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ALA Alpha linolenic acid TNT 7V )LV

ALT Alanine aminotransferase TI=VT I RNTUART 2T —E

apo Al Apolipoprotein Al TREH Al

apo B Apolipoprotein B T7HREH B

AST Asparate aminotransferase TANRNGX BT I ) N T AT 2T —E

AUCo- Area under the plasma concentration-time curve | FF[#] 0 7> & t IR & C oD I Hh i B — IRp ]
from 0 to time t A

AUCinf Area under the plasma concentration-time curve | Bl 0 7> 5 #ERRKHFH] E T o MR E —
from 0 to infinity i il T T A

BCRP Breast cancer resistant protein HE M &2 R E

BOCF Baseline Observation Carried Forward -

CE Cholesterol ester I AT E—/)LTZ AT )V

CK Creatine kinase IV Frx—8

CI Confidence interval 1K

CL/F Apparent total body clearance RBNFor VT 7oA

CNS Central nervous system HRX AR R

Crmax Maximum concentration Hoe e AT HP R

CVD Cardiovascular disease Lo I A5 R AR

CYP Cytochrome P450 > k7 L P450

DG Diglyceride 7RV R

DHA Docosahexaenoic acid R ot~y o R

EAS European Atherosclerosis Society -

EDso 50% effective dose 50% R &

EPA Eicosapentaenoic acid T A aAY R LT

FDA Food and Drug Administration KER M EIES R

FH Familial hypercholesterolemia FhEME 2 L AT 71—V IfUE

HDL-C High-density lipoprotein cholesterol FEHEYARZ RNV Ea L AT r—)L

HDPE High density polyethylene EEERY) T L

HoFH Homozygous familial hypercholesterolemia RNEEG RGN 2 VAT v —/ VIE

HPLC High-performance liquid chromatography BRI n~ N T T 4 —

ICso Inhibitory concentration, 50% 50% PHE R E

LA Lipoprotein apheresis LDL7 7 =LA

LDL-C Low-density lipoprotein cholesterol KBV RE NI EalL 2Tr—)L

LDPE Low density polyethylene IREBEFERY = F L

LLT Lipid-lowering therapy REEAR Tk

LOCF Last observation carried forward —

Lp(a) Lipoprotein(a) VRH 37 HE(a)

MMRM Mixed Model Repeated Measures -
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MTD Maximum tolerated dose e K &
MTP Microsomal triglyceride transfer protein I/mnY—ALN) 7Y RY NEREX NIH
non-HDL-C | non High density lipoprotein cholesterol FEEELEYRZ T Ha L AT —/1
OATP Organic anion-transporting polypeptide AT =42 8T AR —=F—RYXTF LK
OCT Organic Cation Transporter FHHF A N T AR—H—
PC Phosphatidylcholine RAZ7y7Fonayy
P-gp P-glycoprotein P-MEX LRI E
PK Pharmacokinetics FAERE
PT-INR Prothrombin time-international normalized ratio 7u bk u e E ] — B Y
SD Standard deviation FEAE(R &
SEM Standard error of the mean FEAERAZE
ti2 half life R
TC Total cholesterol BaLzxro—u
TG Triglyceride MY Z YUY R
Tinax Time to maximum concentration ¢ e LA P e B I [
VLDL-C Very-low-density lipoprotein cholesterol BIRLEE Y R Z o7 HEa L AT a—)u
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1. R4
(1) Fn4
Ty AL Ey N7 L Smg
Vx JAZEy RAT &L 10mg
Uy 7 ALYy N7 &L 20mg
Ty 7 AZEy R TN 2mg

(2)*&
Juxtapid Capsules

(3) BFFDHE
iz L

2. —fg4&
(M#E (wa%)

1 X e RAUAEEE (JAN)

(2) %% (@mdE)
Lomitapide Mesilate (JAN)

) AT L
2r7a Y=L YT URY REGEX XY EIES © -apide

3. EEAXITRER

4. HFKXRUHFE
453 C39H37F6N302 + CH403S
syf& : 789.83

5. {L¥2 (k) XEEXE
N-(2,2,2-Trifluoroethyl)-9-[4-({4-[4'-(trifluoromethyl)biphenyl-2-yl]carboxamido} piperidin-1-yl)butyl]-9H-fluorene-9-carboxamide
monomethanesulfonate (IUPAC)

6. BASA. A4a. BS.,
PR %% : AEGR-733

5&5



M. AT 51EE

1. MELEHEE
(5 - 1K
AE~ZLALABOHRRTH D,

(2) B
pH2~5 OKEEHRITIEETIZS WV, TE Ry, =2 )=V RORAE ) —VZETRTL, 227 % 7=, a2k
BT F= FUMCRREITROTL, 1-F 7 Z ) — VRN 2-F R ) — LR T I L |, Bifig = F e iFic <,
AT B ATNFE L L EBT RN,

() KB
AREIFERHEE 5% CEENEE L., F-0.115% CTEfir & 7eo7-, WEAT v 7Tk, FAMEE 5~95% T x I[ZWRIE L.
BRI +532% TP & 7 o7, BAERT » 7 Cld, FHXHEE 95~5% THK 5.32% D[R U s BB Sz, A
IT R T H B,

MDphm (SRR, Ha. HES
152~153 CTHOTNREENZRD B, 200~208°C TRIET 5,

(5) BLIE E AR E 3
pKa=8.20+0.131

(6) P ERIHRE
SBAREL (1427 % 7 —K) 1%, pH5.5 T 169 O EfE & 72 v | pH 2MEL 72 5 & ArEdfRBuEE L, pH4.2 LA T

46~40 Th %,

(N Dt X4 REE
FAFKEEIE D pH=3.9 (25%+0.5C)

2. APMRSOEBEHTICHITEIREN

Bk TRAFSIE AP HE PRAFHIMA EUGEES
RHIRA3ER 25°C/60%RH —#EOLDPER 12 % A
R = .
,;;: J @i?j}b WO AT b A
ez b o ) S~ N 1)
DR 40°C/75%RH 5% R b 6 % H "
+HDPE #1345
I W b ‘ WP DA T B HAE
o T ) (B ) D e 2 8 H by Y
D) MEER PR GMB) . BRWE. K. R RO B

2) HREMERBRAA RTAATHED GREREE L LT 120 /7 lux-hr LL E
3) METEE : MRk OMED) . HBE.

3. AMESOERERE, ERE

file R aRis

FRAMFIL A2 )b (KBr {%)

Rk

Wk v~ 777 4—

KRGy B OV &

LRSI = V¥ — & LT 200W + h,/m? L 1)
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1. HlE
(1) & #z DX B
% 7 LA

) HEDHNERUHEIK

W5t

SRl

PN

R& s/ HE

Ty JALE Y N
H 7 5mg

B (BEE) e (1)
O H 7EAHF . TAT33] KO
MSmg] O BEEF

A733 | 5mg

R 19.4mm
B 6.9mm
/% 176mg

Y I AFE Y R
5 7L 10mg

mEREE (BEE) A (s o
W e aA . TA733 ] KO
M0mg] » BT

A733 | 1T0mg

FAH 19.4mm
A 6.9mm
/% 276mg

VXY I ALE Y R
H 7 & 20mg

B (3EE) B () o
Wwh 7T, TAT33 ) KW
M20mg| @ BAAFIF

A733 | 20mg

UloH

EK 19.4mm
K] 6.9mm
/# 276mg

Vy I ALEy N
H 7N 2mg

R (BEYR) K E (RER) o
o 'K, TA733 ] KO
Mmg] O BRMAHITFE

A733 | 2mg

B (@) @

B4 19.4mm
A 6.9mm
/%9 276mg

) FEAa—F
Wiz, ‘\/“?7074571:(’“/]\“ ‘\/“Yﬁnxfzf"‘/]\’ Vﬂ?ﬁoxﬁt"‘)}“ VT7X5E°‘7F
# 7L Smg 7 7 &L 10mg # 7L 20mg A 72 NRA 2mg
o — R A733,/5mg A733,/10mg A733,/20mg A733,/2mg
LA AT T BTV 7 BT
4) HElOME
M EER L
(5) ZDith
Y L
2. WEIOHERL
MEMES GEERS) OEERVHME
W5E4 BRIRST AN
Ty I ALy N I A7 Fice I ZE RAVIVERE 5.69mg
H 7k 5mg (mIZERELTSmg)

X I AFE Y R
7L 10mg

1 B7rdico I &2 KA LR 11.39mg
(BIZER&LT 1I0mg)

HBEARF, Famere—x, o7
TZr—bTo T T a—

Uy I ALy R
H 7L 20mg

1 A7EAFIZE I ZE R A AR 22.77mg
(mIZERELT20mg)

el FU A, BREEKSAB., ATT
NG A/ S A7 VN

I ALy R

H 7N 2mg

I A7 AFice I ZE RAIIVERE 2.28mg
(mIZERELT2mg)

) BREFDRE
B LR




Q) &E
P LR

3. RUBRROERRVEER
% LR

4. him
%M L0

5. BAT HAREIED & 5 KHY
IR 5 B OB E DIRAED FIREMEDN B 2 BN DD, Wb BN TH 72,

6. HEDEZEFHTICHITIREN
(¥ U RREY FATEIL Smg - A TEI 10mg - BH T+ 20mg)

R TRAFRMF TRAETERE TRAEHAH FRBRAESR
R R 25°C/60%RH AEEARY = F L 36 5 A
B (HDPE) #fi+7KY 7' n
Ik BR 40°C/75%RH Pl S 6 4 A
T IR . , WTFhoOLRTTYH
NP i N7 ‘ﬂ%\/ 1) ﬁ}é/—‘],[j: 7
F) ot (B M ONEEE) @R H KRy 2
=R AR R 1 >
R ~20°C & 40°C/75%RH (}ﬂ;;zigég#%f;j;E;“: .
(Ul R 7 L) DML L (3 [H) ' hY7E
=g A
o650 MEERY = F L s <
R ORERSR Y | 0o R D) Ry 7R | s | RIS
? Loy -
1) NZEMRBRATA N T4 12 ﬁi(%%F&LTQOﬁmxmuL;%F%%W%I*w¥~&szww-mﬁﬁuﬁ)
2) BIEEA : MRk OMED . ERWIT . RO
3 1R 1 ERAOIEZI ﬁ7tw%ﬁ@ﬁbt% M;EL\M%%DKO:ﬂ%%ﬁ%@@ﬂb\iﬁﬁﬁﬁéimbb
4) WUETER : Mk OME) . HEREER (HPLO), MEGME. A%, WHIMER 0GR

(Cr Y RBEY KA TEIL/IMNRA 2mg)

¥y RAF S RAETERE TRAEHAH NS
EBERY =F L
R AFaER 25°C/60%RH (HDPE) #4ifi+RY 7 24 % A
=S (=
TR . i WFROEETY
R Y ORI R OUEN) e T PO
EBR AR R N
TR -20°C & 40°C/75%RH Hgigifif?f .
(SR A 2 ) | ofviEL @y | (HPPE) AR e
= 4
BEBEERY = F L
o o S 7) ° m o o k/\E’iijDﬁ)mL&)%ﬂ
ot R g 0> 72 T PR BR 30°C/75%RH (HDPE) Bf+AY 7= 28 H Fn Mk
=PV A e
5) HBREVERBETA KT A 02D (R eLTQOmemuL MO ERAM i = % L F — & LT 200W « h,/m?> LA |)
6) WEHEHE : YR UMD . BigwmE. 7 \\w¢ﬁ&0

151@@%@%%%H\ﬁitw%ﬁ@&bt%\ﬁuﬁb\ﬁ%%uto:n%zsa%@@ﬂb\ﬁi%ﬁ%%imbto
HIETEE PRIk (OMED . Wil (HPLC) ., HERBEWE. Koy, IBHEROE &

7
8

= = T




7. REERUVBERBRZOREN
Y LR

8. fF L DESEL (WMELPHEL)
BN

9. BHM
FE N EAE o —FWD,)
et - [ElfiEKL 50rpm
ABRIE © 0.1% AR Y Y — | 80 Z ¥R L 7= 0.001mol/L HEfik
JRFE © QfE 80% (45 43 [H)

10. &4 - A%
(NEBHNDERGESR - AE. NENRRLCES - EICHT H1EFR
/NRREERBI LB RE S DWW v v T Th D,

(2) @&
Ty JAREy AT Smg 214 1 7'V IR
28 1 BN R
VX JAZEy RATEIL 10mg 214 1 7'V IR
28 1 BN R
Ux JAZEy KT &L 20mg 214 1 7'V IR

28 1 7D IR
X 7 AZEy KA TRANEH 2mg ;28 7BV AD R

Q) FlREE
CEIRAN

Q) BHBOME
o mEBER) =T L
Xy RV R LV
HBH—v: &F, RV TF LT L7 L—h

1. BB SN B3RS
AR L

12. 20k
YLD



V. JBEICBET HIEH

1. $EEXRIEZHER
REHEARZE MR 2 VAT 0 —)VIE

2. MREXITHRICEET HEE

5. PEER I RICEIET 5T
DR A AFEAR FETHRA 0 ITEEMR ARG S AR EOEG A BFT 25 2 &,

(figEsit)

BAODIEEER TRICE2HEETII RN TELNRY, b L TREMBRRRIGE A DR G OB 2 Hiwt

TOUBERDH D=0,

3. AZERUHAR

M AZERUVAEDRES
<TCxHYRAEwY FATIL5ng, RAHTEIL 10mg, RH F&IL 20mg>
18mULDEE
WE. 18 Ll Lo BHFITIL,

1 H1EYEE2EHRMU EHIT T, e IFERELT Smg ORAKZENSRRET D, AR

PEICRIREDS 72 <0 ZDRAT53 72551213 2 FLL ORI Z &1 T 10mg (IR 5, S DISHENLERGEITIE, 4

TFILL_EORINE TRAMEZ SR L7e A & BEREIIC 20mg, 40mg IZHET 52 LN TE 5,

< HF|HE>
2L 18 mERENESE
BE . 2 LA 18 R oo B T,

1A 1R RG22 EHU LSHIT T, e IZERELTIFRO LBV ERICE U

HEZREORET 5, AFMCHER 2L, RAFT025612F, TEOLBY 4 BWE 2L E 11 smRH O

I8 W) ULOMEE H T TEREMICHEETSZENTE D,

HE (mg)
- lin 5644
1~4 18 5~8 i 9~12 JH 13~16 # 17 38 LARE R
2 Ll b 11 R 2 2 5 10 20 20
11 3 LLE 16 iR 2 5 10 20 40 40
16 7% LA | 18 kAT 5 10 20 40 40 40

(2 RERUVAEDRERERE - RN

<18 WLl Lo >

AFN D T B K O BT Tt oRBRn s X sh 5,
1. HoFH % x4 & L7-EWNHE MRS (AEGR-733-030)

2. BRNE AARANLS D& 2 V2T v — VIERBRE 2545 & L7z PK/PD K OV 4R

3. AEGR-733-023 3 BRIC B89 % RHEM] PK fEHT

4. BAR AL D HoFH % xt4: & L= FMAHRER (UP1002/AEGR-733-005)

(AEGR-733-023)




ENE IR T 5 AEGR-733-030 FBR Tik, LFOMi H EICIEWARIZ G- Uz, 26 BICI 1T 5 SE ] 00 F K it
BT Smg~40mg O#iPH T, LDL-C OZLRITITZ L0 ENH LN, ZOZ LI/ EIFHRBRE R S K< &L T
B0, HEZEHZEORRKMARIZESERET DI LT, FEFAOKMEDIES S Lo bDEE LN,
BELIHE - HRIIBITD2REMT 07 7 A VIZRIF T, 26 B OANEFMBIMS, EB2AEFRIIRE SN
molz,

HELEME - HEIZ. AARAMRAARAUNDOE 2 L AT 0 — VIMERRE 2B 5 PK/PD K O% 2R (AEGR-
733-023) B bLXFEEND, AR T, WBREZ 4B FRENAHK 10mg~60mg P 5 Lz, AMERO
LEMET a7 7 A WL, BARANPEERE & AARANDSOHEEBRE CIERkCho7z, DT Lk, AANEE T, FRICHE
OFFENPVIETIIR NI L2 RBT A0 EEZX LN, S5, RBFHERICESEER L PK/PD ET LTI, TD
TEEEMTDILDTH oI,

A AN O HARANLS OIS TORELIEIL, WS TORREL O & Smg~60mg ORILT — & T 5 /5 AR T
BOOLNTAIMER VL EREOREIMNF AL Z L E2TRBT 5D TH D,

WS MAHERER O 26 BT 2 F K & Smg~60mg X TO#PH TRO HLz28, ENE IAHRER CTlX 60mg
HEE CTELEZARANBEILIN o7,

PLEEY KM TOMELOHEIL, Smg L0 B4 L 40mg £ CTEEMICHETE S & L,

<2 kLA E 18 AT O BE >
IO/ HoFH BF 2~175%) (81 2 G - FEE, DEERRBR (APH-19 35) BILOA - /NET— & 2
G LI RHERSEEIRE (PopPK) fATICH-S X, AahtE, Kok, BEEOBLAL LEE SN, PopPK fEHTIZEWT,
RIEACHKREANEFRFERICKETHEIEL LRENTH D Larshizizn, LLTo@y HEERER o E#E
L7,
1) 5~15m% (5~107% : fic Kk 20mg, 11~15 5% : fx K 40mg)
BRI BRI TR 72 LDL-C K F2h & PR T RE A L B ME A TERR S L7z, PopPK M © b A4 E OIR R 813K
ANERIBEETHY, ZL 0BENRNHEZERICOEZ ViR cE-2 b, KHAERZZY L LT,
2) 16~17 5% (F&K 40mg)
HARARBREE O K AR (60mg ™) TlX, 2FICHEFER (IFHEAEM LA%) ICX 2O RBENLE L0 | Ff
FRGPRETH o2, DEMEOBANORBERFOR AT E L L, Z2ICRE G NTRE T+ A%
PERHIFF S DA B EYEIC . B R E % — B IRV 40mg (23R E L7,
3) 2~4 5% (BA#A 2mg, &K 20mg)
APH-19 FBR~DOM AT 72 2> 728, PopPK T /MIZHS U ab—ra kW Ak L etz iME LT,
BA%E H & 2mg 36 L O K & 20mg B 5-RFOIREE L, A D Smg B LN 60mg R EFF & TN ENFRBRETHD & T
WEnt, 5~10m L R—HEZ#HE LHE, BEREITO LS HEEL RP2ERRH D00, K EKE R
BRWEHEINZZ &, FRENT I EE~OERLEERE Q6 - G oZeBE L) o L. BRI
PBED TIRON TV ABUREZREGINZEE L., 5~10m L M—0 kL - AREZEMA L L,
PlXv, NRICBEITDHEE - ARIE. Bk - REOBENRENTHD Z 2R LAELT, FiE 2L OBRER,
Bk, BEOZREM (FHEREES) ONT7 U RZ2BRLCRESNTEY , BRI Ll S,

W) AFNOARENTHEROHRE (888 1% Yy 7228y RO 7EL Smg, [HH 7L 10mg, [HA 7€/ 20mg] (18 5k
b @, 185 LoBFIE, 1 B 1Y EH2FHMU LSHIT T, I E N LT Smg OROBEENSHRIET D, &
AV 22 < L R AR RS AICIE 2 B LOMEEZ H1) T 10mg IZHET 5, S HICHBERSEREAICIT. 4 BRI
OB CRRMEETHER LRod b EPEAYIC 20mg, 40mg ([CHERT D Z LA TE D, [RFIFH@E] Qb - 18 Ao BE) WE,
2% B I8 BRI O BEITIE, 1 A 1 RIYEZ2HHU LSHIT T, rIXE FE LTRRIIECTEHREEZRAKRET 5, AFMEIC
MR < IRAF 56120, 4 WE (2L L 11 RO FEE I 8 W) LI EOMREE H 1 CERMICEET 5 Z &
NTED,] Thd,



