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ACL Adenosine triphosphate citrate lyase 77 /> =V U7 = @) 7—+8

ACSVL1 Very long-chain acyl-CoA synthetase 1 #ES{7 > /L CoA > > 7 % —E1

Apo B Apolipoprotein B 77 U REHB

Apo E Apolipoprotein E 7RV REHE

ATC Area under the plasma concentration-time curve ILAEH ¥ - B AR T
i

AUCoy AUC from time zero to 24 hours 24K E THAUC

AUCinf AUC from time zero to infinity R KK £ TOAUC

AUCtau AUC over the dosing interval 1#5-ffEDAUC

BCRP Breast cancer resistance protein FUEMMEE HE

CK Creatine kinase 7 L7 F o %) —+E

Crax Maximum blood/plasma concentration #x i i H/ i #E Hp 5 B

CoA Coenzyme A =T A AA

cyp Cytochrome P450 7 k7 v —AP450

eGFR Estimated glomerular filtration rate 5 % BRIAJE E &

ESP15228 NLA REROTE M)

FAS Full analysis set #i KAREHT G4

HbAlc Hemoglobin Alc ~EZ7 1t Alc

HDL-C High-density lipoprotein cholesterol @LEY REHI L AT B —)L

hs-CRP High-sensitivity C-reactive protein = CKIGIEE A

ICso Half maximal inhibitory concentration 50%l &

LDL Low-density lipoprotein {XtbHE V REH

LDL-C Low-density lipoprotein cholesterol {KtbE Y REHI VAT B —/L

MMRM Mixed-model repeated measures EH&E T /VIKIERIEE

NADPH Nicotinamide adenine dinucleotide phosphate (reduced form) ==2F> 7 3
RT7TF=r VX7 vAF RY VEE GEefl)

non-HDL-C Non-high-density lipoprotein cholesterol FEmLEY REH AL AT R —/L

OAT Organic anion transporter AT =4 F 7 v AR —F —

OATP Organic anion transporting polypeptide BT =42 T AR—F—KY
NRTF R

OCT Organic cation transporter A&V F 4 N7 VAR —4 —

PCSK9 Proprotein convertase subtilisin/kexin type 9 7 7 & HBEIRRERY 7TV o~
N o9

P-gp Permeability glycoprotein PHEE H'E

PK Pharmacokinetic(s) FEA#EnfE

PPAR Peroxisome proliferator-activated receptor /LA % Y — AHIFEK 1 IH ML
BN

t1/2 Terminal elimination half-life & KAHTE 2 1834

TC Total cholesterol # =1L A7 1m—/L

TG Triglyceride KU ZU&U R




tmax Time to reach maximum plasma concentration i fLHE A i B 2 EEIRE [

UGT Uridine 5'-diphospho-glucuronosyltransferase 7V -5V Vg7 /7 1
VIR R

VLDL-C Very low-density lipoprotein cholesterol H{EKILE IV REH= L AT o —/L
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NEXLETOL tablets 180 mg
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ThHHZ LR LT ETAROEAZEET D Z L,

5.2 HMG-CoA & tEEHE L ER THRA 4. ULLLFIZRT HMG-CoA & EEE L ERNC L D155
DN S IR WBFICHERT S L,
« BIWEF ORBEAESC X HMG-CoA 38 jolEs5E ML E R O ff F 28 K #E 70 FB g
* HMG-CoA E iR IAEROFERN PR & SNDHEE

53 ZlEtEm o L AT v — VIIED 5 HAREEESERIC OV TIHARBRA 200 T, RR EST 25
WEHIB SN D EADI, LDL 77 = L— 3 AED I OMBI & U CARIO@E A ZET 5
&,

(fiia)

51  AFEAORNZE 2 L AT 0 — VIIEIIFEHEEE A VAT 2 — VIlGE Th D 2 & 2R 540
NHDH I EMHRE LT,

52  AHIZ HMG-CoA #EILEHEMER (R ZF ) THERTL. XUTAXF AT L HIEENE S 72
WEBEBE R E LTWATORE LT, £/ AZF UK DRIENE S ROBE IOV TAH
DEEGRG LD EE 2 LV AMICT 57201 E LT,

53 FEMEEI VAT VIIED S b REEASERFREER 2 VAT 0 — VIEILE D TR Es
PEOERTH 5, 215D HEE TIL LDL-C OHIZ LI LDL Z B ROIEHENE & A LT,
HoTH I ENTH Y, Fa L AT o — VIIEIBIRANC X 2 WMBED 7 Tl H5 72 Rn3is &
e, AFIOVERKFENS . O 2L 27 0 — 828 U, LDL ZRKOFRHENFER S
T~ 2 L AT 0 — VOV AL DBEEINT 503, REHESEOBE TIE o2 ER’ B LR
W< WD EBZLND, Tz, AFNTAGRIREE TOWKRRER CHREEAEROEF I 268k
Bixiawn, o b, BRESTDEZSLRWEHB SN AGAIZRE->T, LDL 7 7= b —¥
ZEEDIEEYBEEOMP TR L LT, AFIZHHT L L L,

RERUVAE

(1) AERUVHEEOMES
WE, BACIIR A REEE LT 180mg 2 1 H 1 FfE #5745,

(2) RERUVAEDHRTERERE - R
EPR %M L7 3 5B (5 ARRER, 58 A ARGE SR K ONR 1% 5-385R) 128 T 1 H 11831 180 mg
AREORGTEMBLIZE ZAH, ARMERONZEENHER SN Z L0 b KFIORER OCHEZRE
L7z, (IV.5.3) AERIIERFER]. (V. 5. (4 1) AHMREAR] KO V. 5.4 2) T2ERY
’EHER OHEZM)

BERUVREICEET FE

1RERVEAEICEET 5XE

HMG-CoA =t R L EANC X DIHEN#H S 20 IGA Z R E . HMG-CoA = el EA] & OFH
HZE, [8.3%M]

(fig#n)

BRI CIER BT BT A R T4 TIEAZFUNE 2 L AT a— ) VIUGETRE O H — @RI N E AT T
LNTWA Z & BN IARRGERER K OERERBRICBO T, A FUPRA D IFAXF R
it (RAZF AR I 2) OBRETARBNOF ML LM LT L2 & L VERE LT,

_8_




5. ERERRLKE

MEREKT—52 /v 7—2

| V. BcT 2EA |

R O FiKH

#e G & MEENT£IC 180 mg % H[A[4%
5)

ENA pelly N
() x4 GEpIEO s |
RRE ke -
%1 AHRE () fERERRN (40 B, 5 | dhie, I, MR OEAEN © 1
1002-063 HHARAN 24 4i) (60, 120, 180 mgXiL 7 TR &I
mIHEE, 180 mgXiL~7 7R %1H 1A
14 H [EI# 5-)
%0 AHRER (EW) FLDL 2L AT u— | IR, WiEAL, Zhaikit © 3, 4
346-102-00001 VIESRE (R T M, “HEER, WITRER R
VN RAR A SIS BHehk, RAEMOGHE, KB, 24
(188 f31) M. ROEEM (60, 120, 180 mgX
277 R &1 A2 S)
FEAHFE (EN) BLDL =L 2T u— | TR RR, EIEA, Shigit © 5 6
346-102-00002 JVIIE RS (R E T F., “EEM. WATHEFEGEER
VINRAR A SIS Bk, bt ROBENE
(96 #1) (180 mg X% 7 T &R % 1H 1A112:8 R
#5)
FEAHRE (EN) @ LDL =L A7 r— | ZhEsxdkEl, FEERH, e © 7
346-102-00003 NVIERE (RF2TF | REIERGREOR 2R OEME
CNRARA53 1A (180 mg# 1 H 1[5]523 M%&)
(130 1)
%1 AHRER () Rk A (162 1) IWEIRE, e, BAEEED] O 2
1002-022 QT/QTciFMi (240 mg i7" 7R %1
H1[E9Hf# 5., XiZDay 1~8T/' 7
tAREZ1H1EI8HE# G L, Day 9TE
X7 v XY 400 mgE HEIHRE)
%1 AHRE () REIRE R E A | BpEne, )Y, BeMKOENME O
1002-002 T 5N (53 ) (20, 60, 100, 120 mg XiX7'F%&
A1 H1ME 14 HEHEE, 120 mg X
277 ®R% 1 H 1A 28 AM#ES)
%1 AHRER () fEEERR A (24 1) IEMEIRE, 3)F. BEMEROEEME O
1002-004 (140, 180, 220 mg XTI 7T &R %
1 H 1[A 14 HE&S)
%1 AHRER () 2 HUBEIRIFHRE (32 | EPEIHE, 3)F, Bk, ABEMEK O 20
1002-013 1) VA FRL I v & OAREAE
(A FaR/L 2 2500 mg# 1 H 2[m]438 [
5%, A AL 500 mgé
180 mg XX~ F AR %1 H 1=12E O
&)
%1 AHRER () fERR A (17 1) WERE, ek, BEERORED O 13
1002-016 %2 (180 mghE, 60 mghE x 3L N
40 mgh 7B Ax4 + 20 mgh TRV E
HRC, Rk OR%EE)
%1 FRER (ESh) R (18 #i)) Tk, BEMER Oy e O
1002-001 (2.5, 10, 45, 125} 250 mgXix~
7 2R & BRI S
%1 FRER (S R (6 f1]) TANT A RENRE, Lt RO O 25
1002-011 B (UC- A RE 240 mg % Hi[A|#
5)
%1 FRER (S fdEE R N R OV H B | SEWplhie, RetEROEAENE (180 mg O 32
1002-023 MRt A (24 #i) g AGIES S0
%1 AHRER () fEEE R A K OVITHE e | WEhRe, REMEROEANM (180 mg O 33
1002-032 fRERE (24 ) Z Hi[E )
%1 AHRER () B AN e N5 | BEhRe, ZetE Rk OREAEM (A O 31
1002-071 B DR B R4 | I 180 mg & HEEIR 5 R R BE
# (21 1) W IMEFEHT O BRAERTIC 180 mg % HilA]
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R O FiKH
(5t 15k

x5 (EFIE)

B

RO
BEEHO

51 STk
Giae

55 1 FHEER (S
1002-012

fERER N (35 f)

Epghhe, etk ARERTA X T
& OAEER (240 mg % 1 B 118 Day 1
~16 T, A¥F 1% Day 12 (Zff
A5

O

15

o5 1 HHRUER - (Edt)
1002-017

BERERR A (19
1)

Shpshie, etk AAEMER O DT
WL OMAEIEH

(180 mg 1 H 1181 12 HREES, &NO
BT (L2 F o Fry 1mg KOT
F=NVT AT T4 —/L0.035 mg) I
HEIOFRA &S

21

o5 1 HIRUER (iEdt)
1002-031

fERRERR A (20 1)

HERE, Letk, BREE T oz
v REDOHMEEH (Dayl T 180mg %
H[e#% 5. Day 6~15 T/~ K
500 mg 1 A 2 [A] 10 Af##&%5-, Day 11
T 180 mg & S u~xk K& BHE A
#5)

14

o 1 HIRER - (iEdt)
1002-037

fERRERR A (49 $i))

IENRE, ek, ARMERNA X T
EDOMAIER (180 mg % 1 H 117 16
AL LA LCEAED A X F o
% R 5

16

EIVHHRER (i)
1002FDC-075

AL P OMEFR LM (16
i)

MIEAL, Bz, IR
SRpERE, Z2 M (180 mg X% 180 mg
+ = ¥FI710mg%x 1 H 1A 6 HM
B5)

24

o5 1 HIRER (iEdt)
1002FDC-049

fERRERR A (40 1)

HERE, Zetk, BRMEE=ET 3
7 L OMEEMA (Day1 T 180 mg Xix
TEFI7 10 mg & H[EF 5, Day 10
~16 TT¥F I 7 10 mg X% 180 mg
Z 1 H 118 7 BREES, Day 17 T
180 mg + =¥ F 7 10mg % H[E[#
5., Day 18~21 T=EF I 7 10 mg X
X180 mg % 1 H 17 4 HR#S)

19

o AR (Est)
1002-007

FmILDL 2L AT a—
VISEBRE (58 i)

TR, EERL. ZhERIEE.
TEEMR. WATHEM B
HKEhhe, ARk, etk AFHER D
T RANRAEF L O EAEM

(7 FVRZAHZF 10 mg I EFE L
T, 60 mg MO L 120, 180 X%
240 mg % 2 WRHEITHEEL 1 H 1[H 8
W)

17

55 AR (Vg5
1002-035

& LDL 2L A7 1o —
JVILAE B (68 151)

TR R, MEA, SR IE.,
CEEM, AT R
HKEhhe, ARk, etk AFHERY
T RIVARZA R F o DMENER (7 ML
NAFZF 2 80 mg ([T EFEHL T,
180 mg Xi¥7Z7kAR%Z 1 H 1HE28 H
i 5)

18

o AR (Edth)
1002-014

ELEE S0 5
LDL 2L AT o—/)L
MAE B (143 4i)

7RI, BEA, SZhtsk IR,
CHEEMR, WATRER MR

HWE, EpEhRE K 022N (180 mg X
X7 78R %E 1A 1166 HE&Es)

55 AR (g5
1002-006

HSLDL 2L AT o—
JVIIERE (A X F
R (56 i)

