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-dloprl W o] AHA, e FuE, ovtE, WHzounE, EgolE, 4 HEDEI T 1 NH Rolo
Bl W e =N mololE] B wRo BaE g 922 geis dHmold 7o w9 ol4dA duE e
=

thAaA oA A3t e oS “X 8= A(treating)” X “XE(treatment)” & 1) A<¢lo] AV A
T Aofle] F4E obz YEhlA] ofYste didAAA H3 e Fefrt dAetE S dWete 3 2) d3
e FolE gAlstE A e ol RS AXets B BE 3) I T oo HEy dAL MAEAY &
stste AS AR S

Holq ALEHE viel o], 8o “o¥sth(prevent)” , “oWdE A(preventing)” ,  “<(preventio
n)” , “oWH XS (prophylactic treatment)” S, AZ(disease), Foll(disorder) %= AW (condition)
S ZEA] AR, ol9] o] YA S| F AN, HE, ol ke ﬂtﬂJ  Ths S A
e As A gt mebA, dF FAdA, FEAlE diHeR —,—0:1 5o, , el e A ¥ S

detAY, A, Aol e AW RS dqud 5 A,
1

£ rr 2o
H
[oa]
=
(1
iz
o2
fu)
B
2
fr
H
=
o 4

M o
o
* g

= AZ7lelA, 2 AAlel =7 AR E s ARE e
Z}iﬂﬂ A ghel obd7IR A3k AIr|RA A3k ol-kY|E M=
oA 5ol olsfErt. offdt Aol ]
Zb 28717F (1 WA 378e] ARl M) A& an
WoH A3 Qlvks @4l ot AldE=

oz
N
o
1o,
rﬂ
NG L
i
o
fru
)
ki
i)
i)
rlr

§

rir @

_
K3

dH o} F)E, B
3 =

(3

1

o rr 2

sa
=
e
it (
o %
© 1o
M g
=2 7
&

oxl >

o o
i f

¢

al

do N o

olt}.

(g 5o, 3719 TRemr2 A% We)e ek Hom ory
Em G Af AHe FPaelA 2 Ly

B
2
>
=
el

3

0%
N
do ox
o
o I
0
o
i
B
8
Ir
ofo ot
=
rm

X
& —
L2 o
i,
B
o
i ;
9
o
o T
S

)

e
o i
2 o
M

ro
|t Fl-U‘-

oty

e

il

BN

oX,

i

WE,

ok

e

o

vl

o

ot

e

o

K3

o
>
o
o,
2 -
okl
ol
N
o
[
Pk
o
fr
R
X
)
=
2
o
rO
o
Lo
N
) A
fr
—~
N
i
2
>



[0050]
[0051]

[0052]

[0053]
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%43@40? o, 2ol =od

ol

o] AF ZREZJE o ko] & Mt £} AHgHTH
[3 1] ko] B AZ &
F 1
ko] LE HE 8o A

ACL ol Al AQIA-A|Ego]E B3 & 4 (Adenosine triphosphate-citrate lyase)

ACS o} -CoA A &4 (Acyl-CoA synthetase)

ADR ol4} oF& wWkS-(Adverse drug reaction)

AE o] ¥k-S (Adverse event)

ALB 29 (Albumin)

ALK-P 7] A ?Lé}L_OHzif\ (Alkaline phosphatase)

ALT gl oju:-Hol 84 (Alanine aminotransferase)

ANCOVA FEAHEA (Analy31s of Covariance)

apoAl ol Fx| ekl A Al (Apolipoprotein Al)

apoB o} X ckulz B (Apolipoprotein B)

aPTT A3 B EZRZgl~8 A7 (Activated partial thromboplastin time)

ASCVD F 34 Alg 3 A3t (Atherosclerotic cardiovascular disease)

AST olATZH O] E oln| = o] F 4 (Aspartate aminotransferase)

ATP ol =41 AF1AF (Adenosine triphosphate)

AUC T -A1ZF 4 5 W (Area under the concentration-time curve)

AUCy-o4 24N 7F Eot 34 3t WA (Area under the curve during 24 hours)

AUC 45 OAIZHRE v e HegF 7 w7 4 s=-A17F 2299 s WA (Area
under the plasma concentration-time profile from time zero to the time of
the last quantifiable concentration)

BA Wl ¥ =4} (Bempedoic Acid)

BLQ ek 34 v|9k (Below the limit of quantification)

BMI A A& A4 (Body mass index)

BP 3+ (Blood pressure)

BUN HN 24 A (Blood urea nitrogen)

Coy Fol T 4N BE bF Fod 34 FHE A59 FX (Concentration in
sample collected 24 hours post-dose, or prior to the next dose)

Ca Z+4 (Calcium)

Cave Fol 73+ 4 A ¥ FE (Average plasma concentration over the dosing
interval)

CFR AvF 1+A FE= (Code of Federal Regulations)

CHD g A% A%k (Coronary heart disease)

CI A& F7F (Confidence interval)

CK Adolel 7]YA (Creatine kinase)

Cl 9 3E (Chloride)

CL/F HR7] AT HA4$E (Apparent oral clearance)

Coax #z2d HAd 8% v (Observed maximum plasma concentration)

Cain 4 ¥4 F= (Minimum plasma concentration)

CMV AtolEvZ 2 ulolelX~ (Cytomegalovirus)

CoA ol E-Z& A A (Acetyl-coenzyme A)

€O, o] A3}ek 4 (Carbon dioxide)

CrCL AYelEld H A4S (Creatinine clearance)

CRF Zd71% A (Case report form)

CT e =29 (Computed tomography)

CYP Aol EE P450 (Cytochrome P450)

DBP o]¢+7] d<t (Diastolic blood pressure)