. BERUVHEICEEYT IR

1. BERVEEICHEET R
1.1 KB EZ G RGN 7 v 27 2 F—BEEE2 RO 846 O BT R O ERE O EHEREIT LT
EHEIITH T L, [, 8.1, 84, 11.1.1 ]

ASTXIZALTIE Be 51k & PR BRERR A o FEHt s 1
FEMEM ERRO3ELL L | (1) HABLINICEHREZ 3T 5.
OSSR (2) BEPHERENT-ESITEELITV., MONFHERE (TA BV ERZXT 7
H—F¥, ULy, 7o bo o RFEEREAER [PT-INR] 40
E) #179H,

(3) AT RER A 2 F2hE L. AFHEERE (2 v ey ERUIPT-INRIER) %
ROTHEE, ME N7 AT I —BENEERE LROSHEEE X254,
ST ATA IR U C b R L IR OD35 & Tl & W IEE IR ES 2,

(4) iF &7 > A7 27— A RO RN £ TRIE L2k, AHO
BE2H/EAT 256, MEEZRET 2 & L bICITEEEREZ K0 BN E
T5HZ L,

FEVEME LR DSHELL 1 (1) BEEPIEL, tOFEERE (TLHVERT 72 —F, BEULE Y,
PT-INRZEDHIE) #1795,

(2) myE b7 RA7 I F—BEPEERE LRO3EE TRI- 72561, 5O
FEBET 2, AT HEEIE. HSPILERFOHELY SIRVHETEK %
BAtET 5 & & HICHBERE 2 L W EENCEET S Z &,

1.2 i b7 AT I F—BEO LA SISEREORAER GEL, WEH, 8. BB HH, iR, o
VIV WEERSE) 2O HA. b L TEMEM ERO 2 52 Lo v v e v mE IR E TR R A
PES AR, ARG E2PIETHZ 8, [1., 81, 11.1.1 2]

1.3 HIBEEORKBELZIMZ 572 DICIRARY (& 8% 2 FFLL LoMEZ H T CRA) 28542 L 284
52l BERBRICBWTRABERICRA L & X ICHIBREFORBEANR RH2HMNRED T
%o [8.5, 11.12, 1622 ]

1.4 WEONHMIEREE D H 2 BE Tk, 2L 11 R 10mg, 11 LA E1X 1 B 20mg 28 % T 5 L7
Wz b, [932, 1111, 16.6.1 Z]

1.5 TBEREREERE CIIHEMBOEESCHR KHEOREZ BB L, KB AE2RE TIX, 2 mLLE 11 R
% 10mg, 11 #%LL i1 B 20mg 21 TG LW Z &, [9.2, 16.6.2 ]

7.6 2mg BHK| L oG BOHA O ALY FAFSEETRENTWRWED, 2mg #AIZe I ZF e LT 2mg
ERGTLEEOAERNTLHZ L,

(i)

7.4, 7.5 ITREREREE N OB HBEREIC X VIBEEDENT 28200 H D 2 LENRD . BRATIE, BE OIFRERERE
MIIRMBEAR 226 2 8F I LR EZ I UIBREN ER REHE O RL T2 L,
MNRIZEN T, UTOREZHE 2, /DNEOBEDOITHRER S BH L URMBAREEHITH N TH, AL
ISR EZBE OFEE LT,
» FFA D A Ke O FEM AR S 13— AR AOIC 2 B & TITHRBERIIC L E T2 L B A bh TN o 2 &
- NROERRE CRERRIE ) (13— MAITIT 2 MBI L IZIERF E 2D LB LN TND T L



5. ERPRRUE
WEBRT—8 1\ r—2
VX 7 ALy RO TRV OAEGEHGERHS O 72 B RRER O Z LL ISR T,

AHFBICAVERRHAROER - 5§ 1R

R TRBR O FEE PO i FEATTE H
1) AEGR-733-002 | M @hag, 3K | MEAMERE AR A | k., FEE MR ) E)HE
R, 2EEE | WHEAER 10~20151/%¢ 10mg X (Z60mg™ . 7 H [
PEREE . 7 PANRRE T U NRRET
V. ZBFIT, mARREF L ML
T2 )7 47 T—h TEAIBAMLT 7
v, ERFAT v
2) AEGR-733-010 | #ip@)fe WA RERE Rl N | H—Jaak. FEE M. FEMEIEA (LR REY % &
REg, 2EER B PEGRE [14C] FEERAS5Sme™ B 5 T RPNENRE
3) AEGR-733-011 | QT#FAfliFAER WIMERERR N | B —HERk . BAEA{L, SHIY v x4 — —3 | QTRINA
B, R R 56451 B
75mg &% 200mg™ [l # 5.
ka3 — LVH A
75mg® + 4 k= — L
7T v R HER S
X7 1 x YL 400mgH A 5
4) AEGR-733-013 | EWFHEAER | MESMEREE AN | sk, XE#EG. FEEHRHER HEIHE
R, HER 16431 60mg/H™ . 1281 (9F~20H H)
FA% : yr7 > Uy (1HH, 14HE)
5) AEGR-733-015 | WM AER | WEIMEELE | ik, MIEAL, 3AH (BV A4 N1, | Eipdhne
R, 2BGE 2845 2RO3), —EHERKR, 281 (EV 4 F2EU3)
7 v AA— N — R
50mg™ . 8 H [H]
OF A - 6 maRET 3K
6) AEGR-733-017 | ITHERE 2N FEE R TR ENRE
R, 2EBEE WL AR R | MREE)N D AR O TR RE RS E A
JIT HE HE P55 4 | 60mg™ BA[E#¢ 5
K ONIE 1% B
F3201
7) AEGR-733-018 | WM AMER | WM A | Bk, FEE M. FEMIEA LB e
R, 2E5ER 3031 60mg™ HEEG + 47 b 2 — LR
8) AEGR-733-019 | 3EMMHAIEA | WM | H—lEak. FEE MR HEIHE
R, HEER 16451 60mg™ . 7H [
PERSE . o "z F
9) AEGR-733-021 | "&HghE HEsh H—haax. JEEM, HEERS, WATHHERR | EhBhhne
REp, HEER MR EN % 5% | EEOBHEERERE
T W B R | 60mg™ HilE#EL
RNt E D
T R O el
B 711
10) AEGR-733-023 | ke 5. 3 | AR OVHA | BiEA(L, —EEH, HEROKEHEES | Bydhkk
AR, SRR Y@hfe, PD R A 7201 | 3B (BARAET)
(BAA3661) | 10, 20, 40K R60mg™ A |1 H# 5
11) AEGR-733-024 | SRWFHEAER | MESMERERR N | B—HEsk, FEER. BIEALRER FEE) e
R, 2EBER 3243 20mg H[A] 4% 5-
PERSE . 7 R RREF




R 1R OFEAE PSES e BRI

12) AEGR-733-026 | JE#8hfE MEAMERERN | B Mgk, IEER. 7 v XA — =R S HE
Rk, EER 1541 20mg [l #y 5-
13) AEGR-733-020 | SEMMAILIEA | SMEREAche | Hi—fiid, MEEAIL, JFER. 2R | B
PR, B 326 20mgHiEIHE 5

OF SR « i OREAESE

14) AEGR-733-032 | /SA A7 ~A | ¥ESMERERN | Hiffiix, BIER L, JEEMR. 3HE7 n 24— | Bk

R, 2EBER A= R 32441 SR—ERER

20mgH[E e 53T Y o /8 FF +20mg A

¥
15) AEGR-733-101 | S AAEA | MESMEERERRN | Bk, B, 2R HEGAR S B RE
W, ZERR 1851 20mgHi[A] % 5-

PEHEE . =57 4 =1

16) CV145-001 HEfh, & | TCREDMN | H—jms, BERL, HEmE, “Heheli | Khahng

bR, EZGER YyEhRe, PD 54451 1. 5. 25, 50, 100X}%200mg™ Hil[a|#¢5-
17) CV145-002 A G- MESMERE B | Bk, WiER., —EER. WITEEMR | Bk
Rk, 2EEE 3615 B

10, 25, 5031%100mg™ iE#5-

18) CV145-003 HE G 3K | WM M | BiERk. “EER. BIEAL. AREE. | Kok
R, 2ZEE | WERE, PD | 32/ NG ATREM R ER

7.5, 15, 30Xi360mg™ HEIIVH 5

30mg BV GE X, 1HEMEL EORIERE,
50mg™ % HilEl#k 145

19) CV145-005 NAFT A | WSMERER AN | Bk, BIEAL, IEEMR. 7 v 24— | EpBhE

R, 2B GE FZEUT /3| 24 N —3R
WyEhhe 50mg™ . 50mg™ +HIKIERG &, 50mg™ + il
it
20) CV145-006 IR ENRE MESMERERR N | B fia%, HA[E3 555k HpEhe
REg, 2EER 611l [14C] FEERAS0me™ B 5
21) CV145-010 SR EIHE WM cPE | HiERk, —EER, BMEAL, WITHRRER | REERE S
Rk, 2EEE 1841 10mg X 1325mg. 14 H TeFRY BN AE

) AROABESNHELOHE (SR 12 MYy 27 22y A%V Smg, [[AH 7 &L 10mg, [0 7%/ 20mg] (18 &%
ULoBsE) @mE. 18U LoBFICIE, 1 H1EYEHZ 2EMU LEHIT T, e IFENE LT 5mg ORARGNOLHET D, A
BHECIEDR 72 < L BIRA T3 25E6120E 2 BRI EORREZ 17T 10mg ITHET 5, I OICHENLERIGEITIEL, 4 BERELL
LR CRABRMEL MR LR b EMERYIC 20mg, 40mg (CHRT 5 Z &N TE 5, [RAINGE] Qb L 18 Ao BE) Wi,
2% L I8 MR OBE I, 1 A 1 EYR%Z 22U EHIT T, eI Z e LUEMIIECEHEZRNEGT 5, BRMEIC
MIER 22 < BIRARF 256 10E, 48 QL 11 R ORI &I 8 W) Ll LoMBE &) TERIEICHET 52 L
NTEDH] Thd,



AFREICAVEERRBROES  ET1/IHAREVRHIZSHE
BT A Ok S S
22) AEGR-733-001 | M{EA b, —&E | MNOFTEEO | =¥ F I 7RO MR VL4t
Rk, 2EER B, WATEER | AL 27— | smg+=BF I 7 10mghf . Smg+ 7T R,
Hrig IV AMLE B 8545 778 R+TE¥F I 7 10mg, 12iER]
23) AEGR-733-003a | ME/EA{k, & | MO FEEDR | 7 MR X F RO A 2hi e OV 4k
AR, SEER B, AT | Amavxrae— | 778K, 7 MR RZF 2 20mgXiE80mg, A
i JUIAE 113451 F2.5~10mg, AAF2.5~10mg+ 7 FLNA X F
> 20mg. 83 fH
24) AEGR-733- EEA L. —HE | WHAAOHREEDR | 7 MR Z F RO MR O
003bikBR, ZEE | M SiRER, | AL AT o— | 7F%R, 7 FAASREZF L 20mg, A#Hl5Smg L
B WA TRERI AR JVIAEL 57451 1E10mg+ 7 AR Z X F L 20mg, 8IE
# | 25) AEGR-733-004 | #E{Ex ., —& | SO EE O | MOIFEIR TRIEIHIREOF DMK OV 4k
o | AB ZEEE B, WATHR | AL AT e— | 7R, KHF2.5~10mg, ARAISmg+ 7 han
P Fedg JVILAE26041 AL F L 20mgXIF T =) 7 47T — h145mgX
% F=EF I 710mg, 12i[H
Bt | 26) AEGR-733-006 | ME{E%{L, & | WHOTEEDR | 7 bR X F o BEHFEO AT K OV 4k
AR, SBER B, it | Ama L AT o — | F58R+7 MAARREF L 20mg, AFHI2.5mg
[l SWATEER L | /L IfiE4445] 25 5SmgllWiE 4+ 7 R LR R ZF 2 20mg, 8
£
27) CV145-009 Lk LR, — @%@%Aﬁ%ﬁ FHISHF SR B 1T 5 Al ik
HEp. BEEE HEER MIAVAT BV | FSEREAM 75 ER, 28HH
M JiE 76451 CTHEHERBEEY  AF25mg LT TR, 28H
Bl
28) UP10013%5x, B, S | #EH O ANHoFH | FHEWi I L AR OEA M
FEAmE R & BE64 HoFH A& x5
0.03mg/kg~1.0mg/kg™ . 163 [H]
29) UP1002/AEGR- | Z % (A, B | ¥4k @ gk A HoFH | fth o 5B K FIRIEGEHAMEIC BT A Kt ED4
733-005308k, RN | BE. FEEMRR 291 e R e Ak
ez HoFH&HE x4
- 5mg~60mg™ Wi 5.
945
I -
1 | 30) AEGR-733-012 ik dEE . FE | ¥4+ 0 s A HoFH | UP1002/AEGR-733-005 2Bk 3k B
gﬁ}? R, B R s BE191
"1 31) AEGR-733-030 | &Mk IR, H P % A HoFH & | fth o 5B IR IEOFA R IC B 1T A I Kt EOH
Wb, FEAZR #E. HER b S J O 4k
HoFHE#H %52
S5mg~60mg'" Wi 5

LD WE,
BRI RED 2 <

J;@F'aﬁﬁr?ﬂf“ﬁﬁﬁ”zﬁﬁ;ubf&# D BPERIIC 20mg, 40mg ([T ETH T LN TE 5,

18 ik LA DB

RN

2 iR B 18 AT O AT

R <
WD

HRAAGY
o ThD,

1) AFIOAKR S - L L O & (**ISW@ X MYy 2724y KAV Smg,
1B 1 EYEH 2R EHITT, mIZEFE LT Smg ORABENSHET 2, 2

[[lh 7V 10mg, [RH 7/ 20mg] (18 7%

iE'/\ ;t 2 MU EDORIEZ & T 10mg ISR 5, & OICHENSBEREEITIT, 4 HIELL

I LA 1 ESYEZ 22U LT T, e IZEFE LTHERIISCUEHEZRNEET 5, &
iE'/\ 3. 4R QAL 11 AR ORI R 8 M) DL LEoMEAE ST CEREMICHEET 52 L

[HkIdm] Qrgll b 18 MR 0B Wi,

BRI




Tx 7 AZE Y N7 RANRE 2mg OAGRHEERHIC AW BRIRRER 2 LU ISR T,

FAEARVAEO—HEERERV Y IR2EY A TwIL/NER 2ng OFEREICH W -ERRHRBROBR : EMERER

32) APH-197%5% HEE, EEM. | S E17R U T | OB FHRIEIHHIRIC KT DR KRR OAH
(EIAR) . FmE R EE L dkE | o ¥ S HoFH B3 | 2k R O &tk
4345 HoFH/N i /8 %) 42

(57 LL B 10s% 2L | A EMig24E M. K& 5808 M

T 02061, 11520 | 2mg~60mg™ Wit 5

17T 2 23

i)

W) ARFND 2 L E 18 RO BF BV AR SN AELOHE (58 1% NEF, 2 sl B 18 MRk BEEFITIE, 1 A 1
BIA % 2 KL EHIT T, rIXERELTHERISCTZHEZROES5T 5, BRMICHEN <. IRAH5REAITE.
48 QLA E N R oOMEHE R S M) M EOMFEEZ &I CRBIIZIET 2R TE5, ] THD,

(2) BRPR R
1) BEEHESHER BN T—42)" EBERT—4%2/{v7—216)
oL AT o —/VIERE 55 flasBic, v 27 AZ 'y K Img, 5mg. 25mg. 50mg. 100mg i 200mg ® & L
KR 7R HEFRAKE L TEaM, EPERBK O PO TRE L7, AH 50mg P oM & THER S
L7z & &, 24 FEMT: & CICLDL-C MK F L, ZDORhEIE 72 BEfEEHGE L=, 55619 16 6 (77 &R 18 6 6 i,
ARHNRE 37 B 10 ) ITHEHFRZPBD LT,

2) REHREHER MMEAT—2E80)? ERKRT—2/3v7—210)
A A BEEERR A 36 151 % OV ABERERR A 36 Bl &4, ¥ v 7 AZ B K 10mg, 20mg, 40mg, iF 60mg™ % L <
X7 7R % 14 AFRIRER DG L, LDL-C DX—R2 T A )b OELRITOWNTHRFET L7z, LDL-C D~X—2F A
IO TICHEEREENRD B, AAARVCAATRBEDOKTETHT,

pan

—

AFD 18 L LD BH B THER éﬂf:ﬁﬁ?ﬁ‘&(ﬁﬁﬁ%bi NMYx 724y RAITEN Smg, [@H7 &N 10mg, [FH 7L
20mg] (187%LL L) @, 18 LoBFITIE, 1 B 1REIYEZ2FHLU EHIF T, mIXERELTSmg ORAELG NS
Bk T %, BAMECRHEN <, s’dJ%IJrﬁa\f;fH/\& 132 L EORIEZ H T 10mg IZHET 5, S HICHBERSEREAIC
1%, 4 ML EORRTEAMEA MR LA 5 BREIZ 20mg, 40mg ITHET HZ LN TE S, THD,

(3) AR RICRRRER
PR L




(4) HREE B EAER

1) BN EIRGEEAER

OHERIGHER GByEIMERER) BN T—4%)Y (B
HoFH &2l iz 13 bl LD B 6 % x5z
DOIFEETEEZTIEL, 4 @O 70 —7 v 7RNETT 5% CHABEEZB LRV

BERT—2/8yr—2 28)
12, R=2F A4 PERTO 4 BREILINICT 7 = LY A ETeT T

CEREEEL, Ux s

R By REGBARTO 2 W LAPIRIE &7 R OSREMB AR OB IREZE L, Yy 7 X2y REHEH

7 003mg/kg/azb>6ﬂ%g2€§%£ IR LZRWRY 4 JREFET 0.1, 0.3 &Y 1.omg/kg ™ (2B L, 16 @M% 5

126 HIZH31} D LDL-C D _X—R T A b OEALRIZ OV THHE L 72,

X1 5RO A v U —2N 8B Y — 0 20% A0

K20 EX I E400IUNETNC Y /=L 200mg, o ¥ / Lo BR (ALA) 210mg, A =¥~ Zx g (EPA) 110mg KON K=+
~F ¥ =Bk (DHA) 80mg %z &ie

B V¥ 7 AFXE Y K 003, 0.1, 03 KO 1.0mgkg/ H %2 28 A5 L=t D LDL-C, TC. apo B,

TG. non-HDL-C % " VLDL-C D_X— R F A b OFEYELRIL, TNREHN-509%. —58.4%. —55.6%.

