B3R 2 L THERAREOHEE 2 A 0HE
EOPRTHEND D,

1412 RENIRIEERANTH D720, 7z, $0O5 L7720 LaenT, ZOFEENETICR
AT2L5ETHZ L, #0020, TS5 L0 LTIRAT S & AAIOHRKMEN Kb,
HEENEDLBZENN D D,

(fiL)

14.1.1 1996 4F 3 H 27 Hf+ B 3#FEE 240 2 [PTP OFEMKHFEIZHOWT] LR20194F 1 A 17 Hf
H 3SR 54 5 DERtal ZEaiI 2 250 < R E S IRM SCES OIERIZH T2 > TD Q&A (125
WT) O Nodd IZHADE, BaMEZE L, BFEOBRREL LT 5710 E LT,

14.1.2 RFNOBFIREIC S & #URRAFEE LTRE L,
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12. ZDMDEFE

(1) ERERERIZE D IER
BREIN TV

(2) FEERPREARERICE D CIER

15.2 JERRARERERIZE D < 1%k
~ 7 ZADONARMERER (0.075mg/kg/ H LA E) CHHEREES K OVFFHE A I 0> RS BLSE FE D BE N 23 78
DN, Ty O AFEMERER (I 0.3mg/kg/ H LA L, M Img/kg/ B LA L) CHEHIRGEE K OWF
AMACRRAE, ENE R e A A . N AR, RS T A T« > & AR NP ONT BRIR RIS
b B R R 0D R B E D AN 358 D H ATz,
(fiFaL)
PLAFIZ, IR ETOREHAZ T
<~ AR T v O AJFEHERER OFE R, S ORBBEERNAZRD b2 LM bRE LT,
IO OIS LITT s HEICRHRNTHY . B hTORBELY A7 RV LTSt
2B, AR E TCOENBERRBRICB T, BEHAEMORTERO®E X2, (T1IX2. 4) 2
AIFEPERER 1) ) OIS
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X. FEERAREAERICEET 21EE

X. JERRAREBRICEAS STHE

1.

EIEHER

(1) ZENFEIBAER
(VIR B B A5 THE ] OESMH

(2) REMFEBIB

LREMRERR . —BER

oy B FE/ A TR b5 .
R W% (b1 T s
ABIELR - FPARRRRER Z v MSD 1, 10, 100mg/kg | 100mg/kg F T AL K& OFTENT X3
(Irwin DZRTTHEIER) 16 AR OGS | 2ERIERD bhahoTz,
iR EDT\ = 1% 2 E%
(iﬁiﬁ 7 > M/SD 1,10, 100mg/kg [ 100mg/kg F TREERFEREIZ T 2 1 HIE
plethysmograph};ﬁ) K3 HERE O b | bivknol,
A X/E—7 )L 1, 10, 100mg/kg | 100mg/kg & THfi £, LA OV EX]
I 4 HERE O G 12T 2 ERITRO 6ol
%’Hﬁ;,ﬁ%i 01,1, 10pmol/L £ CE/LE v M ILIAN; O
D1 AL 10umol/L | FEBY AL IC a5 2 72 in o T,
in vitro, 6
=
}£§2?$@ 0.1, 1, 10umol/L % T hERG F ¥ R /L EI I
e s 10pmol/L | 8% 5.2 72/ » 7=,

(3) Z Dt FEEHER

BB L

2. =R

(1) BEEREEMHR >

HEKSEHHER  —BX

B FE B s BE& HENS D E A &

Bk (BI/RE) Bk (mg/kg/H) (mg/kg/H)
i%g%;%;i? %0 0. 300, 1000, 2000 2000

4W§;7” &0 0. 1000, 2000 2000

(2) REEHRGEMEHR >

RERSSEHAER  —BEX

\ M
7. % 3 AW HE
[l R % L ]
Smg/kg/H LA E &, MBS O EA- RO
- . . s 5
é&%ﬁ? Oﬁiﬁfw 0.5 |SOmg/ke/l : REMINLIRE % FE 5 0o 00 251/ 5E
i IR (4 ) [EE SUZEEE AR
ni,
w13 Img/kg/ A VL | : &, FFefbifEsE o B5- FHia o
v ~/SD 72;;0 1310 <1 B R/ G- B AL/ B FE . BRI A b e A oD B K
MERERS 10 W03 10 30 e 3 T ERRRTEMIL O 22 Ha L
s 5 10, 10mg/kg/ A LLE Bl ERR O K
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X. SEERRREAERICBEY SRR