ECG A A= (Electrocardiogram)

_13_
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eCRF AxF S# 7154 (Electronic case report form)

EMA 3 ]2k (European Medicines Agency)

eGFR FA AEA o35 (Estimated glomerular filtration rate)

EOS A+ F% (End of study)

ETC-1002 Wl ¥ =4} (Bempedoic Acid)

EZE ol A Elm] X (Ezetimibe)

FAS RE B2 ARt (Full analysis set)

FDA n = Al oleksrk (U.S. Food and Drug Administration)

FDC 24-83F %3 (Fixed-Dose Combination)

FPFV Hx 32} #Hx WE (First patient first visit)

FSH ¥ A= 2 (Follicle-stimulating hormone)

GCP N4FA 8 #e]7]% (Good Clinical Practice)

GI 9% (Gastrointestinal)

HbA I3} s mZ2Y | F38 Ac (Glycosylated hemoglobin, Type Ajc)

HBsAg BE 79 E9 39 (Hepatitis B surface antigen)

Het ntE 2 (Hematocrit)

HCV C¥ 2+ vlole]2 (Hepatitis C virus)

HDL-C e ek Z@~H = (High-density lipoprotein cholesterol)

HeFH olg 4% 7+ IFIdHEEF (Heterozygous familial
hypercholesterolemia)

Hgb 22210 (Hemoglobin)

HIV o1Zt g Ay wlolz]2 (Human immunodeficiency virus)

HMG-CoA 3-slo|=E A -3-wEFFEE ZaA A (3-hydroxy-3-methylglutaryl coenzyme
A)

HR A8t 4 (Heart rate)

hs—CRP 2% C-¥HSA oA (High-sensitivity C-reactive protein)

1B AA AE A A& (Investigator’ s Brochure)

ICD ™ FolA (Informed Consent Document)

ICH o oFZ 7 %3}3] 2] (International Conference on Harmonisation)

IEC =UH79 93] (Independent Ethics Committee)

IMP AA Aglg o9k (Investigational Medicinal Product)

IND A4 Al A8 59 A= (Investigational New Drug Application)

INR =7 A4k ¥ & (International normalized ratio)

IRB A4k A1 Ax191 93] (Institutional Review Board)

[T A2 o8 9% (Intention to Treat)

1UD A8 W X (Intrauterine device)

IWRS A% 9 9 Al2E (Interactive web response system)

IVRS AE 54 &9 A" (Interactive voice response system)

K Z+E (Potassium)

LDH ZAF B4 3 4 (Lactate dehydrogenase)

LDL-C A A dwl ZH~HE (Low-density lipoprotein cholesterol)

LDLR LDL =83 (LDL receptor)

LFT 2715 ZAAF (Liver function test)

LOCF npx| e} A= A8 BAW (Last observation carried forward)

LPLV vpA ek 342} wpx]9k B (Last patient last visit)

LSM H A FHTF (Least squares means)

MCH Hat AT 2 F2H (Mean corpuscular hemoglobin)

MCHC A FET sl 2 F =W 5% (Mean corpuscular hemoglobin concentration)

MCV A I+ 84 (Mean corpuscular volume)

MDRD A=A Ao o] ek W7 (Modification of diet in renal disease)

MedDRA 4 %ol g3t 98 AbA (Medical Dictionary for Regulatory Activities)

MED ID k& 218 (Medication identification)

mITT ZAE A7 o3 997 (Modified intent-to-treat)

Na YEE (Sodium)

NLA =3 A ZAst3] (National Lipid Association)

NOAEL g 9# =5 (No-observed-adverse-effect level)

non-HDL-C -5 xck Fe|~ g2 (Non-high-density lipoprotein cholesterol)

OLA T - A olE=ZuAEFE (Open-label atorvastatin)
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[0055]

[0056]

[0057]

[0058]

[0059]

[0060]

[0061]
[0062]

[0063]

ZIHSd 10-2021-0079275

PBO £ 2F (Placebo)

PCSK9 A A Asta s AErdgal/Azl 9% (Proprotein  convertase
subtilisin/kexin type 9)

PD °k5- 28} (Pharmacodynamic)

PE XA AL (Physical exam)

PK °F&E 528 (Pharmacokinetic(s))

PPAS TS ¥ B4 giAAt (Per Protocol Analysis Set)

PT X2 EEH AIZF (Prothrombin time)

QD 12 13] (Once daily)

RBC A+ (Red blood cell)

SAE A1 Z+3k o4 WHS (Serious adverse event)

SAP EA ¥ A¥A (Statistical Analysis Plan)

SBP F%7] < (Systolic blood pressure)

SE ¥+ @2 (Standard error)

SP x4 F e+ (Safety population)

ty 7] AlA ¥H7E7] (Terminal elimination half-live)

T2B 28 9= (Type 2 diabetes)

T2DM 28 g1 (Type 2 diabetes mellitus)

TB Z W] F48 (Total bilirubin)

TC % Z¥2HE (Total cholesterol)

TEAE 5 % o]A UkS (Treatment-emergent adverse event)

1G egFeAdetol= (Triglycerides)

o #2d Ho 4 5% AIF (Time of observed maximum plasma concentration)

TSH A A= 28 (Thyroid-stimulating hormone)

TQT QT/QTc A 37} (Thorough QT/QTc)

ULN A4 243k (Upper limit of normal)

USA "= (United States of America)

WBC W (White blood cell)

R

17 &3] ETC-1002 HE ol FAMAl, A &30 o AEln| B (ezetimibe) X o] FAMA], ¥ A &3

o] s} o] el ~EH EE ol9] FAMA F syt 1A &9 23S olE AR = glitAdA FAste

Ag Eshs wge] 2ol AMAEE, Mo 7] ETC-1002+= oF 180 mge] »A &% =& oF 120 mgd]