—652%. —60.1% K V~78.7% T, "—RA T A VIH~_NFEICKT Lz, Fo, B LRIIIAERSERRD b

iz, Lp(a), HDL-C KT apo Al OFHELRIL, TNEN-10.5%, —22% K -6.1% CHELZLITFEO bz

Ntz

BB A—FDR—RS5( U bDELE

Vx JAZEy FOHE !
A 0.03mg/kg 0.1mg/kg 0.3mg/kg 1.0mg/kg
MG H (43 ] (8] [1238] (163 ]
LDL-C -3.7 -7.1 -24.7 -50.9
(8.29) (20.05) (5.32) **** (9.31) **
TC 4.8 -93 -29.8 -58.4
(9.93) (16.60) (9.24) ™ (8.60) ™**
apo B +10.2 -3.2 -14.7 —55.6
(13.97) (18.83) (16.03) (13.49) ™
TG +4.1 -24.9 -34.1 —-65.2
(43.52) (39.71) (22.78)* (13.26) *™***
non-HDL-C 4.6 -9.7 -31.0 -60.1
(10.13) (17.52) (9.32) *** (8.86) ™
VLDL-C +34.4 +42.3 +3.3 -78.7
(103.40) (142.46) (103.75) (23.10) ™*
Lp(a) +1.0 +6.0 -18.7 -10.5
(34.55) (22.94) (16.63) * (20.48)
HDL-C -10.4 +9.9 +11.6 -2.2
(8.97)* (25.63) (43.45) (18.02)
apo Al +34.2 +22.4 +38.7 -6.1
(90.93) (61.54) (86.20) (26.43)

4 JAMIFET 0.1,
=6. () HO¥IHEI
*p<0.05, ** p<0.01.
7l RIERIC
A TN YIER) (416 .

(3/6 #il, 50.0%) .

o,

) AERNOERRB SN AEROCHE (—H%ER)
MLl DB EE.
#5o§ﬁﬁ

0.3 & O 1.0mg/kg (2,
IEMERE L RT,
w4k 50,001,

IZBRWT, AEFRDR

18 LA oo I
MR L

*kkk 5 <0.0001,

66.7%) .

Student's t B2 iE

Z20mg, 40mg |

WO LT, ERAEERIE. THE (5/6 f,
A VEnREEs s (4/6 B,
TANRTGXUERT I T AT =7 —EHIN (3/6 IR

BT D, SbhicH
HETLHIENTE D,

il (T F 720X
LT TI=r T TR T 2T —EHIN
50.0%) K OEF (3/6 1,

X MYy 7228y KRBT Smg, FH 7N 10mg, [EH 7 &L 20mg] (18
. 1 H 1R E# 2 MU ESHIT T, eI X RE LT Smg OROES2 5%
w%1+%&FA izﬁﬁML@WM%&711Mg
LA EO MR CTABMEZ MR L7208 b B

HENSLERGAIC
] QgL k18 kR

50.0%) T



MOBAE) @, 2 I8 EARMOEBEITIT, 1 B 1R RF2EHU EHIT T, v IZE FE L THERIE C 7 RE
A#59 2, AAEMCHBENZR L DRATo5E8E, 48 Qb B 1 RO PR R 8 i) Ll LEoMFEL &
TSNS 5 2 &8 TE D, ] ThD,

QENFELMABAABAE (1I8RULDOES)?Y BERT—F2/8\yF5—231)

HoFH & 2 Wr S L7z 185 LA LD 9 Bl & kI 41z, 6 IR O A HIC ke OIRER TRIEO A& ZEL S H,

AR R ORI R AL OB EHA L, VX 7 AXEy FSmg % 1 A 182 BEEOES%, 10mg (23

BLT4HEMEE Lz, 20k, AEZEFEEICHEY LARVIRY 4 BT 20, 40 &0 60mg ™ (il L, K

B% 56 BE TG L (ShugdkR, B, FERENIHERR), moFEEFRELIFHIL Ty 7 A4y R

5~60mg/H % 26 5 L7z & = A, LDL-C (3% 5-BAARTO 199.3mg/dL 7> 5 117.9mg/dL IZIK T L, A b=RT

—42.2% & BEEBRMARTNIC LA IR T L7, BRI O TS 9 #iH 9 #1 (100%) IZRAIERNRD b7

N, BERFRIRD DN hoT, ERAIWERIL. THI8 B (88.9%) KUTHHEMRARY 34 (33.3%) Tho

77

X1 BEOIENA 5 O xR 2 —EIRER D 20% A7

X2 X I E400IU, U /) —/LE200mg, « VU / LB (ALA) 210mg, =A TP~ X (EPA) 110mg KON R~
= i (DHA) 80mg % &ie

26 BFFICE T D DL-CDR—RFA U b DELERVEILE (LOCF)

LDL-Cfi# LDL-CZ1b & LDL-CE{b¥%
(mg/dL) (mg/dL) (%)
N—=ZT A
n 9
“F¥) (SD) 199.3 (65.93) _ B
g fE 199.0
e/, ek 121.0,331.0
[95%CTI] [148.6,250.0]
2638 % (LOCF)
n 9 9 9
E¥) (SD) 117.9 (62.07) —-81.4 (37.26) —-42.2 (18.16)
g fE 106.0 -83.5 -46.9
B/, K 56.0, 238.0 -141.5,-27.0 —64.5,-12.2
[95%CI] [70.2, 165.6] [-110.0, -52.7] [-56.2, —28.3]
pf! <0.0001
pfi&2 0.0001

L RAEBIE BN, 2 IS0 H 5 t E

W) AFO 18 L EOBFICBW OB INTEAELROCHAREIR [y 722y K7V Smg, A7/ 10mg, FA7 &
v 20mg] (18 Ll o BE) @E ., 18 LA EOBREICIX, 1 B 1RIYE% 2 BRI EHIF T, X FE LT Smg Of%N
BN HEMAT 5, BERMEICRIER R PRAR+HS254120E 2 WL EOMIE%E &1 C 10mg I8R5, & SICHERS
BRI ATIE, 4 BB EORIIE TR Z MR L D EFERIIZ 20mg, 40mg [IZEEETHZ LN TE 5, ) ThD,

QENFEMMERBREE (18FLULOEE, BNAT—2)Y EBERT—2/3y7—229)

HoFH t Wi &z 18 MLl LB 29 filaxigic, 6 MM OEAL Ik T OIREIE TRIEOHEE2 L el S
AR R OSREMBI A OBIERBL, Yy 722y FSmg & 1 B 1 [\ 2 BEKROELE%, 10mg
(CHEE L C ARG Lz, 2ok, AREFEEMECTEY LRVEY 48T 20, 40 X ON60mg ™ (Z#i L,
KiitE % 78 WE TG Lz (FEREMRAEESORFE /RO ST, 5 22 MO LDL-C 2% 200mg/dL BOH AT
80mg ' ECHWHEFREL L7o) (SMakdER, HEE, IEEMBIERE) . BKilit & o H&SAfIL, Smg 23 3 fi,
10mg 725 2 il 20mg 7% 6 il 40mg 7% 7 #il, 60mg 7% 10 5] % ¥ 80mg 28 1 Bl Td > 7=,

ARG 26 W, 52 W2 LRI & L, BRI S Shi,

MONEEE FRIEEHAL Ty 7 AXE Y F 5~60mg/A % 26 #E&HEYS Li=E 25, LDL-C 3% 5-BA#ART O



336.4mg/dL 75 189.6mg/dL |

ARV CTRENT %M 29 il 25 1 (86.2%) |

18 151 (62.1%) .

a9 %1 (31.0%) .
7 (20.7%) Tdh-o7=,

X1 : JEMiE koA a ) —3EES a Y —0 20% A

¥2: B ¥ I E4001U, U/ —/ L% 200mg.,

i (DHA) 80mg % &ie

WA L. L RIT—40.1% & B 5-BRAERT

WHILRE 8 1 (27.6%) .

ME9 7 B (24.1%) .

ZHREAEL
WZEWERBREO bz, ERBIERIX. THI23 6] (79.3%) .
JEE A I%,E\&Uﬁﬁﬁfﬁﬂa}‘{ﬁﬁﬁ% 6

IR T L7,

al /LB (ALA) 210mg, TA I~ T (EPA) 110mg KO8 R o ~%

26 BFFICEITA LDL-COR—RXSA U DEILERUVEILE (LOCF)

LDL-Cf& LDL-CE{b LDL-CZE{b¥%
(mg/dL) (mg/dL) (%)
N—=ZT A
n 29
¥ (SD) 336.4 (113.54) B
A 356.5 o
e/, ek 152.0, 564.0
[95%CI] [293.3, 379.6]
26 (LOCF)
n 29 29 29
¥ (SD) 189.6 (104.24) -146.9 (127.11) —-40.1 (31.25)
R 169.0 -107.0 —49.5
e/, R 28.0, 442.0 -350.5, 49.0 -92.6,20.4
[95%CI] [149.9, 229.2] [-195.2, —98.5] [-51.9,-28.2]
pfE! <0.001
ITT4F 1: %HEDH D tRE

18 BFICEITH DL-CDODR—RSA UL DELERVELLE FEHBREERETE LK)

- 25
e | STATA O | AHEsEom | T @;ftg‘% N AT
2
DA (9
(mg/dL) (mg/dL) (mg/dL) ZAHE (%)
78 R 23 351.9*+116.2 210.2+1324 —141.8£143.6 —38.4%+32.21

W) AFO 18 L EOBFICBW OB INTEAELR AR [y 2722y K7V Smg, WA 7L 10mg, FA7 &

v 20mg] (18 kLl o BE) @E., 18 LA EOBREICIX, 1 B 1RIYE% 2 BRI ESHIF T, aIFE KE LT Smg Of%N
jﬂ’ﬂiﬁﬁoﬁﬁﬁi‘ﬁ—éo aﬁr TR 2 < L RA T ARGAIE 2 B LOMEE H T 10mg IZHRET 5, S HICHED

WE IR AT HRILL_E ORI CRAMEA TS L7272 5 BEYIZ 20mg, 40mg ([CHRT 5 ZENTE S| THD,

GORUMKREHR (BNEMERBRLS > OBITES ZHRE LE-RPREREHRR (B T—42)Y

(BERRT—% /8y 45— 30)

HoFH i fE B & 2 SIWESN S IAHRERZ 52 T L7z 19 Bl a2 38, ke L CleoRMitE4 1 B 1 [E 48 @5 L
- (ZhEak LR, HAE, FEE MRS IHERER) .

B - 126 @ E CORBREZE T LEEEMNICEB W T LDL-C 13— Z T A > ? 356mg/dL 75 189mg/dL (ZIE F L.

BIEALIRIT—45.5% & _R—RA T A NZHA_RERIK T LTz,
BIVEHMIEE : TC. apo B, TG. non-HDL-C. VLDL-C DB T (£ HBE ORKIERE) ORX—2F 14 05
DIFHE LRI, AEICK T Lz, Lp()DZE(LITIE, MEHFICEERZIRO b hoTz,



et (el & AR A A=) ¢
FREMER (Tl & RRBR A2 o7 M) X, TH (84.2%). L (63.2%). TR (42.1%), {HIERE
(36.8%) . W& (31.6%). 7=+ 73/ T 27 =F7—FEM (31.6%) Th-ol-,

i, ARSI S, REBIER, —EROEFNLED T — & BER SN D £ TORITEREF] 2 6k Gk
FARAZFE S 5, (V. 5. (6) 2) KRS L L TEMTEOHNAUTEM LA - HMEBROBE | DHEM)

OENFENBEHABRRE OBUL 1IBRERBEOESR. BAT—2)" BEERT—2/\v5—232)
HHY 5D 18 AT OFME A D HoFH /NEBE 255 L LT, —ED LLT (4T 545413 LDL
77zl VA [LA] 28t) EOFHLTCUY 7 AX Yy REgKilt®a (MTD) CTHE LizE
EOERMEZE ., 24 FFD LDL-C D_R—R T A b DL RZ R L L CHMid 5,
BT v | ZhEdkRE, FEEKR. BB
PO S E AN D HoFH /NBFE 43 Bl (5 5kl b 18 miali)
TR | DITFIORTERANIEELZ & T2 5~17T RO BLo/NEEE L ARBROR L Lz,
D) UFOWFAnofkE (EAS O FHIZBT 5 a7 0 ARV OHEAEINE) TERSND
HoFH Oiglr &5 1) 7= -
a) LDLR, APOB, PCSK9 X% LDLRAPI D&fn 1 JE LD 2 DORISLEE T ICE BN BIRT
BICHER STV D
X
b) RIBEDEAIE LDL-C A 500mg/dL (13mmol/L) #8, XILIRE#% D LDL-C A 300
mg/dL (8mmol/L) LA ET, LLFOWTIhA %Mt ) %6
i) 10 mE A CHI U 7= B St o o i
i) WOV RIFEEFO LDL-C [EA~T B A RE R 2 L AT v —)VIjE &
—%9 5
2) LLT {59 F® LDL-C OD_X—2 T 4 Ul %47 584613 LA BT LDL-C i D fx & i, 15
B [Cmna)) BELTFOWTINTHENT 5,
a) 160mg/dL (4.1lmmol/L) #, CVD DOZKritek7s L
Xix
b) 130mg/dL (3.4mmol/L) #B., KBRFEBKL O/ XX T 7 v — LPEBRIELAE & 5%
NAHMENL S 7= CVD
TR Y | 1) ZoMolFMtE ) Rz A AmER T " hktEma VAT o — VIEER BT 5
2) V¥ I AFEy ROMERAEESHICEY T HH
3) WA ITEEOFEREREE ., IEEHEPRE RO UIFRERAEORE, BB ALY
RS
4) ME 7 V7 ForxF—ENEHEE RO 2 EBETHLE
5) 2y hr—AREBOREMEEZFTHHE
6) New York Heart Association (NYHA Z338) O Class Il XX IV DAL EEHETAHE




BT 5

AFHEL 24 W O
IZBWT, TR LB

HETARIRE & 80

BMEICESWTIE 5 2 & & Sz,
T AEBR OB ERE (mIFZERLELT)

AZVERHIIIC B

[ D22 4t

FEEM I CRE R S =, Ak
N CTHENSRB L., RRMEIZET S £ T, LDL-C AT

A A5

#H& (mg)
AEHRIX Sy B5-bbs e 5-pa4h 5B s B 584G B 5B . .
1~4 14 5~8 1 9~12 @ 13~16 78 17~24 18 R
5~10 2% 2 2 5 10 20 20
11~15 %% 2 5 10 20 40 40
16~17 7% 5 10 20 40 60 ) 60 ™
W) AROEBINT-HIEROCHE L IZRR S,
F 7o, RAMETHIHI TIA 2RI R I 38 1T 5 R K& & G- 7z,

RIS X, EIEE (EMidEsED v )V —238Eb v U —0 20%H7iH,
KFONT D7) 2B THZ s, £,
#1% 200U, 9 mElL EooH#E1T 4001U0) |
K O'DHA (80mg) #&TrikBMiBIRML A ABIT A & &/,

U/ —/EE (200mg) .

F AN 30g
v4 IV E (5Bl b9 R

ALA (210mg). EPA (110mg)

EWRIESR & BA Ea=pgopulaiin il FEERR LM
24 BN 80 BN
Rialot BRI AR
FAtAF & A&
(mg/A) (mg/B)
5-10
(n>8)
6~12 B
z29y—=25 = 1115 @pge o :m:*’ — 40 HﬂﬁgﬂF‘i RN Hﬂﬁﬁﬁ?‘i - “id ~:ngfﬁ-> Follow-up®
(n28) EAHA ®T i 2 red
16-<17 C m —> 60
(n28)

BRI ORI T, BEIT 61
/u\ LA & &1) &iid 52L& &Lz,

TR OBAHI PSS SN2 ZE L LLT LY A Y (%4155

SR BEME AT A =25,
CBEPOLLT (YT 25813 LA 28T) OFEIL, MRELEAMORE THT Shi,
d. AR — VAEE S iz, B SR )OI B RIS LAV BR Y L A S MERET N o 24 RIS

WELIEY Y 7 ZAZEy ROMID 245 37z, BRAMT D120 ETH L, BEO MHRHE) &
W EELWARRXT oy b VR TR T 7 AL LT, BRI RICE D RIS SV y
JAZEy RO E Lz, BEGICIE, ZAEEDMEF M O TR I S WA ETH L
EThot, Ll AOMEFMMR TR ICH & UM ESLE L Ao iA12i3, MTD & THEREH
B IR FREEND D,

104 R T e b bl Y REBRASE T Lo 18 RO BFIL, R 78X 7 07T A~OS %3k

PCETz, 18 L EOBF L, AT KRS 7 S S S TR~ DOBATEERTE 72, Wih
OBRERICHLTH, 18 HFICEFICL D 7+ —T v 72 E L, AHEFLOIAELELLEME
FE=X VT LT, REIT 7 BAT 0T T AA~OSMEMRL LRV, ET2ITBINANER & S8
F. b LEHIRE~OBITEME LR 18 UL LOBFE L, 104 WFRTY ¥ 7 AX Ey NOIRK%E
FukL, 4 BEO7 v =7y THHIC ATz, ZOHHT, FE5T0 LT GE4T 25813 LA 25
1) TR L7z, 2D DBE L 108 MR A 2 L7z,




AAIGTE H

FHEFMIEE : 24 38IZ31F 5 LDL-C DX—R T A b OZELHR (RFEH 7T E H)

RV B : 24 #12351F % TC., non-HDL-C, VLDL-C. TG, Lp (a) K& (¥apo B D~—2 5
A b, 104 WETOZDOMOETORERIZIIT D LDL-C DX— 2
TAVINLOELE L

BELFPEDFAM - ST X OB DOEFIC L D 5 BT X /7»«/1/ (super good / good / maybe good
or maybe bad / bad / super bad) # MW\ T, /NRIZL DTV v 7 A Xy RORELM:
%ﬂﬁ(ﬁfﬁw%%®iiﬁﬁﬁhz&ﬁf%@#ot%ﬁ\@bfﬁft
NEBRITTT vy TN —=ZAROS8 LA T FTREDEMIZIRY NTF T v 7 A
Ay FEfRA LI EITFHMMLT,) . B AEERBANCELZ Yy 7 258y
KRR OREMMBI B RO G DR S &% 3 BefE 2 /- —/L (pleasant / unpleasant / not
sure) “CaTAM

LAAMTHMIEE - AEFRORIL, EEE K OVRBRIE L OEE 7L

BIMEOFHL (T I V—T TR ET) X, Yy I AZEy RERESN, X—ZX5 1
K ONR—RF A % OLDL-CRITEE %A 7 5436126 % & teFull analysis set (FAS) % v
7

FEEEMIE B K OV e BIREHMIE B 2D T, FHEEA#TC LOCF k& AWV CRMllT — & 4l
SELTZ, IREG (N— AT A i B@’ﬁﬂ:?ﬂﬁ?‘k“ PIZELWY) &AL (N— AT A
HOBEBERIZHE LRV ORGEICIE, 1 A t EE W, Fo, BESrE LT
Baseline Observation Carried Forward (BOCF ) J% 0" missing at random @{)}ZHE&Z%OU VTR &
1559 % Mixed Model Repeated Measures (MMRM) &5 /L% VN fifbT &2 2206 L 7=, AEWED
HAIZKIS L, 0% | FilEAME L o b —/3 57290, APH-19 3B O 1G5 F M £
K OSEFHIATRTIE 8 & 7> COBUE LTZNARF T, A 20 FZEFHME A & OV 22 R IR
HZBPEMICHE LTz, EEFHMIEE OV 7 70—, 5~10m& 0 #1) KO 11~17 5%
(23 i) ZxIHE UTHERBNI IR LT,

it o
;ﬁ i

#F TO LDL-C b= (FEEFHnEH)

{mmﬂa”éﬁT%&&Umaﬂﬁﬁ& FFHLTY Yy 7 AZ Y K% 24 ]
/LOCF ¥ T® LDL-C i O ¥ ZE{k2

BRBE LA, XR—2AT 400 24 B
I-539%THYH, XN—AT A NIH_FEIIKT L,

248/L0CFIZH 17 HLL-COR—RX S5 A U b DEILERUVEILE (FAS) (FEFHHEHR. REMBITER)

2K (n=43)
NR— 2T A4 DA R—Z2F 4 PED R—Z2F A PED i
(mg/dL) ZEbkk (mg/dL) B (%) PR

N—=2T A

n 43

SE¥ (SD) 435.791 (189.4620) B B B

H L fE 390.517

B, ek 152.34, 902.44

VU 53 {3L i BH 279.548 ~ 571.855
243 /LOCF

n 43 43 43

SEH (SD) 175.404 (89.8979) -260.386 (192.1284) -53.910 (25.8287)