. eFE M
=z ¥ 3 A HE
- [ R ]
0.3mg/kg/H VL Lk B, HidelifEss o LR, ik
DAEKR/AFERMEAL/EESE, 1B IEETIERE. FIRIRIE
%1126 ha bRzl D R KA AE NG = v A R B BRI T
Z v SD 72,;0 03.1.3 1£<0.3 DOREXR, FEARFIZEME D ZEak
M 12| S i<l |Imglke/FDLE : B, SHIO BRSNS
0 25mg/kg/H : I JE W DI K
EEMERER (5 W) B MEEITHEREAA DL
W2 DWW CIEEIE R EE/E A S B B 7=,
_ e r/26 i - o . o
Z > /SD I FR B 3 ) £ 0.03[0.20] |0.1mg/kg/H : [FMif#ESE D L5 FlROBEIE, 121
WERESS 12 8 0%303 0“ 1“‘ i 0.03[0.25] |HEFTIEEE
3mg/kg/H LA L (REABEEEOWCD . IRFER DD |
A, iz o LA B BEIRIEERCR /A A fa L
DI, OFHEE D22 fu Al
A4 X/e—7 )L /4 A 0.3 30mg/kg/ H LA E : FFARAQ O i EREAL
HEHES 3 0, 0.3, 3, 30, 100 ' 100mg/kg/ H : JETS ., (DM DZEVE, B #8115 D RRHE R
/NS R/ A R ) R A A 2 oD g hn
EIEMERER (8 M) : [EME SUXEMEE M AFRD 5
gy
0.lmg/kg/H LAk : &, FFefifgss o LA
0.3mg/kg/H LL_E : #R{H/ T, Do
N . . Img/kg/ H LA L - (REABEEEOWCD IR T, M
a0l oot | Heeah [okeskr o , ebiote f
SR b 3mg/kg/H : UAER:, & #EE ML oW e
MR AR OIS TE/BESE . B RS O T A e ZEAE/ i
S ONERlE
TAESTT mna 1 0.3me/kg/ F L E : FFSI 0O RERDR 7 ot L
HEHER 3 0,0.1,03,1,3 3mg/kg/H : (KREABEE & DD
0.3mg/kg/H = AL O RERLIR A ER ML
Y= A . . Img/kg/ H LA L - (REABEHEOWRCD, &, ko
¥ o hens Al ﬁffog PAIER (o 3 EA
HERER 3 P T : 10mg/kg/ H : FFEemifEsE O _E5-
EEMERER (48 - EENRD BN,
YT =7 A /26 ¥ 0.1mg/kg/H = A O FERDIR A e b
Pr 10,03, 1 0.3 0.3mg/kg/H : HHBla D ZE a1k
eSS 3 it 0,0.1,0.3 Img/kg/H : PT iEE
_ . . 0.1mg/kg/ B LA b« FHEHRR 0 FERLIR I A b/ 22 fudl,
T e FO2 T o | #03RA) | imghe/ AL - TOMD, BB D L5
ek & 4 6 0.0.1, 03, 1, 3 HE 0.3[3.0] |EHEMERER (4 W) EE XX EHEMER 250D 5

iz,

[

1N IR SEOERAR A E 0.4mg/H (1 H 2 B) ORE(LAKD AUCo OFMTAEHE (X7 47 F— T TN
ABF o VR RAETF L TANRAEF b QMY ERE AR B OMERRER, R Bk,
15.048ng- h/mL) % 2 {% L7=ff (30.096ng: h/mL) (%19 %L
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X. JERRPREAERICBE S 5THE