1 fFOoF FoJEal, AV] oAEWEE o 10 nge] 1 &FOoR T, s o] ~ER F 7t 3}

= of

o

A5 FEol A, 7] WHES Hoks B gx2e gAY R WA, iAol A AEE X okl Z 2
= (Low density lipoprotein cholesterol, LDL-C)¢] &S 7+AA 71T},
AH oFkgjoll A, A7) WHe A g3 oF 120 mge ETC-1002, 117 &3 <F 180 mge ETC-1002, 74 &

10 mgel SNAEwI R, EE 3 WA ok 80 mgel S} ool ZEE 747 F shte] 2FE Fol
= oy

pi =
A Es, Aenon 47 Pe AN Fryel 9e AxsAY gaa,

Tt

i i

AR ol A, ETC-1002% ¢F 120 mge] 174 &% E+= oF 180 mge] 1A §HFoZ Fo¥a, oAlgvHe of
10 mge] 14 §Fo2 Ty AElElS 5-80 mgo] 14 §HoR FojHT)

2 ZFY 2~ =8 Z(hypercholesterolemia)S 7}, A7) e 12y 2d=d

Gefoll A, A7l WHES A elA AP A3k(cardiovascular disease)?] YIS A =mFAY
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al
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Ao A e 2EHEe] F5S
A el A C-
) AFA o A H]-
oA el 4 LDL
WA

AAEIn % sede 22 7w Foldd.

o

=

Ao FER s,
A FEET s,

Fol iAol A Holx 30, 35, 40, 43, 45, 48,

o]

A el T A,

(glycemic control)

3l

s

2t Al R 9,
2t WA FERY S,

Bl = (non-high density lipoprotein cholesterol)®] <=
o mste]l iAol A Ao 30, 35, 37, 40, 42,

A
o Hl&le] TiAAA Holx 20, 25, 26, 30, 35, 38,

A EME 9 ~ElE2 717 Hoj 1Y 13] FojHr).
dAEHH D A8l 7b7t Holx 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11,

Feell ), LDL-C &< 7)%M (baseline)el H]
, H] IDL-C <& 7|+

[e]

el A, ETC-1002,
Ejoll A, ETC-1002,
Ejoll A, ETC-1002,

efoll A, hsCRP

\3

3
[}

[
o
[e]
o
ok
o

=)
A
1=}
A
1=}
5

]
]

reactive protein, hsCRP)¢]
B(apolipoprotein B, ApoB)2]

1=}
g%

o
[e]
[e]
[e]
Q]

[0064]
[0065]
[0066]
[0067]
[0068]
[0069]
[0070]
[0071]
[0072]
[0073]
[0074]
[0075]
[0076]
[0077]
[0078]

1 13] Fojdt,

M
=
o)
Ho
N

oIt}

2

m

18-45 kg/

o

.

7] Ak o] BMI

7HH

o=

= O

oA

S]] -

A FElell A, A7 Al

[0079]
[0080]
[0081]
[0082]

ozel
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e
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LA FEell A, A7 Al

[0083]

i
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o
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ol
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Njo

HAY ST AL, 2EEL 80
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[0084]

< FDA &

tol, 71

o113

= AHEoe=

Nlo

o

2
—_
o
ol
23]

el

<]

<

el

2~ ==
T

130-220 mg/dLe] 7] LDL-C

R
.

[0085]

Fol gk,

o=

VS
5

SAlel FolEnt.
k!

7N

o
=

te] 71 B2 @ Algtol

°

400 mg/dL ©]

glell A, ETIC-1002, ol AlglmH 2 ~Elel
glell A, EIC-1002, ol AlEln B 2 ~Elel
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[0090]
[0091]
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[0094]

[0095]

[0096]

[0097]

[0098]

[0099]

[0100]
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AR FHN A, 7] 2AELS st oz FLE= BFES FUIE LES.
A8 okejoll A 7] ZAEL AT AES fste] AFstET.
QR ekefo A, A7) 2AES 1Y 13] B2 9ste] APsiErt.

Bookelell A, ETC-1002% 5 WA 500 mge] o= Folgth, tE <ol A, ETC-1002+% 10 WA 450 mg2)
oz Fojdtt, thE FEolA, ETC-1002+% 15 WA 400 mge] oz Fowc. thE SeolA, ETC-1002+&
20 WA 350 mgo] ¥o=E FolgEitt. thE FEjolA], ETC-1002% 25 WA 325 mge] Fo= Fojdtt. th& o
o A, ETC-1002% 30 WA 300 mge] Yoz FojEct, the FedlA, ETC-1002% 35 WA 275 mge] doz F
oJEbTh. o2 <Fefol A, ETC-1002& 40 WA 250 mgd] %oz Fojdrh, thE oA, ETC-1002& 45 WA
225 mge] 4o w FolHEt. o FElolA, ETC-1002+% 50 WA 200 mge] o= Folgt),

A5 FHel A, 2 JMAE EIC-10029] FoE AT, TS 40 mg/d, 50 mg/Y, 60 mg/¥, 70 mg/¥,
80 mg/d, 90 mg/¥, 100 mg/d, 110 mg/Yd, 120 mg/¥, 130 mg/Y, 140 mg/¥, 150 mg/¥, 160 mg/¥, 170
mg/<¥, 180 mg/¥d, 190 mg/<¥, 200 mg/Yd, 210 mg/¥, 220 mg/Yd, 230 mg/¥, 240 mg/Qd, T+ 250 mg/Lo|t}.