T I eRR R, EAEAL, ZhERRIERE,
THEEMR, AT R

B, BEMEEORENE (60 mg 7> 5
BAA L 120, 180 XiX 240 mg % 2
IR L 1A 1A 8 EBEERES., X
7Z%AR%E 1 H 1 8EMKS)




| V. BcT 2EA |

RER O FEEH g s L
() x4 IR s |
o ke -
5 IFHRRER (ESh) ELDL 2L 2x7ru— | FIuRAR, EIELAL, ZHRILR, O
1002-003 JVIdE B (177 CEEMR, WATRERM iR
1) At SREhRE K Ot (40, 80,
120 mg XX 7R %& 1 H 1[0 12 #
HEES=D)
5 IFHRER (ESh) & LDL 2 VAT u— | IR, MEAL, 2Rk, — & O
1002-008 JVIMEBE (348 B, WATRER PR
i) HhE, MR OEYEE (120 mg,
180 mg, =¥ I7 10mg., 120 mg +
TFFI7 10 mg XiX 180 mg + =
FI7 10mg % 1 A 110 12 HWEHEE)
5 IFRRER (ESh) SLDL 2L 27— | 7R, EIEAL, SRR, O
1002-038 JVIMAE RS (63 i) CEEMR, WATRERM iR
Bk, &4k (180mg+ —=¥FI 7
10 mg +7 L RZA X F 2 20 mg XX
7T%R%E 1A 1106 HEMEEE)
HEOMRER (M) FLDL 2L AT u— | 7R, MIEAL, ZhaixItE, O
1002-009 JVIMEEE (133 CEEMR, AT PR
i) Bk, ek, BEMEL ARG
(120, 180 mg XE77HR%E 1 H 1
[F] 12 e 5-)
55 IAHRRER (ML) PCSK9 FHZEAITIGE | 77 BAxM, e, Sk, O
1002-039 FoE LDL 2L 27 | EEMR, WATEER R
o — LB (58 | AR, HhEE, Btk OCERFME
i) (180 mg XiZ7F7&R%Z 1 H 12 %
HHes)
5 IFHRER (ESh) 2 HFERF B (60 | 77 wARxR, MIEAL, Bz, — O
1002-005 1) B, WATRERH] LR
Bahik, MBI, Btk OEEME
(80 mg % Day 1~14, 120 mg %
Dayl5 ~28 X7 Z7tAR% 1 H 1[H
28 HH#&5-)
FIAHRER (L) B LDL =L x7r— | 7 uRR, EIEA, ikt O
1002-047 NMUESEZE (x&2Fo | B, ZEEHR, RER5HER
BHEARF4Y) (779 ) | BRI, Laet (180 mg i 7 7k
RE 1 H 1A 52 EEES)
SFHRER (AL B LDL =L x7r— | 7 RR, EIEAL, ikt O
1002-040 NMERE (22 F | [ ZEEHRAER
R AR A+4) (2229 | BRMIZ RN, BAME, A2 (180 mg
i) X7 eRE 1 A 1[E 52 i
5)
EIMAERER (S FILDL 2L AT u— | 7R, WIEAL, Zhaikit O
1002-046 VIEBE (REZTF M, “EEHR, WTREREREER
AR (845 i) Bahik, L4ttt KOEAME (180 mg
XX TR %E 1R 118 24 HFEE
5)
AR (ESh) EHLDL ol Ax7u— | FIuRAMR, EIEAL, SRR, O
1002-048 JVIESZE (A& F o | ZHEMR, WATHER sk
i) (268 i) BRWE, ZEMROREE (2 PF I
10 mg IZ B3 LT, 180 mg XiL7" 7
A% 1 H 1A 12 8M&ES)
AR (ESh) SLDL 2L 275 u— | 7R, EIEAL, SRR, O
1002-043 VIESRE (R T CEEM, AT MR

VR (13965 Hi)

HiE, B &R OHAE M (180 mg
Nix77®vR%E 1 H 142 5 H#EE)




| V. BcT 2EA |

RBR O FEE i s -
(i) 5% GERIE) s |
YR ~
HEIAHRER (s BLDL =L x5 u— | ZhusdkE, EEmR5R O
1002-050 JVIMFERE (RZF g GROLZ2ME, HhE (180 mg
VRNREAT4SY) (1462 | A 1 H 1A 78 BRI S)
1)

(2) ERPRZEIEEABR
@O AL ORERGHABR MEAE 1 HRR) RS 1002-063"

TREEGE RS 2t 5 (40 B, 5 HHAAN 24 filzETe) 12, NAXRRNBOZ2M, HYEhiE &K O
HFEBF Lz, NAXKEE60mg LN 120mg X7 7R &2 HARANIZx L Day 1 ([ZHRES L
770 F72. BARA, BARUCHEACH L, XA KEE 180 mg XX 77 4R % Day 1 [ZH[E# 5
#%. Day 4~17121 H 1 [ 14 HRER &S LTz,

o HARAWEBREIZARARERE B L Lz & & 60~180 mg D HEH#FH T, XA REED Cmax
ITHERFIBIZEML, XA RBEORZER (AUC) X, HEk%E ERl- T,

e NANKEE180 mg A 1 H 118 14 ARG Lzt &, RAXKEEOD t1g OFHEIZH A A
Bra (25.2 Wef]) ROV EASERF (20.0 FFf) & B A#ERE (28.9 Kif#]) CTRIBE CTH-
77

o ARE LT, KIEBROKEENS, HARAN, AAKROHEANORFEHERE TR T 2 XL Nl
180mg ™ 1 H 18] 14 HREEGIX, ZRTHEARMEIIBLFTHDL Z LRI,

1) AENERE : HiE R O AE #5305

@ QT/QTc FAzkER (s 1 FEEkBR) ABRE S : 1002-0227

RN B R O 2 %t 5e (162 f71)) 12, NAX KL 1 A 118240 mg &5 L7cE 200
EHH (QTCF) 26§ 288 % 77 R & OB X 0 Al L2 AE R, RA~ RERE 5K
LERRAICER e QT MRERITERO T NA PR LICEEST 2 2 oo —E Lz LEX
EEbLERO BN o Tz,

2) &R : QT/QTe FEAliFER

R ABOAR SN TS HEROHEIL, EE, RAIZIERAXKBRELTI180mg 2 1 H 1
mfRO&E5+ 5,1 T,

(3) AERGERAR
AERHRER  HBRE S : 346-102-00001% ¥
ZABEFURNIIAZF L UNDE 2 L AT 0 — VIEIREE A SR ay fa— BN R+4
72AARANDE LDL =2 b A7 1 —/VIIEBF TN L REEO 60 mg, 120 mg, 180 mg, I 7k

Rz 12 G L, AR OL 2R Lz, 72, XA RBROHEGE R L, $B1I

FIERER CHW S H&EE G Lz,

o T RTORAXRBEETY 7RI T H2EEMENER I, LDL-C OX—2 T4 b
Week 12 £ TOELEIT, _AXREE 60 mg B LV B 120 mg BEL N 180 mg BEDIE H AKX
Motz XARREED 120 mg LN 180 mg DHEIL., HARADE LDL = L AT 17— /LI
FIZL > THMBRIBRE D Z LRI T,

o RAXRRNBOZEETa 7 7 A ViE, TRXTORAR R NBIECEZEDOERARERRLOTH-

77
o RAXFBOEZENET 7 7 A VIZBE LT, RAXREE 120 mg A & 180 mg FEDOR] TR & 725
By

3) #HNEE : ma L AT u—/VIIERE B XIS & U H BRI
4) Yamashita S, et al.: J Atheroscler Thromb. 2025; 32(8) :1053-1070.

R ABOABR SN TS HEROHEIL, EE, RAICIERAXKBRELTI180mg 2 1 H 1
mfRO&E5+ 5,1 T,




(4) HREEAIEAER

| V. BRICET 55 H |

1) BREREEAER

EN7 7 A i S HRalER

AT S+ 346-102-00002% ©

H Ay LDL-C ® = b u— B3 AR+4372E LDL 22 L AT 1 — VIERE 2 551
~URER 180 mg/ H %z 12 @G- L, 77 RISk D Bl 2 MGE Lz,
BT VA v | T 7RI, BEAb, SiasdkE, CEEMR, WATEERM R
PIE S & LDL 22 L AT v — VIJERE (AZ T V@ BAR+5 /AL F oAt
TR L | BRI, S SRR CUL R OB A LTV D T &,

1) ANICREREAND D . RIEBROBMENC CEIC L D2RENS SN BE

2) [AlE SRS T 18 Lk 85 LI T D B 4t

3) LN DAZ F U RAR 43 LA X F A D B3
ABF LI T RUNRRAEZ T BENAEZT U BANRE T TN
BT VUNRALF UL T IVANARF a2 faT,

« ALFURMBEARYSy  AZFUERHALTEY, LLFD a), bOWF Nl
4% LDL-C ® VU 27 KRR E B M (BRI 928) 2@l T
TV E LDL = U A5 o — LIfLE

a) [FERSGD 4 WELL ERIB A X F o KGR
HAETRHALTWS

b) [FEEED 4 BRILLERT (7 4 77— FRIEA| L OSBRI~V A F o — L
B TIEMEALSZ R (PPAR) a TV = L—%—(% 6 HELILE) M AXTF

BHIPHN) D&% [F— 0 L -

CRERIRAEARN) & 25 F 2 DO T L 2T B — L E R % [ — 0
B+ R CIE LT 5
C AT UM 1R RO % & TR A E ORI U, 20k

ARA FR IR SO R U722 ICERN R Sz BRZ2 A L, LLFD a)~c) D\ T
YS9 5 LDL-C O U A7 XKHIIEEEH HIEE GRINEKE OB %
ERTE TWRWE LDL = L 25 o — )L IfiE

a) [AERSGD 4 BELL EFiD A X F 2 (BASAGRHAEUIZNLLT) OB %[H
—OME - HETRALTWS

b) [FEESED 4 BRELLERT (7 4 77— FRIEA| KL OSEINAE) PPARa €2 = L —
A —I% 6 WL, ERTD) HARAZTF v (RIEKRBHEXILIENLLT) EAZTF
PStoEa b A7 e — VIlERFEEZ R — 0L - HETRALTWS

o FEREGD 4 WML ERT (7 4 77— FRER K OGEIRF) PPARa €Y = L —
2 —1% 6 BHELLLERD O RXZF U UANADE VAT v — VIETRFRIKE O %
Rl—OmE - AETRALTHS

4) O~QDWT DD G %5 72 T B UL A OHE & 3 5 B3

Week -5 MK O
Xy | BEE U A DHE Week -1 @ LDL-
C i
BN R R O BETE .
M e TR 100 me/dL 1
AR E R AR
FE L S5 28 D BEAE
) &R (7272 UBRAMEYE 9TVl L7222 &) | 120 mg/dL 2L &
2 HUBERRYE (Week —5 @ 3 » HLLERTICRZKI &SN
TEY, BRAEE DI L2 L)
AARBNRFE(L S DD ED DR A 272X 5 E#E)
IR FBFIE THIET VT, AFFA 2778 56 £ALLE | 120 mg/dL L L
) (U A7)
AARBRE(L S SN ED DR A 272X 5 E#E)
IR FBRIE THIET VT, At A2 728 41 fSLLE | 140 mg/dL UL 1
55 LT (P Y A7)

5) Screening (Week —5) Wp(ZZEfEREOHMERGNS (TG) 2% 400 mg/dL A D B
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ERERANEUE

HLE S AV RHIRE R C LU O BRAMEAED W TR AT~ D R 13RI 5

1) FlEtm = VAT o — VlER EHEG R BB S o BE

2) Screening (Week —5) Ofij 3 » H LANIZLL T OO0 ML B O BEAE XA DHE %2
B4 5HEE, Xt Screening K Of Placebo run-in #ARIHFIZ LA T DA EFL R
BT

o DARFEZE, HE XUIARLESE ., BRI, FBIR S A /XA, BdAEH
PR M AE, SEBEMESEENIRIAZE . SEBEM R B AREE B FEE RO

4

« JEE KBNS
< JRIRARHO KX T QT EEAEGERE, QT IERIEMEREOFEREZ & hvh— K -
R R7 Y OfERKF 2 A9 % 8
3 2 hu— A AREOEERMKREEIREREEOAIELZETH,. XL
Screening (Week —5) HFiZ~FE 7 1 B8 10.0 g/dL A O BH
4) Screening (Week —5) FFiZ 77U a v ufb~Et 7/ 1t (HbAle) 28 9%LL ED
A b — R RORERG A
5) Screening (Week —5) KFIZHURRFIE A VE - (TSH) 23 EEYEE LR 1.5 1%
Tz D3y hr— L RROFIRIRBEEIR MEL AT 5 8E
6) LT 2 &R ESUISRER 22 AT 5 B8
* Screening (Week —5) WFiZ B RiF &M (HBsAg) DIMLiFAIMA XL C
%o A VA (HCV) Pk stk
+ Screening (Week —5) WFIZT ANTXU@ET I /) v T A7 27— (AST)
XiE7 7 =0T b7 A7 27— (ALT) OENEHEME ERO 3 524 L,
XAFHE Y B DA ELE EFR O 2 5L E
7) AT & ORI EE LB R IR OB U A IHE A AT 2 B
1) A A R i
8) Screening (Week —5) B2 CK 28 KLU LR D 3 548 2 5 BE
9) BrFEREREE | B RIEMEREITE R OBEEXILADHEZ A L, Screening (Week
-5) KD eGFR 723, 30 mL/min/1.73 m2 LA F O BH
10) [EIPNE T AHGER CIRBRIE A IR L7 B8 ST, 8 BT A RER O AR R 5k
DI % BE
11) LARNISRT3RAD (R A Ede) UL A BUE O RN C U350 L7,
N1 Week 12 DA T £ Tl fl XUTFER T 5 TENH D B

