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Ty ZHE YRS BATRBOREE FAR (7710 268 E) £ TV BHOFH

BE(1IBWMEULDERE) ICHVWTEBMESTHETN—ZR51H5LDL-CEREIC
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112
(3) BIBRTHAEMREZ X L. ATHEER (EVIEY LR XISPT-INRER)
EROIHEE MBI AT IS —EEFEEELROSEEBALE
B XF4ERBREERBL TOEEE LRDIMEETESEVISEICIA
K935,
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EETBE
AEEMELRDOSE (1) EZPEL BOFEERE (TILHVRRT72-E BEVILES
> PT-INRZEDEITE) 172,

(2) MENZ>RT7IF—EEFBEBLERDOIF/ETELZ S BRED
BREERT2. BRET35ER BEHPIEROAELVHEVAE TR
S5%MIA T HEEBICHTREEREZSVERICER TSI,

7.2 MiENTL AT IF—CEED LR FHEEEREE ORAER (B/D. B, [E7E. &, BE. R,
1 TIWIHRERE) 2556 BUIFEEE LRRO2EL EDOEVIVE  SEX S EENE
H&EEEFIZEICIE. KB DHEEHRIETEIE, [1..8.1.11.1.1 BE]

7.3 BBEEORREINAZ/1-OICIRARFI (YREZ2FEL EOEREH T TIRA) 2 E8FT 255D
IREBTEE BRRBRICSVTERERICRALZEZICBBEZTORRE EIP S L2 ERD
BHSNTLS,[8.5.11.1.2.16.2.2 ]

*%7.4 BEOEEERENDHZEE T 2L E11REKEIZ10meg. 11 EIZ1B20mg%#8 T
BELENZE,[9.3.2.11.1.1.16.6.1 2]

*%75 BHREBEEEE CREBERROERYPGAHENHKELZERL. KB A2EE T, 2L
E11EERRIE10mg, 11 EIZ1 B20mg%i#BA THRE LAV E, [9.2.16.6.2 ]

*%7.6 2mgRF| LD EEDHFDEMFZWEFMIIRINTOEV 8, 2mgRENIEOIZERELT
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B REREZ L THRERNICTO RS FRICSVWTHERSHE,»S1 ERIE EERTHLIIA1E
DWThDPBOERERICAITREERE (D BEDASTEALT) aEHRT 22, 2FBRIEIF D <L
H3HAICT AP DEERICIILTREEERTIE RS RICTEEREBTEDEE N BDS
N5 EICIEZORERVEKRERICISCTOREN IR SR IEEBFLENEEEDIE, [1..
71.7.2.84.11.1.1 8]

REEE(CEDBIT B O ROS N, BEEEIF R RORMILICEI BTN HBZED
5 RS RIITEHNICBE ERELMRIRESEETOIE, [11.1.1 B8]

BB > TRTRERAN IEINL . T EERE T2 B R NIIB(LIE DB TNN 5B/ BUBEEZS
LHIEBT B,

FHEREREF 2L U BTN DHBMOERI AR EHATIHEICIFEE STV, AR EE
LWSBEICERTHIENEELL, [1..7.1.8.1 /]
AEIRESICLEBBEECRRT 2720, AFIRAFIMEEHE BBEEOHOU—-DERS
AY—D20%K ) BN T 2L5188T22E, [7.3.11.1.2 SH]
REREICE->TNBICH B IEBAMERERORINNE T T2 Th D $H7-80. AEIRAS L.
BEICMATERIVEY/—IVER o) /LB (ALA) . TA Y RHTUER (EPA) RURIHA
Y I (DHA) #BREBIMT L5158 T 528, [9.1.1 B
AEREICEVERIDKORNAPETL HOARIB T 26 Thh $5710. AEIRSEFICIZ.E
HABICPT-INREBIEL. HIMDFEBRISEETE2E,[9.1.2.10.2 2]

9. HENEREZAIIBREICHTIERE

9.1

BHE-BEEZFDH28E

9.1.1 MRAREZ/LLPTVEMDEIRKBEHIIEE

EAMRBERRZDIAINEEDHTNN H5, [8.6 ZH]

9.1.2 HIEM RV ZDERDHZEE

9.2

9.3

HMOBRMENFERTI2ETh P H3,[8.7.10.2 8]
BReEERE

AEIOMFREN LR TN 1 $H3, [7.5.16.6.2 SHE]
FFiReEERE

9.3.1 hEERIEEDHEEREEDHZEZERVIERIN A7 IF—EEEIFHEL TV

3EE
BELEWZE T EEEEAEEIE IS IND HD, T AFOMFEEFE L LR T5H
Zh'Hhb,[2.2.16.6.1 BHE]

9.3.2 BEDHEEREENHEE

T REE E A BB TN H D, /- AFOMFEEN LR T25Th P H 5, [7.4.
16.6.1 &8]




9.4 4AJEREEFTIEE
REIDHRESIFEL TS EIRT D EEMDH I LMEICIHL T TICOWTERBAR VIR EL . &
Bl 5 FtaRT RO S HE S IEE R SEIRRE LTV EIRL TOBW S EEFERRT 528,
[2.1.9.5 8]
« FEIRPICAFIZRALAZE ICIRIZICHEBERIET S I HBI L,
o BHTEBMTOBEER DL, BH. AFIZIRASICIEL L TRIAREL/IGE (SR OE
FEELPSDFRIVELRND RELIEDIHTNAD HEIE,
s HIRL B A BLIEEVD H DGR ICIEEBICEMIOER T2 L,
9.5 1@
TR X ASEIRL TV B RTREM D H DL EICIIHRE LBV & BIMEER (Tub, 7L b)) THES
otk (BBEAIL=T RIS, MBS, 818 EE ) HEBHOINTHN. ZDEXDTIYNDBREE
(iﬁunr_ﬁ?SEzE(AUCo_zﬁﬁﬁ)tIFJ#LJ—F TH-1="?,[2.1.9.4 BE]

9.6 ®iliw
ARLOBZEERVBARENERMEZEREL. RADMIK TP ILERETTEE, BELH
NDEATIIAREATH S,

9.7 IRF

*%9.7.1 RHAERER FER ILE . SMARBOL REXF RELFRRAERITERRL T,
9.7.2 $hEFINERWRIEBMHRABRICE VT R FEL (T E 2 BEXPER O OEL) K UE
ENEEEIR T (BREHET) P RBHSNTBY,
9.8 mEE
— RIS EIBEEENETLTLBZEN B0,

10. HEAEA

AENS, EICHHEHEBRCYPIATHREHAI SN S, A&F|IZCYP3A. CYP2CO. P-#E%>/X7& (in vitro)
RRE(EREE T3, [16.4.16.7.1.16.7.2 &HE]
*10.1 SEAZR (BFALAEVE)

EH 2% ERARAEIR - BB HE #®rF - ERET

EHUVCYP3ABEEH| ABEOMFPBEENZEILKLERT | ShHDEFINPCYPIAZEET
IZYZARAI 2 (TF)2R) B3EZNDH5, BEIEY)  ARFDRBHPTHE
12 TFEN(T)FIINY) N3,
AhZ3FJ—=IL(AR)J =)L)
FIVT1FEI(EZETH)
YXFEN (1P ET—F)
FITLEI (FFE YY)
RYFJ = (TLTTR)
UNFELEFREI(/—ET. AL
Fo.T1xTvTX)