A FElelA, 2 hAlE E1C-10029] FoE AlEsH, TR 45-55 mg/d, 55-65 mg/d, 65-75 mg/ Y,
75-85 mg/¥, 85-95 mg/Y, 95-105 mg/¥, 105-115 mg/¥, 115-125 mg/¥, 125-135 mg/¥, 135-145 mg/Y,
145-155 mg/¥, 155-165 mg/¥, 165-175 mg/Y, 175-185 mg/Y, 185-195 mg/<Y, 195-205 mg/<¥, 205-215 mg/
o, 215-225 mg/Q, 225-235 mg/Y, 235-245 mg/Y, TE 245-255 mg/ L o]},

AF el A, oA EE 1 WA 50 mge] Fo= FoldEty; thE Tl olAEMEE 5 WA 25 mg
Fom FoldEty; v FolA cAlEnHE 5 A 15 mge] Fom FolHnh v FaAdolA clAE

o

GE 1A 10 meel G0 Feldr o TN AL 10 WA 0 nee] FO2 FeAad o
2 FHAAA AAYVILE 8 WA 12 ngd] FOE FolEry vhE FAANA, AAEYUIBE 10 ng] §FO
2 Roldrh, Felge AYHow 19 18 Folurh. A FANNA, FolFe 19 28], 38, 48], 53] wi
a oy Rl £ Q.

WgAE nRdsHEAFS AW, 4] PHe nBdsdSdEe Anse e 3

2
>
ox
N
o
L
rlo
=
o
é
_>L
1:1>;

A9 Agel S19e AL FaA,

Ef
A5 FElel A, 7] W 9ok, g &7 oF 120 mgel ETC-1002, 1A
I 80 =

|2 ok 180 mge] ETC-1002, T
ol xElel & 7+ s e

A FEr WA,

AR <o, 7] WS ofxAewMA BE oF 10% A &F 17% ©), H-nU% Ak FHAHES of
10% WA oF 17% ©]F, = ZY2HSS oF 10% WX ¢F 15% o2, 2 DL 4 =& oF 10% WA oF 21% ©]4+

Qi G, LIL-CE 14 vste] tPgANA oF 24% o7 k. L% FHllA, vl HDLCE 7]
F4ol vlste] thgAlA A How oF 30, oF 35, °F 37, o 40, °F 42, Ei o d5% oY dawrh. A% P
ol A, hsCRPE 7|=Aldl nlale] tiiAlolA Holx oF 20, oF 25, <F 26, <F 30, <F 35, ©F 38, T oF 40%

o) HDL-CE 7540l uste] thadlola ZHolx= oF 3 J oF
= 9 50% o] #Aadith. Y EjolA, HDL-C& 7|4l vlstd tH*JiﬂOﬂH paEa=
Q

W B ohsL Ei gk we ulgAlel watel, tiAA Holw of

O
2
w
ol

o

>
S
(e}

A%, e 0.2%, =¥ 0.3%, v 0.4%, =+ 0.5%, v 0.6% =+ 0.7%, B 0.8%, =+ 0.9%, = 1.0%,

0 0
= 1.5% TE 1.7%, HE 1.9%, T= 2.0%, L= 2.5%, ¥ 3.0%, TE 3.5%, = 4.0% A3}

AV FEAA, il AT P FEAS ANS B s B okS W thgAl] Hstel, A
ol A oF 1%, W oF 26, Wi oF 3%, Wiz oF 4%, iz ofF 5%, I oF 10%, Ei oF 15%, iz oF 206, T
2 L=

|
5%, T 9F 30%, T 9F 40%, T 9F 50%, T 9F 60% Aot

AR FHlol A, ETC-1002, oAEWE 2 ~ERIS 747 A2 Fojgr),
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o T NJ%MMJ Nmo mo ﬂ%lﬁ < B %Nﬂ”ﬂé __ﬁl, o o oo o =% g o
o TET L TR B g S NTIT degW o egh gl g d
0 ; ; — el el - —
Lo TP - = FTET AL a4 T B X ==
TET A h H BRFETT w8 TogLrdE T T 2T AT T T ST
Z_nﬂ| R ‘mﬂmﬁ R o T e m,ﬂmmgo = T R = o T
o ~ ! - - No 751 « 5 W o ST~ B ) o %0 - op %0
kﬁu,xuﬂ Nlﬂomaﬂr.ﬂlﬂlﬂl#onﬂlﬂ,%% Emaudm%nxmu%xmu% TES X EZ
o ST T 0 T T T op o of ! il = % o T o T o T o
s D ooy M Wﬂ@wr%m%} %%ﬁ%zmﬂﬁm 'R O®T UMW TOwW OB W
kﬁml,_ﬂoﬁ %o_qorcg ) 0 0 o0 Ltmﬂw ﬂ_ﬁzﬂu o%od%wklbt ol © m 0 of Nf o0 o N 0 oF N 00 of N
Tx= 4+ ®XT & 3 FT T ok . VT DA S s D gD L om o gk D
TN W RE S o Y S e MR = o FEOZ GV ode o) oM oo o)) W GW g o) U oo ol
z g 5§ % ) = 5 2 <
S S = = =) S S =) =)
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A

7+
1

/\01—

ETC-1002

L
L

75% HiE oF 85% ©]

oF 45% = °F 50% ©]
ok

o}

ST

o

=]

35%,
65%,

ok
=
ok
ol
ZEan WA

25%,
50%,

k
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k

T o
a

T o
a5

o]
_18_

=2 A
= -1

I~
N
ABs®} 5 Aol

35% ©1’d7HA

30
5] 2

Kok

Lol 9

[e]

[0117]
[0118]
[0119]
[0120]



[0121]

[0122]

[0123]

[0124]

[0125]

[0126]