Hh o fif 162.393 -200.285 -56.512 p<0.0001

B, ek 20.11,392.45 ~794.18, 5.80 -95.61,2.52

AN A 1L 114.062~236.243 —437.688~ —110.969 -75.052~ —37.117

[95%CI] *! [-61.8590, —45.9612]

X1 AR D IS5 Yol 5 HA X K]

X2 VEARURE



Nominal Study Visit 10 % VN CT3EHi U 72 BE AT OMERIL, FEMAT L FFETH 72 (24D LDL-C DX—RA T A
VB DIEHZEER 1 —553% [p<0.0001]), MMRM EF /L% AW EESH O RS, T8 FEETH - 7=
(24 D LDL-C D_X—RA T A L InbOFEEEALE : -55.9% [p<0.0001]), KXUMEDOHiFEIZ BOCF & Y Wilcoxon D
FFENENC IR E (LOCF Z&de) & MWIRESH O R S, FEMAT L FERTHY . WTiLd p<0.0001 TH -7z,

LDL-C O#RFZAL (EIKEEEE)
LDL-C OF-¥fEid, 8 I VIRT L. IR FROERKMIZAMEFAMEA T %O 24 8 LT 28 il TFRO b7, LDL-
C DR—=RAF A U EDOELRDOEFEHEZ UL TIZRT,

R=R54 vhib0 DL-C ZILEDHR (AMERUVREMEEHELARM) (FAS)

A bt 5T M HA = £ % 5F il £
(%) 20 7 T T [ T T 1
LSmean*SE
0 1 T
L —20
D
L
C
1
,ﬂ: —40 T T T L
—60
=80 ftT—T T T T T T T T T T T T T T T T T ]
N=271> 4 8 12 16 20 24 28 32 36 40 44 48 52 56 68 80 92 104 (B)
n 42 36 39 33 40 39 38 37 36 40 40 37 35 39 37 38 38 34




ZDOMDIEE /5 A—~F (TC. apoB. TG, non-HDL-C, VLDL-C X O'Lp (a)) DOZE{bER (RIKEHHER)

TC. apo B, TG, non-HDL-C X&' VLDL-C ® 24 ##/LOCF |23} 5 E¥EbRIT, £ —-50.18%, —53.1%.
—49.29%. —54.19% K% U~49.68% & X—2 T A NZHAFEIET L, Lp (@) DOZ(L=IE0.88% (mg/dL THIE) .
—-26.76% (nmol/L THIE) Th-o7=,

24 58/L0CF ISE T BIEENTA—BFRUR—ZFA VA b DTFHEILE (FAS)

R—25 A 24JH/LOCF (n=43)
.o L SEEALR (%)
7 A D 4 (SD) V- (SD) (SD) pfif ™2
[95%CI*!]
TC (mg/dL) 250.18 (24.54)
485.53 (188.18 216.87 (94.15 <0.0001
53 ) 687 (94.15) [=57.7281, —42.6237] P
apo B (mg/dL) —53.1 (24.76)
16.60 (133.0 13130 (62. <0.0001
316.60 (133.05) 3130 (62.59) [~60.7167, —45.4777] P
TG (mg/dL) ~4929 (31.73)
1.90 (39.08 42.07 (23.12 <0.0001
91.90 (39.08) 7 (23.12) [~59.0515, ~39.5221] p
non-HDL-C (mg/dL) —54.19 (25.03)
454.13 (191. 183. 2. <0.0001
54.13 (191.87) 83.63 (92.06) (61,8872, —46.4837] p<0.000
VLDL-C (mg/dL) ~49.68 (31.61)
8. . 34 (472 <0.0001
833 (8.00) 834 (472) [-59.4066, —39.9487] p<0.000
Lp(a) (mg/dL)*3 =14 =15 n=14
0.88 (46.99
4222 (54.36) 32.96 (31.29) g 253(5 g 0)075]
_ : S =0.0021%4
Lp(a) (nmol/L) *3 =27 =8 n=27 P
132.15 (107.26) 82.49 (75.51) [—;;66;;8 (ﬁ;;)m]

M1 AR D 95% 5 HEIX
2R URE, 4H EOpfE

M3 AMERB TR ZMWELEEN VT =2 2 AF Lic, BREEN)HENBMA~OEBITIIHIRYE S 5720, 7 — 2 12M@5]
WZoHT L, £ D%, Fisher O p EHAIEEZHOWTHEH—D p EEHH LT,

%4 : Fisher #5& p i (mg/dL X O nmol/L TG I NT72T7 — X Ofl %2 O p fHI%. ZHE1 0.9454 KTV 0.0002 ThH-7),




4EHRRI O LDL-C DZEAL (7 7 )V— T f#4T)

5~10 mEBE (20 ) KON 11~17 i%BE (23 fl) OBREFEEZXNGIZ, YT I N—TfiEr&1T 72, 24 HIZFIF 5 LDL-C

EONR—RZ A DO ERIL, 5~10 mEEECT-56.5%. 11~17 &R Tld-51.6% TH -7,

R—R 54 U RU2458/L0CFIZ#E 1+ BLDL-COELER DY T 45 IL— T (FAS)

5~105%#E (n=20)

R—=2F A DI

N=AT A PHD

NR—=RAT A NHD

n

¥ (SD)
R
&b, WK
VY 53z
[95%CI] *!

20
207.244 (102.1702)
215.171
35.96, 392.45
120.055~265.242

20
—331.262 (214.1407)
—358.038
—794.18, -20.11
—475.193~126.241

(mg/dL) 2t & (mg/dL) AL E (%)

P g

n 20

S (SD) 538.507 (199.9212) B B

S fiE 526.811

&=/, K 268.34, 902.44

VU 437 4 B 363.451~726.902
2438 #F/LOCF

20
—56.529 (26.5401)
—58.609
—90.84, —7.49
~76.526~ —32.309
[—68.2803, —44.7783]

U~ 175dE (23f1)

n

E¥) (SD)
il
/N, K
VY S5 {ar i BH
[95%CI] *!

23
147.717 (68.4853)
150.407
20.11, 253.26
95.116~198.351

23
—198.755 (149.4319)
—138.421
—464.75, 5.80
—269.495~ -103.236

S
n 23
S5 (SD) 346.472 (126.8001) B B
e fE 346.438
&/, R 152.34, 619.03
LR v el 245.523~457.794
243 H/LOCF

23
—-51.633 (25.5658)
—45.280
—95.61,2.52
—73.954~ -37.117
[—62.5904, —40.6746 ]

X1 B DS % HE X K

REAE

N=2F A VEOT —Z W ELNTZA06ID S 6 TN ERBGAL Z LN TE oo T2 BE T30 (Sak~107%)
Thole, TNODOEREIX, AT BLVEZRITTOSLIEATFICVY 7 AZE Yy FNEMEIRY 2T TIRA L7z,
WEAFPEIE Tgood) &EFAfi S A, ARAHEACIRAII A e o7,

WL PRAEH D-0%iE  GRBRII o O &F R RIZ IV T IRIIGIAIC & b T 2HBRE 25 SICFH ) 23, F&8
DIRFEDIRAEDO IR RGF Th oo L ME L TRV, HEEOMET#RE ST, FEbITREMIELZ 5 A
L Z LBV E WS LT,

7

104 WK OB 2 I THENT SR 43 Bilh 32 il (74.4%) (CRIWER A3 v, 5i%~10 %13 13 B (65.0%) .
11 5%~17 5% 19 5l (82.6%) Th 7o, ERBIMEAIX. THIROMIENS 17 6] (39.5%). ALT H1K% Y AST ¥4
Mg 13 41 (30.2%) . K OMEM: 7 61 (16.3%) Tholz,

ARERHIR I RBRIEHRE P ORI LA TIIRO SN o128, 1 FINREREE»S 7 A%, Py 7 AXEy N
G RRAGRTOEAM I OMEMIZ Z VT L, BBREZET L 1 fIRY Yy 7 AZ Y FOREKEEND 103 HE
ICHERMEE RISENC L VBB LT,



REBBENECTERWEHBISN/-EELRAFERELRIT 1 RO, NIV AT IF—EBLERETH-T, &E
FIRICW o 7= BEREG L LT 43 69 2 FlC THIRERD b,

) AFID 2 5Ll L 18 AR OB TV OKR S ER O & () 12 NEE. 2 w18 s O BEIC
A1EY &% 2B EHITT, mIF Y FE LTERITS Ltﬂﬂa%fxui‘%’??”’o DRMEZ RN 72 <0 RAAS \fa?iE'
BIIE, 4 QL 1 EORWEOMEEEIT 8 i) Ll LoMEE &1 TEREMICHET 5L TE 5. Thd,

2) REMHER
AR L

(5) B - FRENHR
B ER R L

(6) ;AERIER
DEARERE (—RERARERE. BEEARERE. FRARBELERE) . 2ERTET—IN—IRE. HER
SRERABONE
MERR L

NADFHEELTERFPENANERITIER LI-RAE - HEROBE
A (AN OB+

H FISRE T 5 B 50 0% AN R DA OB
W5 IR, TR
G BH B O RSN = L X 7 o — L ILE B
L 2~84FIH]
TIEAEI TAAERATAI AR . L C 16601
LA IFRAERE S, FBIEE, S

QEZT

AR L



VI. EEB(CEET SHIER

1. EEFHNICEESHSELEMRIEESYE
I/mY =L )7 URY Nk N7 HREA
TR BEOD D(LEMORGE « ARFL, KHORMNICEZSZRT D L,

2. EBEER

(D EREREL - ERBREY S
I/m Y=L N7 UkY NEREZ LR ZE (MTP) 1%, MR R OVNG iz < BB L, MY 77Uk Y K (TG)
Z7HRERAB (apo B) ~EETHZ Lk v, AFIETIX VLDL, /METIRI A B I 27 v ORRICEST 5, BERSh
72 VLDL X, VAERAHV X—PIZL>TTG BN SHVIDL &72 0, IDL AR Y 77U &Y KU R—BIZ & - THfiE
ENLDL &72%, B RiE, DMAENIEICHFETLSI70 Y —A ) 7 Uk D RiEEZ 78 (MTP) (CHEBER
G LU TIREERAET I Z LIk, FlELOVMEHENIZISNT N 7Y RETRB 280V RZ N IE
OEEEEET S, ZORE, FFBo VLDL R/NNEMRO D A 0 7o OFEARESNS Z &2k, VLDL ©
g & O3 WAME T L, Mg LDL-C IREZIK T EE 5,

[ FT#HRa ]

@TG
apo B-100 v \

o—»,ii
nm%§

- f — MREEAD
) o HMET
IvIAIEY R

[ /N LRz A

h«40=70v

IvIRAIEY R



(2) EshE=ZEM T HHEBRE
1) IBRESEBEER (/in vitro™
0.25mol% ® [“C] TG, [C] =V AT r—/L= X7/ (CE). [“C] Y7 UkV K (DG) XX [“C] mATZ77F¥
Nzl (PC) THRILZE RF—RIOEBY R Y —2ZHNT, FiREOT I X REMETTO MTP OIEEREE
M2 RE L,
FORER, 7 I FIIEREEFNIC TG, CE KU DG D% ZIHE L, 50%MERE (ICs) FZFNZFN 0.5, 0.55
KON 1.2nmol/L TH -7z, —F . PCITxT D ARMERIT 18% ThH -7,

BEEERXBEER (/n vitro)

(%) 100
80
|=
a
< 60
%
z TG —l—
i
L
40 + CE —O—
DG —@—
20
PC —A—
0 | | | |
0.01 0.1 1 10 100 1,000 (nmol/L)

AIZENEE
2) Sy b, NLREZ—FRUE MNP IZxtd BBEMER (/n vitro)'

T b NAAF =K FEEOHIEMTIPIZT 50 I X ROREEHEZRTF L, ZOMRE. ICoEiZEnEn
0.005, 0.007 & T*0.005 1 mol/L Tdh - 7=,



3) NLRZ—EIALATA—)LMEETFIVIZE TSI LATFA—ILETER?

e OV g ifAe 2 5 2 - =L F o VT oAb A X — (1 # n=4 XL 5 ICuI X R Img, 3mg KO
omg/kg i 3 HFEAKROKRE L, 1, 2 KO 3 @H&E% 18 REHEHE L TIEAZ I L TREZE Lz, €0
FEHL, TC &Y VLDL+LDL-C 1, W OEE THERF Lo A A X —IZBWTH ABEFNICIK T Lz, R8T
A—H kT D EDso ff1E. 14 LN 21 BRE#EG#% &L C 7 BB SHROFTHMEL o2y, a AT u— VKT
ERZ, 3 MO ORI, £z, SIEVEEHRICEIT 5 7 AMES5 %0 TC KT EDso (Img/kg) 1.

IEVERIEIEIZ 31T D EDso (2.3mg/kg) £V IR, Z 07T 14 HMEEG% (FRERTEIEE : 4.4me/kg. SIRIGERIEEE -
1.8mg/kg) KON 21 HR# 5% GEUEFEIE © 4.7mg/kg, mIEIHEEE : 2.3mg/kg) TRV T HERES Tz,

ZEMAMRUSEEAN THIFLENLARZ—IZETS5a LA TA—ILETIER

SRR CHEFLZNLX2— SRR CHEFFL o/ LR B2 —
(mg/dL)120- (mg/dL) 300+ Fi9{E+SEM
| (n=4 Xt 5)
100 jm 2 N By 1
| 1mg/kg aka—iv
80+ 200
1 3mg/kg 1mg/kg
T 604 T
C ] G
40+ 6mg/ke 100
1 3mg/kg
20+ T8+ SEM
1 (=4 Xt 5) 6mg/kg
O T T T T T T T 1 O T T T T T T T 1
0 1 2 3 4 (B) 0 1 2 3 4 (&)
%5 HARE %5 HARE



4) h=OAHFNIZEITHIEERTER"™

=AY (a=7) IR IZERES50%TF /) —)N/ KERNWTO, 2.5 L 5.0mgkg 2 1 H 1[E, 7 HE&EO&RS
L. BikBE51% 10 KO8 24 BRI 2 £2 B LT TC, VLDL+LDLC, HDL-C, ALT ff} (X AST A& #IE L7, 2.5
KO 5.0mg/kg T TG % ENZEIHI 153% L NNT1% A EIE T &7z FREER OS5 REO & 5-/51ED & O ERO
EAEROFE LCHRI), 7=, MiE$ TC, VLDL+LDL-C } () HDL-C & A ERFERICHEBEICE T Lz GHiRfE &
2 LT 2.5mg/kg THI 55%. 57%K TN 54%. 5.0mg/kg TIiTH 67%. 66% K% TN 70%), MmAEH ALT KON AST OFE CTH
BEAOR LA LRO SN, MREEO 2 EREO L Th o7z (ExHEicikS5<), mEr v7F o —¥E]
KRB BB TIH LN Do T,

7T HRERS%& 10 RV 24 B ICH 1T 5 MEEH T6 DXL

(mg/dL)100
—— 2 hO—L(n=7)
—O— O3%ER2.5mg/kg (n=7)
754 —@— H3IZER5.0mg/kg(n=7)
T 504
G
254
F1531E £SEM
O T T T
0 10 20 30(B%RE)
RIS R
TEMREZ 10 RV 24 BREICHITHMEES TCDEE
(mg/dL)150
125
100 -
T 75 -
C
50
. (PN . B
254 —O— B3%ER2.5mg/kg
—@— H34ER5.0mg/ke FH3E+ESEM
O T T T
0 10 20 30(R%FE)
RIS 5 ZEEE

(3) {E R HIRIER - FriGrER
AN 2P



VI. E¥EEIcREd 5IEH

1. hhREOES
(1) B LA MR
i ER R L

Q) EEERARB CHASAOHEE
1) ERERA
(DLDL-C EfED H AR NERERR A B MHEIC 2 I 2 8 N A S VERE A 10, 20 XUV 40mg O & CZEMERFICHEBERE ARG, X
IRKERARS QB 1E7 ) Lz &0RYEE T A —% 2L FIRT 2,

HEAABRBRACE T HEEBREROOIFE FAVIILBIEOENTE/ NS A —4

IYERE T A — X 10mg (10451) 20mg (6f1) 40mg (6f1)
Cmax (ng/mL) 0.570 (0.285) 1.70 (0.49) 3.93 (0.75)
Tmax® (hr) 4.00 (2.00, 6.00) 9.00 (4.00, 12.0) 4.00 (2.0,6.0)
AUCo+ (ng-hr/mL) 29.1 (13.0) 63.0 (16.0) 152 (48.3)
AUCo. (ng-hr/mL) 373 (16.7) ® 68.6 (17.4) 168 (58.9)
ti2 (hr) 79.5 (5.55) ° 50.5 (2.59) 58.8 (13.3)

PE AEER R, a: PORME GEEDHD . b 7 61

BANERBAICETAREREHOOIZIE FAVIILBIEOEYEE/NS A —4

HYERE T A — X 10mg (10451) 20mg (6f1) 40mg (6f1)
Cmax (ng/mL) 2.46 (0.88) 5.96 (2.79) 19.7 (6.2)
Tmax® (hr) 4.0 (1.0, 4.0) 4.0 (1.0,8.0) 4.0 (4.0,4.0)
AUCo. (ng-hr/mL) 38.1 (14.1) 91.3 (29.5) 263 (64)
tiz (hr) 62.6 (10.1) 56.1 (9.9) 49.7 (11.3)

PEYE R R, a: POME (REDH)

LDL-C HEDN BAANBAIZE TS EEFEREROMBRRE (F19 (BERE))

(ng/mL)5—

—@— 10mg
—V— 20mg
—l— 40mg

Fi51E(£SD)

0 24

T T
48 72

T T T
96 120 144

RE R

168(hr)




Q@HARNEERA (64#]) 127 I Z KA LVEREA 60mg ™ OB THERAKEGELIZE ZA, T l3FI 6 (4~6)
FEfCh o7,

) AFIO 18 U LOBFICBW KR ENTELOCHEL Yy 7 A4y R TRV Smg, FA7 &L 10mg, FA7 &L
20mg] (18 FELA EORFE) @H. 18 L EOBFICIL, 1| B 1 [EY A% 2 BHLLEH T T, mIZERELT Smg OROEE
DHBIET 2, ARMICHEN 2. RAT 0084 100% 2 HEM LoMEE &1 C 10mg IZHET 5, S HITHESLELR
BEIZiE. 4L EO RN CEBMEZ ML L HEFEAIZ 20mg, 40mg [IZETH I LN TE D] THD,

2) REESARESES LA TO—)LNiESESE
AARANSEEARFE G2 VAT 0 — VIEBRFIC, AFZ 1B 1RERERODES (mIZ e LT Smg 2BGHAE
L L., BWBREORKNMEICETA2ETHEIE) L2, METOrIXE RO N7 7EBELZLFIORT,

AR EREFEEELE-EZONSEAERD S TRE

Smg 10mg 20mg 40mg
% 9 8 7 1
WES 7K 21 19 35 7
7 ZIRE (ng/mL) 1.00£0.35 1.78£0.70 3.61£1.36 13.39+4.15

3) MEGHBRRDEZE
SMEBERERR A 32 Bl &5t 5s, ARF 20 mg 2 HERE N5 Lz & IS REHBER (T vy 7Ly —2 KT o8
L7c/3FF) BARKIO PKATKIETHELKRFT 2 BT, 3#E3 M7 o 24— "—FBmN I 7 RIEHIME @ 14
HLLE),
TREREIT . AREEABL & S A R IIARH 20mg & 4 7LD F ER ARG S, IR A 5L BRI 20mg B
TANONEYEZIY B UREMBIERICEIML TROKET S Z & L ahni,
A 20mg A5 L1z & & D, IREMBIR AR AR 2 IRFEMBI B MEHRFO 7 I Z B RO Cnax LT AUC D
APEEMED I [90%CI] 1%, 7 v 7 /LY —AT0.870 [0.771,0.982] &1 0.898 [0.839,0.962], 9V D5 L7=/3FF
T 0.936 [0.830, 1.056] K T1r0.941 [0.879,1.008] TH -7z,