(3) EfrEMaER >

BinEEHR  —BER

e . B FR AR TN | B 551k .
Y $H e . = ARG
RO W (IR 5 1545 BSR B
, X . e . SO IEMEAL OB EIZE D &
[EPA¥ /N 2 = S s g o =
EEQ% Z;Uiégﬁ invitro | 78.1~5000pg/plate f\@m%%%ﬁﬁﬁ%ﬁ%
IR o T,
u u i N
/Ef%"ﬁ%f;ﬁ CHL/IU #ifia in vitro 12.5~400pg/mL ?:%MK’EE EE e e
. Z v h/SD e qn| 0, 125,250,500, |Yefafk B4 RS20
NN
K6 2 A 1000mg/kg/ H ST,
(4) BNARMER
1) 104 BENABRMSERER (Y9, Sy k) @
Be 5. 051k R AU B
7 %
ﬁﬂ?%fg 5 15 491 (mg/kg/ H) SIS
#hHE (mgkg/H) (&R R bE]
0.075mg/kg/ H LA 1= 0D B oD M I ~C i fed g ek
0.15mg/kg/ H LL_E O FE D Mt C AR I o 3¢
e BURIE D RINARD 7=,
< Z/ICR 1£%W <0.075[0.42] |2 blE, o WEICEERG B EE X
MERES 60 00m5%;o3 ME<0.075[1.1] |7 ( TIX2. (4) 2) 28 AJELMEREFfatak
T B (v b, B0 1 TIX2. (7) 1) JTEdE
O FEfRERE (PPARa / v 27 7w b~y
) | DIEBR)
0.3mg/kg/ B LL_E DO fifk C HERB AR 5 AR e
0.3mg/kg/ H LA EDOREDIER O Img/kg/ H LA E
DOFEDOME CIENRAR EHI IR ARAE,  FUIR AR IE N
B i, Img/kg/ B LA OB O MERE THT
s MfEEE, RFAEiRIE, HECHERI AT vk
T 5 3 i3 N -
Z v +SD 104 35 [ 1#<0.3[1.8] @m%@@%ﬁfé?ﬁgﬁfﬁghti
WEHER 70 | B 003 1.3 fici[say | SAVDIE o WEICHRI AR L B2
e 0’ 1 3 io Nz, (TIX2. (4) 2) S AR erErE

B (v b, H) ) TIX2. (7) 1) iFEett
O faEtER (PPARa / v 7/ 77 b~
R) | o~ [IX2. (7) 4) LA hF=
VIR T AR (T ~) 1 D
THZ )

[ 1IN : IR EORRKKAE 04mg/H (1 A 2 [E) ORE(IED AUC) DEMTEEIE (RX~vT7 4 7T — b &T TN
ARTF U VUNRART U TN AR T L OEYENRE AR BAEH OREEBR, R Bk,
15.048ng- h/mL) % 2 £ L7-{E (30.096ng: h/mL) (Zxt9" %tk

2) NARMHMERARE (v k. ) 2

Z v b RO LD KAERE D % 5 R CEREL L 7= iFig A2 O T PPARa FEPEALIZ B 5
BT REDORBINT 2T o TR R, T v MCBW T UL F 2 — A4S 5 Eis - D%
BN bz, F1m. ~ILA X — AR S H, B LA b L 2N R OV A B 5E 1
Mo EREZRBTAERENE LN, PUZBO T, WTFNOEEEEFIC OV T H 3
D7, FHLLIET v M ERUBIFEORENME o7, LEX Y, T v bR AEMRER TR
BEEESHEIN U 72 M AR IE S 1 PPARa {EMALICEEE L2 b O Th v | BRSO U B 2
DD (IFomEICEEREENE) RN ERoT2,
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X. JERRPREAERICBE S 5THE