[0127]

[0128]

[0129]

Folshe A& TFAE, WAANMN JEw RS Amse A WEE AAW A8 99 4
3]

AR <ol A, o] 7] W QTc & QI/QTc(TQT AH)E AskA olY sl ETC-10028 X338l 24
o] g Foste S ek, uidAldlA Ada él%% ﬂﬁﬂ—t— A ‘;/““ “%4 Aol 9¥s Pa
AN71E AL AFsc. 97 ejol A, 37} EIC-1002 S-S tiaAe] Alwtz=<s @ pRr @ QRS F3bol] 3¢S
H| x| o] ghr}

YR el A, EAY A7l HE, A wF, AUCu s°l HEFA o= oF 15 WA oF 27A17He] t, =2 dAstE
ETC-1002E5 X3t 2AHES 4 Foste AL Xdste, dldAdAa Ad% 284S X5se A 9/Ee
Add Ao 9dS AaAIE AS AT

A FHelA, B e 1 FoRe] ofE=uAEE (10 ng B 20 mg), APFAEFR(S ng, 10 mg, E=
20 mg), 250288 (5 mg B 10 mg) L/ ZenlAEE (10 mg, 20 mg, TE 40 mg)ol ol&te] FoJH nf
shit o] o] ~ERlS ettt thE FHjelA, V] BHe 1A Fojge] ofE=n et (10 mg ®
= 20 mg), A¥FAEE (5 mg, 10 mg, T=E 20 mg), EFUAEE G ng BE 10 mg) ZD/EE ZElAEE (10
mg, 20 mg, L+ 40 mg)oll gJslo] Fold ule} TS sy o] 2ElES Xt} I T2 FHO A, olEE
HFAEFEN (10 mg E=E 20 mg), AMPFAEFE (5 mg, 10 mg, =& 20 mg), ZFHFAEIE(5 mg T+ 10 mg) E/EE
b ~ER (10 mg, 20 mg, EE 40 mg)e] xFol Eddd MAE doe FAd e FHCAA AMRE F

b
e
rlo

9 Felol A, 7] 2AEES obd] E 20 24 Folgel oJate] el uigh 2 ) ool sEtEle Takd
c}:
# 2

BT 2gE e B
obE 2l ~ELEl 40-80 mg obE 2 ul 2~ EFEl 10-20 mg BU=FE 10 ng
25k Ehel 20-40 mg =5 0EE 510 mg ERPCT r——
ket 80 ng' RSB 20-40 mg A 20 ne

2} oEh el 40-80 mg ST OB 20740 mg

ZHFAEFE 40 mg SEAERE 1 g

Z 21l ~eE XL 80 mg

Z2u2ElE 40 mg 19 23]

JER2ELE 2-4 mg

dE

b olael svE W EIC-100270 Qo] AEEh. 9 eelA, sl olgel sEEe sdes
(Penecillium) ¥ o} =2 (Aspergillus) ¥ 22 M FHPoRYH Fold A AHEo. g
FEA, S ol L RE AHEe GYUON, ol AFAT FU FAL A7) FIE T Ao

~epel shtE e QdARoRs Azd AL g,

ob#fl 3134 [ ETC-1002 2 ETC-10029] AFAE bepdT,
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[0131]
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[0133]

[0134]
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[s}eh2) 1]
OH
-~
Rl R2 Xz Rl] R_l.'f
-1 (.CHE.}IIJ_ (CHa)p 3
LN pa s
(Clla ) (CIla )

(a) m9] Z} A9 SHHoZ 0 WA 59 »ele] Aol (b) ndl 24 A5 58422 3 A 79 W9
ggoln]; (¢) X& (CHy) T+ Pholar, zi 0 WA 49 ASo]al, Phe 1,2-, 1,3-, EE 1,4 Xgkd #Hd7|o]

M (R, R, R 2R 9 7 4o =d80z H, ((-C)2Z, (CC)LAY, (C-Ca7d, sd w=

T

Aoz, R, R, R, 2 R7= 242 SA6] Wb obdel; aEa () Y 2 Y9 7 A9l Egdom ((-C,)

o171, OH, COOH, COOR’, SOH,

u [ |
wr0—P—OR* Y 0—P—0—P—OR? ~O0—P—O0—P—0—P—OR®

OR* ’ OR* OrR*' |, OR* OrR* OR*

Q. A
A,
bﬁ,@;;;
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[0135]
[0136]

[0137]

[0138]

[0139]
[0140]

[0141]

[0142]

[0143]
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.
M‘Tlll—rma R, & b r,ﬂ(u/“
OR® . Q : g ' H ’

&
ol
&

() Y 2 Y= 27k 26 (C-C)2Ze] obm; (ii) RS (C-C) 27, (CG-CAY, (-7, sy

w oWlgola, WABEAY, E s ol4e] B, OH, (CC)LZA ®E Hdr2 A8Hw; (iii) RO
7t e msEAoE H, (GG, (CGC)EAE e (GC)E7Idolar, HIXSHAY, & s e F

Aol #E, OH, CC, %FA EE vz A#Ee; agn (v R 4 AeE SPHoR i,

(G, (GCo) A = (CC)E7Idolt.

ETC-1002¢9] -3:

0} O
HOJI><\/\/Y\/\/7<U\OH
OH
ETC-1002+= 8-3| =5A]-2,2,14,14 H E gl & sl el oz o] @ AF(8-hydroxy-2,2,14, 14

tetramethylpentadecanedioic acid) & A= 4 r}.