HH (RdmEETe) ok
BT 15 FA 2% 1E 15
eHMaNF aA | Week -5 @ 3 » HEinDH Week 12 O THE
KATFBrA K £ T (FIEDOGAEIEL, FIERRAK TRE T) 7272
1. L. Week -5 @ 3 » AHinH Week 12 O #
THRFET (FIoGEIE, FILRFRARK TREE T)
HEOER 27T AT 555130 "T6E,
o | P XY R Week =5 @ 3 # ARG Week 12 ORRAFL T
) FT (FIEOHEIT, FIERRAERK TR E C)
5 PCSK9 [HEH Week -5 @ 4 % A5 Week 12 ORRAFL T K
) FT (FIEDOHEIT, PIERFRAERK TR E C)
4 AR SN Week —4 725 Week 12 OBEK THE T (thilko
' Tald, PIERRRAEK TR E ©)
5 ALK O E A | Week —5 @ 2 RIS Week 12 OMAE T I
T B F T (FUEDGEEIT, FUERRAR TR E T)
5 ILDL 77 =L —3 | Week =5 @ 3 » Afin o Week 12 DRAFK T HF
R FT (FIEDHEIE, PIERRAEK TR E T
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T2RBRSMENE |12) Day 1 ORNCUA T OF (k) OEF 2T 72858, Xid Week 12 DI #r
TR E TICLLFOHA (RIE) Z2BMMT 2 TELH L
AN UTIRTE ZE S S I BRAE T & 72 WA

! AN e N
IR T L L b ) 0 6 TS Week 12 DA THFET

1. iﬁﬁw%%y®ﬁ (FUE DAL, TR T E T)

HARIR A L > @ | Day 1 @ 6 #HFi25H Week 12 OMEK THEE T

2| i (P IEDHAE. I RRARE T E T)
N Day 1 @ 4 #fi/»5 Week 12 ORRAME THREE T

3. | BEIRAHK (hIE S AT, - R TR )

A | s Day 1 ™ 3 » AinS Week 12 DAL THEE T

(PO BEEIE, PIERERAERK TR E T)

13) Week —1 @ LDL-C fE7#% Screening (Week —5) & i L+20%LL EZ5#E) L
7o i

14) Placebo run-in #i2\C, Day 1 TOHEER Y 7 2 ROARHEL 80%ATM
OBF . TRSVEORBEIC L v IR EE T S BE

15) Placebo run-in (23T, JEI70ME 2R E DO B 27 B DI L Xk
AL L 7o R E RO A HEHERNFEL L7 BE

FHVE. & & 0% | Placebo run-in #j :

1 5k - WERFCY 7 BAREE 164 1 H 1 RIENERS

TR

o NAARERRE  NARKER 180 mg S8 1 884 1 H 1 [HIRE O %5
s TIORAREE: TR LR 1A 1 EROES

HWERMMEE | FEFHEEE

e Week 12 TO LDL-C OD_X—RZ 7 A )b DZELR

RIREEAm A H

e Week 12 T? non-HDL-C, TC, ApoB. hs-CRP & UF HbAle D X—Z T A
NNy

*  Week 12 T?D LDL-C 73V A 7 X35 O E & # B [100 mg/dL A (b
R OB IS 2 L AT v — VIE~T 0 #44K) L 120 mg/dL
A (B Y A7) XUiF 140 mg/dL Al (P U R 7)) ] 1T LIRS OFIE

Z OFEARE B

e Weekl2 T?D HDL-C LU TG DOR_R—RA T A )b DEALHR

LEVFHMERE | AEFER, BRRE, FERITR, A Z2d A > (E, IR, KR, 12 #E
DFERMRAL, A E

CEES|

< FEFHmEE >

THEFHMIEH CTd 5 LDL-C DX— A7 A )5 Week 12 £ TOZE(LR T, R L2 REEREET-25.25%
(/N 3, LLRIARE) . 77 B REET-3.46%CTH V. 77 BAREEL ik L TRA L REREE T
FHEMINCAE7: LDL-C O T RRD bz [77 B REEE OREZE (95%EEXH) p i, —21.78%
(-26.71%., —16.85%) p <0.001] (F 1), 7. LDL-C % Week 2 5K T L Week 12 £ TX— 2
FTAUPLDIRTRED BN (& 2, 1,




& 1LDL-C OZIEE (FAS)

| V. BcT 2EA |

7Z B RRE AR5 RERRE
NS . 137.67 (21.661) 134.50 (25.134)
AZA A (mg/dL) (48 1) (48 1)
. . 130.91 (21.528) 99.89 (21.579)
12 8% (mg/dL) (45 ) (46 )
A bH#E (%) bd -3.46 (1.901) -25.25 (1.864)
HEMZE (%) od -21.78 (-26.71, —16.85)
p fiid <0.001

&SP (R RE)

b TR (i)

C /N TIREEE (N 95% SR X )

& g 2 EF L ~DRIEH] (R 2 F 2 THER N5/ A2 F AR . TR, 5% 54 & SRR 00 28 T (R M 4 [

R, XR—AT A UH, N—RAT A LR OR AERZ AR L LTE D, #ELSHHEEIL unstructured &
L7z MMRM fi#dr, A EK%E 5% (@A),

& 2LDL-C OZELFE (FFRIHERE) (FAS)

75w AR AR LSRR
Visit % | LDL-C (mg/dL) = | Z8{b3# (%) be | #i#k | LDL-C (mg/dL) & | 2k (%) be
|| o o oo
| as | ol arm |8 o s
R 48 o ey | 48 (22,309 1.795
U | 47 25576 aese |4 22509 162
123805 | 45 21 528 doon | 4 2157) 550

LDL-2 VAT a—/v®
R=RT A 2B DI (%)

& SRl (REYERE)

b g T R ()

C BERE A FUADRIEH (A X F L TRRR A4/ AR F R, SR, B8 & SRR 0 28 BV % [ E
AR, R—=AT A H, X—AT A AME TR O EERAZ AR L L TED, B HEE X unstructured &
L 7= MMRM fighr, A EAKME 5% (Wifil),

5 e T TR
—— XL R
0 /N IR il - AR
. i
.10 L
-15
-20 +
25 jl,
.30 I 1 1 )
N 23 438 83l 1238

B 1%
1LDL-C DFHEILRDHERE (%)
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R EPAME H >

| V. BcT 2EA |

non-HDL-C, TC. Apo B, hs-CRP, K HbAlc D_X—Z T A H 5 Week 12 £ TOLE{LER
non-HDL-C.TC, 2 " Apo B i%, 77 B AREE & Ll L TRAX NBEECIK FARD b (R 3),
k. F3ITIEHMAZRE L MMRM BT OFEE T, B82S OIEERMEONUHE LT - o
A MalJssr#r T hs-CRP 1%, #ERIZE (95% F3E X M) 1%, —26.57% (—47.77%., —5.37%) TF'7

TARFEL L TRAN FBETEK T2 b,

1

% 3non-HDL-C. TC. ApoB. hs-CRP. BRU HbA1c DR—X S 4 Uh i Week 12 FTHDEILE

(FAS)
°S R NRA RERE
7= Tam s
R—=2F A i (mg/dL) = 161.78 (21.171) 161.17 (27.243)
12 #Ff (mg/dL) = 156.36 (22.350) 126.89 (24.776)
non-HDL-C ZALHE (%) bd -2.76 (1.720) -20.33 (1.704)
FERIZE (%) ed -17.57(-22.03, -13.12)
p fEd <0.001
R—=2F A i (mg/dL) = 218.33 (24.940) 219.33 (27.177)
12 #K (mg/dL) = 212.02 (27.347) 181.61 (23.784)
TC ZAbE (%) bd -2.23 (1.409) -16.36 (1.405)
FERIZE (%) ed -14.13(-17.79, -10.47)
p fEd <0.001
N—=2F7 4 i (mg/dL) a 100.8 (11.96) 99.7 (14.68)
12 #FF (mg/dL) 2 100.3 (12.97) 82.6 (15.81)
Apo B ZAbE (%) bd -0.67(1.799) -18.10(1.762)
FEHIZE (%) cd -17.43(-21.97, -12.89)
p fEd <0.001
NR—=27 A4 i (mg/dL) = 0.0698 (0.10216) 0.0756 (0.20432)
12 #K (mg/dL) = 0.0970 (0.19816) 0.0382 (0.03776)
hs-CRP ZAbHE (%) bd 119.60(66.542) 15.40 (65.246)
FERZE (%) od -104.20(-273.01,64.60)
p fiE d 0.223
R—=27 A ff (mg/dL) = 6.48 (0.900) 6.25 (0.719)
12 #FF (mg/dL) 2 6.54 (0.875) 6.21 (0.736)
HbAlc ZALHE (%) bd 0.16(0.594) -0.87 (0.590)
FERZE (%) od -1.03 (-2.56, 0.50)
p fiE d 0.183

0T e

HE (BEE(RZE)

/b IRV (FRYERE)
I/ TRV (W 95% R X TH])

B, AZTFU~ORISH (R 2 F U THHRA+5r /A2 F A |

R, N—=AT A UMl RN AT A ME LR O AR A AR L LTED,
L7 MMRM fitr, A EAKE 5% (Hifl),

APATEEI B GRE & APARER I 0O 22 FAE ] 2 [ E

AL AT unstructured &
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| V. BRICET 55 H |

Week 12 T LDL-C 78 U 2 7 X4y B0 5 A& 2 I 12 3 L 7= gl DO EIA

Week 12 @ LDL-C 73 U A 7 KR OEEE L H AR (ENRBE MR BT A R T A > 2017 4F
FR) (23 L 7= B OFIA X, R A REREET 62.5% (30/48 f5l) TH V., 77 LREE 8.3% (4/48
Bil) LB LTaEmrole [T B AR L OFFHIZE (95%FHIXHE) p iE. 54.2% (38.4%. 69.9%)
p <0.001],

<22 EERT A >

BWEH OB EIL, XA T 6.3% (3/48 ). 7T REET 4.2% (2/48 f5l) Th 7=,
KR OHEELRAEFERFZIIBIL o7,

BRRMRAS, NA XNV A v REEOLDER AT A =T, et EEE R 58RO 67
Nz,

5) fENEEL : ma L AT v — VIIERE 26 L LZENT 7 2Rl B SRR
6) Yamashita S, et al. : Circ J. 2025; 89(8) :1256-1265.

2) REMHER

ENEGR R  #BRE S : 346-102-00003"

B & LDL = L A7 v — )VIERE 25 5RIT, A Nl 180 mg # 52 HH &L L
T BR O ZR e A R L 72

RRT A sk e, G, i, R GHR

POES % LDL =2 L 27 1o — LI ERE

7R RN LU %&f?\ﬁﬁéﬂtﬂﬁﬁﬁ@ﬁ?@%m%ﬁ%ﬁtbfwé:&
< HTELH

1) KANICRIEBERENN D . AIBBROBIEAINC X EIC L DRENMGF DN BE

2) [FIERSHE AT 18 Ll | 85 sk Ll F DB 4«

3) UFDOAZF UNRARFT T A X F N2 K BIBERN N2 B
ABZF o EFH, T MUARREFT U BENRREF L BANRET L 7T
INAB T2 VUNRAR T U XNL T NN RAETF w5 T,

C AR TFURNEARAS
BWAEXIIBECRAZF UEZRALTEY ., UUTO a), b XL )DW\dhnrn
W49 % LDL-C ® U A7 X RINRE & B B ARl GRINEUE )5 MR) &
BT E TUVWARVWE LDL = L A7 1 — L fiE

a) AEREO 4 BELL RIS 2 &2 F o GRRABOHFEN) O % F—o M
- AETRALTWS

b) FIEREO 4 B8ELLERT [7 4 77— P REAIR OBIRAG-L A F 2 — A
HEHEIA TIEME LS /K (PPAR) a 9= L—& —(3 6 8L ERT. PCSK9
FLERNT 3 » ALLERT] b A& F o GEERAEOHFEN) & 2% F Lot
DE AL AT e —/VIMEREREZFR —OHE - HETRHLTWS

¢) WEITARNEOFHMAND A ZF % 4 BWELLERM LTS LDL-C DV A

7 KA BINEE S P H AL GRINEEYE OB MR) 2 ER CE R R a2
L. BEZEZEEO L & FEREO 48R ERT (3 IRA PPARa € ¥
2 L—& — % 6 L. LR, PCSKO FHEANL 3 » A LLER) B AXTF L
NoEa L AT e — VIEREEO AR —OHE - HETIRALTWS

« ABF N K DIRRHNIR EE
Pripl &y 1L EO R X FURARHCZ 2 EORENAE T, T O%R
FHARIE SUTE L 7B I HEN R SN2 A5, bLIZRAZF
BHREEZR L, AXT U ORMITHEEICENZ2MEORBENE U 2 8EN
HHEHE S, UTDa), XL )DW TN+ %5 LDL-CHY =
Koy E P B ARAE (RPUEHE OB 2R CTE TRV E LDL 22 L &
7 u — UIE




| V. BcT 2EA |

EANRIULE ) FEERGO 4 B ERND RS T RARAE T ZAUT) Ohk
Fl—oOHHE - HETRHLTWS
b) FIEEGO 4 EELLERT (7 4 7T — N RIEA L OSEIRA PPARa €Y = L
— 4 —% 6 HMLL AT, PCSK9 BHEANL 3 » ALLERD b AXF > (KK
AR TZNLLT) & AFF L PAOE 2 L AT 0 — VIEERE % A
—OHE - HETRHAL TS
o) [FEEUGO 4 WML, ERT (7 4 77— N RIEHI K ONRIRE) PPARa €Y = L
— & —X 6 EMLL AT, PCSK9 FHESIX 3 » ALLLERD MHHAZF U LUND
B2 VAT e — ) VIIEIRRIED % [ — D 1L - HETRALTWS
4) O~@DWF DS Z - B I A PHE 2 A4 5 BE
X5 BEAE XX A DFE Screening ¥ LDL-C i
ek B R R O BEAE .
O B 27 n T B AR 100 meldL A F
AN BRI
D UM AT ZE D BEAE
@ ‘I\;-Tn‘ff;%ﬂﬁﬁ (7272 UBRAMILHE QN HEfl L 72\ 120 mg/dL Bt
2 TUBEPR I (Week —2 @ 3 # H UL ERTIZEZH
INTEY, FRAEE DI L2 n2 L)
HARBREL SN EDDRHA A2 TIZED
BN RE BFE TR T LT, AEEA TN 120 mg/dL 2L E
®56ﬁui(%)x7)
HARBREL SN ED DR A2 TIZED
EEENRE BRAE THE T LT, ARt A TN 140 mg/dL VL
41 L E 55 LA (B 2 2)
5) Week —2 [ZZ2[EIF D TG 73 400 mg/dL A D
 SEIFARRGERBR D> D Ok 51
1) AIEBROBIIEETIC SCHEIC & B REN G bz B
2) FHIAERFEABRICI VT, 12 BRI ORI Z 52T L. Week 12 TIHBRIKDO#
Bk BRI A B L 7 R
Fs e | BUE SHIZEHIERER T, LA T OBSNEEO WAL 5 PR E 1IN D,