JES a2y hEF A (X2UEIL

K)

w)FZT(CHT1T)
[2.3.16.7.2 ]
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X% BRERIEIR - HBEH ¥ - BRET
thiZ2EDCYP3AREH AFIOMAEENFZE L LERT | ZThEDEFINCYPISAREET
TTLEZUN (A AR) 3BT D H5, BZElCEl) AFORBHI RS
TEYFEI (L1T20Y) 3h3,

o7a7axyy s (S 7ax)
JIJF =T (¥—al))
JIFTEL (NI yH—)
IO > (TUzAT )
ZIaFJ—IL(TTIVHY)
KATTLFEI (LTSS 7)
I3F=T (FINy7)
NFISZIV(TIFY)
AFYV—IL(FIVEESE])
(za)—-Kk&ROA. 700 —
KFE)
NIAIINL(TFoHF)
[2.3.16.7.2 8]

10.2 FRAZERE (HFRISEETSL)

E SRR ERERIER - BB B - BRETF
55\ CYP3AFEE# AEOMARBENF LRTEHZ  ThoOEHINCYPIAREET

VAVIZAVE &5 &y
BT =)V BOEEE A XD
TI)E
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hWrH3DT . AEIEHELE
T.BEOREEHEIBL LN SIE
BIIRETS2E,

B ECEN)  ABIDRHYEE
S,

CYP3AEEH|

77 T /INIVER—)L,

HILNNIEE  EXT4ZIVEE
[16.7.2 /]

AFOMARENET 2562
NP HBDT, BEDKEEHER
LanslEEICRETH2E,

INSDEZINCYPIA%RFE Y
BZECEY) REI OB D (EE
Ih3,

CYP3ADEB LA
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INRZF &
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CYP3ADEEB DM FEED £
BI235Zh D H5DT. AEE
HAT3EEICIEDEICESLT
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EFrERTEBEZNDI HBDT,
AENEHATIHEICIIDEIC
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BY32¢&,

KEIWP-1EZ NV EERET
BIEICL P-HEZINVED
EEDHHNBEESN S,

(SR g
JALAFFIE

AEIOMFRENFETI28%
W %50 KR EHBT S5
BRERESHTTRATSIE,

FEFICARAL 5 & 1S AF D
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AEIDMFEEDN ERT2H%
hPH2, KFlIZxSHETL—T
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Z&s

FL—TITIN—JICEENBEH
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P23
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HMODOBREEERSIEEEZ
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B932&,

AEFEICEN EZIZKDE
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HMDERENIERTEEZI
PH3,

2 11, Bl{EA
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BLHEHETLWBEEITIE,
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1411 BFZHFEFEOZE

(IR

DT EIVDOREFP RS THIEERDEBE ICHL THTwIVERITTIRE TI58 [T v I X2E YR
REAIR (BE-FEF) | 2SBT2LEE8 T2,

15. ZOMDFEE

15.2 FEERARRERICE DIF R

YYRERAWEFARMRRY ICHV T BRERECRZLUTOBREE (AUC ., B E) »SETHE &
VINBDEIE. BEX I ZNSDRSEEDEIMN RBOONI, -, TuhEBW P ARMERER T
It BERBREECRZNREE (AUC, B H) ICH W TH THRIEEMIIIRIE. SR BEIRER O
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(B 2EASCIRBESHEE] SUT~15HEISB/LA,

= PR RY 18

FHE ARV BN TREESN B~ MRS EE B ICEFIShE U, AGIEFICFFE
hi-gHn 7T — 2 BNALETH . —BEANDEAEBARERLIBBENEENLTOET,

1. EAS A5 (188 LD EE) 9.7

6)tAREF | AEGR-733-030E AER PR = ER GREBEEHAE R

7)Harada-Shiba M, et al. : J Atheroscler Thromb. 2017 ; 24 : 402-411

COl : &% (3 Aegerion PharmaceuticalsttDE £ Z &) EfEIN /-, & (CIZAegerion Pharmaceuticalsti»SEa R
RBRTIEEEZELOVBENEEND, KB N DEENDIB211E. Aegerion Pharmaceuticalstt D1t & T#H5,

L JEL:D
HOFHEZEEMREL THRAMEDY v 7 AZEVR R UMBDREER TEE (7 7L 22 E0) A
L2 DBEMERVR2MEFHET 2,

L Jo]

HoFH®D & A B &9 (18mE LU L)
U v s okl 9%

ZhEsXE. IEE 1R, BRF R
05k

Ty 22EyRIE1 B1EERT (Y B EZ2RFFELIEE) (2. 5mgeRisHELL T EHBREDRKAME

(SETDET. 10,20, 40, 60mg\#iiE (18 2 EkR L. 5mgh510mg T2:E[E. Zh U4 E4:8R0E) L.

26 B ICH R MEEFHEL 7z BRMEFM BB O R AHEERAMELL. 56BFTHRS L (LRLEE

FHEL 7=

B A (63EME) »oB MR (26:8H) A T2EERTELAEZERBL AL L., HERER

Bt KR EREMBRR ZBERENT 32EEL,

1 BERAERROAHON - EEAHOY—D20% K

2 EZ3IZE(4001U) .U/ —IL BB (200mg).a) /LB (ALA) (210mg) . TAaAY 2 I B (EPA)
(110mg) RURIYAFH I E (DHA) (B0mg) #&E

BRI L&

. 5 10 20 40 60 -
SAH < RAME ———>
mg| mg | mg | mg | mg

IS (FAREEE AR HFEREE (ftABRELER)
| | |

[ [ [ [ |
—6 0 2 6 10 14 26 56 (&)

6. AERUAER (i)

[P+ 28EYRATRIVEmg. BHTIL10mg. AH7+E/L20mg]
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BE IS LEOBEICIH 1B EYBH2IEEL EHITT. OIZEREL TEMgDR OB SIS T 5. DM
ICEIBEP B IRA D ARG A ICIE2BE U EORERESH T TIOMEICIEE T2, S5ICIBENVELBAICIE. 418
B EDOERE CRER M EMEL LD SEERERIIC20me. 40mgll B8 T3 EN TE S,




OFHERER

FEFMIER : 265BIFICH T BLDL-CON—ZF1hoNE LR (IR R G RRATIER)

ElREFHEIEE : ©5ERHAR (56:8) (CH1FBLDL-C K V26188 568528133 TC.apo B. TG,
non-HDL-C.VLDL-C.Lp(a) .HDL-CKUapo AIDNX—IF1 L h5NZE{LR IV