2etg 3ES 7rolA HMGR &4 A4S dAEt. 2 WHolx, BE 2gE FIFEL U3 ==AF e
(dihydroxyheptanoic acid) 7] =& o]9 & 2 X35 aAES 7FHch(olg ol HERH)

HO A4 coo
¢ . OH *- ]O\/YO EO\/\COOH

- b’ H

Reductase inhibitor Lactone Dihydroxy Open-Acid|

Sy, seee A 1o Fxo) we et 9% Agde @ 6d-uy TES s u, o
£ 2uRe A9 ofd 2L dHzold nAS A1 ‘EL |
a9y, o] BEoz Am §4HA ohgt,

;L
2
>,
2
[40
[>
Suj
)
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[0147]

[0148]
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HE" "H HEC' oM
CH, |
) HOY
HC HC" F
LOVASTATIN SMVASTATIN FRAVASTATIM FLLIASTATIN

CH OH
HE, B aooH
NSy !
ne o
CI=$=0
& F
ATORVASTATIN ROSNVASTATIN PITAVASTATIN
sHeh4] Toll wh ETC-10029] §1efe] Bl RE FARAE el /HAlE fdole] W sl/Es 248 e Agl
AR S Qgo] ARH 47] A we sEwel oo B mE fAE Bdel AAE el g
/e 2E B AY AME F dso] FUME AAE. ok 3t (1D dAE R E F oA En 1

@

Arl— X, —(C),— Y, —(C),—Z,

AP
| | AN /
Rr! R?
— N
o/ \Arl

A7) S8k (11) B ole] dolal, Ar 2 Are Sgdow o} 2 R-x3H ofdR o]Fojd TORIE

AT A obd E R-AfE obeln; X, ¥ ¥ zE SUHOE —C(h—, —CH(AF 27) — % —C
(JDAF 7)) —2 o]Fojxl ForPE Halgu; R 94 RE S840z —0R, —0COR, —0(CO)0R 2
—0(CONR" R'Z o] Fojzl Fombe Aesa; R 2 R SPHoR 4, AF 94 2 ofd= o] Fojd 7
oBRH MEYHi; ¢ & 0 B 103 r& 0 T 10]3; m, n 2 opE HSHHCR 0, 1, 2, 3 T 4ERH
Aesa; @ g ¥ r T Ho% b 1913, m, n, p, g ¥ re §$2 1, 2, 3, 4, 5 & 6°|H; ©, p7t 0

o]i ro] 191 ALY m. q ¥ no F& 1,2, 3, 4 T 50lm; R'= =AHow A 9. —0R. —0(COR .
—0(CO)OR”, —0(CHy)1s OR”, —O(CONR’ R, —NRR, —NR® (COR', —NR® (CO)OR’, —NR’ (CONR' R', —MNR® SO,

9

6 6 7 6 6 7 9 6 6 7
R, —COOR, —CONR R, —COR, —S0, NR R, S(0)os R, —O(CH.)1-10—COOR, —O(CHy)1p0 CONR' R', — (A%
SH@)CO0R, —CH=CH—COOR, —CF5, —CN, —NO, @ @zAow o]fojd Fowiy Huwi 1-579 23

6

=gx0z —0R, —0(COR, —0COOR. —0(CH).s OR. —O0CONR R. —NR R. —MR

N
L
=l
=
s

COR, —NR* (CO)OR’, —NR' (COMNR' R*, —NR® SO, R\, —COOR’, —CONR' R\, —COR’, —S0, NR' R, S(0)os R .
—0(CHy)1-10—COOR’, —O0(CHy) 1o CONR™ R', — (A5 22 @)C00R 2 —CH=CH—COOR & o] o7l Fo =% el A
w5 1579 Asleln; R, R % RE SHH0R 2, A3 97, ofd 2 oja-A3d AF 4A=2 of

Fol7 o RRE AEE; 2

o A ElH] H = 1-(4-EF 29 )-3(R)-[3(S)-(4-FF L 2H < )-3-3| =FA| L2 ) |-4(S)-[4- (A v FEA]) 7
d]-2-olA e 2; E (3R, 49)-1-(4-ZF 2 29 d)-3-[(39)-3-U-ZF 2 ¥ d)-3-3| =FA| Z 2 7 |-4-(4-3]

EEA ) AElH-2-2 02 (H"E F Tt
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[0149]

[0150]
[0151]

[0152]

[0153]

[0154]

[0155]

[0156]

[0157]

[0158]

[0159]
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NAE R H O] FZE=:

OH
OH

L3

F

a5 o) whe EIC-10029] 9le] % RE FAHIE B AR dle] P 0/mE 24
A
1

4 glgol ARET. seHa 1ol we BIC-1002¢] Aol B mE AL 29
W/EE 2R B A0 A8d 5 gl Frhz A4H,

ETC-1002 & S AlElu] B o] A

ETC-1002 2 ETC-10029] 34 FAL w3 E3] #7,335,79935¢] 7/MAF o] tt. o] A4 MF AMge F/%
v E3 F7) AUS 2005-0043278 AlZ, WAA e w@Er [0247] WA [0343]94 FHE 5 da, o5 774
2 Fx2 S3Ed.

o AEM B oA En B A FAL Fad v 53] A5,631,365500 A= QTh. o] T MF AL
g2 WA 49 0]#] F5E 43504 AJFEEe, 119 01X 54 6580 A S 4 glon, o ZA7te E
doll Fx=2 TFHT.