3) sl
AR L

DHBEE - tRAEOEE™
1) RFEORE

fEEERR A 24 5] (BiE 16 B, &PES B ZXHRIC, B I X E RAIIVERE R S0mg ™ OB CHEREO#EL L,

BREE I LC, RARNG (IR 9g) eIk NIRRT (1B 27g) OMIRZEERLI- L EOMPFEFr I X R AL

FRH D AUCo DL, Z 2 27.5% K 1157.6% E5- Uiz, RIS, Cna OFEEIMEIZZIZEI 69.6% K TN 77.3%

FEHUZ, Fo, WTROBETH, Toa OFREIF 6 BFHITH Y, BEN T I X E R A VIR OWIGHE 22 L

N ERRBE N, VMEANT —%)

) AR 18U EOBFICBW KR SN EAELOCHAER Yy 7 22y K7V 5mg, A7/ 10mg, FA 7L
20mg] 18 kLl Lo BFE) EE ., 18 skl LoBEFITIE, 1 B 1 BIA &% 2 ML EHIT T, mI X E RELT Smg DR NEE
MNHET 5, AFMEICHEN 2, RAT 025512 2 HEU EOMFEZ HJ T 10mg [IZHEET 5, S HICHENLE
IRGAITIE, 4 HEILL EORMBR CRAMZ R L7203 b BREAIZ 20mg, 40mg (IS ET L2 LN TEX 5, THH,

2) PR3O
[VII. 7. fRELEMH OESH



2. EYEERN/SA—45®
(1) f@f A%
JvayN— kKA v ME

(2) AR E S
AR L

(3) HsE R R
BiEER e L

DHHIFTSIVR
600mL/min CCE¥IfE) GAEAT —%)

O) B
EFARIBIC I 2 AHI DA FEDFAMEIL 985~1292L Th -T2, GFEAT—%)

(6) Dt
gk L

3. B%£HA (REaL—Lay) @EF'"®

(1) T A %
AEGR-733-023 #BRIZ31F 5 LDL-C mEDORA 56 Bl (HAN 28 1, AN 28 ) DA 62 2528 Fiiom I X BN
DOIMBEFRRET — % 2 AVT, PPK TR E SN, 7 I X ROEYEREIL, 2.2 = A FET A TRB S
niz,

QIS A— R EHER
o3 F Y ROYEIRE T A —% (CL/F. Vi/F. ka, QFF XN VoF) OEEBOEMIT. ANE, FE. KEKXBMI &
SN, WTFROWLEEGIEYENIE S A —2 T L THBEREEL RITS o Tz,

4. q&uy 15)
MK SA AT XA T YT 1 7% CEBE) GMEAT—4)

5. 4%
(1) Mm% — i BAPT@d T
LR L

(2) % — B SARAPT BB
LB L

3 Bt~ OB THE
BT L

() BEBA~DOBITHE
DR L



(5) Z DI DI DI FTHE
B ER R L

(6) MEEDEEAER
99.8%

6 . ﬁ%ﬁ‘] 18)-20)
(1) R BHER L B MR BHR IR
REARBAL = /NIE LTI
R - B MBI r I X RAIUVEREOHEERRREE 2 TReIlornd,

0 x{i—(fl-', 0 CF,
5 0—gluc 5 g COO-gluc
M

10 Mi18
O o /CF, O 2 Tx{n—(‘h
’ NH ’ COOH
N rwl
lntermedlate o

0 |
O N (0] o O
N ‘ & ‘ — HO 0
N H,N N
¥ ) 7

M Intermediate
-
G l(h ///o Q !‘
) *= — VG

HN o & 4
H,N [/ \l\l

T
12 M16

ERIBHFEEIHRE RADIILBIEDHTE R BHRE

QKHI_EET IR (CYPE) ONFE. 5%
1 XY RAVEREL, & U TRMAEESR CYP3A4 TR S D,



@) #IEEEMROEERVZTDEE
02 A E R A VEREIZRIEEIE S R A Z T, CYP3A4 1T K » CHRREHIEN 200 2 FEHO ER#EY (M1 (2 2Y Y= 1
N-fit 7" =1 e AbfR) RO M3 (B LB e = R)) ICE SN D, IER O ZE DOMORE Y O RE/51T M1 XX
M3 DWFTIMR, S IR SN REtEY Th -7,

@ REYOFEOHRRUEM.LL, FELE
M1 X CYPIA2 ORI FFHIBLEIE R 24 L. M3 1L CYP2C8 DR IKFIIEIEM 2635 Z L naniz, (invitro)

7. Eﬁlﬁ 18)
(1) et ER L B UHRER
FIMEV R L0 bRt E LD,

(2) #ittxR WEAT—H)
fERERR LS [MC] -1 I X B R A D OVER Somg ™ A HLER NG Lic & 25 (RBUHRED IR O FEEIHE : 93.0%) .
FAF P R QPR A~OYEI RO EHENTZENEIN 59.5% KN 334% TH o7, T2, B A “C-2 I ¥ B R X LR
HiSomg ™ A HERR O G LI2Bo~ AT o ZFRBRTIE, EE T R OIRF~OPEIR ORI T NI 52.9% &Y
351% ThHoTz, RBEFOETRHWIZIML THoTz,
) AHID 18 EOBE BN KR ENTMEROHEE [Py 7 22y K7 &L 5Smg, FA 7 &/ 10mg, [RA 7L
20mg] (18 kLA L) @, 18 sl LoBEFIIE, 1 B 1 EIA &% 2 ML EHIT T, mIXE RE LT Smg 0fkAN#ES

MO T 5, DAMECRER 2. DRRFOREAICE 2 B EOMEEZ H1 T 10mg ICHET 5, SOICHENLE
RGAITIE, 4 AL EOMIE CHRRME MR L7203 5 BB 20mg, 40mg IZHEET HZ LN TE S, ) ThHoD,

8. FS3VRR—E—(CETHHERH
ARHNT P-HES v BIEERZAT D Z EnmEn=2Y, (invitro)
aIXE R (6ugml) X, Caco-2 MIEIZHHEL LT P-gp 2N LT T OPHEZREKRTHICHE L7z EHER
OEE A > & TRSRIEA A~ D B3 F OFRRE O 5 2 W iE), ¥ F Ot (fiE%) 2»HHEH L7 1Cs 1% 0.49
pg/mL (0.62umol/L) THo7z,

6ugml O IHXE RiL, BCRP # N L7227 7 KU B OBz lE Ll -7z, 40ng/mL (7 I ¥ E R4 60mg ™ » M
BETEELELEZD, EFIREBICE T 2D Conx OHEEMEOK 10 f5) Ov I X E RiE, T AKR—%— (OATPIBI,
OATPIB3 TN OCT1) KOVE k7 v AR —%— (OAT1, OAT3 LN OCT2) DOHLY iALHREZFHE Lisho 7z,

) AFROKRBENTRELOHE (—85EE) 1% Yy 27 A2y KA 7EL Smg, [H 7L 10mg, FA7 &V 20mg] (18 7%
LLEDBE) G 18 Ul EOBREICIT, | A1 R RE% 2 KLU EHIT T, B IFERE LT Smg ORAZEGNLEGT 5, &
AN 72 <, DRATS25E121E 2 BELL EOMRE H T T 10mg IZHET 5, S OITHENLERGAIZIX, 4 HFLL
L OME CRBMELE MR L2203 b B MERYIC 20mg, 40mg (CHRT 5 Z &N TE S, [RAIHGE] Qb - 18 iRl BE) i,
23 B I8 R O BFITIE. 1 A1 RIS E%Z 2L ESHIT T, rI XY RE LTEBITG CICHEERA#KET 5, BRI
RN 72 < 2WRAT 25610, 4 BIR Q Pl b 11 ek O Q) & 8 M) Sl EOMRE &1 CTEREMICHET S Z &
NWTED.] Tho,

9. BRZIZEEBEE
HMUEE R L



10. HEDERERY HBE

11.

(1)

2)

BHEEERE MBEAT—1)?

HEORMEBHKERESRE (IWRET 22T T ARMOBARE) [Za IXE FAVLVERESY 60mg ™ OFRETH

EREOBEE L& 2 A, AUCot, AUCit KT Cmax O/ _FEMEBEOL (90%FHEKXME) 1T, £ 1.343

(0.955~1.888), 1.393 (0.882~2.201) K T® 1.505 (0.838~2.703) Tdh o7, EEDEBMBHEAERTHEE MET o

2 ROUEERIT, RN & B LT, AUCot, AUCint X TN Coax 23 ENEAL 34%, 40% K TN 50% mEE =~ LT,

0 ZE NATVBED tp O, EEOIEBMEB RS BE TIX 47.8 Kefil, R TiX 46.6 R CRITE

ETHoiz,

) AROEBSNZHELOCHE (8 12 Yy 27 24y FA7%/V5mg, [P 7/ 10mg, [FA 7L 20mg] (18
WA LB @E . 18 MU EOBEITIT. 1 B 1Y% 2 BHULESHIT T, e IF ML LT Smg ORFRAKRG GG
T 5, DRMEICHEN 2, DRAHDRBAITIL 2 @BELL EOBIEE H T 10mg IZHEET 5, S HICHEESLERGEAIC
12, 4L E ORI TR 2GR LS 6 BEpEAYIC 20mg, 40mg (ICHIET 5 Z LN TE 5, [HAFIH@E] Qml 18 mR
TOBE) . 2 E ISRAMOBEIIE, 1 B 1EYR%E 2L ESH T T, B I4E FE LTERIIE U HEZR
O 545, BAMICHBEN 2R, DRA o280, 48 QL 11 SeREoyEE e 8 @) U Loz bH
TR RS 5 LN TE S, ThD,

FigEEEEEE MEAT—0%

% (Child-Pugh 5~6) XIXHZ % (Child-Pugh 7~9) AFHREREEBE K OB AL, 7 I X E R 2 VI VERE
60mg ™ OB CHBEIREOEL Lzl D tma (3 4.00~7.00 K TH - 7=,

RERFEREREERFEOMPTE T I ¥ ¥ R AV ABEORER (Coxe AUCH KN AUCnr) OFEHMEIL, REFERRA &
EERE L TENEIL 4%, 2% KDY 47%mh o7, Fio, HEEITFEREREBE TIX. fERA LKL TERER
361%., 245% KN 164% 0> 72,

BEXIDEEEMETREESEERVINICHIGT SBERANCS T 5ENBEANSA—4
R BT RERE I W A TR RERR L2
RT A—H R RE R R KT D BERERLA R RERE 5 R KPRG9 B REFER A
(n=8) (n=8) (n=38) (n=8)
Cmax (ng/mL) 1.50 (46.8) 1.45 (85.7) 4.83 (89.2) 1.05 (83.7)
Tmax® (hr) 4.00 (2.00-24.0) 4.00 (1.00-8.00) 4.00 (2.00-48.0) 7.00 (4.00-12.0)
AUCo. (ng-hr/mL) 95.4 (45.7) 67.2 (50.6) 279 (111.3) 80.9 (42.3)
AUCo.n (ng*hr/mL) 109 (49.0) 74.3 (47.3) 245> (54.3) 92.9 (38.7)
tin® (hr) 80.1 (26.1) 68.0 (29.2) 76.5 (18.3) 74.6 (23.5)
CL/F (L/hr) 548 (49.0) 807 (47.3) 245 (54.3) 646 (38.7)

EAEEE (CV%)

a: "PRfE (HEPR)

b: 7HIOT—% % HAic

c: HMTEHMHE (CV%) Z/RLT-

W) AFO 18 L EOBFIZBW KR INTHELROCHEIR [y 7 22y K7V Smg, A7V 10mg, FA7 &
v 20mg] (18 LA Lo BE) @E., 18 ML EOBREICIX, 1 B 1RIYE% 2 BRI EHITF T, X FE LT Smg Of%N
BHNSET 5, BAVEICEEN 22 <. DRRHOREAICIE 2 B EORMEZ H T 10mg ICHRET 5, & SICHEN
WBEIRGAITIE, 4 ML EORIFE CARME L MR L) b EFEHIIC 20mg, 40mg [ICHETHZ LN TE S, ) Thd,

Z Dtk
HMUEE R L



VI. £t (ERALOXES) (CEHY $EH
1. BERSETOES
1B

AEREICEY ., FHREREARET 560, FHREREZLTREMCITVD. BREPIZEVWTHRERSE
Ao 1 ERI, BEAL LJEA 1 HOVWTANENRRICIHEERE (DR EDAST EAT) Z2XRET S
&, 2FBUBERADLGCEL 3 HAICT ENDEERICEINTRELZERT 52 L, FEEREEOEREN
BOONHRICEEORERVEBKERICIE LT, BEXEIREPLEEFFYGREZEDS &, (1.1,
7.2, 8.1, 8.4, 11.1.1 &S]

(fiF#n)

HoFH BF Z 5t & LT~ [ENAERRBRIZIUW T AST L ONVALT O F5H-%2 & e i ReiE 3 m a2 =28, T
MEEDT=F ) 7% FE L, HEEREENBEOBEAIIILERIEE ED LI IICHE L L ZABK L&A
RIBEIZ 72 D IFHSRERE E IR O LN TN Z D, AFIOFBRERED T =4 ) LV T OLERH H 120,

2. EERBLEDHEH

2.

25 (ROBHITIKZRS LB L)

2.1 bR SUTATIR LW B ATREME D & B ik [9.4, 9.5 1]

2.2 PEEVIEEOIEEREDH HZBERVCMIBET I A7 I F—PEENEEL TV HEE
[9.3.1, 16.6.1 1]

2.3 FRREE IR CYP3A [HEEA 28 3 2 A 2 £ 5Hh 0 EF [10.1 2]

2.4 RENDOR T3 LinBUE OBE IO & 5 BE

2.1

2.2

23
2.4

FMERICENTT v PR 7 = by TR - JRIBFMESREO Dz, Wiz xis s U AR o RKRRR % £t
LTV TR TR LT 2 ATREME D & 2 A MEIC R L i, AFIZ ST 2 2& Tk,

PR R R B Tk D R EN R IR T ST WS PR EE D RSB R kBRI, e FREEBR B T b
NCARFIORFENIHI L T, RFNIHEMREEOIFMIREE 25 i 3 mREERH Y, W71/ F T
A7 27 =Bl EANROOND Z DD, HEREEOBAREL AT 5 R CIIFEEO S 52 2 TR
HELDVRIBENZ Enb, PEEROCEEOIFHERTOS 5 BHELCMIET N7 27 I —EmfEn#F
HLTWDRE~OAF OB AHIIESTH D20,

ER AR I BAERRERIZIU) T CYP3A IEAEA 2B 3 2 3A L O EMERNRD N TNL 20,

MBIEIC R D — AR EBEFHTH D720, RAIORSIC3 U CGREUEDBEER O & 2 37 Tk, RElo#S
WXV IRBIENRE T D AR E N E B R DL D, AFIOEEICEEL TE, MZEETV., KRIORSICK L
CREUEDBERO & 5 BEIITE G L b,

3. MEREIHRICEET HERLETDER

v.

2. ZHRESUIRRICEE S H1ER) 22T 52 &,

4. REZRURAERICEET 5B & TDEA

rv.

4. MEROHEICBEET2ER] 22RTL52 L,



5. EEGEFNIE L EDER

8. EELEXMIE

8.1 FHREM A Z LT R GRICITV, BERICBWTHEERE O 1AL, BRI LUOIA 1ROV
MBI FHERERE (W< LB AST & ALT) 2FEETHZ &, 2HEHLBKIEIVR EB3 5 Hic
B2 RN IISTRE L EET 5 2 &, BETICIFEEREMORENRD DN BT T ORE
K OEGHRAERIZIS UC, idE I 5P b E@ e el s & 5 2 &, [, 7.1, 7.2, 84, 11.1.1 ]

8.2 AAFEHIZL W IFREMOBMMBFED Hiv, BUIEFACHBOBMILICELBENR S L Z b, &
Hri3ERmIc B E RREC MR ESEZ1T 5 2 &, [11.1.1 2]

8.3 B Lo THFABII SN L . IFHEREMRE 2% IBL S5 B8 Enn H 57, BIEEEZ D X9
FETHZ L,

8.4 JFHEREREZEL DB TNDH DM OIEH & AH % 0T 25 EITITEEIITV., TR E L L0 H
EHZEMT D2 ENEE LY, [1., 7.1, 8.1 5]

8.5 KA GIZ L 2 B EZIKNT 2720, AFRAHIEELE JEBRko e ) =B8R a ) —o
20%K0) BT 2 L8528, (73, 1L12 3]

8.6 AAIEEIZL > TNMBICBIT LIREMERBROBNPMET T 2B ENNH 5720, AAIMRATIL. A%
Wz Ce& I E, U /=, ol 2 LUfE (ALA), =Af a2 g (EPA) KON Rat~x
F @ (DHA) #fHERT2 L5852 L, [9.1.1 K]

8.7 AAlIEHIZEI X I K OWNAMMET L, HfLBSRET 28NN H 5720, AFEERIZIE, EH
AOIZ PT-INR Z1E L, HoORBRICEETEZ L, [9.1.2, 102 &R]

8.1 AAKGIZLY, FTUATIFT—BHEOLANRDODOND Z RS L7120, KER. AKFERET, HERHIC

IEHIAIC TR RER R 2 el § 2 B D D 78D,

8.2 AHNDI LT LV RN OBREMAEDOND Z &b, TOEALIERICL Y EA NS, REIBOAFIEN O

ERC L BWBIIARHTh DA, TRIMEIT2R R ONFRMEE S R BL 2 WREME LA E T & v, KRR X, i
B ORI R, WVBIARRBR CR— 2 F A VIE 1%L TS 78 R 8% L, ERNBIFARBRICI VT
NR—R T A W 3% 56 FRE 13%I28N Uiz, FRARRER CIX, FFRRHEE ORERITHRE STV, Tl
BOMEIZBWN T, FHEECBERO®REN 1 flby ., ZoBEITEVFOBAERH V| IEIIFSET LT
12 FERZIHRIAMEIF R R OFFRRAHIE 2 FIE LT B 2 bz, Lo T, BRI, FRBAVEIF28 R OWFRRAEE R B U
AT WHDZ DD, EMHICIFIRIZE T 2B ECITIRO MM OBER 2 WD D RE (BEMRE, I
fgfRAE b~ — I —5) Z1T5 ZERMETH D20,

83 T — it FHREZFHRETE LS, HENEZE(LS T8N0 H 570,
8.4 T AT 2MOIEANE DU L LEBIIARHTH D Z &b, IHEREMRE L XV HENCER L. IT#ED

8.5

REEZBIETHILERD D120,

AFNC LY, INBO MTP BILESNDZ LT, IA I BRAELERY, A4 I 701285 TG Ol
ENEES N0, MBI BEHRNARZEZ T, TOME., DMEOKBENIZ TG AEEL, &bi1c2

D OFIAAHIEE L CT/NMBEOAREIZAY . IMERNOTELEEFRIZ L - T TG OF 58 65 E TG 23 S 4,
IO OEE: TG A THIKOELORRICR S LB ONBEFOBEHEAROEHENNETH L7290,

8.6 AAlZFE LIZERIC, MTP IEMEOBFEIZ LY | INBTORREEE 2 I VR OWINAIE SND LEX B D,

LoT, ¥ IV EROBNBEZ SR BEMBEROBEMBLETH D20, ST OEBREIIE X IV E (9%
i 0 200IU, 9 mELLE : 4001U), U / —/LFE 200mg. o U/ L2 EE (ALA) 210mg, =A ¥ ¥ T fE
(EPA) 110mg K O* Ra~FHx F (DHA) 80mg & L7z, 72k, EWNEIERR CREMAmEER L
A, BXIV B VR oV LR (ALA), =4 Y XU XU (BPA) KONV R 3~ ¥ Uk
(DHA) O IfiL i F 8 FE | X EEHEE A N T H - 72,