< HTELH

1) FEMRE =2 VAT v — VIIJERTHEAIK L 2R S iz B

2) Screening (Week —2) DR 3 » H LAPNIZ LA T 0 ifi 8 ¥ B D BEE XA OF
JEZ AT HHEE. XL Screening W FIZLL FOAEFHSENRE LI BE

< DMREIE . B UIARLEROE, WEIREEIN, mEEIR A /S AT, KA
o ik

© W MAEAE, SEGEVESHBIRMZSE . JEBEMERHEIIRE R, FEREM LA

- JEERRENIRE

« JRRAHO KA L QT IERIERERE, QT IERIEFEREOF G2 & F Y —
R« K« RT7 Y OfERKNTE2HT 5 RHE

3) Ay hr— NV AROEERMFEREXIEEEEOAINEL AT 5, Xt

Screening (Week —2) B~ 7 1 B2 A8 10.0 g/dL Ko B

4) Screening (Week —2) BRI U v fb~E 7/ r ' (HbAle) 7 9%LL E

DA b u—/LRREOERREEE

5) Screening (Week —2) WfiZHURIRENGA VE L (TSH) 23 EEHEE EfRO 1.5

a2z 52y br— L ARREORIRIBERRIK TEA A3 2 8E

6) DL N2 &R EUIFRE R 22 BT 588

* Screening (Week —2) K B RUFAFmBUR (HBsAg) O IMiEFHIRA X

X CHIFR T AL A (HCV) Huidhd )8 Bk

* Screening (Week —2) FFICT ANRTX U7 I /) b7 A7 27 —F

(AST) Xix7 7=v73/ b7 A7 =F—F (ALT) OEDFEMEME ERO

3MELL L, XIFH e U L B OE A E LR 2 584 1




| V. BcT 2EA |

7) R & DK EE LB R IR OB U A IHEA AT 2 B
) ot A R

8) Screening (Week —2) FjZ CK WAYEME IR 3 522 5 HBHE

9) BIFERERET . BRIE R UL R OB UTAIHEL A L, Screening (Week
—-2) EF®D eGFR 7%, 30 mL/min/1.73 m2 LA T~ D AEE

10) Screening (Week —2) OFi[ 5 4ELANICIEEEEMENES; GEUNCTRIR ST
B O FERAFE P J JEC B SR e b B B OV S RN 2 bR <) 12D
FbT, ALTFREE T AR & S L 72 /B

11) EANE AR TIRBRE & IR L7 B XU, BT A FEEO AR AR
B % B

12) LLFIRT Al (BfhZ2Ete) SUIFRIEZBLE O IR N X35 L
72, X% Week 52 O THi E CICHERAUTFERT 2 T ENRS D BE

AR (BRmEET) ok
P o FHAE R
1 [BFMEaLvFas R (Week —2 D 3 » Hinvd Week 52 O THREE T
ATFaA R (FiDBZEIEL, P IERRER TR E T)
72720, Week -2 D 3 » ARG R—OHE - HE
T L TWD 5L, Week 52 DA THEE T
(FIEDGAEIEL, FIEFRFRAEK TR E T) HEOZEH
ZATOT AT 256130 "THe
9 |lBIZE KR Week —2 @ 3 » AR5 Week 52 DIREMK THRFET
(P DS, P IERER AR TR E T)
g |[7rRRY R Week —2 75 Week 52 DMK THE T (H1EDH
A, PIERFRAEK TR E )
4 B OREEER |Week -2 O 2 RTINS Week 52 DAL THFE T
i (FIEDGAIEL, FIERFRAERK TR E )
5 [LDL7 7=l —3 A |Week -2 ® 3 % AfiH5 Week 52 DREK THREE T
(FEDGAIEL, FIERRERK TR £ T)

13) Day 1 OHNZLL FOEA] (FiE) OELEITo 72 BE . Xt Week 52 DR
A THRFE CICLL T O3RA] (FR1k) ZBAMGT 2 TENH L BE

AN S BT LB T2\ BRAA T & 7 AR

1 [LtEdRE X3 |Day 1 @ 6T D Week 52 DR THREE T (f
PR NLE > DORIFE EOEAIL, P UEERAR THE T)

2 |HRARA LT O |Day 1 @ 6 R[22 Week 52 DMK THEE T (Hf

Ei IEDGET, TIERFRAR TR £ T)
3 |HEIR IR Day 1 @ 4 #fin 5 Week 52 DR THREE T (7
IEDGEIE, TIERFRAR TR £ T)
4 |HrAEE K Day 1 ® 3 % A5 Week 52 DIRAHKE THEE T

(PIEDB AL, TIEERER TH £ T)

« SBIRRRGERRER D & O ki1

1) FMFARRFERBR UL T OF EFL BB L B

o DAESE, ERE SUIARLESOOE, REIARIEEN, EEIR S S 2, fiKZs
WL IR R E, RE G SHENIRBRASE . SE IR R BIIRE B, FEE
PEOARE

© KBRS

© JFIRARBHOIAB T P — K« R« BT oY B SEE

2) 2 bu—/LREOEERMPEEETREEEDOAINEEZ /T 5, UTH
MR KRR BR Week 8 FFIC~F 7 1 B2 A8 10.0 g/dL ARt 0 ¥

3) LT &g E IR 22 AT 5B

- EIFERGERBR (346-102-00002) Week 8 % T HBsAg O LiFFHIMA X
1L HCV HUARAE 2B & 7 o e B

- BIAMGERER (346-102-00002) Week 8 F TIZ AST X% ALT DA F e
I ERRD 3500 . TR E Y L E L OES LR FRD 2 (50 &R LT
BE




| V. BcT 2EA |

Tl e 4) BHEREE, BREGH UIBROBEXIIEIHEL A L, & I KRGERER
Week 8 BFD eGFR 7%, 30 mL/min/1.73 m2 L F D E3H
5) LLFIRT3A (BdhEETe) SUTHREZ BLE O MM N CfH X355 L7,
1T Week 52 DA THEE CIO A XX FERT 2 FEND D HBE
K (RS EETe) ok
s fE AR IR HIH
1 [2FEavFa, K [Dayl 2»5 Week 52 DRERKR THREE T (FIEDOBEE
AT7aA R %, LR THRFE )
7e72 L. BB IR RRGER S 5 & 06T & [/l— 0
B AETHEALTWSEEIE, Week 52 DA
TRET (FLOGEZ, FIERFBRAK TR ET) M
FEOREATOPTHHT 555130 v EE
2 lmIZENR Dayl 7»© Week 52 O TIRE T (P IEoGE
I, PR TR E )
3 | Ry R Dayl 7»© Week 52 O TR E T (P IEDGE
%, HIEFRFRRA THRFE C)
4 FLBNOHBE AR |Dayl 5 Week 52 OREK THFE T (Pl E
fh %, HIEFRFRRAK THREE C)
5 [LDL 7 7 = L — A |Dayl *5 Week 52 ODREK TR E T (P ILOEA
%, HIEFRFRRA THREE C)
6) Day 1 ORINZLL FOHA] (Fik) OEH 21T -2 8#F ., Xt Week 52 Ol
K TIRFE TIZLA T OZER (L) BT 2 TEL S 2 EFH
HEH T E L ZE W AT HT 72\ B AAC & e HA
1 [LtEdBErX3E [Day 1 @ 6 @i 5 Week 52 DA THREE T (
PEFRLECOfFT [IEOBFEIE, PIEREREK TREE ©)
2 |FARBRAB VT O |Day 1 @ 6 AT 5 Week 52 O THREE T (H
I 1EDGEIE, P IERFRAR TR E T)
3 |HEIRIA R Day 1 ® 4 #fin 5 Week 52 DR THREE T (F
1EDOGEIT, FUERRAR TR E T)
4 |HrAEyE K Day 1 ® 3 » AR5 Week 52 DA THREE T
(FIEOGA L, FIERFRAERK TR E T)
A HER O | N A #2180 mg 2 1 H 1 [l A%
5051k
FEATE H ZAAVERHIE E

BERS, WIKRAE, A 2040 (E, JRaE. R . KR, FERpTAR.

12 FHELEX R

AOMEEHIEE

o 2L GHFETO LDL-C DRX—RAT A )b DE{LHE

e 52 EKFE TD non-HDL-C, TC. Apo B. hs-CRP ¥ (! HbAlc DX—
AT A I G DIEALR

e 52 i%RICEBITH LDL-C 8V A7 XRlOREE P HAZEME (100 mg/dL &
i GEENIRE B OBEE IR 2 L AT 0 — VIUE~T 0 #EA1K) |
120 mg/dL Kiiii (Y 2 2) X% 140 mg/dL A5 (U 2 27)] 1T L4
B OEIG

e B2HEHLGHE TO HDL-C KU TG OR_X—R2F A )b DOE{LR




(R
< TFEGHEHE (CLerEHiEE) >

| V. BcT 2EA |

BIVEH OZBEI S 1L, XA REEEE 130 1T 14.6% (19/130 #5]) TH VY . 5%LL FFEE L 7-BIVEH
VI RERIMIE (6.2%. 8f]) Tho7= (R 4)

R4 BBRERSHBRICERLEIER

27 (130 #1)

B (%)
1 400 ERIERDRO b= #E 19 (14.6)
RIMEA (GEARE
JTHERE L H 2 (1.5)
TI=T ) R URAT 27— BN 1 (0.8)
TANRTGRUET I ) VT AT =7 —EH 1 (0.8)
M7 L7 F ok ARF T —E 8 1 (0.8)
1 PR N 3 (2.3)
i/ INRER D 1 (0.8)
JT S REAR A L - 2 (1.5)
7K 1 (0.8)
e 2 (1.5)
EmRUZURY RilE 1 (0.8)
5 R 2 I iE 8 (6.2)
A 1 (0.8)

o NAAREERE 130 B TR, BERRBWERHIIGGROD biviedo T,
o NRANREBEETHKRRAE, A X NA0Y A2, KE, KOLER AT A—2T, Zef EfMEE 725

TR D N2 o T,

o & LDL = L 2T o —/LIMERE & KTRIT L2 RE 180 mg & Week 52 TG L7-fE %8, BAF/A

AR AR LI,

<A ZWVERFAMIE H >

LDL-C I35 DFHIE S TH D Week 4 > HAK T L, F DK FiX Week 52 F THife L72(F& 5. K 2),

R 5LDL-C DR—RSA UM oDELE (BB XIRER)

Fik e 5l BB

29 {1 101 4
NR—2F A i * (mg/dL) 119.1+24.51 136.9+25.12
FOf&FEAMRE ~° (mg/dL) 104.9+20.72 99.5+23.85
b (%) —9.52+3.614 -26.32+1.691

ar Rl AR e 7
b:52 3 #5585 T il K O 1451 D e i AT ATh
cPRfil £ R RS
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5¢ e ik il
e LB

TEE AR AR R

LDL-Z= L A7 a—/Ld
R—2F A > (BL) D> b DZEALR (%)
=

o BL 43 8HE 120 160 208 24 288 3208 36 400H 448 488 528

ke 5

BL) O DR (%)  0.00 -12.36 -12.00 -10.05 -8.76 -4.06 -4.42 -334 -479 -723 -6.74 -8.10 -10.70 -9.52
SEGI% 29 29 29 29 29 29 29 29 29 29 29 29 29 29

FrELG

BLHDELE (%)  0.00 -24.35 -25.72 -28.18 -24.33 -23.44 -2424 -21.11 -22.01 -22.98 -24.10 -23.18 -24.97 -25.30
JEFE 101 101 100 100 96 96 95 95 95 94 94 94 94 93

G 1R I
B 2LDL-C DFHEILEDHR (%)
T) ALPYERE © 5 L AT B — VSRR R G b LT PRI
(5) BE - HEAHR
M R L
(6) BRI
1) ERRERE (—REARERE, FEEARERE. EARRLEAE) . RERAR T4~
—RBE. WEREHERABONE)
LR L