(CBEFDE GBIBDN R NILERR, -

RLMAEER : FEEROREER SEERVAREEORERE. B OICBREEEOZL. &
MRIZFWTEIEL =BFREBE DEA LR, S4FF R ODEBRIDFT R, N 241D E
BIEE &

O E

BHMEOEEFMEREL T.26:BICHFBLDL-COX—ZXF1hoDFHELRICDOVWTEEE
TIVRIERAE RSB ERWTEN L/ ZOMT X TORE/NTA—RIDWTHREED A EEH
VWV o E2. 268BICH UL T15%. 25% K U50%% 84 5LDL-COE T HEBHSN - BEE KR ULDL-C
H100mg/dLKi#E KRV 70mg/dLRimE L >/-BEHEETL AR A —(CDWTEETL 7= T2 MERT
MEARS ORI, 77 LY AERIEN T 7L ZDSEED B LB E DI DWTHERL . 2
NSO Tl LARAA—DEIEIZ3 T 5MmAI05%EREXE (C) EHEH L 7=,

YT —TEEREL T BB ICH 2T 7L B ER|DLDL-COZE{LEFEEEL 7=
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<HEBRER>
OBEEER
21 (n=9) 21 (n=9)
F 5 (%) & (kg)
] F(SD)  50.3(14.71) F#(SD)  58.4(12.88)
& A fE 46.0 G 59.2
% B\, BA 33,75 R\, BA 45, 83
& HBI N (%) BMI (kg/m?)
Bt 5(55.6) F#3(SD) 22.1(4.17)
“it 4(44.4) Rl 19.6
&/, &K 19, 31
OB ET&EE
260 BB ICH TRV RAEYNDRIEAE S0
BREET A% 5mg 10mg 20mg 40mg  (pn=9)
(n=2) (n=1) (n=5) (n=1)
3 A BI % 2 1 5 1 9
AEF 1 1 5 0 7
FRIVISZZF > 1 0 3 0 4
OZN2&F> 0 1 2 0 3
e DREEE T3 1 1 5 1 8
ItF37 0 1 5 1 7
IAOHNATICBIFIIZTIL 1 0 1 1 3
ALIFS 0 1 1 0 2
JOo7a—-Jv 0 0 1 0 1
7L ADHA
o) 1 0 4 1 6
= 1 1 0 3
BABOT7 7L ZDEE*
18RI 1 0 4 0 5
2:BRER 0 0 0 1 1

LM RER/ FASER

M R—ZTAUBICT 7LV AR R TV BE DR R



(1)LDL-COZAbE (X EFFHEIEH . R FLRV I R)
BEEBEEVICERIVERVIEHEBOEROLE MDOIEERTEELHAL T v 72y
K5~60mg/B%26 BRI %S5 /=£2A. LDL-COFHEIEN—ZXF1>D199.3mg/dLh S
117.9mg/dLICIE T U, FHE(LRIE—42 2% EN—ZAFI A RBEIETLEL,

26 A (CHITBLDL-CON—R51 U 5NELERVE{LE (LOCF)

LDL-CHIE & (mg/dL) LDL-CE{tE (mg/dL) LDL-CEILE (%) ﬁg

N—=ZXF/ > 8

n 9

T49(SD) 199.3(65.93)

chk (& 199.0 - -

BN, &K 121.0, 331.0

[95%Cl] [148.6, 250.0]
268 B

n 9 9 9

45(SD) 117.9(62.07) —81.4(37.26) —42.2(18.16)

th L fE 106.0 —83.5 —46.9

B\ BX 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]

pfE* <0.0001

pfE*2 0.0001

1 RIEEAESES R
X2 L WIEDHBRTE
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(2) LDL-CO#ZEFRYZ AL (B R FTMEIER)
BERBE2BERB CLDL-CRETL AN—X51 hr5NELERVUTILRIE. FhEh
—33.7mg/dLR VU —19.1% L7 LDL-COFHE IFEEZBICHF>TETL. 2638
(LOCR)IZHI B FHEILRIF—42.2%EN—ZAFTL A ERBRBIETLEL

- ZEMFHEIAB CIEITOLIICHZEL . 561BICH TR TFHELRIEI—87.5%EN-XF71
& ACHEANFRICETLEL
X
% BRREFICHTBLDL-CON—RF1HE5NELERVOEILE (AR VR LM FHEAR)
LDL-CHIE & LDL-CE1LE LDL-CZ{L=E
(mg/dL) (mg/dL) (%) pfE*
A4S A E
N=2F1> 9 199.3(65.93) — —
2:8 9 165.6(70.62) —33.7(19.46) —19.1(13.53)
638 9 147.8(62.62) —51.5(45.13) —26.7(18.27)
10:8 9 148.0(80.67) —51.3(42.23) —27.3(22.92)
14:8 9  140.7(101.53)  —58.6(70.60) —32.9(33.68)
1838 9 137.0(88.11) —62.3(44.75) —34.9(21.98)
22 9 121.1(62.83) —78.2(34.88) —40.8(17.20)
2618 8 102.9(45.65) —79.9(39.56) —44.0(18.56)
26 (LOCF) 9 117.9(62.07) —81.4(37.26) —42.2(18.16)  0.0001
24 T HA R
36 8 120.5(59.60) —62.3(54.7) —34.2(26.00)
468 8 127.8(85.71) —55.1(73.23) —31.7(36.72)
5638 8 115.1(56.03) —67.7(44.31) —37.5(24.21)  0.0032

FASE£H F19(SD)
¥ I WICDHIIRTE. BB L DpfE

LDL-CON—=ZRS5A4 /5N EALR (AHER VR LHEFMEAR)

(%) 0
_s5]
_10,
L —159
D —201
L s
C  _30]
IR
7c 959
1t
&= —40]
_451
_501
_607 T T T T T T T T T T
N=Z51> 2 6 10 14 18 22 6 26 36 46 56 (i)
ey ] (LOCF)
Emfg)i 94 156 217 194 161 219 194 175 18.1 18.1
n 9 9 9 9 9 9 9 8 9 8 8 8

20



<BE>S|LDL-COL AR —EHT
LDL-CICB8 T 3L AR 4 — i EL T EEFTMRF = (26:88F) R U B IE TR (5638
BF) £ CO8ELIEDOW T hh D5 fiEF = CLDL-CH*100mg/dLk#EH L <I370mg/dL
K ChHo/-BEDOEIGEFMLUEL
265BBFE TICLDL-CA*100mg/dLKiEE B 7/- B E (39566, 70mg/dLKEE L7
BE (39636 TU -, 5658 £ TICLDL-CA*100mg/dLk & i > 7= B & (395 she ).
70mg/dLKiEE B ->1-BE (398 hABITLL -,

H“s"
i

i)

() ZDDIEE /ST A4—%(TC.apo B.TG.non-HDL-C.VLDL-C.Lp(a) .HDL-CRU*
apo Al) DZEALE (B X FFEIER)
TC.apo B.TG.non-HDL-C X U'VLDL-CD26:BICH 1 2FHELRIZ. ZhZh—32.0%.
—45.1%.—41.8%. —40.3% R U —41.6%EN—ZF1 A LERBEICE T L. Lp(a) . HDL-C
KUapo AIDZELRIZZThZNh—14.0%.0.7% K —5.2% Tl 7=
563BIZ$175TC.apo B.TG.non-HDL-C.VLDL-CRULp(a) DFHEILRIE. ZhZh
—25.9%. —41.4%. —44.4%. —34.6%. —44.8% KV —27 2% ENX—ZF4 A LERBEIC
{ETFL.HDL-CKUapo AIDZELRIZZNEN5.9% KV —2.8% TL 7=,