8.7 HoFH #%t% & LI-ENAMGERERBRTIX, B4 v K omhRERHERESh TWZboo, HilicBhEd 5 45%E
FREPNER T B, WHORKRRBRICBNTIE, B2 I0 K BAICE2b0LEZONIEEREERS
(FEES T M - INR H900) 23388 b iviz, AFEELRHCIL, i BEET 26 EFFGORBUERE L, PT-INR 2 &
HIMICRET 2 L O EERE T2 & &b, FICHIEREOZEDORKOH 5 BE T CICHEEEEKEZ 0 LT
LREFEFETCIHERICEGTHILITEMWRET ILERS D720,

6. REDHEREAI HEBHICHTHIE
() EHHE - BEEFDHHBE

9.1 &HHE - BERSOHSEE

9.1.1 RIRARZE- LT WVERDOBXRITEERELZET HEEF
NEIRMERBRRZDY A NEEIRBETNANRDH D, [8.6 BIH]

9.1.2 HMERRVZDREDOH S EH
HiLOERESE KT 582N 08H 5, [8.7, 102 ZH]

S

9.1.1 AFIOIERAMFIZL Y | IREMERBRORRAME T T2 AREMNEZ 2 DD, Lo T, MNARRAZ XL LT
VMBI LR B A AT 5 BE TIE. RIEMERBREORZ DY AT REEIBENNH B0,

9.1.2 HoFH Z x5 & LIZ[EWNAEERBRICBWT, B4 2 K OMPRENHERSh TWE=boo, Bl 5
HEFREMERHITROONTZZ ENE, AAIOHFEGIZ L0 HMICEEST 2 G ERZORBIIERT L LEN
HD, LoT, HIEM L RZEDORROH 5 BEEW OITHIEREFEEZ 0FH L TV 5 BEECIEEICHR ST 54
ERH D20,

() BEHaEEERE
.2

EREEEERE
AR OMAFEEN LRI 28NN H D, [1.5. 16.6.2 B[]

©

(figEsit)
HEARREBRIC W T, &N 2% 0 TS KRB A REE (HEOBEEREEE) T, AR L i L TgE
BRI LA S T2 2 L s BsREREEEE TIE. AROMPRER EAT 28200865720,

Q) FFeEEERE

9.3 FFHksEfEE RS

0.3.1 FEEXIEEDHHEREENDHIEERVMER FSUORTIF—UEENEHELTWSES
BE LW &, TFHEERELIHEISEIRBENAS DS, 7o, AFOMPEENE L LI 2BTH
NhHb, [22. 16.6.1 ]

9.3.2 EEDOHERENHLEE
JFHRERE A B S 2 BTN b5, £o. ARIOMPREN ERT 28201 H 5, (74, 16.6.1 BfE]

(fif3)

9.3.1 TVII 2. Z2AoAKELZOHEE ] OHSMH

9.3.2 HEIRBBRIZE W C, BEDITHEEEREE O H 5 B Cld, BERA &R L TRBEEDSN 15 @/l &b,
B DOITHREREE DO H 2 BF T, IEERSELIEEIE BENLH Y £z, AAOMHREN EF325
BEWDRBLT-0D,




DEEREERT BF

9.4 AIEREEHT HE
AR OEEIZEE L TlE, EIET 2 Al D & 2 2okt L CLL FIZOW CHB R QB8 U, K 5B
B OB G-I I E IR EIRR A 21TV IIRL TWARWIZ AR T 5 2 &, [2.1, 9.5 2H]
PRI AF Z IR LSBT IR EE RE TR ENRH D T &,
AR FEH T OBEAL 258 5 2 &, Teds. AHZ I ISR TSR L L 25 E SRR DR &
RVE VRN PARERICRDBENRH D Z &,
IR LTS E D LB D 2 HAIITE HICEMISER 5 2 &,

(f#RL)

BYFERIZBNTT v RO 7 = by FTIR - JRRBMESRO b vz, o, AFz iR Ik MRS JEER L
La O ARSI & D ARNVE VRIS ARTERICRDBENRH D 2 E D, ORI EEZ T 0 ERH DT
0,

©F:35

9.5 1FiF
G TR L CW A RIREM O & 2 ZtEicid&k G Lanwo &, BmER (v ., 7= b v ) TEARMT
(A~ =7 . NI, WETE, BHERES) ZFOLNTEY, Z0OLEDT v b ORI RGREE
B (AUCou5) LRSI T Tho7= %2, [2.1, 94 B]

(i)

AHN ORI IBNT, Ty b, 7= by hTHEGEN BV =7, WNEGE. UETE., §HBEEE) 233890
BNTEBY, Z0LEDT v FOBRBEEITFEERBEZE S (AUCoaaH) LRSI T CholzZ &b, Hm 3UTdE L
TWAABEMD B 2 M IZ R G Lanwo & 2929,

(6) $REL1w

9.6 R7LIF
ERLOAERER ORI RBOARMEELZE L. RALOMBUITILZ KT 2 2 &, BT ~OBITIIA
HTH D,

(i)
HIHZARDBBATT 2N E S NEIFRHTH S, BHICE > TOAROHBENAZEE L., AFZ&ET 56, ZILO
TR E R I TR BES TN

(MR

9.7 NRF
9.7 1 IRHAEREN, BrER, FLE. SARMONIEZ G L U BARRBRITIN L T,
9.7.2 97 v M MO REFEERBRICIH O T, MERREIE (LR BECIERT 0 OBIE) K OEEI K REIK
T (BERAET) BRDHATND 2,

(fiF750)
9.7.1 5L L 18RRI D BE R IFR & LR Z I U723, RHARER, AR, LR, sERmosh R %
x5 & U= R RERER & S0 L TRy,




(8) &t

9.8 BthAE
—RIZ, AEERERESNME T L TWVD 2 ERE,

(f#dL)

—RAVRIEE I L LT, Sl TRO LN L AEBREEOIR T2 EE L TRE Lz, —RICEEmE T3 EMEE MK
FTLTWD Zenb, EEMOBIEMANEERLLT <25, mlid ~ORGICRL T, BHEOREBEZBE LN
HEICEGTDHZ L,

7. HHEER

10. fHE{EA

AFNT. TS HEESE CYP3A TREESN D, AFNE CYP3A, CYP2CY, P-FE% /X278 (in vitro) [LE(E
AxHE3%, [164, 16.7.1, 16.7.2 ZR]

M BRZES LZDOER
10.1 $tAREE (BrALEWLI L)
A4 5 BEARAEIR - $5 B T1E R - falRE1
JRU Y CYP3A BHEH AR OMFRENE L EH | 260N CYP3A #HE
rVAn<wAvy (77U R) THBZNEH D, THZ LTk, KA O
AT EN (U FTRY) MNEEINS,

A ZarS—i (f F) =)
FAT 4 FENL (ESETN)
PFFEnL (frET7—E)
FSTLENL (FTEY D)
RYaFy—iv (FA4 7= F)
URNFeLEaERA (/—ET, B
F7., T4FT v I R)
ALY RLy MR (25 ) ELR)
v VF=F (PHT4T)

[2.3. 16.7.2 &:H4]

HRFREEE D CYP3A FHEH AR OMAFRENE L EH | 260N CYP3A #HE
FILEZ Y b (£ A F) FELBENRG S, THZEITEY . AAORH
FEPFEN (LA TH o) PHESH S,

vrarvaxHir (FaxHP)
7V F=T7 (F—al)
ONFTE L (IR )
YRy () 2B Y)
TiaFS—iv (T H )
RAT U FLFERL (LY 7)
A<=F=7 (FIRvy7)
NRGRIN (TITFY)
Rafy = (FA - ERAD) (T
U—RZAEOM, 7a ) —RKFiE)
K74 RN (T FxT )
[2.3. 16.7.2 ]

(fiF75)
AN, CYP3A4 ([ZXk-> TSN ZERMBNTEY, £/, CYP3A4 ORI ERTHL 7 ha)Fy —1ttk

AAN 2 GEHBEE LT- & ZICAROBRBESEM L2 &b, AHlE CYP3A4 O IR 72 HER & ot &
3l L,

* RO - ERANE, ERNARZETE




Q) HRFEELZDER

10.2 FRERE (BtRISEET S &)

KA 5%

HRIAEAR - BT 15

B - BRI+

591 CYP3A PHZEFH
T RIVRRETF v VATV
V. vmREY = #EOGET
WAARANTIT 74V %
[16.7.2 &H&]

AR OMPEEN ERIT5R8F0
BHDHOT, KAl ZRELRZ
T, BEOREZHER LN HIE
HCEEGTDLZ L,

b DK CYP3A #HET S
ZEizky, RAOKRBEE X
na,

CYP3A i35 A4
Voy7rovvy, 7= /30
H—)L AN PEL, X
7 4 =) VEE

[16.7.2 &H8]

AFNOMARENK T T HEFH
NHDHDOT, BEDRELZME L
ERLEEICHRGTAEZ L,

NS DK CYP3A ZFET 5
ZEizLy, RAOKRBIELE X
na,

CYP3A OFEE & 72 5 FAI
VUNRREF . NUT VT
A, BANRLF g

[16.7.3 =]

CYP3A DB DM FEEN EF
THEENRHDDT, AHLHE
AT AEAICRSEICSTTIN
LOHEANOWMEEBETHZ L,

ARHFIH CYPIA ZfHEFTHZ LK
D . CYP3A DFEZEDONHNHLE X
nas,

N7yl
[16.7.3 &=M&]

TNT 7 ) ol hEEN B
L. PT-INR 2 EFT28Fn0
b, V77U rERALTHY
% EBE T PTEINR % &R0
EL., FRCAAIOHEEZ AT LTz
BEIT 0T PTEINR 2IEST S 2
L, PI-INR (ZJSCTCU LT 7 U
CORERRAETL L,

AHNA CYP2CY #[HETDHZ LT
v, o7y U oNENIE
b,

P-WE & R TBDFEE & T D IEHA
a)eFr, VIEAFL, T
XV T 2Tk

[16.7.1 Z=/&]

PP LR B K DI EE S D
PEtASpRE S, PREY L BED
FB L 7 AEEH O M APEEEAS 5
HLBENNHLHDT, AF| L
HPAITIIVEIIR LTI B O3
RO EEZETHZ &,

AFND PHEZ N BRBETD
LTk, PREZ NI HOR
HOPM BT Sh 5,

BA A Akt i
ALVAFTIE

AHNOMPREMET T 2FBZEN0
Do BT, KA LA 25E
IR E S TR 52 &,

FIRFICAR A L= A s, REIOW
INNBIET DR ZENNH D,

TL—FTN— T a—2A

AFIOMAFEEN FF-45B8Fn0n
Hb, KEFEESHIITL—T 70—
VY a— AOBEITEET 5 Z &,

TV =TT N—=TIZEEND L
kv, AAORBAEES N
%,

PUkE [ A
~RXY v XY UL
77Uk

A VA i Al
vaXF—¥, FTATFST—F
&

/MBS ITHIVE % 9 5 3EAl
TAEY Yy, suab K7LV

[8.7. 9.1.2 &F]

i ofEREZE RS ELBTh
Woo, FFHTLEEICE, BF
DIRREZ + 7 ICBERT D HEET
é Z ko

AHFBEGIZED, EZ#I K O
AR TFL, ZhbDHEANZ LD
Hi I D fE BRI A3 HE KT~ B B8 F uh
H5,

(i)

1 BHRAENOI 2 E FOEYBEICRIZTHE YD
[3&0) CYP3A A #I (AEGR-733-018 588 (BEEH))]

SR E ABERERE A 30 B 2565212, 1 OV 10 B BICAS 60mg ™ 285 L., 7~15 BRI F=F Y —/1200mg %2 1 H 2
RIER DG Uz, AREMBE SIS 27 bat Yy — RSO R I 7 B RO Cuax KT AUCo-int D 21
BIEDH [90%CI] 1%, 14.8 [12.9,17.0] K 1r27.25 [23.8,312] Tho1=,



[550L) CYP3A FREHI]

7 FARZAHZF L (AEGR-733-024 3BR (BEEEL)

SME AR 32 BilE %2, 1 B BIZAR 20mg ZHERRO#EE L, 15 B BIZAZE 20mg KT bR ZF o
80mg Z [FIRFIZOF AR N 5. Xk, 1 B BICAIK 20mg 2 HERR OS5 L, 15 H H DS IZAIE 20mg % HLERR 1 #¢5-
16 HE (F3ERE 12 K% 187 MAARRZF U HERAKRET D 2 2 17 e 24— "—3BraEEm L7z (R
MM 14 B, B IZE RD Cmax KT AUCoing 15, ABEHME GRFK T DARIER T M2 ZF o DRI
MR TEZNEI 213 L N9 510, AEBEMB LRI DAL 7 MR ZF o0 12 FEHHIRE TORERTE
NENI25FERECL13ETHY , REKOT MARREF o ORIFFEGRFICR T HARIEE T M2 ZF o0 12 FEH
M CTOERERTENEN 0.68 54073 5 TH- 1=,

FEIBEAT SR (AEGR-733-029 #85% & N AEGR-733-015 Bk (BEEED)

SAENRERERR A 32 Bl &3t BIC, 1 H BICAIE 20mg & HERR O£ 5%, 8~28 HHO X IZRABILIK (=F=/1= X
I VA= 0.035mg KO VT AF A= 025mg OELAEAI. LUTEER) % 1 B 1 BERAKE L, 22 HRITK
3 20mg [ O MBEAT3E 2 [FREICRR D ORI B S, ST, 1 B BICARSE 20mg & H[ERE N 5.% . 9~29 B BIZHR MEET
WA 1R 1RRERORE L, 22 AR (ROBHERES 12 %) ICASK 20mg 2B AKRLELEZ, 23X E RO
Conax X OV AUCo.int DETEIIED L [90%CL] 1%, ARFEHM B G U CARSE K O N BT SE D RIFFHE G- C. 1.41
[1.14,1.75] KON 1.32 [1.14,1.53], ASKEAMPE 5HH % L CRE DBEESR & Ao 12 BRI ERE CoHRG-C 1.25 [1.15,
1.36] XUV 1.17 [1.09, 1.26] TV, AR O BEAEIE D [FRefe 5-RFI e U Tk DEESE & A3 12 IpffAIR T o
BT 1.00 [0.71,1.41] ZOV1.10 [0.80,1.51] Th-oo,

[CYP3A & #| (AEGR-733-101 8 (BEEH))]

SMELERER 18 Bl Zxtgic, 1 KON 15 H BICASE 20mg ZHIER D85 L, 12~22 HEIZEX 7 ¢ =)L 200mg %
1 B 1 ERERAERS Lz, REBMBEGIFICNT5E4 7 4 APFARKEOR I X E RO Coax XY AUCoing 1 EF1LE
NLIBEER0STETH-T,

0 I X NOEYERE T A—-FH
i WP S e ’ BT BT
R Mk R | s RR | DX
AUC Crmax
S 200mg % 60mg™ .
rhaf— | B 2[719 F 1 o 30 | RIREGFH S 27.25 14.82
. . 80mg# 20mg AR OF 2 5- 1.90 2.13
7 R 32
PAAZZTY R Al | 2R T 5 1.30 1.25
R FBEAT3E E
(=F =T A k7 ¥(0035mg/0.25mg% | 20mg - IR PR 132 141
Ao AT IIERIRE | e EEEECRY | L7 125
N _ 200mg % 20mg e
EHT 4=V TBIEL AR s 18 | [RIFEpFHE S 0.87 1.13

o RROAD - AN, ENARFETE
* o ) VAT A — ME, ERNRKR

) AHO 18 Ll LOBEIZBN AR SN THEROHED [Py 27 AF Y RO 7 &V Smg, [RA 7/ 10mg, FA7&/L
20mg] (18 iELh EoBFE) E. 18 sl LoBEITIE, 1 A 1 Y% 2 B EHIT T, mIXE RE LT Smg OfEN#EE
MNHRMT D, BRMICHENR R, RAR 02861203 2 HEM EOREEZ H 7T 10mg IZHET 5, S OICHEENLTE
LA, 4 L EORNR CEBMEL R L) 5 EMERTIZ 20mg, 40mg IZIETHZ LN TE D, THhD,



2 REINGHRAROENMBEICRIFTHED

« VU NAH T (AEGR-733-002 5 & (Y AEGR-733-019 i (BB &HD)

T RNUNRREF v BARRETF Y T2 )7 477—h, =EBFIT, F 47 (AEGR-733-002 &5 (55
“ED)

- EOBHER T T = VT A N T VA= ) VT AF A— b (AEGR-733-029 35 & (8 AEGR-733-015 5 (B5EEH)
02 A RROHRORYEREIC T T HBERD 0, HEAEERAZSHRIC, PBRIE oy F o
ONT 7Yy, ThWRAREZF BQARREZF Tx2)T747T7—h, =B8FIT, AT 0, BROBHER
TF VTR NT VAN ) NTFAF A=) 1 LS HHICHBRROBES L, 2~8 HEETAEEZ 1 #1187
HRERER NG Lz, 2B, UA77 VU 03, 1 ROV 14 HEIZ 10mg ZHEERE O#%5 L, 9~20 H BIZASK 60mg ™
Z1H 1612 ARXKEROKS L, BOBEE (F =LA NT U=/ VFAF A=) 1220 T, #
Bt A 3EOAREM (1~28 HIE) 2V ARL 2 K3 &L, BUFRIIZOWTIE, 1~28 H BIZH#R M BT
FHEMTIAIEREG L, EUAR2 R3O0 TIE, 1~28 A BICRO#EEEES 1 A 1EHRS- L, 14~21 H
HICAIE Somg ™ T 7 78R % 1 B 1 BHERGTD 2 82 H17 0 24— _R—3BRNEhE S iz, REERBIRITR e &
NIRRT,

AR B 5N 2k D AR A G-I O B EE O LT R DB Y Th o7z,

PEFREE D J—— UFHEOEYEIE T A —F b
I P S : % OF R/ FEDEH B
DR Mk BRE | mik-mR | DX
AUC Crmax
40mg 60mg™ % 16 SUNRREF 1.99 2.02
. EAGIE =2 1H1[E7HH VUNRAEF U 1.71 1.57
SUNRARF
20mg 10mg#% 5 SUNRABF 1.62 1.65
HA[E# 5 1H 157 B R SUNAEF R 1.39 1.35
. 10mg 60mg™ % RIKULTZ 7V 1.28 1.14
1
INTTIY Hi[a]f 5. 1E1E12HH 16 ST 7V 1.30 1.15
VI ZaV.Y & aVd 1.52 1.63
2-t Rexo7 k| 107 1.01
20mg 60mg™ % 15 INAZF
HA[E 5 1H 157 B R 4-t Fa X7 h| 149 1.38
INAK T
IEHRE DL 1.29 1.38
LA TEEEH DA F
T MR E F R 1.11 1.19
2-b Faxv7 k| 101 1.02
20mg 10mg% 6 INABF
H A% 5 1H 1817 A R 4 FrFo7 M| 141 0.97
INAK T
EVEG S O A5 1.05 1.12
20mg 60mg™ % . .
‘ T I LB 17 H B 18 |mzaszzFy 1.32 1.04
0 ANARF " Tome R
mg mg N .
T I VB 17 H B 10 |mzaszzFy 1.02 1.06
N 145mg 10mg% NN,
T )T 4T F—h W T LB 107 H B 10 |7x=/747Y v 0.90 0.71
N 10mg 10mg% TBFIT GEEAEH) 1.18 1.08
TETRT EAEEEcs 1H1E7 B 0 o pr s rmak 1.04 1.03




M

By EIRE T RA—H L
R ik AR | e RR | DX
AUC Cmax
—aF U 1.10 1.11
= aF R 0.79 0.85
. 1000mg 10mg% N-AFL2-Em Y K-l 0.96 0.98
AT H A% 5 1H 187 A R 20 5-TIVRFLT IR
N-AF)=aF7 1.36 1.05
IR
R CREAT R TF= LR FFT| 092 0.92
(ZF =LA FT7T0.035mg% 50mg™ % ’8 F—
d—v/ v AF|TRIERSHR  |[1H1A8HM 17-78F A VF| 1.06 1.02
A=Y AF A —

L JNTAF A= M, ERNARAGE

[P-#E4 N BOHEE L 17 HEH]
AAENT, Caco-2 MAIZ RIS W7 P-FEX L7 E (P-gp)

P-gp HE & 72 D EAN L ARFNOPFHIZ LV P-gp FE OWILAE KT 5 Al H

(BEEARER (&4 4 > #biiE) ]

AN & MBI B A HE & DR AAEMIS W TIERRET L T 7y,
2, I BRRAEROKR 5%, BREZET THhORMEZRETRETHL Z Lo IHERE S L,

(FL—FI1L—

W a1—2x]

T —FTN—=Y 2 —AF, FERED CYPIAL HERTHLT-OREEE LT,

(st E#]

AF &
PUEERE A & OO K0 Bl oo U 2 7 2588009 % wlde

PUEEREIA & DEHEA LA EAERNZ DWW TR L TR0 a8,
PEN DD Z LM BHFER & LT,

FE B A R 1 1 R DY 2 B3 % AT RE

WLy ax v PR A RERAICHEE L, Lo T,
EMERH D Z L EHIERE E L,

MDD %

FRICEZ IV K DMET LTV EFEIZBNT,

) AHIO 18 kLl EOBFITI TR éﬂtﬁﬁ{ﬁ&@ﬁﬁgi MYy 7 24y KA 7RV Smg, FA7 &L 10mg, [FH7 &V

20mg] (18 ;L EORE) WE .