2) ABEML LTRETFEONE R ERIEL < BE - RROBE
KR L

(1) 0t
TR L



EHFEE(ICET 51EE

| VI Sah3ERIcBE9 %38

. EEPMNICEESHSILEYMRITIEEYEE
BARANA

. EEER
(1) EREML - fEREEF

NAN BRI ACSVLL 12 & » TIEM B ETC-1002-CoA |

RBIER Th 5 ACSVLL (3, I CmFsdl L T2 S E 1 & & e T DO Ol

LTy,
JelEF PR ER| & FIREIZ

RS, ACL e E’J FLET S,
ENERVRE ¢

F DD RAERBRITHFIBIZ BT T ' F v CoA DOFHE R & Wi L\ HMG-CoA &
I, L AT VAEAKRRKEREST S, E-FRIC

BiFsalrxra—iLo

B IAMEN 7 LDL 2 B EORB LR AHE 4 5, LDL 2R/ EZ N LzHiE~? LDL-C ®E Y A
LW ERFAZ LT, LIDL-COZ VT ANTH L, mifEF O LDL-C 2MEFT %, DL EoF%

JrL Ty AL RERILIM
NLRRBIFECFRTE LS NS

JIVEE
NLANE _E o —
(FEMHRY) .
R
NS F [ )
°
HMG-CoAiETTEE SR
R (EmE) 1 HMGR
°
°
JUAFO—-ILERRDFES
wvv
LDLEESADFIREN

e LDL-C Z X T =¥ 2,

= [HDOLDL-CHRL

(2) EERMITDHHERAMIE

@ ACLBHEER (in vitro) ¥

NRAXRKEEIZT v FBIOE FOFI 7 v Y —AT ETC-1002-CoA

BRI TIZACSVL AR LR
Py T
+ ACS
sl °
NORRE ¥ e
CRsE 18 > @
SEHL
TNESE @
°
HMG-CoABTEEESR
WA (R 1 HMGR
°
°
R

BRI TIRACSVLIAEIRL TRWL ) T Eh—LIFIERRR
B EEDMIFICH BRIV R T O—LERE=IHE 3\
EhET 2EROIBELBL

WAt S 7=, ETC-1002-CoA

It b ACL fHAM 2 Z 27 DI 2 LE L7z, XA RERIE ACL {EMEA2LE Lo 72,
I, NAXRNBAE LT v MM HES D50 % 30 mglkg DX AR REEAZHEIER G LT v
g A TR G AT 38 1T D ARG P R 2 it L 72 i . ACL iR O RE iR o & ACL
RO = EEOEEMMNTRD STz,

@ NEE AR ILEEM & LDL B3 EEM  (in vitro, ~ 7 %) &9
M RIFREREIZ I W T AR A RBBIC X DR A AL EEHA 23RS S 4. 1Cs0 13 9.7 uM Th - 72,
it\ NAXKEEIL SREBP2 #71 LC LDL S FAEH ORI &L NS 7, B2 ApoE / v 7

TR TRATEBNT, RNARRBIIHEO LDL /SRR B ORBLZ TTE I ¥,
® MmMPFEK FER (harxZ— <o) oW
ElEiE 2 VAT e — VB CIRERFIEZEE LN LA AX =128\ T, XA RE2 30 mg/kg/H O

3 MR A H1%, FREoE Y METDOIFE AT A —2 2K F ¥,

K ANLXFBOFMBNTE ST A —Z I RITTHE
LDL-C -71%
VLDL-C -64%
TG -49%
TC -41%




| VI 3536z B3 2 A |

mIEima VAT o — LA CIRERFIEL BE L, EZSEBIERN 42 £ L7 ApoE / v 77 7 k
< AIZBNT, RAXKEE 30 mg/kg/ B O 2 B OG5 1E, G LDL-C % 61%{(K T 37,

@ BIREELERIGIER (v A, I=7%) * @

EEE a2 L AT o — LB CIRERFIELZ AL L7 ApoE / v 7 77 b~ A BN T, NALRER
30 mg/kg/ H @ 12 HMRE 0K 515, KEWRIFAG A OREY A Xafi/h (-21%) S8, KEfrb =
AT 1 — Ul Z Wi (-38%) L7z,

EEEa L AT 0 — LB CIRERFIELZEL L7 LDLZAREK ) v 777 hI =7 ZITBWT, X
LA REED 23 WO G (120 X240 mg B GE3MOFET — %) 1, KREWRGE IR 2R i
(-47%) KOG RENRFE R AR (-50%) Z b SH 7,

(3) ERRIFER - HihR
MUER e L
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VII. EWEREICET SHEE

1. mMAREDHTS

(1) BB LA MR
AR L

(2) BRRFBCTHRAIN-ODRE
O AR
HAR MR A A 180 mg 2 ZEfFRF AR M5 L7z & & o MR A RERREHER .
RO REE L IR LR REORHY TH 5 ESP15228 OIYENHE T X — X & ZNENLLFIC
KT,

257 —o— A+ FE A (641)
20

15 1

10 9 7

IMAE AR LA RERRE (1 g/mL)

0 J) T T T T T T
0 12 24 36 48 60 72

Be 52 e ) (R
(BARABREBANCETHAFERZEOREROMBHNLNR FEREER)

(F#| 180 mg ZEREIROKRESROMEF S THZDEYHE/NS A —4]

AL IPSE S %k tmax Cmax AUCinf t1/2
(h) (ng/mL) (ng-h/mL) (h)

N ALARER 6 2.00 17.8 280 20.1

(1.00 - 2.00) (2.99) (59.3) (4.18)

ESP15228 6 8.00 0.887 42.82 20.02
(8.00 - 12.00) (0.089) ©) )

TEIE FRMERZE) . tmax DA RIE Gi/ME - HRIHE)
at 1BIORE, BRI,




| VIL. $&4p@hie i+ 55 H |

@ EES"Y
HARNFERERR A S AR 180 mg 2255 1 H 1[0] 14 HREIKER OGS L &0, EFIRED
MAEF R LR KL ESP15228 OIEMENHENT A — 2 2 ZNENLL FORITRT,
14 AMKERO#EG#% D AUCtau & BREIFE O 5% D AUC24 OHIZ L0 BH L7z R AR RER
D BRI D EIEIT 2.35 Th o7z,

(A#|180mg % 1 H 1[6 14 BEREZROARSROMEPITHROEDEE/ S5 A —4F]

bTtg | Bl tmax Crmax AUCtau t1/2
(h) (ng/mL) (ng-h/mL) (h)

AR AR 6 2.00 30.7 391 25.2

(2.00 - 3.00) (6.57) (118) (4.83)

ESP15228 6 7.00 3.080 56.4 28.02
(6.00 - 12.00) (0.773) (12.8) )

TEIE RMERZE) . tmax DA RIE Gi/ME - HRIH)
at 1BIORR, BRI LT,

(3) HhEE

MUER e L

(4) BE - AEORE
O AFOPEDY
AhE ABEBERR A 17 B AFK] 180 mg Z HERR A& H LTz & &, 22 G0k 5 Bk & G
DR A REED Cmax &N AUCint O K[ HITZ 11240 0.88 KT 0.98 Th 7=,
@ PrHEOEE

L.

II1.

I1I.

A=EaS S

HME BEEERR A 20 BlIcB VT, Y urXx v B (UGT FEAD) 500 mg1 A 2 [l 5 & OFH
L CAAl 180 mg Z# WA NEH Lz & &, RAASREBEME 5RF L bl LT, RALR

FED Cmax X TNAUC ITZNZEN 1.23 LN 1745 TH -T2,

HMG'COA %i@%?ﬁ%ﬁﬂ%ﬁu 15, 16, 17, 18)

UTOO~@DD 4 3RBRICIBNT, AHl L HMG-CoA & Tl LA 0 W+ BAE M A3 kit
i,

OFERERR A 11~12 Bl R A2 RER 240 mg & 2 U NAHXF 2 20 mg, T T/NAHXF 2 40

mg I ANRNAXF 2 10 mg ZHHHREG L-, @A 12 BillAA] 180 mg & 7 kv

NAZF L 80mg, VU NAZF L 40mg, I T NNAFZTF L 80mg XiTr ANARZ T 40

mg # G Lz, @2 L AT v —) VIIJERFE 40 BIZN A REE 120 mg I 240 mg
LT MNANRAEZF 2 10mg TG Lic, @& 2 L A7 v — VIMERFE 41 FlITAH] 180

mg &7 R RAXTF 80 mg #HFH#E G Lz,

FREOREBROER, HMG-CoA It R EAIBEMB GRE & B LT, 7 bR ZF
® Cmax XN AUC (ZZFNZEH 0.99~1.69 5L 1.29~1.77 fi5, 0 AXA X F D Cmax

O AUC IZZEN LI 1.68~2.08 5 O 1.45~1.69 5, A ZF W (EMHEAHY)
® Cmax XN AUC 1FZN LI 1.43~1.52 5T 1.91~1.96 f&, 7T /N AFZF D Cmax

K ONAUC 1ZZFNFH 1.36~2.04 15 KT 1.46~1.99 5 Th - 7= FHEAIZ X 5 k).
HE AR OERIN TV D HEL OB &R, THEE, AT L RS LT 180 mg
Z1H1ERARET5,] TT,

TEFITY

SMELBERERA 40 BICISW T, AH] 180 mg1 B 1 G- L HHH L T=EF I 7 10 mg &
HERROKG LE &, ZBF I 7HMBEGRE LT, =EF I 7D Cmax XN AUC
IEENEN 116 5RO 111 S, =B F I T D77 0 VA RD Chax X OV AUC 13%

NZEN1L80ERN16THETH-/-, = ¥F I 7 10mgl A 1[AFE5 & HFH L TAAI 180 mg




| VIL. $&4p@hie i+ 55 H |

ZHERROEL Uz & & RAR REERME G & i LT R_RAXREED Cmax X TN AUC
IFZNEN 108 FE RN 1.05 B Th o7,

IV. AbRALI
SRELN 2 T PRI AR 19 Bl AA] 180 mg KT A Fak/L 2 v 500 mg A G Lz &
ELA BRI UBEMBER LB L T, A AL D Cpax X ONAUC 1ZZ2 14 1.04
BERON0.97ECTh o1,

V. B0 R 2V
SMEERERR A 16 Bl AA] 180 mg K OME M#EHTE (/ r=F > Fry 1mg KO=F=
VA RNT VA=)V 0.035 mg) EOFHEEG L7z b & ORISR E M 5RE & bl LT,
INVTTF R ® Cpax LOAUC ITENEFI 1.22 TN 1.03 %, =F =LA RT
A= D Cpax XN AUC (ZZFNEN 1.09FK 096 FThH -7,

2. RWEERB/NT A5

3.

(M

(2)

(3)

(4)

(5)

(6)

R A&
VI 3. BEM(REaL—av) 8] OHESR

IRk AR 328 FEE 7E 340
RESEMEE B RRARAT O R, WIUREE E 8 Ka 13 1.64 h! EHEE ST,

HEERETER

BRI L

SYFTI VR

LMY EREET O R, At 27V 752 (CLIF) 1X0.745 L/h L #ESNT-,
NMEE

RESE SR BN BEMRAT DFE R . e 8— kX > RO ANTOSFERE (V2/F) 13162 L LHES
iz,

Z A
AR L

BEH (REaL—av) @Y

(M

(2)

R A&

FHEMSREREfEAT I, &5 T AHERER 10 3B, B THRBR 10 &5, EIAHRER 4 B L2 Nig
DPKF—ZEMHNT, Ty har =k A2 AT 5RIGER, K O—kE&EfEZ LS
2 aL/N— hA L MNETIVE AW TN LT,

INTA— R EHER

CL/F o8& & UCTHERI, RE, B IFERFIE, 2 8RN, eGFR, XO=EF I 7 OHFH R,
V2/F oIZ8 i e UTHER, Fln, RE, BARN, KOV U R"ZRZF U OfHNEIRE Lz, Ka Ot
EE&ELTREN AL AT XA TV T 4 OHEREL LTT MAARRZ T OHFHNEIRE
Iz BRAEET NV E W RAX RO EFIRIEORE &I T 28GR A EORE LN L 7=,
Wik H 5B BETEINL LIZBEOBRE RO L O D 90% CI #LL FOFRITR LI,



4.

5.