ZDMDIEE/INFA—EDN-ZF1PENELER VXL (26:7)

BIEME (mg/dL) Z{EE (mg/dL) Z1EE (%) pfE*2
TC
F15(SD) 189.6(66.33) —89.0(41.32) —32.0(12.46) <0.0001
th sk & 189.0 —87.5 —31.3
BN 8K 120.0, 322.0 —148.5, —29.5 —48.9, —10.0
[95%Cl] 138.6, 240.5 —120.8, —57.2 —41.5, —22.4
apo B
F15(SD) 84.7(45.04) —63.7(22.18) —45.1(17.76) <0.0001
rh sk & 73.0 —68.5 —47.9
2N BK 35.0, 166.0 —96.5, —29.5 —66.2, —16.3
[95%Cl] 50.0, 119.3 —80.7, —46.6 —58.8, —31.5
TG
F139(SD) 73.9(51.26) —49.9(24.75) —41.8(12.23) <0.0001
rh sk & 57.0 —475 —455
=2/ &KX 36.0, 203.0 —98.5, —21.0 —53.7, —20.8
[95%Cl] 34.5,113.3 —68.9, —30.9 —51.2, —32.4
non-HDL-C
F19(SD) 139.7(70.94) —88.7(39.24) —40.3(16.14) <0.0001
h ok fiE 123.0 —87.0 —44.6
B\ BX 74.0, 284.0 —151.0, —24.0 —60.3, —9.7

[95%CI] 85.1,194.2 —118.9, —58.6 —52.7, —27.9

21
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AIE(E (mg/dL) ZE{EE (mg/dL) Z1EE (%) pfiE*2
VLDL-C
15 (SD) 14.8(10.40) —9.9(4.93) —41.6(12.94) <0.0001
th & 11.0 —10.0 —47.6
B/ BX 7.0, 41.0 —19.5, —4.0 —55.0, —20.0
- [95%Cl] 6.8, 22.8 —13.7, —6.1 —51.6, —31.7
A
PR Lp(a) *!
gjﬁz F15(SD) 57.1(48.49) —23.5(47.16) —14.0(22.05) 0.0923
rh (& 48.7 —9.0 —18.8
B\, BX 21.0,179.4 —145.1, 45 —44.7,22.0
[95%CI] 19.9,94.4 —59.8, 12.7 —31.0, 2.9
HDL-C
15 (SD) 49.9(11.93) —0.3(9.43) 0.7(20.60) 0.9242
Fh & 43.0 —55 —11.3
B2\ 2K 38.0, 66.0 —10.0, 14.5 —20.8, 33.3
[95%CI] 40.7, 59.1 —7.5,7.0 —15.2,16.5
apo Al
F15(SD) 127.4(20.46) —7.4(20.88) —5.2(15.50) 0.3432
Fh & 128.0 —6.5 —4.8
B/ Bk 105.0, 166.0 —30.5, 34.5 —22.3,26.2
[95%Cl] 111.7, 143.2 —23.5, 8.6 —17.1,6.7
LOCF/FAS%:H
%1 nmol/L

%2 I WMICDHIMHETE. BB EDplE

26 BRFHC BT BN—ZTIEEDFHELRISOVWTCREETIVRERAE S BIAFERV TN L I2e X\—Z 51>
PENEALRDOHETEIC I, FFHEIRRICHIFIN SR L EDEEERASPICL., TERREVEEREZIRL T 570, mfl
95%fEREXFE (CI) EHHL 7

ZDMDEE/NFXA—FIDN=ZF1 OO ELERVE(LE (568)

BIEME (mg/dl)  ZMLE(mg/dl)  ZEE(%) ofi*?
TC
49 (SD) 190.3(61.83) —67.3(50.59) —25.9(18.57) 0.0056
sk (i 176.5 —-82.0 —29.8
2/ BA 126.0, 316.0 —127.0, 20.5 —47.4,6.9
[95%Cl] 138.6, 241.9 —109.5, —25.0  —41.4, —10.4
apo B
T4 (SD) 83.0(42.15) —55.1(28.39) —41.4(21.90) 0.001 1
k& 80.0 —68.3 —46.8
B2\ 2K 39.0, 173.0 —80.5, —7.5 —62.3, —4.2
[95%Cl] 47.8,118.2 —78.9, —31.4 —59.7, —23.1
TG
F19(SD) 58.6(25.71) —46.6(19.55) —44.4(12.70) <0.0001
s (E 53.5 —43.5 —41.8
B/ BX 31.0, 111.0 —72.5, —21.0 —59.5, —23.8
[95%Cl] 37.1, 80.1 —62.9, —30.2 —55.0, —33.8

22




BIEE (mg/dL) ZE{EE (mg/dL) Z1EE (%) pfiE *2
non-HDL-C
15 (SD) 137.8(63.32) —69.3(46.10) —34.6(22.50) 0.0034
h & 130.5 —83.5 —40.3
2/ BL 73.0, 262.0 —119.0, 15.0 —58.3, 6.1
[95%Cl] 84.8, 190.7 —107.9, —30.8 —53.4, —15.8 -
=
VLDL-C EE
F#(SD) 11.6(5.07) —9.3(3.73) —44.8(12.05) <0.0001 |57
ch (& 11.0 -8.8 —42.2 &
B\ BX 6.0, 22.0 —14.5, —4.5 —60.0, —25.0
[95%CI] 7.4,15.9 —12.4, —6.2 —54.8, —34.7
Lp (a) 1
F39(SD) 57.6(55.13) —29.1(48.19) —27.2(23.50) 0.0135
th & 40.1 —17.2 —33.0
=/, &K 13.7, 179.8 —144.7, 5.3 —60.9, 9.1
[95%CI] 11.5, 103.6 —69.3, 11.2 —46.9, —7.6
HDL-C
F13(SD) 52.5(11.25) 2.1(9.53) 5.9(19.64) 0.4201
R fE 53.0 1.0 2.2
2\ BL 40.0, 75.0 —10.5, 19.0 —20.4, 33.9
[95%Cl] 43.1, 61.9 —5.9, 10.0 —10.5, 22.4
apo Al
F#(SD) 131.3(17.95) —4.1(16.69) —2.8(11.61) 0.5150
(& 124.5 —5.0 —3.8
=/, ;=K 109.0, 165.0 —29.0, 20.0 —18.2,13.8
[95%Cl] 116.2, 146.3 —18.0, 9.9 —12.5, 6.9
FASEHM
%1 > nmol/L

X2 MICDHBHUETE. BE L DpfE

56BRFICH BN T PEDFHELEICOVWTCREETIVRERE AT ERNVTEN Lo N—Z51>
PONELERDHEEICIE, FFHAIFE ICHIF S 2R Y LEDOEEEASHICL EERRABEIREZR AL § 5720, Ml
95%fEREXE (CI) EHHU 7,