2~ElE Y] AL G GAlel LA ok, dEgFHela AnkEd Ao, AElEe] AL B HxE T
rEl AIW0 2005047276 A23%.00] 7RAIE] o] A}, AFSEAY diobAQl 1B AE 2FT A}

i il
ol digk ETC-10029] FAFAD Ol g b2 3 ®FS, 49 7exe] of#e] He e Sltt. «dF £,
e VleAe 4 HE 9AEES ARRSte] Ry déke Agd-obd, sHEord B "z g AE

HF 2uE spgtEed A F Avk. oleld Fxe te Edehd, ofo A ofY3th: Fieser and
Fieser’ s Reagents for Organic Synthesis, Volumes 1-15 (John Wiley, and Sons, 1991), Rodd’ s Chemistry
of Carbon Compounds, Volumes 1-5, and Supplementals (Elsevier Science Publishers, 1989), Organic
Reactions, Volumes 1-40 (John Wiley, and Sons, 1991), March’ s Advanced Organic Chemistry, (John

Wiley, and Sons, 5th Edition, 2001), and Larock’ s Comprehensive Organic Transformations (VCH
Publishers Inc., 1989), T. W. Greene and P.G.M. Wuts, Protecting Groups in Organic Synthesis, Third
Edition, Wiley, New York, 1999.

2 2 =3Ae] A3s AA . |
(dyslipoproteinemias) /%= oA 28 ZF(dyslipidemias)¥ J¥eT), 2wy
sl7] Y8ty Fe3 Ady AFe, FUA3F(arteriosclerosis): 47 35 (atherosclerosis): &%
(stroke); 3 &d(ischemia); W 7]% “oll(endothelium dysfunctions), 53] d3 Ao G&F& nX= 7%
Folls; wxIAW A, wAE Ag Zs; A2 AM(myocardial infarction); 374 (cerebral

infarction) @ AEZ=(restenosis)S E3I}, oo A E A ol 3it).

T o BHS AT EholA A}
FARD S of7|a A olo ofste] v el
mo] zAEo ;{il—x}tﬂ]ﬂ] Foso] A FES IHAG. A
o LEIETES A=

71Eb Wi AgEE d e v
AlHd A-F+A(National Heart, Lung and

rkﬂ X

£ 5], LDL, HDL, fr& EgZEAgel= 2 XA thate} w4
= A% H3)(American Heart Association)®] iAol

i
)
H
juch

_23_



ZIHSd 10-2021-0079275

Blood Institute)?] e FU2HE B R A ) WALl E(F7;
http://www.americanheart.org/cholesterol-/about_level .html ey

http://www.nhlbi.nih.gov/health/public/heart/chol/hb-c_what.html)oll A & 4= o). &4, A== 5
WL Zd2~HE F5 9F 35 mg/dl 2% AFH = LWL FH2HE 552 9F 130 mg/dL wvk; A== LDL:
HDL Zel28E v&e oF 5:1, o|d¥o=z o 3.5:1 vy, 2 AFHE dF 8 EZgAgel=e &%
L 9k 200 mg/dL w]RtoltT},

[0160] 2 dge] zAEC] dW e X837 fsted #F83% o dxHEFTe uXEFT 2 uEE AT (high
density lipoprotein, HDL) ZEFd&HE9 W A & X3, old sAHA ofystl. 54 Fdo o
S

)
A, wme) gl @ o EE ARE A% nAEFe AERY nIdsHEAE; 154
D AR st EAMolE A% Ak E: AUS TP, AwY Psvold] £F e By gk E
A9 nFHAAES; nRA2UEAF; o W (urea body) (AE Eof, WEh-OH FE|24H)9] F&
)} =

(e}
s T
ol == Lp(a) Fd2EE9 & g9 43 AUE Ad(low density lipoprotein, LDL) Z#|=HE 9]
(e}

2 HE gt rfr o

[0161]

o S
o =2 rob
X
o
sl
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[0164] w EE2 F7kR Al 3y gwde] wHE fdo]l e WAAAM HbAe ES H2ATIE WHE

[0165] A FEfell A, HbA, FES 8RS A ofYsiAY B flofks 2 Al Hlste], tid Aol Aol oF
A%, TE 0.2%, T 0.3%, =X 0.4%, EE 0.5%, i 0.6% T 0.7%, T 0.8%, =X 0.9%, EiE 1.0%,
5]_:_

0
EE 1.5%, Ev 1.7%, v 1.9%, e 2.0%, v 2.5%, Ev 3.0% HE 3.5%, £ 4.0% 7).

[0166] A5 FElelA, B Alat W TS WS WA oAy B HokE k2 ti Aol viste], oAl
ol A oF 1%, W= oF 2%, = oF 3%, W= oF 4%, Wi OF 5%, EE o 10%, = oF 15%, EE oF 209, EE

oF 25%, H= oF 30%, T 9F 40%, T 9F 50%, T F 60% ATt
[0167] o3t =AE

[0168]

et
=

A7) e AsnH famel st oy
3+ o]Fe] 2EFE, ETC-1002 2 oA Ew] 2
ABsHE 4 9k, BIC-1002 2 A mBY w7y $3%
ze o A, WA, A,
o ul-%4olofof sk,

]
48%e gAe Fol 4w, A% Fol, AT,
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R0
il
o,
)
o
2
e
z r
17
T
oL
=2
10
:Czl:'
e
]
it
i)
(e
i
oL

[
fiu)
fo o
=
H

CP 1
s
(@]
Do
e,
2
2
N
o
4
o9
Q‘L
rlr
(L)

ééﬂ.ﬂ%ﬂ

o,

T
% 1o
k1
o
oo
ol
Wi FUowo

el

)

(

et o
(o]
o,
Ot
ey 2

o Mo

ol oX o i‘N O{N o o>
ol
oS
lo {# I
2T
e
i)

of

o

ol
o2

ol

ol

x

&2

o

o

[e]

o

roh

O
ol ol N, yo
o M

2
o
o,
91;
N
N
2,
e
flo
o
2L
2
e
o,
o,
R
g
o
rr
2
__)&‘
o =
i/
A
S
vl

12
=
,
o oy
t
rlr
,
ol
=
ol
r
Ho
=
1
-

[0169]

iz -+
BN
2
o
m
o 4
i
W)