(5) HIEFREFMAR

1) ZERRERUVERT TONHAERELICETIHER (S H)

22)

e ZRERRT 14 B [
~HR 7 H
0,5, 15, 50

(=P RE, IR S8 )

7 4o K575k T B
1%?%%@3 Be S BN (mg/kg/H) KBS
5% (mgkg/ H) [ R IR 2 1]
Smg/kg/ H LL_E O OMEREC AR E N
&0 P, B, B MRS O N,
W AZBCHT 14 B gD Kb, 50mg/kg/ H BEDHET
~HieE T HESO228Y) | MBRECORIN, METHIKE OV
72 MSD st 40 H~s2 1) (AR VDM ST BT, IR
HEHEAEC 20 |y i 15[26] A M OV R 58 1 SR I BER 223 720

ZEnh, FEREOIEOERE DA
AN E AL AN A NN
7o HEDFERRBEIZ DWW TIE, IR IC
B L 7= 2R b ivie o 7z,

[ 1IN IR EDERKRRXAE 0.4mg/H (1 A 2 [E) ORE(IED AUCo DEMEEIE (v 7 47T — & T TN
RBEF v VUNRABF U TN RAETF L QBRI BEAER OfE R, RSB,
15.048ng- h/mL) % 2 f# L7=f& (30.096ng h/mL) Zx4 5kt

a) 7 v b4 BEBKER &G EERBRICIS T 5 Mt S0mg/ke/ A O % fE % 8 1

b) 7 v b 13 BEKER DG HEREBRIC ST 2 10mg/kg/ B OFAE % £ H

2) - REEICETIER (Sy b, oY) #

(18 - BRI FEA)

w55k T B
7 %
58 (mg/kg/H) [ Fife PR W i 1]
BECiE, 10mgkg/H LA EORET
. IREIEINPNH], FBEHE DR,
= er I 100[623] ¥ e /I A 2T
fkg /191/213 KR 7 H~17 [ (REBY LR e, ;?Omg&g/a BECHRERDBRD S
L. JBIHIX —o
0, 10, 30, 100 W MR i s B L 2R
O BN T,
BE i, 10mgkg/H LA EORET
T ONBENRD bz, WEK
% I 1[3.7] OEFENTRD BT ERIZ BV THE
THRIW | S s (FFEh A A TR OIEE L 72 b SUTHIE A TR0
JHE 18~20 0.1.10. 100 1 100[2020] LT Z EDD, YT RERELR

XD TR b o LRI LT,
BV ClE. BRI BEHE L 7= 25 kI3 3R
LN T,

[ 1N :IREOEKRRKHAE04mg/H (1 A 2 [E) OREIKRD AUCo OFNFTFELIE (R~v7 4T F—h LTI
ABF v VNAZTF L TANRALTF b OB RO AR O, EEERA B,
15.048ng- h/mL) % 2 f# L7=f& (30.096ng h/mL) (Zx4 5kt

76




X. FEERAREAERICEET 21EE

3) HARKRUHAERDOREL VICBAOHEEICETIHER (Sy ) »

@fiibfiﬁgif B 1] (mg/kg/ H) SRR B
P b (mgkg/H) | [EaARMERE L]

BB <, 3mg/kg/ H UL EDORED S 3 5] THE
C2F® v, MM, 10mgke/ HLLED
BECRBEREOIE T, 30mg/keg/ B R CHEAT&E DR
Ao IREHINENGH, FAERORBENTED b

77

HA IR TIX. 3mg/kg/ H LL EORECIRERAE.,

RN FEZE OB, 10mg/ke/ H 2L EORET

a2
T RSD | s n | gpes |4 RAEGROIET, WELHEY KO
b 21~22 0 TR BN,
10 A R 00 T 0D (SR OB A 56 7 D ARAEA T
IZOWNT IS, HERLEE DI AR R
TIEREPRO N N7 Z D, TRE
WG ( TVILS. (2) fifi— KB Py
HIBME) DEBE) LOIEILMORLI &S L
7ohgEE ( [VILS. (3) Hit~OBATHE] DEHS
B SRR L TR S 1D,
% HE 0.31.8°]
7 v NSD | AR 7 A ~f2FL 20 B |(RHAOFKRE, | BEh & O A WP hic sy T b BRI B
b 22 GEABRER) ARTROMA: | LT ZE(LIRERD SR o T2,
0,0.1,0.3 %O