(4) EeafEO Tl (B X 5HEEE [2E1E55])
HBEIN-XF1 TR 7HIEBHEN. 7THIDSI 526511356 BE TICIE X ILTHENFBHS
NEL 210013108, 228 R V46 BICH VT BB BE. 7XL AR ERVEIENERE
HEL MD1B1IE56BICHVWTHRUARANDEEED BRI BOHONELI,

(5) BRI B TET7 7L ZFEBIDLDL-COZEAL (VT T IV —T#E4)
T7I7IL Y RAEHALE66IN263E (LOCF) ICH1FBLDL-CHON—Z 51> H5DFHZE{LE
[95%1EFERX ] I1E. —39%[—57%~—21%] THV). 7 7L X&H AL - 736D
TR [95%IEFEX ] 1E—49%[—104%~5%] TL7=, FIEH LW ER V5% X ]
PELESTWAIEEEETHE LDL-CON—ZXFAUHENTEALRIZT I LY ANDHFEICELS
BEROHDEIIBHONELATU
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(6) R&MFMEIRICHTE T IIL I ANDEE
771l ReRAL-66I£6h T MM ERICEITL. 661h36] (50%) 3 7 7L ADHE
RN IEEL. 56085 CH5FBLDL-CON—ZF1 L hDDEA(LRIF—33%~—49% Th').
LDL-CHIRMEICHEIF T2 EN RIRECTL, RERHAR . BEE TEOEENIIHE A EDOWT

- NHEFIIHEFEATU
o2 <Ret>
18 EREIARRERIC B T B M BT RFIhfF (100%) (BIfERI BOSNEL, THEIE

A3, T8 (88.9%) K U AT #EREIRE B % 31 (33.3%) TU 7z, (FAEBHF)

EAFMEKBEORFARRRE—T

REMEBITXRBIE offl

BIERRIRBIZ (%) 9(100.0)
BIfEADESE BIE (%) BIfEADESE BIE (%)

BEES 9(100.0) HRERES 1(11.1)
THI 8(88.9) FLEEES 1(11.1)
B 1(11.1) EEHLVE THEBES 2(22.2)
S SRR 1(11.1) -3 1(11.1)
R 1(11.1) pize> 1(11.1)
THEERE 1(11.1) TULIX - ZOFEE 1(11.1)
ESF 1(11.1) Eit2 1(11.1)

;ﬁ;ﬁfﬁ;ﬁ 1(11.1) MAES SRS 1(11.1)
(SN 1(11.1) SR Z IS M 1(11.1)

BRRARE 3(33.3) HERRSIVEEERES 1(11.1)
TR E RS 3(33.3) AR 1(11.1)

KABLVRERS 1(11.1)

BAEIR 1(11.1)
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2. BHEIHHR (1BRULOBE, BHT—5)99

8)#tW&E#} : UP1002/AEGR-733-005/B e Rt &k GR RIS EFME L)

9)Cuchel M, et al. : Lancet. 2013 ; 381 : 40-46

COI : A ZE I3 Aegerion PharmaceuticalsttDE £ C &) ERpEIh /-, & (CIZAegerion Pharmaceuticalstt » 552 Eh
B BENEEZEL OV BEN EEND. KRN DEENDI52%(3. Aegerion Pharmaceuticalstt Dt & TH5,

®Em

HOFHEEIZ 50 T BATHROY 7 X 2E K RUMOISEE FRA (77 1L s 268 6) 5 AL 2
DB RUR ST S,

®3i%

HoFHMD B A & 291 (183711 L)

OB

2 WG R, BB B

ok

Tr 7 Z2EYRIE1 B1BHE R (Y RZ28FE LIEE) (2. SmgZRtsAE L T SHBRE DR AMEIC
E T, 10,20, 40, 60mg\ s (18 £ [ERIE. 5mghS>10mg T2:E[E. ZhU4Hi4:E8R) L. 2638
(CEXMEETHEL 2 6. SRR AR RUVBEREICEHEULHREY WSS ICIIAEE
8OMgE THMET B el BXMFHMAERNRAHAEERAMELL. 78 BT TIREL (L LtE
FFmL 7=,

EAHA(6IERE) I T 2IEEIE TEEA (7 7L X280 DHEELRELL. SHEREAE T L. (KAERS
B EREMBRS EERIEIRT 32LEL,

BRhEFTEHA e MEHEER
5 10 20 40 60
ECPN:] < RAME —————
mg| mg mg mg mg
HIEHE (R AEEA) MRS (FREEEE)
I I I I I I
—6 0 2 6 10 14 26 78 (18)

%1 lERFERROHO—AEEAO)—D20%K
%2 1 EZ3ICE(4001U) ./ —IVEE (200mg).a') /L B8 (ALA) (210mg). T/ aY~ 2T (EPA)
(110mg) RURTHAXH# I E (DHA) (80mg) 2&H

6. AZERUAE (ki)

[x 7 Z22EYR BT EIVEmg. BHTEIL10mg. BHTEIL20mg]

<18 ENDEE>

BEASKULENDEE I IB1RIER2EBBU LEHIIT. OIZERELTEMgDROKRENISRIAT 5, BRM
ICREIBEY B HIRA T BISEICIE2BREU EORREES T TIOMgICER T2, S5ICEEN LELZAICIE. 48
B EDORERTREME LR AH SEEFERIIC20mg. 40mgllE B T3 LN TED,

8. EELEKXIEE (Fr1%)

8.5 AFIBESICLIBBEZTEEIRT /-0, AEIRAFIIEEHE BIFBEKOHOU-2ERAOU-D20%%
) EEBMT3LI8E T8, [7.3.11.1.2 28]

8.6 AEFIIREICL->TNBICHIZEBBEMREZTORINSBETI25TWh P H57-0. AFIRAFIZ. BEICMAT
ERIVE U/ —IVEE a) /LB (ALA) . AU ZIUE (EPA) RUROYAXY I B (DHA) 2 EHE
MY BLIIEETH2E,[9.1.1 BH]
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OFHEER

FEFMED : 2658 BT BLDL-CON—ZF1 L h5DELR (AL ZHTIER)

BIREHEIEE : HERERI 21K (78:8) ICH173LDL-CR U268 CH(F5TC.non-HDL-C. TG,
VLDL-C. Lp(a) B U'apo BON—ZX51 L h5NDEE{LE

RLUFMIEE FESRORBREX BARREBEOEL LERFTR. MERERE. B R. &

& SR OHS HBEEE (MRI) /%S 0B H Y% (NMRS) £ BV TRIEL
% 1-RFBSRE D bR
& O EtE

FEFHMEER X ITTEFAEN REL THXNMEFFMEAR O T iF = (263808F) (CLDL-CON—XF1 >
PONDFHEALRIZDVTHISDHAHETEE VTR U2 ZOMT RN TOIEE/NTA—ZIZDNT
bEED A FEEA 26 BRI I 5 RAI T -2 LOCFEE WA I FHMEARI FICE5h
T ERACEIREIC LU