S

ot rr o
rlr Euz
r

[0170]

N e
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)

[0171] o2 gdlelA, °F 120 mg E oF 180 mge] 17 &3] ETC-1002, <F 2 WA <F 80 mge 174 &9 3t
olde] 2El & 7} ehvk, B oF 10 mgo] 1 & AAENBEE EFele oA 2AES

= =
gidA Al Tt A Edste FdlzHE e 2o sial®E #E vPAMDL-C, ApoAl F)9 AskE
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[0173]

[0174]

[0175]

[0176]

[0177]

[0178]

[0179]

[0180]
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AR, Ee AEd A8 e o dHNEENET H/Es o dHAAETY] AR T s A7 WRio]l E9l

BE RelolAY FAE Slste], B4 AR wA-ufoln, 49T
9 PgAE 2 MATE SgEE £80 FHE EAT Aol B e FAAEE,
of, GEIEF T, YA FA, elolE= YA FAw ge S4 WIS Ao A
s 3L =

E
g Axd o Ao dool wE, BEA, PgsA, @A, AkskAl 5/ % 7

l;
#3lo], Fo= A A= X
UAT) o8 o] FojX]uH | o
2 A7+ 7} (time-course) =, A A
duk X8 W oE oite] A e lon, dAFHoR Xnd
g s dA S tE JAE mEgith. 47 Jd¥"E Ve 9 ZREFO o Remington’ s
Pharmaceutical Sciences, 16th edition, Osol, A. (ed), 198014 2t& 4= Qlt}.

pH

o

&

N

T

oane wmek AAelA ATHE Aol e EaolEx, me e ostdo
/gp 3] w aok
=

T

=

ke

il
_{
_1

o HolA, B MAE A {9 ETC-1002 = olo] GAMAl, 1A {9 3} o]ie] AEE EE o]9
FAA, W 24 g o AENEE oF Waw s A Folat AL ¥, uwzﬂow k|
¢ A Aw Ex AEW 439 99 B2 PHS AFs, duxom 4v) EIC-1002% oF 120 mge) 14
gk wi= oF 180 mgo] 1A fFo T EF i, s} olake] ~EFEl = 747 oF 2 %] oF 80 mgo] 1A &
Zog EoFu], A7) oAEnBE oF 10 ngo] A4 fFo g Eogu, MeElFRog Aly] vHe ik o)A
Frrge] fdS ARSAY AT

A G, 2 AAE oA F FulzEHE 2 v HDL-Co] o], $1%F, 174 &% °F 120 mgel ETC-
#F °F 180 mge] ETC-1002, 4 &% °F 10 mge] olAlEm B, == 34 &3 o 2 WA °F 80

o 37

H=2 [e)

ng el St oo AEE F 7 shig we dad dAle fEnt e

=3

o oX oX

A FHA, B A= AN AEE AdW (low density lipoprotein, LDL)S] S=5=o], $]oF,
oF 120 mg9 ETC-1002, 314 8 <F 180 mge| ETC-1002, 7 83 <F 10 mgel oAgvH, == 11
oF 2 1A oF 80 mg &9 sh o]t ~EEl F 7t shuE W gl uldAe] et v iy
Eia=

A FEfeA, A= didAl A LDL YRk 7, 1Yk, 1A &5 120 mg®] ETC-1002, 174 &% <
180 mge] ETC-1002, 1174 &% <F 10 mge] AAEm B, T+ g &5 <F 2 x| <F 80 mg &9 3} o]
2EE S 7 e B gxa UidA e SR e WS AlS st

o]

2 oo oo
okl o ol

12

o 1

A FEjolA, 2 AT A A oA Gl B(apolipoprotein B, ApoB)e] o], %k, 1A &% <F
120 mg®] ETC-1002, 14 &% <F 180 mge] ETC-1002, 124 &% ¢F 10 mge] oNAEwE, wEx u4 g3 ok 2
WAl oF 80 mg &2 3l o] 2EE F 7} uE e Uz gAY Ry ve S Aasid

A ol A, B A= iAo A olEA G A A-1(apolipoprotein Al, ApoAl)e] <=5=o], <k, A &F
ok 120 mge] ETC-1002, A &3 ¢F 180 mge] ETC-1002, 1A &% ¢F 10 mgd oAgn B, == 13 L
2 WA ¢F 80 mg &%) 3t o] 2B F 7} stuE e gixa UdA e et W TS AT

ro 10

o,

A GHellA, 2 IHAE iAol A ok @A A-1(apolipoprotein Al, ApoAl)el tHEF oEA| T
B(apolipoprotein B, ApoB)2] H]&o], $1<F, 1A &% <F 120 mge] ETC-1002, 1A &% <F 180 mge] ETC-
1002, 1A &% 9F 10 mge] AAEME, T g &5 oF 2 WA oF 80 mg &< sty oo ~EY & 7
stuE W2tz didAle e T we S Alesit.

A FElA, E NAE gdACA HbAe Fel, 1%k, 3 &% 9F 120 mge] ETC-1002, i1 &% <oF 180

S
°F 10 mge] IAEIVIN, Ei 34§ oF 2 WA oF 80 ng §F] Sht ol 2

mg¢] ETC-1002, A £ = g 4
& w2 gy gAY FERT W2 S Aleeit,

ge % 7 s

H
=4
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A ke A, 2 A= Z7] ddA7E 2F 8 25835 (hypercholesterolemia) S 7HA& WHS AlF3kc).
d FEjel A, 2 A= 7] AT dee VA E WS AFsi
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