[ I IR SEDERKRREARAE 04mg/H (1 A 2 [B]) OREED AUCH OFATHEZE (RX~vT7 4 T F—RETIN
ABF U VUNRABET U TNANAE T L OEY BRI EAEA OMEEER, SRR A S,
15.048ng: h/mL) % 2 f% L7-ff (30.096ng: h/mL) (Z%}3 5Lk

a) T v k104 B AJFHERER I I8 1T 7 0.3mg/kg/ B DR A

(6) BAAISIERER
BB L

(1) ZDthoRFHENE

1) FEHO#ME®RITHER (PPARy / v F79rTHR) 2

MERERF AR~ 7 A Z_~ T 4 7T — b 1, 3, 10 O 30mg/kg/H ., HME PPARa / >~ 27 77 b~
7 A2 10, 30 KT 100mg/kg/ H % 4 BRIMER DG Lz & & (MRS n=5), AR~ 2 TiX
Img/kg/ B L 0 AT O RER/AFEEME L, 22, BUREESE, J8JEM iz N O M RS 5S4 oD
HEA, 3mg/kg/ HREL Y AST, ALT, ALP 20NN O v _X—HlOGEILEN RO DT
DD, PPARa / v 7 70 b= ATl 100mg/kg/ BREICBWTH 2 H DOFFRNERD LR D>
7o IEX D, R=eT7 4 7T — M X DIFlE~DFEIX PPAR0 IEMEALZ N L2 D THD Z &N
BN E o T,

2) TEARUVRRIRICHT 2ETHEAR (Sy k) 2

HEPESD 7w M~ 7 4 77— K 1 KON 10mg/kg/H % 13 BREIEROES L- L X (n=16),
A v oA, BRI A VE > OB IMER, WS TUDP-Z v 7 a ) oy KT A7
=7 —BIEERO EAPEO LN, DLEXV . Ty MBS AJEMERER CREUE DS HN U 7= FUR AR
TEHD R AR, AFIRIC 31T 2 R AR LT ORFITTHEICE S AD T 4 — Ry 712
K42 60 & LT,
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X. FEERAREAERICEET 21EE

3) HAHRILEVATEHR (v k) 2
HEPESD 7w M~ 7 4 77— K 1 KON 10mg/kg/H % 13 BREIEROES L- L X (n=16),
MAEF TR ST VA=V OEIBRRD HTe, UUEXD, 7y FRARMRR TH LN RE T
AT 4 v BRI MR = 2 T DA — VIR OHEINZBEE L 7= b o &I L7,

4) MFPALIR X VREICHT BT (Sv ) 2
HEE SD T v Mot~ 7 4 75— b 3mgkg/H L7 = / 7 1 75— b 200mg/kg/H % 13 8K
EROBEELEEE 0=10), X7 4 77— MNEERHEKRT = /) 7 4 77— MRERFEZB W T,
MiFFa L 2 =V BEOBMNZ R EERNZD Sz, ULEXY ., T v MBI 2 R
FfEER XM 2 Lo X MR = U REOEIMNEZ I U TRA LT > AR LOTH D
ECHIEr L7z,

5 ZEMRER (Sv k) 2
HEPE Tar:Long-Evans 7 » MMZ_X<7 4 77—k 0, 0.5, 5 KO 50mg/kg/H Z# B EHREO#& 5L (n
=5). #5430 /712K 10J/em? D EHE RS (UVA) ZRSL. B RO EEE O AIRAEL
22 IR L OVR B o (IRER/GRS, g, B 2FEmLize &, Wi
MIZEBNTHRNv 7 4 77— MBI L2 EmM A2 R T 2 ZKIT@R o b nolz,