YT IIN—TEFEL T B AR IC BB T TIL Y A EFDIEBE/NTA—2DELES
BEOEHOATEECIERLHESETIIEAVWTRIENERRBANICLEEEETEEEL,

<HABERER>
OEEE=R
21k (n=29) 214 (n=29)
Fih (%) A2 (kg)
13 (SD) 30.7(10.64) T45(SD) 73.5(18.10)
ch 30.0 RRIE 66.3
2/ BX 18.0, 55.0 =/, &K 52.0, 138.8
A n(%) BMI (kg/m?)
Bk 16(55.2) 19 (SD) 25.8(5.43)
74 13(44.8) R fE 24 .4
BN, &K 19.3, 41.3
AFE.n(%)
BA 25(86.2)
TIT A 2(6.9)
TIUARTAH AN 1(3.4)
Z D1t 1(3.4)

ITTEH
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OHAL-BBEET®RE
. . 21k (n=29)
BEETEE 515 (%)

HMGCoAE T RHEEZ 27(93.1)

OXINZZF> 13(44.8)

TRIVINZZF > 9(31.0) —

SUINZRRF 5(17.2) Hg
ItEFIT 22(75.9) %
—aFL B 3(10.3) L]
R ERH S5, AL NS LGRS * 1(3.4)
71 /74T 57—k 1(3.4)
77z A0 A 18(62.1)

LDL77zL> X 10(55.6)

MAET R E 6(33.3)

;| 2(11.1)

ITTER

ML ARFRRRERE

(1) LDL-COZALER (X RFFMEE . REERIFEITHER)
BEBERVREFMNEMOBROT MOBERTRELHAL TS+ REZEYRE~
60mg/B%263BRE#% 5L =25, LDL-CIEN—254 > ND336.4mg/dLH>189.6mg/dLIC{E

TU.FEHEEZEIF—401 %EN—ZFTA A HERNEEIER TLEL

26885 H|TBLDL-CON—Z51 D S5NELEBRUVELEE (LOCF)

LDL-CHIE & LDL-CZE1t=E LDL-CZE 1k
(mg/dL) (mg/dL) (%)
N=ZF(>
n 29
F45(SD) 336.4(113.54) o o
R E 356.5
=\, &K 152.0, 564.0
[95%Cl] [293.3, 379.6]
2688
n 29 29 29
F15(SD) 189.6(104.24) —146.9(127.11) —40.1(31.25)
RofE 169.0 —107.0 —49.5
=N, mK 28.0, 442.0 —350.5, 49.0 —92.6, 20.4
[95%Cl] [149.9, 229.2] [—195.2, —98.5] [—51.9, —28.2]
pfE* <0.001
ITTEM

¥ W IEDHBMRE

27




.y, W

(2) LDL-CO#ZEFRZAL (BRI R FFEHE)
FASERICHLTLDL-ClE X=X F1>N351.9mg/dL»526388FD167.5mg/dLE TETL.
FHHZE(L8IE—184.5mg/dLTL o LDL-CON—Z 51 h DTG ZE{LRIZ—50.2% THhh),
ARLETHRBOSNELLE(p<0.001). HATHEEETHEREAZ —HEE TSN AT

- H-7-26BH578BETHR LS M FMEIRIIC SV T LDL-Clh ML EL 1 FASE
& H D568 V78BS 1 BLDL-CON—ZT1hSDTHE(LEIL FhFN—44.0% K
% U'—38.4%THY) . BBELETHEAD>NEL (p<0.001),
b

EXBEIFICHTBLOL-CON—ZF1 U S5OELERVE(LE (AR VR LEFEAR)

LDL-CEIFE{E LDL-CZ{LE LDL-CZ1tsE ”
ER

(mg/dL) (mg/dL) pfE* (%)

B %14 540 HE

NASTe 28 R B - - -
a o E e o o
w o B T8 om o oo
a n B om B com
B 28 (Tl rey 001 0l <000
B8 21 (Ohl (o <0001 lon <000
o D5 om 85 om
- e S om0 am
2= 2 514 HA

N
468 28 (ol (1rae <0001 oSS <000
o m 25 S om 2 om
w22 om0 o

FASEM F191&E(SD)
¥ I WICDHIMHEE. ZE EDplE
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LDL-CON=RS5M4 5D EALE (AR VR LM FMER)

A 1% ¥ M H % 2 1% 7F i #7

(%) 0O ‘\ T T T T T T T \ \
—-10
—9.(\\
—15.0 A
—20 B
&
\ ‘—a
—30 266\

40 —384
—40.8
—43.7 —49.0 —429 —440

—50 &
\/ —50.2

HSo-ror

—554
—60
=70 T T T T T T T T T T \
N—-Z5/4>2 6 10 14 18 22 26 36 46 56 78 (B)
Tri’f(lrﬁ%g’ffi 050 10.0 18.0 32.8 40.2 42.8 44.6 38.9 40.9 40.2 40.2
n 2322 23 23 23 21 23 23 23 23 23 23

<BEZ>LDL-COL AR5 — iR
LDL-CICET 3L AR A —EMTEL T E B 5Tl = (26:88F) R UGB T 5 (78:1BRF) £ C
D8BLIED VT WA DR £ TLDL-CH 100mg/dLEK#EHLLIE70mg/dLAR B TH 7= 8
HEDEEEFHMAELEL /=

FE @R R UHERE T ETOLDL-CL AR 4 —DEIE
w5 B I HEER (n=29)

n(%)
LRARE—D3EE 26 EIFET 78BEEET
100mg/dLRimE B>/ BE 15(51.7) 16(55.2)
70mg/dLRilE BB EF 8(27.6) 9(31.0)
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(3)ZDMDIEE /INT XA—2NDZEALER (Bl X EFMEIER)
263805 (LOCF) IZ$135TC.apo B. TG.non-HDL-CRU'VLDL-ClE . N—ZXFA1 I HNEE
IR TFLEL(p=0.012~<0.001) . Lp(a@) DARN—ZXSA L hoNELIIEELZELIZH)ELA

TL7~=
& ZDMDEEE/INFTA—=ZDRN=ZS14 U/ DPO5NEAERVEILE (26:3)
7 .
?ﬁ AEfE (mg/dL) ZEAEE (mg/dL) ZL=E (%) piE *2
=]
TC
F13(SD) 258.1(117.62) —171.7(146.36) —36.4(28.2) <0.001
R fE 229.0 —130.5 —40.0
=/, =K 88.0, 511.0 —398.5, 47.5 —81.4,14.8
[95%CI] 213.3, 302.8 —227.3, —116.0 —47.1, —25.7
apo B
¥15(SD) 148.1(73.99) —111.3(96.82) —39.4(30.01) <0.001
th o {E 131.0 —82.0 —46.2
2N\ BX 27.0, 305.0 —277.0, 38.0 —90.4, 19.0
[95%CI] 119.9, 176.2 —148.1, —74.5 —50.8, —28.0
TG
¥15(SD) 63.7 (45.45) —39.5(53.02) —29.0(55.72) 0.009
rh i 57.0 —45.0 —44.6
8N 8K 10.0, 220.0 —115.5, 93.0 —87.4, 168.8
[95%Cl] 46.4, 81.0 —59.6, —19.3 —50.2, —7.8
non-HDL-C
¥15(SD) 217.1(112.68) —168.7(141.39) —40.0(29.66) <0.001
th (i 195.0 —126.0 —47.7
2N 8K 44.0, 474.0 —387.0, 45.0 —89.7, 15.7
[95%CI] 174.2, 260.0 —2225, —1149 —51.3, —28.8
VLDL-C
¥15(SD) 12.7(9.14) —7.9(10.6) —28.6(57.45) 0.012
rhh(E 11.0 —9.0 —45.1
8N 8K 2.0, 44.0 —23.0, 185 —87.5, 183.3
[95%CI] 9.2,16.2 —11.9, —3.9 —50.5, —6.8
Lp (a) %1
F13(SD) 62.0(41.37) —15.9(36.13) —11.0(34.04) 0.094
rh e i 60.7 —8.8 —13.4
2/ 8K 9.2, 199.9 —138.1, 42.9 —62.9, 88.1
[95%CI] 46.2, 77.7 —29.7, —2.2 —23.9,2.0
LOCF/ITTEHE
%1 > nmol/L