18 kLl Lo I

3.1 B 1 EYRBEZ 2HFHLU ESHIT T, 2IXERE LT Smg OFROHES

MHERGET 5, ARMEICEEN 2L 2B+ iH/\ 132 WL EOMMEEZ &I T 10mg IZ8&ET 5, S OICHEERNER

et 48RP EORR CRARMZ MR L7220 HEEREIIIC 20me, 40mg ICHET 22 LN TE S, ] Thd,
. Bl4EA

11. Bl4ER

WORWERN S LoD Z ERHDHDT, BgE 01T, BENREO bNGAICE RGP 57
CHEU R EEITH T &

EREEIER & FHARER

1.1 EXLEER

.11 [ (HEART) . FFREEEES (43.2%)
T, AST, ALT O EFR™HHDLNDZ LNHDDT, EHMICITESERESOBE Y 21ciT7H> 2 L

[1.. 7.1,

72, 74, 8.1,

11.1.2 BBEE (71.6%)

D %

. BBEERD DD ZLRD D,

8.2 2]

[7.3. 8.5 &M]

— 44—




(fif33)

11.1.1 ERNAEERBRICBNC, 72/ b7 A7 =27 —BE EFICEE U ReREE 1 BhEd 5 4408, EWNK
NEBMAHRER (56 I E T) 1IZBWT 9 HilH 4 6 (44.4%) . MBS SEIAHRER (78 I E T) 12BN T 29 filH
8 5l (28%). VES/INEETFRFRER (104 B ET) 12BWT 43 #ilth 23 4] (53%) ICRBO BT, F7-. Vs
WEIRFEZICIN T, IFRD 2 Bl Shiz/z, ERAEERE L,

11.1.2 ENAMERRBRICBWC, BHEEICHBEENRD b, BEEEZ | L ERBR L BE T, ENRASI
FHEER (56 W ET) 1IZBWT, 961 9B (100%) . MEAMRAGE IAHEER (16 £ T) TiX e Bl 541 (83%).
AR N B TARRRER (78 W E ) 123\ T 29 Bl 27 1 (93%) . MEFINREIAEHER (104 ET) (2B T
43 B 31 i (72%) Tholo, AR NAFENMERER T 4 BEOMELEFZORBIELZHRTFN LA, AR

DI > THBENRFEL ol d,

(2) Z DD EIEA
11.2 Z0OthoEIER
10%24 F 5~10% Aifs 5% At SR R
H ke A, M. | BMEEW. ML | R, BEMEEIEEEN, | MEESE. EEAHAlL D
E, R, | AR, B JE | BE, BB LS. T | g, wERREE, ITPK
JiE AR R ERREEE. HMAE | IEEE. R, B | k. A, MR, m
Loy <O, BILE., HRE | EHE, WEEEERE,
W R, H R | B
=R, N
M, HXERL., #RE
— % - A BB W, R MEJIE, Modm, e BE
RO 55 B, TR, ZEE, v
REDARTE TVE YRR, KR,
KAEMERR, 8L
JHFRE S R P NERGRF. AFAE K. AT3
M, FHERE R H
WYL E N OV ELVES SEXR, vANAEEG
A HE R WY, 7T
F. BWHEESR, Mg, FlE
ege, EROERYWE, R
RSNy G2 - 7
e R R A ALTHEIN, AST | RE P . b | JFEERAERT, P | P eV re s 8m,
byl GURTIF— | ZJ VT F AR AFRF | aLATFo— N, g
A F =N, ALTE | 7 FoRd., mh7 R
WooomH A U oy A | FEE, M B i R
DoohaF I, V7V ETA RN,
INRELH . INREEIN, JIF | IRFHID, ~F 7 v e
AFERERE . ©F | 2, LaEEm, gk E
SVEW, BEXIVK |, EEEEY REARD,
b, i ALPHE N IREE N
R OV & | BAER i/ N Mok, AREED)
f e
R R E IR . FEIED E | PHREE . MM REE, R
Vait whEE, R, BRI,
BERR, FEMERSME, HEIR
g R OV I BRI, W@ | BEAE, AL, BERER
HH R B, BB, BB, B | ¥, ZIHE. O EEAE, =
MWeRB, 7T LAX—M | FE
) FEE




Mg K Y BRR Z AR B, MiEiEE, A

/REE AEOHIMER, U > SHiE

i A% R e O 5 PR R ESREIR NI IR NE N R O

il ML P 5 B, RN, . 5
KT, E R RIE. e
FEAPE, FE kR, e
FEREIEL, DU

ol PROAE, FEENRBEAE .

RZE, LR, B)FE

HiB LORE

B

i
TR RIEE I TEUE
gl RERE, B, AL, D

O, FIEIAIRIE, AHRE

Bk X OIRE

b

BAIR

W08 & .
B & Ot IR P

=
=

MK, O DRI, g T af
eSS . S, WM
PRI

fliREgh

s

WAL, 1IETH ., mEE, K
M, MARAE

) WSO BERREDHTERD SN TWHEIERICHOWTIE, BERHE L,

(fig#t)

18 7% LI E > HoFH B3 % %8I i L 7= EWN K O/ 6 IARFRBR I O 5 LA E 18 %Ki HoFH & x5 & Lz
HEAMVE AR 2 RS LT BB B Lz,

=72 L., OB BEREDL TRO LN TWBEWERIZ W, HEERBEE L,



SIEREEFRAREERUVBRREBEREE &
EWNHIHRER (18 MLl LOBE) I2B\W\WT, RaMEMATRIE 9 #F 9 #i (100%) WZRIERAZE® bz, F72F
TEFIE, T 8 ] (88.9%) M OTHEREMA R Y 3 6 (33.3%) Th oz, WEMEIERE (18 MLl LoBE) 12k
W, ZRMATRIS 29 BiH 25 B (86.2%) ICEWERAZGRD Hivie, ERFIERIZ. TH 23 1 (79.3%). Bl 18
B (62.1%) . MM 9 fil (31.0%). THILARE 8 #il (27.6%). M 7 B (24.1%) . MEAPEKR ORI 3% 6 4
(20.7%) THotz, KFEEF)
WA TARRER (S A%lh b 18 sl DRFE) @ 104 THE OB IV T, ZRVERFHT S 43 il 32 6 (74.4%)
ICRIEH B bz, ERRIERIE. TRIKOMERNE 176 (39.5%). ALT HK (X AST #MAE 1361 (30.2%) .
FOgt: 7 61 (163%) Tholo, (AELOHEZL BN

ERFEMIAERAR (18U LDESE) ORERARERRE—E

LA NERRAT R GE B 5K 9f51
RIVEFZBUEGIE (%) 9 (100)
RIVER o B (%) | @IER O B (%)
AP 9 (100.0) | FHIRRREE 1 (11.1)
T 8 (88.9) SEYR 1 (11.1)
L 1 (11.1) | R X O Pk E 2 (22.2)
P Nt 1 (11.1) R 1 (11.1)
HUEE 1 (11D T2 1 (11.1)
TR 1 (11D T LXK — M D PEE 1 (11.1)
L/ 1 (11.1) 95 1 (11.1)
—i% - REEESIOBRSEMORE | 1 (11.1) | mEL XY o RmkEE 1 (11.1)
TR 1 (11D R Z A 1 (11.1)
BRI AT 3 (333) | FirEHEREB KO A kRS 1 (11.1)
R RE R A L 3 (33.3) i P 1 (11.1)
R L OV hEE 1 (11.1)
BARE 1 (11.1)




BNFIAERER (I8BRULDESE) ORHWEAZERKE—K (78:8)

L EVERRAT R GUE K

29441

RIVEFESEGTE (%)

25 (86.2)

1 EH OFEEH

Bi% (%)

il 1EH OFEEH

Bi% (%)

B kL 25 (86.2) | MFIHERREE 2 (6.9)
T 23 (79.3) liiniis 2 (6.9)
LT 18 (62.1) JHFRE R 1 (34)
Mgk - 9 (31.0) JH 2R 1 (34)
HIEAR 8 (27.6) | JRILIES K OVFAE HiE 2 (6.9)
R 7 (24.1) BIBR 2 (6.9)
I AN R 6 (20.7) | ERARARAR 11 (37.9)
& BB i 6 (20.7) ALT (GPT) #%/n 5 (17.2)
REE R 5 (17.2) R ED 5 (17.2)
517 5 (17.2) AST (GOT) 2 (6.9)
{551 3 (10.3) 1 FF ALPHE N 1 (34)
fEEE 2 (6.9) m s Yo LEs 1 (34)
B 2 (6.9) INRZ:Hf 1 (34)
BIHE R 2 (6.9) N7 AT I)F—E LS 1 (34)
A TE R AR 2 (6.9) | fREB Lok mE 2 (6.9
B LS50 2 (6.9) AR 2 (6.9
B AR 2 (6.9) | PHIRRREE 3 (10.3)
25T 1 (34) GEVG 1 (34)
BLW 1 (34) FEMED F 1 (3.4)
7 (1. 1 (34) Bt 1 (34)

S HFEER L O 5 RFTRE 1 (34) | BfE L OB TRk 2 (6.9)
W5 1 (34) DR H 1 1 (34)

iR 1 (34)
HLBEM:FZ 92 1 (34)




BOAFIMAEGR ORULIBRREDESE) ORMERAREFEKE—E (104E8)

5%~ 105% 1%~ 175% SR

LA NERRAT R GE B 205 2351 434
BIVE I BUESIE (%) 13 (65.0) 19 (82.6) 32 (74.4)
5%~ 107% 1%~ 175% AN

RIVE A OfESE (n=20) (n=23) (n=43)
B (%) B (%) B (%)
B ks 9 (45.0) 15 (65.2) 24 (55.8)
T 6 (30.0) 11 (47.8) 17 (39.5)
-0 7 (35.0) 10 (43.5) 17 (39.5)
M i 5 (25.0) 2 (8.7) 7 (16.3)
REEE 2 (10.0) 1 (4.3) 3 (7.0
LN 0 3 (13.0) 3 (7.0
37 1 (5.0) 0 1 (23)
HEEE LN 0 1 (4.3) 1 (2.3)
BRIR IR AL 10 (50.0) 11 (47.8) 21 (48.8)
TI=vT ) NI AT 27— 6 (30.0) 7 (30.4) 13 (30.2)
TANRGXUEET ) NV AT =T — B 5 (25.0) 8 (34.8) 13 (30.2)
N7 UAT I )—E EH 4 (20.0) 1 (43) 5 (11.6)
L7 V7 ook AR — BN 2 (10.0) 0 2 (4.7)
(LGN 1 (5.0) 0 1 (23)
TI=vT ) NI AT 27— B RE 0 1 (4.3) 1 (23)
JHF A B I A A S 1 (5.0) 0 1 (23)
R L O REE 1 (5.0) 5 (21.7) 6 (14.0)
BAREOE 1 (5.0) 4 (17.4) 5 (11.6)
W 0 1 (43) 1 (23)
JHREE SRR 2 (10.0) 0 2 (4.7)
HEN 2 (10.0) 0 2 (47
IREPN 1 (5.0) 0 1 (23)

MedDRA ver. 27.0

9. BERREERICREZTRE
BRE SN TWHRN

10. BEHE
BRE STV RN

n. ERELDEE

14 BREDEE
14.1.1 RFFEDIE

GNRD)

BT OREARETH DEEHBOBEE I L TH T L ZHT THEETHEAIT (Pxy 7 AFE Y R
REHT A R (BFE - FROT) | 22T 5L 58S L,




12. ZOMDEE
(M EERERICE DL B
BRE STV RN

(2) ERRREABRICE D CI1EHR

15.2 JEEREREABRICE D < 1B

~ U A% OB ARIERE ¥ BT, BRRE R L ST ORERE (AUCos #15) 206 T &L OV
MEORRE, FEE TN S ORAIEEOMMARD Shiz, 72, T v FEAWERARMERR 3 ik,
IR HZ B & [R5 OMREE S (AUCo24 H25) (2R CTHRE TR IIE, 225 MEENBR I K OVZE R I A 3R D
bz,

(faL)
Y UAKRGT v AW AFE RO/ R 2 G LT,



X. JERREREABRICREI SHE

1. FEBEHER
(1) EEEAER
(VI SEGIRHIZRET2HE ] OB

(2) REMEEHER ©
- iyt . . )
ﬁt‘iﬁ%ﬁ E (‘H:E\ %ﬁ%%{) Tﬁ“%‘jﬁ(ﬁ &5‘% /\n%
FAR AR RIS R IE T 7 v~ (SD) HEROKEE | oI F e R WL
(rwinihBR) (M. 6PT/EE) 0. 1. 30, 100mg/kg

/A= % i = RV
10mg/kg (Batxt AR

hERG T — VBRI KT HEK293 i in vitro nIZER ICso : 1.7 u mol/L
2 0.03~3 2 mol/L
RFHIM1 ICso : 135 mol/L
3~300 2 mol/L
REHIM3 ICs0>300 1 mol/L
3~300 z mol/L

EEAR B IZ BV TR 2R K OV I E R CEEMEORMBERRBD DN oT- 2 D, 26 ORI EM L 72
Moz,

() T DD FEHEEKER
(BEE®)
Z v MZEIF D 125 KO 250mgkg DR I X E RO 1 H 1 BIORSIE, FERENZ2FEE BI2E, 3L MEPeZ
¥ K LV OE RS L REERH OER) #REFETrEmMEeR LI,
—D in vitro LN in vivo —IRIEERBRIZB T e 2 X ¥ RIXRE R OITEOZ L2 B9, CNS, FEFR A, O
F. BIHRAKOEBERONNT A =23 L TEEARE (8 Q#5380 Tl mg/kg #H T M@ A& 60mg D =10 1)

TRREFT L7 & SICRE I MO ER D NI T E e h o T,

2. EHER
() B[R 5 EMERER Y
wfE (HHR) 7 I FEEE (mgkg) MW 0> BHE
T - B BRI (mg/kg)
~ 7 A (CD-1) 0. 300, 600, 1200, 2400 2400
W Ik SUC/ R A
<~ 2 (CD-1) 0. 12.5, 25, 50 50
BT A4S SUL /B HHARPY
Z v b (SD) 0. 0.1, 1, 10, 100, 300, 600, 1200, 2400 1200
BE A TG R &0
7> & (SD) 0, 12.5, 25, 35, 50 50
B A S DG/ FRARPY
A4X (B—27N) 0. 0.05. 0.5. 5 A
i A A5 2 B/ FRRPY




Q) RERSEEHR Y

mIFEFR
ghinfE GRL) Beh& (mgkg/H) R grm
% - Bk #5810 (mg/kg/H) "
E R o3
Z > bk (SD) 0. 0.5, 5. 50 0.5 SRR R (@A) ROV GERY
WA 1 ST/ 1% A S0mg/kg/H) TORREEM
& <5mg/kg/H : BT AN
50mg/kg/ B : Bl B 7o mEpT AL, JAFIEH O
H 2SR & 7 B0 D 23D e B
Z v ~ (SD) 0, 0.02, 0.2, 2, 20 0.02 2% FREk VM ciEa L AT e —
WHE A5 20T /8 +EBEO BT ITRREE WERBD 7YY RO &4 K
Z3Iv (BE¥ VA, D, TRy el EFE
E. K) =0.2mg/kg/ B : fFigo HAPERE, i
64 A O B HINEEESE K OV O AR ERAE
|
Z v~ (SD) 0., 0.1, 1, 10 <0.1 EHE  FRE M TOREER (1Kk
P kA5 10D /8 23 ] U0mg/kg/ H Tl a L A7 1 —L L
FEARN (B8 5-5H C—EBE FUZUEY ROBDEESTWE), I
MR OS5 108 IZ 28 Y FHBAL (Bd 2V I3 o AEKFN
T, BEEN O RBEARD IR TR
ERE L=, Z0%
I NEEN B S
A4 X (BE—27)) 0. 0.02, 0.2, 2. 20 0.2 0.02mg/kg/ B : 272 L
Wi e A5 3BE/ 1% H =0.2mg/kg/ B : gL OVMEG CTilig = v A
= n FTu—/LEONY 7Y ROBEDZLED
M ERFH B E S
4 X (BE—27L) 0, 0.01, 0.1, 1, 10 0.1 SHE  FREOVNMETE 2 L AT a—
Ut e 2 S/ A 64 A NEQRRNY 7YY RO ERED BEK
&0 TER 72 e
A X (B—=ZL) 0, 0.05, 05, 5 <0.05 >0.5mg/kg/B : B TMEDT L 2T 01—
W A5 A B/ 14E KON Y Z V%Y RO &S LA
| M7 E %R
Smg/kg/H : R K OMAE N & O
Z O g BT, IMIEALTO E&H-
SUFEMEMZEERRD Do
AR (B=7) 0. 0.05, 0.5, 5 <0.05 AR L OV TliE = L AT e —
U e 2GR/ 23 [ NMED Y ZUEY RORD &S AREK
FEARPN TF 72 e E
Smg/kg/ H : B O W5 AL AL 722§
JUR MO AR ARE B O if. A2 ) [ oD 88 JEE ~ Hp 5 B D i
HEER DAL, MEHREGEZTISEZ Lz
Q) EEEHRE

nvitro, 5 k3%

In vitro BER L L THIVER T HEHOTRE Ames HIRZSAE R, VLR T E K OKEE % H 72 Ames 15
RERABRE RN Lz, v I XY ROMEEERA LD HiE TRER L2, Ames iR TIXW T ORBREKIC
WTHZERERFRIEMTRD SN T=, [T in vitro 1A E b Y U SERRREFRERICBWN T I X E R