6) RAFUHARSEHRE (v k) P
MERE SD Z v MC_X~7 4 75—k 0, 03, 1 KO 3mgkg/H. 7 FL_"ZZF 0, 10, 30 &
W 100mg/kg/ H D& F G EAMAGHOE, 3EMKRAOKRES LzE & (MRS n=8), mIEIEHDHE
SR OB OB MR BLIR O v o 7o, BRI LT, RERIUBER,, BEIERL. & 7 A H&
OB IRIE O R B PO A CRFE TR b3 mAEH CKIBED ERAELRO Lo T,
Mo afxxT7 4 7 AT, X974 77— FD Crax LN AUCo4 IZOFHBE G- L7727 FLxzx X
T2 OG- BRI T 2EA N D NT, T MANZREZF U RORZORHE D Crax,
AUCo24, tmax X P tinld, X7 4 77— OEEEICLIOGT -ETHoT-,
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X. EHEMEEICET SIER

X. BEHMNEIEICEHY HIEHE

1.

10.

11.

12.

FHIX 5
A . 2OLET 47 XR BE 0.2mg -+ 0.4mg  ALJTEEEE KL
) EE-EHFEOLGFEZLVERNTLZ L

AT <=7 47T —F BEE LD
. BEHAR]

AR - 34

. BRETORE

HERRAF

. BRWLEDEE

BRIE STV

. BEMITEM

BEMEERNTA R HY

<ThoLkY :HY

T DOAD BT ER
(V8T 47 XRBE02mg » 0.4mg Z R SN D BE S A~
[XIIL 2.2 Ot O B E KL OIS

F—m5 - FE
[ —R3E : 7VET 4 THE0.1mg (R~ 7 ¢ 77 — N ANKME L)

. EffREFEAR

201797 H 3 B (BHA, ENBIZ)

LERFTARFEABRUEARES., REELERHBEFAE. RTHKEAR

W 7E4 BUERR e AKGRAEH H TR FEAMEYEINEAEHA B BoeBAGRER B
o I/ —
Y ?T/( 7 2023 %6 A 26 H [30500AMX00127000| 2023 45 11 H 22 H | 2023 411 A 27 H
XR #E 0.2mg
SIVET 4T
- 2023 %6 A 26 H [30500AMX00128000| 2023 45 11 H 22 H [ 2023 411 A 27 H
XR #E 0.4mg

FVEBINAER B 2026 4£2 H 19 A
WA :LDL-a2 L 2T a—LnEL M) 7874 RBIEFETSH Y HMG-CoA 3= olgsa &S

(2 & DIRIRANE & 22\ R HLAE (2569~ % HTEE N

BEERR. BIMERBRRARFABRUVZORAE

BN

BEEHME

. PIREXRIIHMFEMN, AEAUVRAELEENFNFABRUVEZOARE

ZIVET 4 T BE 0.1mg O AWIM O RWIM (201747 H 3 A~202547 H 2 H)

BREMMFIRICET SFH
ARFE, BRI BT B HIBRIZED B TR,
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X. EHEMEEICET SIER

13. £f#Ea—F
I 55 . -
; e ERIEHE RS = — R - Lt 7 N ERALER
o b d =i
5844 %Eg:ﬁf%%uu (Y] 2— F) HOT (9 #71) &= N
/\/V;E,-,T 17 2183007G1020 2183007G1020 129454501 622945401
XR #E 0.2mg
/\/V;E,-,T 17 2183007G2027 2183007G2027 129455201 622945501
XR #E 0.4mg

14. RIE#ET EDER
M L
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XI. 3k

1. B

1) Fruchart JC.: Cardiovasc Diabetol. 2013; 12: 82. (PMID : 23721199)