4R
HAR
Ho

kil
D)

(2)

(3)

(4)

(5)

| VIL. $&4p@hie i+ 55 H |
(NLRFBEOBZEEICH T IEENGHEEOZE)

& b U 7= 2 AUC Dt Crmax Dkt
(test/reference) (90% CI) (90% CI)
PERI] T B 1.40 (1.34~1.46) 1.38 (1.30~1.46)
593 AARNBERARN 1.23 (1.16~1.32) 1.49 (1.36~1.66)
EANR=w J /I A=y s 0.95 (0.90~1.00) 0.99 (0.93~1.07)
R <72 kg/72~95 kg 1.32 (1.27~1.37) 1.37 (1.30~1.44)
> 95 kg/72~95 kg 0.75 (0.73~0.78) 0.75 (0.71~0.79)
A i 65~75 i/ < 65 ik 1.16 (1.12~1.19) 1.05 (1.01~1.10)
> 75 %/ < 65 ik 1.25 (1.19~1.32) 1.07 (1.00~1.15)
e 0 P P T AR R 1.39 (1.34~1.43) 1.28 (1.23~1.34)
Fp A R R PR IR R 1.88 (1.76~2.01) 1.61 (1.50~1.73)
PR 2 R R /NGB H 1.06 (1.01~1.11) 1.03 (0.98~1.09)
Rk R/ B B 0.81 (0.77~0.87) 0.99 (0.91~1.07)
HeFH/3f HeFH 1.08 (1.02~1.16) 1.13 (1.04~1.24)

CI = Confidence interval

HeFH = Heterozygous familial hypercholesterolemia

1

NEEEERE A 6 BIICAH] 180 mg Z HERE NG Lz & &, RAXRERD tmax O T RAEIE 2.00 BT
77,

1K — A RS Y@@ 14 >
HET Ve ROERGT v M2 UC- XA RE%E 10 mg/kg THER O E L1- & &, N O EEE
P E IR IA] U R O ik FP B RETR S K W AR HERE L 7= (0.03 %),

% — B SR RAPS BB
KR L

it~

Bl oA E @R A Aotk 8 BIlICAK] 180 mg 2 1 H 1[0l 6 HMERDEE Lz &, AHTF
ANDORLLRBOBITNRD iz, LIRORAL RO 1 HERE 0.0331 mg/H. FHxH
FLIRHE G 0.479% L HEE Shuiz,

B~ DR THE
LR L

ZOHOMBEEA~DIITHE 2 P

HRE AR A BYE 6 111 14C-_ AL RfiE 240 mg & R OG- L7- & & OHEHED Cmax DAL
[ 4fEEE T 0.489, AUCint D4 M/MAE T 0.498 TH Y . MER~DBITRIIMEI > T,

T e ROBEAET v M MC-RAXNEEZ 10 mg/kg THARRO#K S Lz & &, B R OWFHE T
MARIZ R E OB REDN R S U722, 2 S ORI & OVIHE O R RESR 1%, #5174 72
RERNIE DT b I EE O 1% R Uiz, BTV E ) RO R T v b CTHRATED RN AL
BRTHY ., 2T = EAMEASORFFCBRAMEILRD b oz,

HE  ABOAR SN T D HELOHEE, Bl RASIERAXREEELT180mg # 1 H
1E&EROREGT 5,1 TT,




(6)

6. R

(1)

(2)

(3)

(4)

| VIL. $&4p@hie i+ 55 H |

mEEQFESRY
NAR RN ONESP15228 (% 5 umol/L) Dt MUEE ARE A RIT., FEI 99.3% K Y 99.2% T
Ho7= (in vitro, VEHBNTIE)

OB ER AL & MR SRR = 2

FIChE RIS D, SEANERERA DM 6 Fil 14C- XA~ REE 240 mg ZHFEIRR O &G Lz &
&, MIEFIZEB W TEITRZEIK, ESP15228, XA RNEEZ /L7 u=F k(O ESP15228 7 /L7 1
= oS a7 (MR REIC T 2881, T2 37.3%~57.7%. 8.8%~11.7%. 23.4%
~35.6%. 7.3%~18.0%), 2B, XL Righ 5 ESP15228 ~DZEHa L | Z D D34 U= (in
vitro), Z O FWHIHIL. NADPH (K7 ORILIETHEICL D20 EBZ BN, B MIBTD
AR OHEE BRI 2R,

SRR _Glucuronide NANRREI VT m= R
(0] (0] (¢] o
UGT2B7
HO OH o} OH
OH OH
ESP15228 _Glucuronide  ESP152287 /17 6 =k
(0] (o] O (o]
UGT2B7
HO OH (o) OH
o) (6]
(REDHETE R BHHER)

HEE ARNOEKRBEIN T HEROCHEZ, B, RAKIERNAXREELTI180mg # 1 H
1ERROBSGT 5,1 TT,

R#ICEBET BEEKE (CYPE) ONFiE. FE5EXRD
NRUAREBORFH~D CYP D% 513/ &< FIZ NADPH K17 OEg{k X UGT2B7 I X % 7V
7o rBRaic koSN (in vitro),

PVEEBHNROEERUVZTDEE
MAEER e L

REMOTFHEOERERVEHL., FELE>

NN & ESP15228 O in vitro Nl K OV L 2T v — LG RREFE O IERBRE TH - 7,
Fm, RNALR@BI L7 a0 = FEOESP15228 707 v = ROWT b G2 RS 2o T-,

HME N RERE S 6 5112 14C-R A~ RE 240 mg & HiEIRE O 45 L7z & o fmfEdicisis 5 ESP15228
@ AUCinf 13X L REEDH) 20% T o 72,

EE AROEKRBEIN T HEROCHEZ, B, AT AXREELT180mg # 1 H
1ERROBSGT 5,1 TT,

7. Bt >
S E R A B PE 6 Bl 14C- N A2 Rlig 240 mg ZHEROFK G L2 L &, BEHREEED 62.1%73 %
D, 25 4% FEMEF N SEIN ST, FEEF L ORFIZENENZEGEED b%REBRE/KE LT
HEi: X7z,

EE: AAIOKR SN TODAEROHEIE, EF ., RAZIENLRRELT180mg 2 1 H 1 [

Bo&E35,1 T,




8.

10.

o)

11.

| VIL. $&4p@hie i+ 55 H |

bS5 U RKR—E—IZBT H1EHR >

In vitroiRBRICB W T, RN AR FER L ESP15228 DWW 91 E, OAT1, OAT3, OCT2, OATP1B1, OATP1B3,
BCRP X% P-gp IZ K 2 Wik D E TlIle oo, NARREEIX OAT2 12X 57 L7 F =2 R OREEH %
ZPHE L. ICs0lZ TN 88.9 K11 1.24 ug/mL T - 72, X L~2 RERIZ OAT3, OATP1B1, } (*OATP1B3
ZFHE L, ICs IZFNFh 65, 189, KN 180 pg/mL TH-7=, ESP15228 |% 3.4 pg/mL T OAT1,
OAT3, OCT2, OATP1B1, OATP1B3, BCRP & " P-gp (Zxf L CHEE R L EITFRO Loz, A
NRBBIZED b T AR —DFRENRGRD BV, FRRAICARTE S 158 & T OAT3, OATP1B1,
SN OATP1B3 & Bdd 2 Bk & 5 W EAF 234 C 5 ATREME IRV & B 2 b7z,

BREICLBBEEY
MEENT 2 BT 5 KB ARE (eGFR : 15 mL/min &) O#ERE 11 FlIZ >V TAHK] 180 mg ##H5- L
Pl X MBI s 6 R & LTS A NI 5 B D 9.3% T o -

HENDERZETHESE

R RE R R 2 L )

AH) 180 mg A HFERR ALK G Lz L & EWRBEEZAETH2HBRE (7L T7F=27 07 F A (Cer) :
90 mL/min UL E, 6 6) &l L, #E (eGFR : 60~89 mL/min/1.73 m2, 6 f3]) . F4:% (eGFR : 30
#~59 mL/min/1.73 m2, 6 f5)) M OEE (eGFR: 30 mL/min/1.73 m2LA ., 6 i) OBEREREED H
HHERE TIE, RAXREED Cmax TZFNE1 1.28 5, 1.15 {5 &0 0.97 5. AUC 1ZZ 1 E i 1.18 15,
1.76 5 X 1.90 5 ThH -T2, BT ORMBARLEOHERE (eGFR : 15 mL/min A, 11 1)) (AFH
180 mg Z AT 1 R Fi & ONENT 23 RERIZICHEIRR D5 Uiz & & ERRBHELZ AT 295% (10
) L, NAXREED Chax IFFNEI 0.84 2T 0.83 5. AUC IZZENFH 1.47 FE KR 1.75
FECholz OMEANIZ L DA .

AR &G Sz 2403 11 (HARN 159 il 5 Te) ZxtG & LI RHEMEMEIREMITr ORER L v, EW
IREREE AT ABEE L L, MEROHEEOBEREREDH 5 BE TIX, XA REBOEFIRE
WZBIT D Crmax 1TFNEI 1.28 5 KN 1.61 15, AUC IZZFNEI 1.39 LN 1.88 G TH -1,

R RE R 7 FR g )

A 180 mg # HFERAFKL G Lz & & DORAXKREED Crmax XN AUC 1T, EH 2 HEREZ T 2 4
(8 ) Lk, MEDOIFEEEREDH H95% (Child-Pugh 2% A, 8 ) TIXZEhE4 0.89 i}
TN 0.78 fi%, W& D ITHEREFE = D & 2 152 % (Child-Pugh 3% B. 8 i) TIZZH 41 0.86 (7 K% ) 0.84
G ChoTo, BRI KOS O EEREWIRE ICB I 2B AT O R A REED Crmax 13X 0.81 5 &Y
1.38 %, AUCIZ 0.73 5K N 1.31 5 Ch 7= (FEAIC X B AkiH) .

. PER]
RHE B REFEAT DAL Rl L OMERNER AR REE O ENREIZFER I ER DO H 5 AL K IF X
otz

T Dt
AEM LR
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VIII. 21 (FRLOIESF) ICEIHRE

ERNREZDER
EIN TN

DR

. BERRABR L EDEH

ﬁ%(mwﬁﬁlﬁhgbmu &)
21$ﬁ@ﬁﬂ WBBUE OBEER D & 5 B

(fiFwt)
AHN DR LISBUE DBED & 5 BEITAAN 2 55 Lo G E WBUEMERAFEIT 5 WREM 2SS £
BNLDZENDL RIER L LTRIE LT,

2.2 WEIm XATIEAR L TS AIRENED & 5 etk [9.6 2]

(fifa)
FWER (T v ) 1B\, BREMAEICHY T2 T FREZEECHRIEOEKRITR BHE & e o
) OB OEMNRE SN ENORTE LT,

- DREXIIBRICEES HEE L TDEA

V. 2. FREX I RICEAET HFE] 22T HZ &,

. RERUVAEICEEYT I L ZTNER
V. 4 RZERUVRAEICEESSIER] 22HT 52 L,

EEGERWIR LT DER

8. EEREARNEE

8.1 KA GICHT->TiE, HOLLDEA L AT 01— VIERRO K TH 5 BFRIELITV. FI
EERE, AW OB MIEERBRO Y A Ty 7 X — (BERF, ®ILEES) OREE L +0%
BTHZ L,

8.2 A G- HIXmM P AEE M2 EWRICHRA L, AANCKT 2RISR b WIEEIZITk G2 ik
THZ L,

8.3 HMG-CoA i el FHE A M OML O FE R FIEIREE & 0P T 235613, PRI 2 EFOE IR

D255, S HELREAWEER, OIFEOHE REZAT 2EFICET 2 EELN 11.1 ERARREIWEHO
LA LTHER T 2 b, (1.3 0]

8.4 AKX HMG-CoA ZE TR L EAIOIM P IREZ2 FH S5 Z &b, MU mAES ORIER 2 &
bbb BENLRH D, ﬁﬂ&HMG&A“i%fﬁiﬁ%ﬁ%?éﬁAi EHIIZ CK %2 HIE
T57 PBEOREEZHSICBIET L, 2. 2D ORWEROER X IXMEN H &b

BAITHCNC BRI T 5 L 9 BF IR ET 5 2 &, [16.7.2 B3]

85$ﬂ&5’;wﬁ&mﬂiﬂb 1B PRI IE S 8 PR B E DAL D S D2 BEZNNRH 5720,

WHIREBEOREFEDOBIEEZ 51T 2 &,

(fi)

8.1, 82 Ha L AT v — /VIERFAIC BT H2EEFEE LTHRE L,

83 FHT AIADIEEFHLETTOIMLEN DL Z ENORE LT,

8.4 MM ASEMNRBOMER, KR EAFZFUHHICEI D A TF o OMPRE EARAED LN TEY
R ARIEE ORIERRN H 5 b2 BEZNN B H T2 DRE LT,

85 AFIDOIERBFIC LV IRBBEN EFT 2R H Y | WIRBRIIE XX Z0E{DOY A7 03b 57
OFE LT,
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6. HENEREHIHLBEICHTHIE
(1) AHHE - BMEBEFOHDHEE

91 EHHE - BEERZEDHHEE
2,11 BRDBREEDOH SBEXIISREMAEDEE
FERPEAN LR ESI X EZTB8ENNH D,

(fiF7)

AFNOVERERIC X 0 IRERES _LF-9 2 /TREMEN H 0 | T B OBEEE N B 25 S E i R R fE O B8 Tl
WMEZBIER TV AINEEILBENNDDHT-OFRE LI,

(2) BieEESEE

BE I TV

(3) FHkrefzEasE

9.3 FFifaelEE 2 E

93.1 EEDIFHEEEZDH S EZE (Child-Pugh 2%8 C)
AHNDOIFESTEOMAPIREDS LR T H8FN0H 5, BHEOKERERE 254 & L BRRRIT
Fhi LTy, [16.6.2 S

(fig#h)

FHHERE TE R BBR T & bhii U C . W45 P PR R IR S5 B C IR D FERE BT oD i HH IR BE A3 i v MBLa) 2358
HDOHENTNDZ L ROEEDOIEERE D H 5 BE Zxtg & L2 BRRBRIZFER L TWhianZ L
RE LTz,

(4) 4GERRERI 2F

04 KTEREEH T HE
HENRT 2 AIEEME D B B L2l AR 5 h R OB 5% 1 BRIV TR 7 2 2035 ) OVE B
TRRHEIEICHOW T2 2 &, [9.5 2]

(figan)

VI 6. (5)F1%| DESMH

fEFERR AR 5 14 A OKRIER QG281 DR 25.2 Rl Ch o722 L, D 5 1%
Zefa oI & U CREE I A2 1R & EE LT,

(5) BE4%

9.5 it im
B0 TR L TV D ATREMED & 5 I3 e G- Lisnw 2 b, B3R (7 v b)) CEERAZICH Y
NIXTEIZBEET, BEOEKITR (EFE LIEOEH) ORBBEOHMMAREIN TS, F
7o, B IR GEREI L M2 7 v 8 CEKHEOBRBEELIT T, HAROFERE) ORI, 3
FEWE DO « AFRIXT ., KOEEORMERHRE SN TWD, [2.2, 94, 9.6 ZH]

(fig#n)
MX. 2. G)EWEHREEMRAER OHEBMW

(6) $=FLim

9.6 #RELIF
ALV ENEE LY, B P TRIF~OBITRRE SN TS, (9.5, 16.3.2 2] ]
(i)

TVIL 5. Q)EA~DBITHE] DA

(1) INRZE

9.7 /NRZE
NS Z kG & U T2 IR RER BRI SE I L TV 2Ly,
(fin)