X2 WICDHBERE. BE EDplE
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(4) B FHELAREICH T2 7 7L AB BRI DIEE /N T A—2DEAL (YT T IV —T &)
ERBINTIP  HVERAEERTHY) . BRAEBRBREDVRONTWBZEPSBITLET,
2685 ZH5(TBLDL-CEEGIEE /N TA—ZDN—Z T hSDEALRICHIID. T IILY X%
HALEBEEHALED BB TEDN HIDERETT /0. FEEDEHDRTEETHEEL
TEREETNVERAVWIREATEEFAICESIEZRBNEERLEL /2 REFT DFER. 26805 -
ICBIBIBEINTA—BZDN=IFZLPoDEALRIC. 7 7L REHALEEEEHALED S -
FEETHEBLEERBOONELATL,

i ST B

F7IL R HALEBEEHALLED - -BEN26:B ICETIEERVUFRLZVNIED
N=ZS51h5NELEE (26i)

Z1LE (%) &/=FF#H1E(SD)

#EZE (SD)
BB /NS A—4 FI7ILI X% T7I7ILI X% (77Tl R pfE*

AL >/-BE BFRALLEE &Y vs L)

(n=11) (n=18)

LDL-C —55.09(8.94) —47.99(7.51) 7.10(11.70)  0.5448
TC —49.81(8.15) —43.81(6.86) 6.00(10.68)  0.5753
apo B —53.20(8.22) —47.88(6.92) 5.31(10.83)  0.6246
non-HDL-C —54.16(8.89) —48.25(7.47) 5.90(11.65) 0.6132
TG —41.24(10.63) —45.20(9.03) —3.96(13.97) 0.7772
VLDL-C —41.32(10.67) —45.21(9.06) —3.89(14.03) 0.7820
HDL-C —12.40(5.34) —10.25(4.59) 2.16(7.04) 0.7598
TC/HDL-C —43.15(7.88) —37.09(6.64) 6.07(10.35)  0.5587
apo Al —9.23(4.54) —11.31(3.91) —2.07(5.99) 0.7302
La(a) —23.13(9.99) —12.80(8.56) 10.33(13.24) 0.4364

¥ RAEFNERVAEREAECS BB REIREICLS BB LOPIE

(5) REMFHEIREICHFRT 7L ADEE RV £ /-5 ik
M MECRRITULAEEZEDIE T IIL Y X HELEEZ X136 THY . Z2DHE64
(46%) 1ET7 7L X &L IE (3f]) X heTRIREIE R (361 LEL /=

REUFMPRICHEIBZT 7L ADERER

TI7IL I R GtALE-BELR 13
SE&ICHhIEUEBRER (%) 3(23%)
HAITERERU/-BER (%) 3(23%)
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(6) FF 1 aet% 2 & O BT A B5 514
ALTRUASTDOFEIE X—XF1 2152618 (LOCF) U788 (LOCF) (Ch T THEAIL %
L7z MBEVIVE> D263 (LOCF) R U788 (LOCF) R IC B BN—ZF1 > ho5DFHELE
I$ZhZN0.0RV°0.1mg/dLTHY), 7ILHKRZX T 72—+ DFI{EI:2638 (LOCF) R U788

- (LOCF)ETtZhZFh—6.6 RU'—15.8U/LIETLEL, FFEERFER D265 (LOCF) R U'78:A
& (LOCF) B IBIBRN—ZF1LDODELEIFTZTNTNT7.3% KR 1V6.9% Tl MRIC LB ATHE
g R R B IENMRS DI B E —H UL 7=,
1
S.EEREXRNIE ()

8.1 HHEEEREZ L FIREIICITV HRERICHVWTHERERAPS1 ERIE EEFOLIIAIROVThr R B
HICATHBERE (DA EHASTEALT) EE T 32 &, 2F BRI D £<EH3»BIC1 MDA DB ERICIZL TR
BEERTIIE BERICTERBEEOEEIBOSNEEICEZORERVERERICISLTUREXIE
BERIEE#EYENEEEDCE, [1..7.1.7.2.8.4.11.1.1 8]

8.2 AFIESICLWIFIERFDIEMY BHSN. BT K OIRMALICED BTN D HBIErD 5 FRITTER
FICBEERECMRIRESFEITICE [11.1.1 2]

8.3 BUBICL->THTERA IEINL . FHEREREE 2 F RN IIB(LIE 2B TN H B0 BUBEEIE A L5IBETH2E,

8.4 MHEEEEZELI2BThOHZMOEREAEEHATIHEICIFERICTV. FFEEETESVERICERT
BIENEELL, [1..7.1.8.1 2]
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BHBMBRRICEN T T2 MBI R2901+H256](86.2%) ICRIFFANBOSNEL 2o LA,
THI23651(79.3%) . Brx 1861 (62.1%) . B9 (31.0%) . ;HIL R R8I (27.6%) . BR#FE 711 (24.1%) . kR
BRI R O BE BB R i h B 615 (20.7%) TU 7o (FKEBAF)

BABMAKBROBEARRKE -8

RV R 294
BIERRBBIS (%) 255 (86.2) ﬁé
BEMERADEE B (%) BEMERDER B (%)

BIEREE 25(86.2) BRAESSUOFERE 2(6.9)
TH 23(79.3) BBA 2(6.9)
B 18(62.1) RRIEE 11(37.9)
Mgt 9(31.0) ALT (GPT) #h0 5(17.2)
HIEAR 8(27.6) HERD 5(17.2)
fEfE 7(24.1) AST(GOT) &0 2(6.9)
FE BB AR 2% 6(20.7) MeALPEEAN 1(3.4)
B BB vk 6(20.7) A L 1(3.4)
LREER R 5(17.2) INRZ & 1(3.4)
&85 5(17.2) FILZATIF—tEER 1(3.4)
fEE 7k 3(10.3) R#FBLVRERES 2(6.9)
fEEYE 2(6.9) B IR 2(6.9)
BR 2(6.9) HREREE 3(10.3)
BERERE 2(6.9) IE 1(3.4)
BREVRMEESE 2(6.9) FEIMEDHFN 1(3.4)
BEEL &Y 2(6.9) FEERE 1(3.4)
B IR 2(6.9) EEHIUE THEBES 2(6.9)
R T 1(3.4) BER H 0 1(3.4)
B 1(3.4) E® 1(3.4)
B 1(3.4) FIBIME R 5 1(3.4)