2) Sahebkar A, et al.: Expert Opin Pharmacother. 2014; 15: 493-503. (PMID : 24428677)

3) Pawlak M, et al.: J Hepatol. 2015; 62: 720-33. (PMID : 25450203)

4) Claxton AJ, et al.: Clin Ther. 2001; 23: 1296-310. (PMID : 11558866)

5) HHLFD (BR) #LPNEEE  ARAERLA O 5 11 A ERPR SE PRGNSR (2023 4F 6 A 26 H KR8, CTD2.7.6.1)

6) Tanigawa R, et al.: J Atheroscler Thromb. 2025; 32: 823-39. (PMID : 39694503)

7) BLFD (BR) FRNERE : RAMERAI O S I FEMEERER (2023 4 6 A 26 H7KF, CTD2.7.6.3)

8) HLFn (BE) HWNEE : AXZF o AMMOEa L AT — VIEBRE 238 L U imHerERis o

AL (2026 4F 2 7 19 A&, CTD2.7.6.1)
9) BLFN (BR) FEPNEEE : AR RGR 0O 55 TIT AR & 8¢ 53R (2023 47 6 A 26 H 7&K, CTD2.7.6.4)
10) HHLFD (BF) tENE R LG IR TE R EERRER (LA 7 © N 25888) (OSVET ¢ 78 0.1mg)
11) BLFD (BR) #ENE R B RER ERE 2 x4 & L - LG R e R R ER (- VET ¢ 7 8E 0.1mg)
12) B0 (BR) #ENERL : FEERARER SKERER (VVLET ¢ 78E 0.1lmg : 2017 47 A 3 HIKR,
CTD2.6.2.1-8)

13) Raza-Igbal S, et al.: J Atheroscler Thromb. 2015; 22: 754-72. (PMID : 26040752)

14) Hennuyer N, et al.: Atherosclerosis. 2016; 249: 200-8. (PMID : 27108950)

15) Takei K, et al.: J Pharmacol Sci. 2017; 133: 214-22. (PMID : 28366492)

16) BUFN (BK) #hNEEE : KW EERRBRO (s OVVET ¢ 78 0.1mg : 201747 A 3 H
#&F8., CTD2.7.6.13-17, 2.7.6.29-30)

17) BFD (BR) #ENEEE : W EERRBRO o E2ET) (CVULET 4 78 0.1mg : 2017 4 7
A 3 H7GE, CTD2.7.6.8-11)

18) HHFN (BR) tLPNEEL : FERERRER EYEhieRER (OSLE7 ¢ 78 0.1mg : 2017 4F 7 A 3 HAK
. CTD2.6.4.1-10)

19) BFn (BF) fENEEL: B IH~ AT 23 Bk SN (COLVET ¢ 78 0.1mg : 2017 427 A
3 H&q8. CTD2.7.6.1)

20) BUFD (BR) #ENEEL: 85 0 fEIFRSEERE S RE 2 Xt & L2 EiERER (O VLvET 1 78
0.lmg : 2017 4 7 A 3 H&GR, CTD2.7.6.5)

21) BFD (BR) #ENEEE : 85 I MR HEREREE LS 205 & LIcEEiERER (N vET 1 78
0.lmg : 2017 4= 7 A 3 H7KGE, CTD2.7.6.6)

22) BFn (BR) #EWNEEE : FEERARRER mMERBR (VVLVET ¢ 78E 0.1mg : 2017 42 7 H 3 HARR,

CTD2.6.6.1-9)

2. ZDinSE
BMEICET SEE. ARICEYSEBICEHT 2SE XXM

Z1)

HAEI R L 2 () - BARRE MR TR A R T A o 2022 2R, A AREh R L2, 2022

NIVET 4« 78 (R AZBREHHEN BRKHR) (CEYT 555X

£2)

B0 (BK) #LPNEE : 55 10 A0 HDL #SREFEAMAABR (€7 ¢ 7HE0.1mg : 201747 H 3 H
7K. CTD2.7.6.19)