18 AT D/NRFE 2 KR & LT BRRBRITIER L T 6. LRI L TV OiRiE LT,
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(8) =&
RIE S TR

. HEER

BES TV

. BlfEA

11. BVERA
WORWEH RS LoD Z ENHDHDT, BEE2 05TV, BENED NGRS %2 T
927 @O E AT 2 &,

(1) EXLGEIER & EGER
BRE I LTV

(2) ZDhoREIER
1.2 20D EI1ER

5%LL £ 1~5%FK#% 1%KR SEE A

mi& i, ~EZrE v
W

K i PR I I AE oA JEL

R fid FFFERE L . IFF&RE |AST E5. ALT L

R e b 5t

Bl - bR sz LvrF=r
M, AR 3B B
N, SRERATE I 5
N

Z Dfh VUl fise g

(fi#a3)

E NI (BRGERER K ORI 535 OffR, KO CCDS (BT —% v —h) 10k

SDEER LT,

MEPRBRIIE) 121 T REEHIN ) & 5T,



SEIERBEE—ERFE

[VIIL. %40t (A EoES%) (B3 %A |

[E] PR 35 AR AR (RRAERUR Je ORI G adlih) Tl ShcRIfER &

B RNERRNT R GE IR 165

BIIVE %5 D 38 BUE 11 5 22

BIENE DR BLEIS 13.3%

- e e N
B 15 O A zi;ifffjﬁmj "

REtd L Ok EE 9 (5.5)
i K 1 (0.6)

e JL 2(1.2)

ERYZ YR FifuE 1 (0.6)

e PRI I 8 (4.8)

JHFREE 7 B 2(12)
TR Re 2 2(1.2)

B AS R 0 OV AokEL Rk e 5 4(2.4)
BAHfR 1 (0.6)

e 2(1.2)

C] i A e Je 1 (0.6)

i R A A 8 (4.8)
TI=rT ) T AT =T — RN 1 (0.6)

TANRGXUEET I ) NT AT =T — BN 1 (0.6)

Mg 7 L7 F R AR —E BN 1(0.6)

1 H PR 9 3(1.8)

1 R s 1 (0.6)

NFRERER A B 2(1.2)

9. BERBRERKRICRIZITHE
BES N TV

10. BERE
BEEN TV

1. BRLOIEE

MedDRA/J Ver.26.1

14. BARALEDZE
141 EFIZFEDTE

LMD D,
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IX. JEEREREERICRE 9 SIRE

1. ZEIEHER

(1) ZEMFEEHAER
VI E#hEIBIZRS BB ] OHESMH

(2) REMFERER >
NANRBEOOME R, PR R, ROMERRICH T D2 OV TR LT,
O RT3 2 f %8
in vivo RER : HEET VICH B O G L72FER, 100 mgkg O EFE CHRIE, Of% e, KO
W RT A =2 HERMITRD b o7z,
invitro 35 : HEK293 #lild % 7= & | ether-a-go-go B s 1 (hERG) 7 > &4 £V, 300 umol/L
(103 pg/mL) DISE E ThERG F ¥ R/VEIR O MHENEH 278 37 Femiie £ D 1000 umol/L (345 pg/mL)
T 5A4%DENRD bz, 50%FHEEE X 1000 pmol/L (345 pg/mL) #TH -7,
QARSI 3T D R 2%
7w MCHERR DG LSS, 100 mgkg OHEE T, REEATEINE, Eﬁ@%%%\@%ﬂwa\
T OVEFREEREIZ /I 2 MERIEERD B2 > 7243, 100 mg/kg O F BTG 4 KO 24 BRI BV %)
#éﬁmﬁﬁ(@%%ﬂﬁ B - EEIC AT 2 RO D £ TOREM) 23N L=,
ORIk 5 R
7> bl ﬁ@@ﬂ%ﬁbk@%\mm%kg®ﬁiifﬁﬁﬁ\*@ﬁ§%\&U%ﬁﬁ”i’ﬂ?
HIERIZRD bginoTz,

(3) ZDHhDEFEEHER
MU ER e L

2. EiEHRY

(1) BREE5HEERAR
7 v MZ 1000 mg/kg K OV /112 2000 mg/kg O EE THEIRR DG LR, AEMEIRG TH-o
77

(2) REEESHRER
@vﬁx
3 AR ERR OG- mERERIC BV T, 1000 mg/kg/ H O T AE 8554 124010 U HESEIRREIC X
ﬁ%% IR K OMEET RO H MR S 3, HETI mm%nﬁﬂotommmyqaffm%ﬁ
(RBC), ~EZ7mEY (Hgb), KO~ hZ U > b (Het) O, FERIMER~E 7 0 & L RED
A, A QNS SERIARIMER AR O @358 5072, 300 mg/kg/ H LA OMETHER2SEE 1 L. 1000 mg/kg/
H D1 & T 300 mg/kg/ H L EORETHRE Y LB (Thil) OHEAN, 300 mg/kg/ HLL ETT AU 7+ A
77— (ALP) RO\7 F=7 3/ T A7 27— (ALT) O, 300 mg/kg/ H DOMERERK O
1000 mg/kg/ H DMETT ARG XU T I ) b T A7 =T —F (AST) O#EIMNERD T,
300 mg/kg/ H LA b CHMAD O BAMAREESE, 100 mg/kg/ H LA L CHEEORIN, OB, 26, M
FBEZA, R OHGEHEZERI b, WS 7 » R—HlOGFEMNRD biviz, Ziub OB IXEIEME
SOEEE SR S, FFIC BT A2 bz o L 2T a— LA EIC T 2 0 o HkE O 5@ s P 2E
ftTthsr B2 BN,
@7 v b
450, 13 E, RO 26 B ER DG EERBR 2 S Lz, 4 BEFFEBRIZHBVT 100 mg/kg T 1
~2 M OB 55 2P IRIEEALSE C 03580 DTz, BEFFRRTRRBR OFE R D | mAmb&@
%r‘ﬁﬁé’aﬁ‘%‘ﬂ%%&%ﬁfi CRMmAER—RTHY, 7y NEOY AL THEOWFEEEZ L LN, |
ﬁ%ﬁ%ﬂﬁuéﬁ%ﬁﬁmﬁwf\mm%@EuL®MffmbmyEy%W(ﬂ)@ﬁ@\M%
TIEMAEE 5 e R 77 2F B (APTT) OBEMENRO bz Ny Z{tTh -7, 10
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mg/kg/ A LL =T RBC, Hgb X UYXi% Het DA, O 30 mg/kg/ H LA ETY U /SER OV ST HER DI
IER Bz, 60 mgkg/H T Tbil DM, 30 mg/kg/HLL LT ALP, GGT. AST. ALT. K& OVXi%
SDH DHMAFEDH Hivlz, 10 mgkg/ H LA L THFEEOMN L OHTFHEOEK, 60 mg/ke/ H DOIEKR T
30 mg/kg/ H DL i TREAIIE O BRI 23580 H 7=, 30 mg/kg/ A LI TR O 22 falb/IE i &
FER O 60 mg/kg/ H OIETIRE DAL TRD DALY, T4 D OZEARIEHE M I [EE 7 2 7~ L
Too IRIZH T 2L, 2 VAT o — VAR EICRHT 1 s WEHOMEICHE(LTH D B B
Too IRFREFROVEMMFE O BT DRGSR BT TR b 7 L7 F =2 (Cr) OHN
Jo OV R AR 0RO A BEEE 3 BRI L7228, [BIEME 3 GR O BTz, 26 B HRERIZ 36 1T 2 M &,
MR o> BLAM AR BE AL (2 J5 S & JfEC 30 mg/kg/H . WET 10 mg/kg/ H TH o 7=,

@

438, 138, KO 52 WM KER NG FEERBR A F2 0 L7, 4 BRRBRIZHB VT, 30 mgkg/H
PLECIRFBLEFR L Cr B LA, JRRE ST A — 2 KOV RO B R A T 2RI

LIV o T, 13 BEEFEEBRICEVL T, 60 mg/kg/ A THILIRIBIC L DV LRI ETNT v FTRD L
NP &R CTH - 7=, 30 mg/kg/ H LL_E DT RBC, Hgb, M O Het Db 23388 5172, 60 mg/kg/
H T, MR PN B2l T pf K OMER EE oD FERE BR O T B 0D 4N . 13 0 B BB AREE A 7% 788 B8 ~ rp S5 BE oD o
ERla oM, KOk~ 2 a7 7 —URiRH biviz, 30 mgkg/ B LA EORER O 10 mg/kg/H UL =
OHETHFEEH, 10 mg/ke/H LA ETHARIAER, 30 mg/kg/H LA I CHFHEE 0 Z2 fa b/ AR IG5 F5 2358
DTz, 13 RIS 5 ERRoZ X, FHEHIMICS W TEIEMEN GO b7z, 52 R
\ZBWT, 6mgkg HLLETAPTT OIER K& O 20 mg/kg/ H LA CTHIEO ZER L2358 Havi=ns, &1k
DRREPD/NSWZ N EERETIE RVWEZ 2 b, 52 AFRBRICH T 2 EHEE R 60
mg/kg/ A Toh o7z, (IVIL 12, (2) JEERERAERICE DUER) OHEHSHR)

EEEEAR

M2 W E R ERERRBRICB W TER M Z RIS 2o 7o, B MR Y 3 8kE vz
in vitro Yot R BB I T, AREHE MR DIFELE T O 7 THINE TR ME DS Yu o (K 5% o 2141 vl B 72
BRI UIENEZ B2 5 AR TH D 1000 pg/mL T, YRR 26T 2 MIBOE &)
R FRIABEICEIN LTz, Invivo ~ 7 A E#/MERER, WS T » NEBE/IMEREBR L OFlg= £~ b
RBICBWCEBEEZ R o7z,

MNARMERER

~ U A% Tz 2 RS AFMERBRIZI W T, BED 75 mg/kg/ H LA TRl BRAE K OVl i g 3
ABERHEIN L7z, 7 v ME W 2 FESAJRPERBRIZI VT, HED 30 mg/kg/ H CHFMA IR,
FFODR BRI A A A AR AT . e OV A A + 98 D & AE S ASHEIN U 7=, P B ONFRIR AR D BB 2 D T
I, LA R Y — AR IEVE L Z AR (PPAR) o 7 2 = A MEHIZ X 5 F - s8R A O FC
HY., b FEOBEMEITEWEEZONTZ, Ty MIRIT BFEBIESEICOWTIE, B & OB
HEII R CH -7, (TVIL 12. (2) EERRERERICE OER) 0ESR)

HNERAEB AR

O rre k OE IR £ TOMMIMIEA BT 53R

7 v MZBWT, 60mgke/H DM EE TEIRRICKT 22T D b o7, 60mg/ke/ B D&
T, RO R, BEHEE O K OFERFIBECEOBMAGRD Hivlz, 30mgke/HEL EDOH
BT, MBI B OFEFERCAE L, HPE, REHEINE R CEBEEORD, WONZH EYIBI /T A —
2 (RS, AR, A, KOVRREREORA) (kT 2 8RR bivlz, B o—ikE
PR ORFEh R IR A ~ D BT kb 5 EHME&IX 10 mg/kg/H . ZIRBEIC KT 2 MM & I1X
60 mg/kg/H CTHh -7,

QW - fR R34 DR

7 v MZEWT, 60mgke/H DM ET, AFFRIRE KL OFEIEREDOWA | 36 R FE T 3R K ORI AR
BOEMRFED Hivlz, 30 mgkg/HLL EOHET, BEWOKE, (KEHENE, KOEBHEORD,
W ONE IR AR OJD 235588 B v, IRV OB 8 5 ORI VA 31T 2 5 AR LT, R
W O— MR OVEFRGE, IO W EME O MEMERIL 10 mgkg/H Th o7, ([VIL 6. (5) 14w @
HZ W)
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U FIZEW T, 80mg/kg/ B DR T, REM) OREE /2 RERD, (REIEINPIH], & OFEEE &R 28

P HiTz, 80 mg/kg/ B O AR F THAMEITRD b ho iz, BEW O —katEic B3 2 Wk
aiwmy@ﬁ\l%%@é%bﬁoﬂ%ﬁ%i_%ﬁéﬁﬁﬁﬁimmygaf%oko

Q@ HAERT K O AR O R AW N B OREREIZET T 5 5k

Z v MZBWT, 30 mgkg/H UL LD & TREOREMMEMEDRD O NFTAEROE TR LA LT,

20mg/kg/ HLA EO A &T, BHEMWORE, KREREME, KO RO/ 58D bz, 20mg/kg/ H

O ET, HAEROKEN AR A 28 A OHIM CIREZ R L7z, 10mg/kg/HLL EDOH&ET,

FEFEREL DI, 73k 4 BB OEFROIKRT, KA OFE KOG ERE &:%ﬁ% RO BN,

BiESL = COMEBEM O — ikt O BRI 10 mg/kg/ B, MEREM O AFEREN QN 1 IR D%

B A HOYTE O MEEME R Sme/kg/H . ”1&&@%%&@@%%@ﬁﬁﬁiiMmy@Hf

botz, (IVIL 6. (5)1FMH DESM)