S

HMRFENED 7 DAL D IR F CRBR L7272y, R R BEBRIENIIRO Sh otz
Invivo BRE LTT v MEREG/IMEERREZIML, = I X E R 10~1000mg/kg % 1 H 1B, 3 HRERD G LZ/RER,

1000mg/kg TlEFMEIkELHE 1| IEOETRAH LN, & 512, MOEHAE T BEOEMEENL L2, Y

REFEFRIEMIRBO o027,




) DA IRPEERER

7'7X‘ 5 v '\ 33). 34). 40)

<~ ANAFEMREBRCIZ, v I X R 03, 1.5, 7.5, 15 XV 45mg/kg/ A % 104 HEREER G L7z, nI &R, R
M1, M2 KON M3 O2FIREZEET, AEERFEHITENLZ, FREAECBITZ2uI4 8 ROVEHLEFRFEET, b M
60mg # 5 L2 8A OIEFERICH LT, TR, HETIE<IfE. 26%. 1115, 26 5ROV 77 1%, METIE<I f%, 215,
9%, /RN TIETHoT=, M3 OFHLHBEFERIT. b M 60mg #5 L-HE0OBRFEREICHEL T, ThEh,
HETIE<1fE, <15, 465, 105K O31 5, METIE<1f5, <1fF 265 7RO 185 ThHole, v IFE RiX, M
D =1.5mg/kg, MED =7 5mgkg Tk, FFHIEOMRIE, FEIEE ONRIE & E O RS IEE O A N F B I m Lz, JE
B AR B O FBARIF RO BN S oo, Zhid, HEOEHER O TR, Mo —EROREO A 77 RE N
BEREEZ BTz, gL, FomEENR SRR UEEN R D ELS AONENFHRTHY . ~ T AT
BSOS OB TLH S O, G (F B, 2BEOER) Tk, o =15mgke. MO 15mgkg T, EE. H
BNTHENE & MRIE OIR -G BB O FE AR N BN Uiz (e & BRI R & S O F A B S O 7 B2 X, 58
BIERIC LD D THoT2), NSO AEREITA BRI TIT R o723, 03, 1.5 LU 7.5mg/kg OffE 1 i 2
VG, 45mg/kg DM 3 PLIZA Bz, FFIEE & FER, /MBSO AEFEIZOWT, &6 bDMIZEW TS A EKFRN 22
HINIRD 5N o7, Zhid, HOEAEROETEEM, MO —MOBOATFRMMAFK &5 2 b, 25
ITEEN R D R A LN DlEER Th o7,

Ty FAAFEMRBR T, 02 REEICIE 025, 1.7 KO 7.5me/kg/ H . HEIZ1E 0.03, 0.35 KO 2mg/kg/ H T 104 @
BOfE Lz, mIZE R, G M1, M2 KO M3 O2FIRZERIIAEKRTFOCEN Lz, FEARCBIT eI
v ROEHRERIT. b M2 60mg 5 LI-BAORBEEICIE LT, ZRF0, HETIE<1fF, 28506/, MTIX
<15, 2RO fECThHolz, M3 DB LHBERIL., & M 60mg &5 L-HAOBBEEICIER LT, EhEi.
HETIE<1f5, <1 RO 14 %, METIE<1fF, <IBERR3HETHo=, EERAEHEOART BT, Mk s 38
D NI T, BN AN IR J A 2 D 7.5mg/kg THM L, S B OFI R TIISFMEIIEN 2 b,
HEIE ~ WP AR I O IR BRI R N 8 BREOECA bz, IREMIEERIT, BEEEE>T » b 15 EF 3 LA b
iz, BRPEZERGIEE S S HEREORE | ITIZA bz, U AT, ZOEEOREEICKIT 57 I # E Nd AUC24hr
IX28ng-hr/mL ThH o7z, 7 v hOFEHARTAHALNTZ, ORI 58 I ¥ ¥ RO AUC24hr 1L 435ng-hr/mL TH V) |
~VUAD16fETH -T2,

(5) EMEFRESHERR Y
sy | WO GRAD g | Car | mamm -
e M - B 15 ik " (mg/kg/ )
(mg/kg/H)
ZHEREL DY | Zw ~ (SD) M ZREC28 HEl~ | M - 0, 0.2, | —f%#EEME - 1 (M | HEDSmg/kg/H ., HED Img/kg/
FHRETO | MERER 25D/ il 1.5 ) EENG-Z V/QP
IHIIRTE A M ZZECIS HRT~ | : 0, 0.04, |ZEFEAE : 5 (M)
1EiRT A 02, 1 1 ()
o
R - B5lE3E | Z > b (SD) IEIR6~15H 0. 0.04, 04, |FEMW :04 BEHATME 2 4me/kg/ B . IR E
Vs 22T/ #a 4 BRIE : 0.04 WD =0.4mg/kg/ H TH 5
. 7 v MW TG
HEHETDHEZ 2N
7YX (NZW) ITiR6~18H 0. 0.1, 1, 10 [FE4 : 0.1 REARFEME AN & O 10mg/kg/ B
HE20PT/ B #n faIE : 10 THALNTEN, UHFICE
V% B A% 1 10mg/kg/ A
FTROLNRDo T




BIHFER
. s (R e 5 1R T
BRI " 4 = ik
BRI e - Bk 1 5B SR (mg/kg/ 1) R
(mg/kg/H)
HART K O 7~ b (SD) EWRT B~ 1200, 0.1, 03, [F#® : 1 (B |BEFEEITVTOHEIC
H A 1% o 5% | 2S5 DT/RE A 1 ). 03 (B | BWTHLED LN ST
A S N B o [i5) 723, Imgkg/ H THEFHRE~D
ROBERE Fith4ER @ 0.1 EENL LN, FiIHAER
TIX0.3H 5\ idlmg/kg/ H T
KENRTGA—F ~DEEK
O OFRBLN I BT
(6) BFTRIB A ER
BN -2 2
N D0k EN

REREMRE (ELEY M)
FAEY MR IZE RO Img 258 5 8T 3 BEOKO#E, UIe I 2 E RO 0.5mg 258 1 6T 3 0K FHREIC
LVEIELZ, B I XN Img OFIRNEGIC L 2 B1%, ZHRET 7 1 7% v —ROREBNEGET 774 7%
O RISIEER D BRI T2,
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1. BHEES
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FEiRORAF
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20 ML EDEFE
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BEMERLTA R HY
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6. R—Hi% - FhE
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RN © = o % — Y SR ERIIR 345mg

7. EfERE4EEAR
Ty ALy K7 B Smg - 10mg - 20mg : 2012 45 12 A 21 B CKE)
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s BOBIRITAGRAEA A R St Fe R A A WRFEBRAA4E A H
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Tx I ALy R
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VX I AZE YR
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V¥ I AZE YR . .

SER ~(
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MEXIEHREM,. RERVAEEHENEOEARRUTTONE

FER OVHEBM 2026 426 A 19 H

BN HEROHE
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B 7V 5mg
N 2 ]:" - N
/%70 ZE R 2189020M2020 2189020M2020 1251685020101 622516801
71 7% L 10mg
= EUITIS
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1. EENETORTRR
AHANT. REEARFBEEE 2 VAT o — LJEA R E LT, 2012 4E 12 A 21 BICKRECTRYIOAREZ TG L, KN
(EU MNP 28 » [H) TH 2013 47 A 31 AITEAEEZIS LT,

BE, BRASOBEISIZOWTIEKE, BINOIEZNCH F 2%, A7 40 OFE X ITHUE CEAR I TS (2026 4F 2 A8
1£),

[%hhe 350 5]

REBEARE MG = L AT 0 —)VIiLE

| QEEREYAONER

<CH¥HYRREY FAhTEI Sng, AT/l 10mg, EhH Tt 20mg>

18mULtDESE

WE 18 L EOBFITIE, 1 H 1 EYEEZ 2R EHIT T, e IZERELT Smg ORAKZRENSRET 5, A%
PEICRIED 722 <, xJJST%T+ PRGEIIE 2 AU EOMRE HIT T 10mg IZHET 5, S OITHENLERGEITT. 4
WL OfR)R T RAAME 2 MRS L7203 & BFE R 20mg, 40mg [R5 Z L TE 5,

< BFIHE >

2B L 18 BMRFBNOESE

W, 2P R I8 AR OBFITIL, 1 H 1 RIS EHZ2ERUESHITT, mIFERELTTFRO LBV EERITL LT
HAEZENES T2, BEMECHEEN R, DRATSREEICE, TROLEBY 48 (2 mLl Ll 11 AR ORI

S IHM) LA LOMIEEZ & TBRISHICHERET 5 Z L TE %,

H&E (mg)
i B 5-BRAA
1~4 8 5~8 9~12 13~16 17 38 LR R
25U E 11 g 2 2 5 10 20 20
11 5 LA E 16 B 2 5 10 20 40 40
16 #E LA 1 18 Bk 5 10 20 40 40 40

A OAGENEIC DN TR, FEORFORMLEZHRT D 2 &, ERNOKBABROHI TARZHEHT 22 &,




FEEIZR T D AR (2026 4= 3 A HAE)

K2 K
Hongd JUXTAPID
Al 7 LA
[k 1 7 iz e S48 RE LT omg, Smg, 10mg, 20mg, 30mg &4 5.
KA B 2012412 A 21 A
AHE - SR AEHEAREIEER = L AT B — VIUE

JUXTAPID %, 2 WLl EOFRTESEREEMES 2 L A7 0 —/LfE (HoFH) #B&EICBW
T, KEEVR., EHRESIOEEKTHEEORHICEY, BBV RXEA2 LV AT
72—/ (LDL-C) % &&5,

Ak - H&E JUXTAPID # 5-BRt&HET :
c FT7 U AT IF—F (ALT, AST), 7V H VKA TZ7 7y X—E, RV LEVZHIETD
L,

RS D ATREME D B D M B | RO R E AT TS &,

- JEE D DT RV R =D 20% A0 F I TEHBIE 30g RiOWThundbianieind
KR & Bth T 5 2 &

JUXTAPID OH#ESERIAA A &1, 2~15 o BHE TIX 1 H 1[0 2mg, 16 UL EOBFTIE1H
18] 5mg CTh b, BEOFEMBITG U T, F ISR TWE A, o — IS, AEIE. 5
@ HoFH {REH A & v A THERR S LT\ % HAE LDL-C fi, 720 NCKZEMB I OREM %
LR L GERT 2, NEBESROFEMESICE LIZEEITIE, B LVEERX S OHESE
EAEET S, WETHENC. P URT IFT—EERRET D, CYPIA4ARREAAZGIHT S
B, EWREREEEE . RO BGATICITSEREEZ AT 2 BFE IS L X, HEEZEE T
5L, JUXTAPID ¢ 59, b T A7 2 —BEMNPEEM LR (ULN) @ 3% Eiz E5
L2 BFICiE, AEORESUIRERLETH S,

#1: RO DO L VA

2 mg 5 mg 10 mg 20 mg 40 mg 60 mg
2-105%% 0-83A 9-12i 13-1638 17 | HESEe L | HESEZe L
11-15%% 0-43f 5-83 9-123# 13-1638 17U | HE4E72 L
16-175% HEREZ2 L | 0-40 5-83H 9-1238 13D | HELEZR L
185% LA E HESEZ2 L | 0-23 3-63 7-1038 11-143 1538 LA
VIRKHESER B, i HoFH IRIE T A 4 A THEIR ST\ 5 AfZE LDL-C fH, 7256 NZZAeMEl &
OEFM A ZE L CRINT 5,

/T O JUXTAPID OAEHBEFICERT DI MEREBRZ AR TV A7 2 D S 57
W2, JUXTAPID #5853 1 AIZ, ©% I E (2-8 513 200 EFsHAL (U). 9 UL ki
4001U), 200mg D U J —/Liig, 210mg Do« U / L8 (ALA), 110mg DT A a4~ Zx
Vi (EPA), 80mg ® Ka¥~x¥ =@k (DHA) % &k BmMa 28T 5,

e b

1 HIEYENS 2REMEL EZIZ, 2y 7 1HROKE & HIZE&YZ: LT JUXTAPID % Ik 9
D, RFELEBICRAT I L, HBOREHO Y A7 RNEELBENNH S, JUXTAPID
HTENFIEOEERHAT S, W7 E2Z0EEMATE VWG E, I v ERE
L. RECIHDOT v TN —AFET~ v T2 LA T HTIRY T TR %,
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W 5E44 Lojuxta

HITE A 7 Al

R 1 A7 'AHice I ZE RE LT Smg, 10mg, 20mg, 30mg, 40mg X% 60mg % &HT 5,
FAEH A 201347 H 31 |

Lojuxta [ZMKARAFEZ X LD LT HRER TEOMBIZE L LT, KLEY FEH (LDL) 7
T2 LY REEOHHOFELZR DT, MADOREEAERFE RSS2 L AT 0 — LIjE
(HoFH) B IZHWS,

MiE - &

Lojuxta OHELEEAAAAEIL 1 B 118 Smg TH 5, BENS 2 @M%, FREMHO M,/ 2
KISV THER 10mg ETHEL, ZO%KETH 4 BMOMEEZRT. 1| AE%
20mg, 40mg, & HITHRAHMESEHED 60mg F THET 5,
HARERAICHETHZ T, BHBOREAKROYT I/ VT U A7 =25 —8 LR OFBLRE
K OVEIEE 2 H/NRICT 5 2 &,

BYL L HIT Lojuxta ZARM T % & Lojuxta DBRFEEAHINT L5 fREMEDR H 5, HILORSF
DOIEMIEHEZEIC L > TTEBOAREICERENH LB EZNNH 5729, Lojuxta L5 BH
5 2 WL, B DO ZEERFC IR 35 2 &

Lojuxta &5 CBE S 2 BIFORNEH OB K OCHEIEE L, BEHEICE > TP T 5,
Lojuxta 5 OBERTIFNEE 2> D DT F /L= 20% K51 Th 5 BEFL BHITYTF L, &Y
HHZORFEMGET DL, BREIV LB VI EZTDZENEE LYY,
BETITVL—TIN—Y P a—ARORT L a—LEEBR LW &,

T bR AZTF O E &5 TWT Lojuxta ZEMEFFHIER G HOBEITIT, LTOWS
NrEITH Z &,

- EK ORI A 12 KR BT 5,

- Lojuxta D G-&A RS D, Smg B E5HOBFHITL Smg kT2 Z &,

%Dt . LDL-C OG0 2t/ ARG U T, MERWE R+ 5 2 LN TE 5,
T RN ZEF U IE%IE, LDL-C O G & Zat /B U T Lojuxta 2 #3425 2
L

Lojuxta ZEMEFFAEFE G HOBED, OFH CYP3A4 HEAZ S I TWDHIEE.
Lojuxta &35\ CYP3A4 [HEHI O G113 12 B X247 9, Lojuxta & 1 DL EDFHuv
CYP3A4 BHEAI L T 2561, SHICEET S Z &, LDL-C ORIGITH: U T Lojuxta fit
KABOHIREZ BT 22 &,

EER R COMENRHROWIK FE O ¥ 2> E ORER FOBRICESE, BEX
Lojuxta % 58S, 1 H%47= 9 400 EREHEA JU) O % 2 E, £200mgD Y /) —/LEE,
110mg O=A P~ Z g (EPA), 210mg Do YV / L g (ALA), 80mg @ R~
¥H ik (DHA) 23Tk BRT 52 L,
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PN/ ShpEt
(202642 25H)

Pregnancy

Pregnancy Exposure

There is a registry that monitors pregnancy outcomes in women exposed to JUXTAPID during
pregnancy. For additional information visit www.JUXTAPID.com or call the Lomitapide Observational
Worldwide Exposure Registry (LOWER) at 1-877-902-4099. Healthcare professionals are encouraged
to call the LOWER at 1-877-902-4099 to enroll patients who become pregnant during JUXTAPID
treatment.

Risk Summary

Based on findings from animal studies, JUXTAPID use is contraindicated in pregnancy since it may
cause fetal harm. Available human data are insufficient to draw conclusions about any drug-associated
risks for major birth defects, miscarriage, or adverse maternal or fetal outcomes. However, in animal
reproduction studies, lomitapide was teratogenic in rats at clinically relevant exposures and in ferrets at
exposures estimated to be less than human therapeutic exposure at 60 mg when administered during
organogenesis, based on AUC comparisons. Embryo-fetal lethality was observed in rabbits at 6-times
the maximum recommended human dose (MRHD) of 60 mg based on body surface area. If pregnancy
is detected, discontinue JUXTAPID.

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 risks of major birth defects and
miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data

Animal Data

Oral gavage doses of 0.04, 0.4, or 4 mg/kg/day lomitapide given to pregnant rats from gestation day 6
through organogenesis were associated with fetal malformations at >2-times human exposure at the
MRHD (60 mg) based on plasma AUC comparisons. Fetal malformations included umbilical hernia,
gastroschisis, imperforate anus, alterations in heart shape and size, limb malrotations, skeletal
malformations of the tail, and delayed ossification of cranial, vertebral and pelvic bones.

Oral gavage doses of 1.6, 4, 10, or 25 mg/kg/day lomitapide given to pregnant ferrets from gestation
day 12 through organogenesis were associated with both maternal toxicity and fetal malformations at
exposures that ranged from less than the human exposure at the MRHD to 5-times the human exposure
at the MRHD. Fetal malformations included umbilical hernia, medially rotated or short limbs, absent or
fused digits on paws, cleft palate, open eye lids, lowset ears, and kinked tail.

Oral gavage doses of 0.1, 1, or 10 mg/kg/day lomitapide given to pregnant rabbits from gestation day 6
through organogenesis were not associated with adverse effects at systemic exposures up to 3-times the
MRHD of 60 mg based on body surface area comparison. Treatment at doses of >20 mg/kg/day, >6-
times the MRHD, resulted in embryo-fetal lethality.

Pregnant female rats given oral gavage doses of 0.1, 0.3, or 1 mg/kg/day lomitapide from gestation day
7 through termination of nursing on lactation day 20 were associated with malformations at systemic
exposures equivalent to human exposure at the MRHD of 60 mg based on AUC. Increased pup mortality
occurred at 4-times the MRHD.

Lactation

Risk Summary

There are no data on the presence of lomitapide in human or animal milk, effects on the breastfed infant
or on milk production. Because of the potential for serious adverse reactions, including hepatotoxicity,
advise patients that breastfeeding is not recommended during treatment with JUXTAPID.

Females and Males of Reproductive Potential

Pregnancy Testing

Females of reproductive potential should have a negative pregnancy test before starting JUXTAPID.
Contraception

Based on animal studies, JUXTAPID may cause fetal harm when administered to pregnant women.
Advise females of reproductive potential to use effective contraception during treatment with
JUXTAPID and for two weeks after the final dose.

The use of JUXTAPID may result in reduced efficacy of oral contraceptives if vomiting or diarrhea
occurs. Advise patients using oral contraceptives and who experience vomiting or diarrhea to use an
effective alternative contraceptive method until 7 days after resolution of symptoms.
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KIERA S0 Pediatric Use
(20264F2H25H) The safety and effectiveness of JUXTAPID as an adjunct to other LDL-C lowering therapies for the

treatment of HoFH have been established in pediatric patients aged 2 years and older. Use of
JUXTAPID for this indication is supported by evidence from an open-label trial in adults; an open-
label trial of 43 pediatric patients with HoFH aged 5 to 17 years old; and additional pharmacokinetic
modeling and simulation data for pediatric patients aged 2 years and older. Adverse reactions reported
in pediatric patients aged 5 to 17 years were similar to those reported in adults. The safety and
effectiveness of JUXTAPID have not been established in pediatric patients younger than 2 years old.

RN S Puaediatric population
(2025%F5H 14H) The safety and efficacy of lomitapide in children <18 years have not been established and the use of
this medicinal product in children is therefore not recommended. No data are available.
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