LR (BR) #EPNEEL : 5 A HERZERER (VET ¢ 78 0.1mg : 2017 427 H 3 HA&AFR,
CTD2.7.6.21)

BLFD (k) AENERH B WY =/ 7 4 77— b & OEHGEERER (VT T ¢ 7#E 0.1mg :
2017 457 A 3 H&FR, CTD2.7.6.22)

BN (BR) AEPNERF : 85 AR E 2 32 2 F U OFREO i &ROGER (SOVET ¢ 7 8E 0.1mg :
20174 7 A 3 HA&GR, CTD2.7.6.23)

BLFD (BR) AENEERH: BT = 2 7 4 7T — b & ORGERlR (CULVET « 7HE 0.1mg :
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XI. XHk

2017 47 A 3 A7GE, CTD2.7.6.24)

R (BR) #EEEL @ 55 I AH TG mfE 2 R~ TN E R FIELE 25 & Lz 52 M EW&K 5K
B (OULET 0 7HE0.Img : 2017 427 H 3 A&#R. CTD2.7.6.28)

BUFD (BR) #LNEE} 55 T4 HMG-CoA it R EEL Clam P o E x5 & LI RHi&
Hi# B (OULET 4 7THE0.Img : 2017 4£ 7 H 3 H&FR, CTD2.7.6.25)

BUFD (BR) AR 55 AR 2 BURE PRS2 & 0F L 72 I BREEEE 25 & LG
B (VSLET 4 TEEO.Img : 2017 47 H 3 A&GE, CTD2.7.6.26)

RN (BR) fENERL : BB OFSfENT (OSLET ¢ 78E 0.1mg : 2017 4= 7 A 3 HIKFE,
CTD2.7.3.3.2.4)

BUFD (BR) HNEEF: RHEEM GRE = L—3 3 ») fRTIC X 0 I U7 SR (A PN B RE 28 8 22 A
(VOLET 4 THEO.Img : 2017 427 H 3 A/AFR., CTD2.7.2.3.2.4.1)
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Xi. 3E&H

XI. SE&H

1. ELGNETOHRTTIRR
2SVET 47 XR BE 0.2mg/0.4mg (X, RSN TIZFEIE STV (2026 4 7 HBEAR)

L% . Nx 7 4 77— FRAEMERF OWES TOFRBRIUL, SVET 4 TEE 0.lmg DA X E
2—=TF—huBRTHI L,

2. BB T HERRIEFER
BB L
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XII. {EZE

XI. g%

1. RF - REIEICE L THRRYAIMZTIISH-> TDRSEER

ARIEDOFRIZET HEE  AEIIAREZZ T CO R WIEICET BN E £ 5, BT
RN L TORWVWNELEENTEY,, b ETHLREHMIN TV IRBHFIETHEONIERE
FRELUTHERLTWD, EEEFEDERERZ MR 5 ETOSBEFERTHY . ITEDA]
HERTHO TR,

(1) 9
[VIIL11.3E A EOHEE 14.1.2) OISR

(2) iR - BAMRUVRBRERSF1—J0@&EBM%

ARIR AR

T AR ULET 4 7 XR BE 0.2mg X3/ LET 4 7 XR $E 0.4mg % 1 $EAIL, 55CDE
%5 20mL 2 W W o 7o 1%, 5 43 B SRBE R 90 BE 15 TEIEARER L, HAlE - IREIRE 2 el L
Too SBRITHEE L 72WG6E . S BIT5 ohtEk (65110 01%) FEROBELITO 2L &
L7,

FER . NLET 07 XREE0.2mg BE TN 04mg DWW, 5 0% Tk, SEAIDERITHREE L 72 h
o7, 10 3% TIFHAE Lo, 1B#R% T SITIRAGERL 2 & T IRFN 0 I U=,

W) & 1ey MXoRERER

BB A ER

Fik R O D IV BRI 2 SFLiR T o — T ICEA L, Wit A B L, EEEA
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