@hE B & H w‘_aft%%

7w bW 11 ERKEROEGRBRICS T, BHELORE T 07 7 A WIESHE 7 » b &

Z v NTHEETH Y, ShHESWRAE OFTRIZEED b7, MBEMAEEIT 10 mgke/H TH 72,

BT R S B
MU ER e L

ZDMOEFEEMN
(Din vitro PPAR 7 v & A
NRLRRER T E OFEMEACHEY (ESP15228) W T, b MM X PPAR Z &K, PPAR DV 4
RS AR & fEA STy 7 =7 —F/Gald LA R—4%—DNA 2 A ~7 7 h&EA LT CV-1 b
B AE K O HEK293 Al 2 iV T, PPARa, v, KON § 2 BRA~DRE SR OVEMEILIER 2 it L7z
FEE invitro ICBWTEEE TPPAR 7 2= h & L TOFHWEAM & EMELER 2R LT,
@AMl D15 M EEA
NRARREBEOEFGETEICB T D 3 BEEOARMBIZ DN T, Ml 2 W7 IR 2R BRI L D4
JEUE AR S in silico 1% R 28 BFME OB EE O WA TN L7/ R, WIhb & Eﬁ PED
SIEFRO NN TZ,
O PF & 5 R
T v hEHWT, RAXKRBEEOZETF I 70 13 #ME AR D85 3R % ORI VB 2
Fhi L7z, NAXKNgE BT I TOHEGRHIZEB VT, XA REE, ESP15228, KXUN=EF I 7
DEFRFEEICEBIIRD LN oTnN, 2BV FI TN u= ROSGRFEEIT, B 30/750
mg/kg/ H K OMED 30/250 mg/kg/ H DR T, =¥ F I THEMBEED 2 FLLEE o7, LavL, @B
DT EACDFELEE LIREX, XA KNBEMTROONTEZ LD EFEKETH -T2, 7y MEHWE
IR RBERIZIBNWT NRAXR B E =B F I 7OHHRGIC LV EE T v 7 7 A VITEL L e o T2,
Pz HNT, RAXREEE T AR AZF O 13 BB EER O %530 2 =X L~ R/
T RV A KT D 60/0, 0/40, 10/40, 30/40 3% 60/40 mg/kg/ H DHETHENE L7z, 7 hL A X T
1% 40 mg/kg/ B D= F ’C/\.L\/\ R% M Y ESP15228 DUREE & IZ B2 5. 2 Ieino 7o by PR GC
LV, T XITBEEIRRE DM E 72w e RO BTz, WRIZ, IV AR RER/T I\/vﬂxﬁl%‘/@
20/0, 0/5, 6/5 X1% 20/5mg/kg/H D FHET 13 @F’ﬁﬂ%ﬂ%ﬁfﬁnﬁi ARG LRk, AHFREBITRO N
P BEEANCAA TR HETIIRASN KB E T SRR Z F o O G L DA & OFE 3
M7 BITRD b o Tz,
@Yt ER
LRI AT R VRIEIZB W T, I (216 nm) (281 5 6% 50T 162.1 L/mol/em Td
D . 1000 L/mol/em % E[A] 5 22 7= b e ag ik BRI = L 22 D> 7=,

fif%‘ )FFE
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1. X5 ETOHRFEKR
NLRRERIE, 2025 45 10 AHAE, RE. KM, A XY A, AA A, bla, Fk 24, Ixr~—,
~ A, BEOD 39 OFEITHIE TER STV D,

BARIZET 2EE TR, FIELROHERLTOLBY THY | HMETOARRI E TR 5, ERO
KBAROHPA CAKNZEHNT L2 L,

CGHEE TN )

L AT — VIE, FEMER 2 VAT B — L iE

(FHELROH )

WL, RACIERAN RS LT 180mg # 1 H 1 B AKET 5,

(KEIZHITHEBAR] (202547 H)

R 7E4 NEXLETOL (bempedoic acid) tablets, for oral use

Tablets: 180 mg, white to off-white, oval shaped, debossed with “180” on one side and

7 -
AR “ESP” on the other side.

o
e

NEXLETOL is indicated:

®  Toreduce the risk of myocardial infarction and coronary revascularization in adults
who are unable to take recommended statin therapy (including those not taking a
statin) with:
- established cardiovascular disease (CVD), or
+ a high risk for a CVD event but without established CVD.

® Asan adjunct to diet, in combination with other low-density lipoprotein cholesterol

PIGERIEIIES

(LDL-C) lowering therapies, or alone when concomitant LDL-C lowering therapy
is not possible, to reduce LDL-C in adults with primary hyperlipidemia, including
heterozygous familial hypercholesterolemia (HeFH).

The recommended dosage of NEXLETOL is 180 mg administered orally once daily.

Ik . R NEXLETOL can be taken with or without food.
=

After initiation of NEXLETOL, analyze lipid levels within 8 to 12 weeks.

(BRI Iz 1T HEBRNE] (202546 H)

We4 Nilemdo 180 mg film-coated tablets

Each film-coated tablet contains 180 mg of bempedoic acid.

A - i Excipient(s) with known effect

Each 180 mg film-coated tablet contains 28.5 mg of lactose.

Hypercholesterolaemia and mixed dyslipidaemia

Nilemdo is indicated in adults with primary hypercholesterolaemia (heterozygous fa-

milial and nonfamilial) or mixed dyslipidaemia, as an adjunct to diet:

® in combination with a statin or statin with other lipid-lowering therapies in pa-
tients unable to reach low-density lipoprotein cholesterol (LDL-C) goals with the

ANRE + DA maximum tolerated dose of a statin or,

® alone or in combination with other lipid-lowering therapies in patients who are

statin-intolerant, or for whom a statin is contraindicated.

Cardiovascular disease

Nilemdo is indicated in adults with established or at high risk for atherosclerotic
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cardiovascular disease to reduce cardiovascular risk by lowering LDL-C levels, as an
adjunct to correction of other risk factors:

® in patients on a maximum tolerated dose of a statin with or without ezetimibe or,
® alone or in combination with ezetimibe in patients who are statin-intolerant, or for

whom a statin 1s contraindicated.

Mk - &

Posology
The recommended dose of Nilemdo is one film-coated tablet of 180 mg taken once daily.

Concomitant simvastatin therapy

When Nilemdo is coadministered with simvastatin, simvastatin dose should be limited
to 20 mg daily (or 40 mg daily for patients with severe hypercholesterolaemia and high
risk for cardiovascular complications, who have not achieved their treatment goals on

lower doses and when the benefits are expected to outweigh the potential risks).

Special populations

FElderly patients
No dose adjustment is necessary in elderly patients.

Patients with renal impairment

No dose adjustment is necessary in patients with mild or moderate renal impairment.
There are limited data available in patients with severe renal impairment (defined as
estimated glomerular filtration rate [eGFR] < 30 mL/min/1.73 m?2), and patients with
end-stage renal disease (ESRD) on dialysis. Additional monitoring for adverse reactions

may be warranted in these patients when Nilemdo is administered.

Patients with hepatic impairment

No dose adjustment is necessary in patients with mild or moderate hepatic impairment
(Child-Pugh A or B). No data are available in patients with severe hepatic impairment
(Child-Pugh C). Periodic liver function tests should be considered for patients with se-

vere hepatic impairment.

Paediatric population
The safety and efficacy of Nilemdo in children aged less than 18 years have not yet been
established. No data are available.

Method of administration
Each film-coated tablet should be taken orally with or without food. Tablet should be
swallowed whole.
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2. BIMIE T HERRIRER
(1) IR E~OB G 2 1)
HARDEALED 19.4 LIEREL AT HE ). 195 dhml. 9.6 &Z3lbm] OHEOLBIILLTOLEBY T
H Y KER OO IGE L 1T/ D,

9.4 AFHEEZ AT HE

WTHRT 2 FTREME O & B PEIZIT, AFIE G R OB G4 1 BRI RO CREAT 9 2 23 KON )
TRWHTIEICOW T2 2 &,

9.5 1R

PRI SUFIENRE L W B ATREME D & 5 tEI i3 5 L 2 &, 8 ER (T v ) CHEREM SIS X
X TEDRE T, RIROBHRITR (ERE L IE OB ) ORBUEEOHMINNEREShTWs, F-,
R GEEH R ORI T v b)) CHRTEOBREEL T T, HAEROZEEORIE, FERERKK
O - EFREK T, KOREOKEIHRESL TN D,

9.6 1Z¥LI%

A LW ENREE LY, B FTAHT~OBITRIMEIN TV D,

KEOUMTSCE (2025 47 H)

8.1 Pregnancy

Risk Summary

Discontinue NEXLETOL when pregnancy is recognized unless the benefits of therapy outweigh the
potential risks to the fetus.

There are insufficient data on NEXLETOL use in pregnant women to evaluate for a drug-associated
risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes. In animal reproduc-
tion studies, bempedoic acid was not teratogenic in rats and rabbits when administered at doses
resulting in exposures up to 11 and 12 times, respectively, the human exposures at the maximum
clinical dose, based on AUC (see Data). NEXLETOL decreases cholesterol synthesis and possibly
the synthesis of other biologically active substances derived from cholesterol; therefore, NEXLETOL
may cause fetal harm when administered to pregnant women based on the mechanism of action. In
addition, treatment of hyperlipidemia is not generally necessary during pregnancy. Atherosclerosis
is a chronic process and the discontinuation of lipid-lowering drugs during pregnancy should have

little impact on the outcome of long-term therapy of primary hyperlipidemia for most patients.

The estimated background risk of major birth defects and miscarriage for the indicated population
is unknown. In the U.S. general population, the estimated background risk of major birth defects

and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Report pregnancies to the Esperion Therapeutics, Inc. Adverse Event reporting line at 1-833-377-
7633.

Data

Animal Data

Bempedoic acid was not teratogenic when given orally at doses of 60 and 80 mg/kg/day, resulting in
11 and 12 times the systemic exposure in humans at the maximum recommended human dose
(MRHD) of 180 mg to pregnant rats and rabbits, respectively. In an embryofetal development study
in rats, bempedoic acid was given orally to pregnant rats at 10, 30, and 60 mg/kg/day during the
period of organogenesis from gestation day 6 to 17. There were increases in the incidence of non-
adverse fetal skeletal variations (bent long bones and bent scapula and incomplete ossification) at
doses > 10 mg/kg/day (less than the clinical exposure) in the absence of maternal toxicity. At mater-

nally toxic doses, bempedoic acid caused decreases in the numbers of viable fetuses, increases in
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post-implantation loss, and increased total resorptions at 60 mg/kg/day (11 times MRHD) and re-
duced fetal body weight at > 30 mg/kg/day (4 times the MRHD). No adverse development effects
were observed when bempedoic acid was given to pregnant rabbits during the period of organogen-
esis (gestation day 6 to 18) at doses up to 80 mg/kg/day (12 times MRHD).

In a pre- and post-natal development study in pregnant rats given oral doses of bempedoic acid at
5, 10, 20, 30 and 60 mg/kg/day throughout pregnancy and lactation (gestation day 6 to lactation day
20), there were adverse effects on delivery in the presence of maternal toxicity, including: increases
in stillborn pups, reductions in numbers of live pups, pup survival, pup growth and slight delays in
learning and memory at > 10 mg/kg/day (at exposures equivalent to the MRHD).

8.2 Lactation

Risk Summary

Bempedoic acid was detected in breast milk of lactating women who received six consecutive daily
doses of 180 mg bempedoic acid. The mean daily infant dose of bempedoic acid through breast milk
was approximately 0.03 mg/day (95% CI: 0.02; 0.05) with a mean calculated daily infant oral dosage
of 0.012 mg/kg/day based on a standard infant milk intake of 150 mL/kg/day. The mean (SD) relative
infant dose (RID) was approximately 0.5 (0.2)% of the maternal weight-adjusted dosage (see Data).
Concentrations of ESP15228, the active metabolite, in breast milk were below the limit of quanti-
tation (20 ng/mL) in 7 of 8 subjects studied. There is no information regarding the effects of NEXLE-
TOL on the breastfed infant, or the effects on milk production. NEXLETOL decreases cholesterol
synthesis and possibly the synthesis of other biologically active substances derived from cholesterol
and may cause harm to the breastfed infant. The developmental and health benefits of breastfeed-
ing should be considered along with the mother's clinical need for NEXLETOL and any potential

adverse effects on the breastfed infant from NEXLETOL or from the underlying maternal condition.

Data
A lactation study in 8 healthy lactating women evaluated the concentrations of bempedoic acid in

mature breast milk. NEXLETOL 180 mg oral tablet was given once daily for six consecutive days.
The geometric mean estimate of bempedoic acid Cmax in breast milk was 118 ng/mL (range: 79.6 to

251 ng/mL) with a median Tmax of about 3 hours.

B SmPC (2025 4 6 A)
4.6 Fertility, pregnancy and lactation

Pregnancy
Nilemdo is contraindicated during pregnancy.

There are no or limited amount of data from the use of bempedoic acid in pregnant women. Stud-

ies in animals with bempedoic acid have shown reproductive toxicity.

Because bempedoic acid decreases cholesterol synthesis and possibly the synthesis of other cho-
lesterol derivatives needed for normal foetal development, Nilemdo may cause foetal harm when
administered to pregnant women. Nilemdo should be discontinued prior to conception or as soon

as pregnancy is planned or recognized.

Women of childbearing potential

Women of childbearing potential should use effective contraception during treatment.

Breast-feeding
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It is unknown whether bempedoic acid/metabolites are excreted in human milk. Because of thepo-
tential for serious adverse reactions, women taking Nilemdo should not breast-feed their infants.
Nilemdo is contraindicated during breast-feeding.

Fertility
No data on the effect of Nilemdo on human fertility are available. Based on animal studies, no
effect on reproduction or fertility is expected with Nilemdo.
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8.4 Pediatric Use
The safety and effectiveness of NEXLETOL have not been established in pediatric patients.

BRI SmPC (2025 4F 6 A)
4.2 Posology and method of administration

Special populations

Paediatric population

The safety and efficacy of Nilemdo in children aged less than 18 years have not yet been estab-
lished.

No data are available.
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