£ EEESITRSRHAERE 1(3.4)
EF 1(3.4)

FFREE REEE 2(6.9)
R Bh AT 2(6.9)
FFEEX 1(3.4)
i =43 1(3.4)
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34

3. HHE IR 5 DBITEREHRE L F-
E NS 558 (18 L DBRE 557 —4) 0.1

10)#AEF : AEGR-733-012/85 G R 3458 R R E 4

11)Blom DJ, et al. : Circulation. 2017 ; 136 : 332-335

COl : AR5z I$Aegerion Pharmaceuticalstt D& £ (&) E S h 7z, F& (CIdAegerion Pharmaceuticalstt 'S 72BN
£ EEN HEFETRLVEEY EEND, Nim N DEENIH24 3, Aegerion Pharmaceuticalstt D1t & T 5,

OE®

HOFHEEICSW T . RAMEN Y vIXZEYR RO IBEETEE (7 7L X250 e R

HRABRS LI LX2OBFMERVELEETTMT S,

L Fopd

HoFH&ERS TS hiB 4L SEAR R BR %52 T L7196

OHBRT 1>

ey kFE. BEE IFE1HER

05 &

BHEMBRRT T . v X2E YRRl TRAMEZ1H1 E48BRKRES L1 DS E K

TEE(T7I7ILVXEEE)DHAIERTEL,

OFHEER

FEFHEER : 126BICH3BLDL-CON—I T h5NZE LR

BIIREEfiIEH : TC.apo B.TG.non-HDL-C.VLDL-C.Lp(a).HDL-CKU'apo AIDX—ZX 51>

noNZE{ER

REMFEED  AEERORBXR FEERVABRELORREER. ASVICHRFREENE
{E.MRITRDSNRFEERFDEA L. BAFR R DERIDET R /M 2 DRI E

OF e E

N=ZF1> RUOZLBICH T BEL2 DEMME/NTA—RIC DN TENRSBEEH L, FBICHITS

N=2F1 oD ELER VT EILRETE L,

BMEOTEFMBEBEL T 126BICHFBLDL-CON—ZFI1 L hEDFHETLRIZDVWTER

EFIVRIERITE DB ERVTERU /= 20T N TOIEE /X T7A—=2 DWW TR ICD HDURE

ERWTENRL

6. HiERUAE (k)

[x 9 Z28EYyRHTEIVEMg. AHT I 10mg. AT +EIL20mg]

<18l EnEE>

BEISKULENDEHFICH AR EYAEZ2BEBELU EH I T OIZERELTEMgDROFR S, SFHIAT 5, BAM
ICEIBEP B IRA+2EHZEICIEI2BB LU EOERESH T TIOMEICIEET 3, 35ICEBENVELBHEICIE. 418
B EDOERE CRBAM AL L SEERIC20mg. 40mgllIEE T3 &N TE D,




<HBERIEER>
OBEER
£1& (n=19) 2% (n=19)
Fip (5%) A= (kg)
13 (SD) 30.4(11.74) 15 (SD) 69.5(13.58)
Rk fE 27.0 sk fE 66.0
=&/, &K 18.0, 55.0 =& &K 52.0, 107.1
MR N (%) BMI (kg/m2)
B 10(52.6) 15 (SD) 25.2(5.91)
ik 9(47.4) Fh R fE 23.1
=N, &K 19.3, 41.3
AR .n(%)
=N 17(89.5)
TIT N 1(5.3)
Z D 1(5.3)

=

A E

(1)LDL-COZEALE (X EFMIEH)
78388 B U126 85 I BT BLDL-CHON—RF1 0 5NTE (LB RU'E L (7818, 1263E)

LDL-CHI%E & LDL-CZE1{LE LDL-CZE1tb==
pfi&*

(mg/dL) (mg/dL) (%)

N=ZF1(>
n 17
F13(SD) 355.6(127.14) _ _ _
TR fE 382.0
&/, &K 157.5, 564.0
[95%Cl] [290.3, 421.0]

7838
n 17 17 17
F#(SD) 162.1(62.99) —193.6(111.07) —50.8(19.77) _
hR1E 135.0 —183.0 —53.8
&0 &K 71.0, 293.0 —433.0, 0.5 —76.8,0.3
[95%Cl] [129.7, 194.4] [—250.7, —136.5]  [—60.9, —40.6]

12638
n 17 17 17
F15(SD) 188.8(120.30) —166.8(110.28) —455(31.35) . 101
ThRfE 160.0 —185.0 —52.3 '
&0 &K 26.0, 470.0 —324.5,51.5 —85.7, 31.1
[95%Cl] [127.0, 250.7] [—223.5, —110.1]  [-61.6, —29.4]

126B% CORBETET LR

¥ I LDL-CON—RZAMETHRELIOEE MR ET VICLBREAE SIS

126 CHHEREZ T UAERICHEWTLDL-CIIN—XF1>N355.6mg/dL»*5188.8mg/dL
(AR TFU. TR IEF—455%EN—ZFA AN HENBEICETLEL,

35



36

LDL-CON—=R 51/ hr5NEALEE

(%) 07
L
D —30-
L
% —40
1t
= —50 -
—-70

LA N R B T
N=271> 2 61014182226 36

126:BETORERET T LK

46

T
102

T
114

1
126 (A)




(2) ZDIBDIEE /YT A—2DE{LE (B R FHERE)
TOMDIEE/NFTA—EDN=RF1/HPENE LB R UKL (7858, 126i)

n=17
BIEME (mg/dL) ZE{t=E (mg/dL) ZALE (%) pfi& *2
TC
A &% O 456.8(151.94) ,_.E
788 228.3(72.30)  —2285(135.16) —46.2(18.79) g;
12638 252.9(131.88) —203.9(126.25) —43.2(25.35) <0.001 &
apo B
N—=ZF(> 278.3(90.62)
7838 118.9(46.50) —159.3(81.41) —54.9(17.01)
12658 125.3(73.89) —152.9(82.43) —53.6(23.74) <0.001
TG
N=ZF(> 109.7(48.97)
788 58.4(43.40) —51.3(49.32) —44.7(33.86)
12658 65.9(55.22) —43.7(50.51) —37.5(42.52) 0.005
non-HDL-C
N—ZF(> 412.0(149.03)
7838 186.1(69.35) —225.9(131.13) —51.0(19.26)
12658 211.5(128.21) —200.5(124.43) —47.1(27.83) <0.001
VLDL-C
N—ZFq(> 21.9(9.83)
7838 11.8(8.67) —10.1(9.93) —44.2(34.42)
12658 13.2(11.19) —8.7(10.41) —36.8(43.90) 0.006
Lp (a) *!
N—ZF( > 92.0(76.21)
7838 86.6(56.93) —10.2(51.33) —4.9(36.15)
12658 101.1(68.99) 4.3(35.95) 5.5(43.62) 0.037
HDL-C
N—ZF( > 44.9(11.06)
7838 42.2(12.02) —2.6(8.09) —5.6(20.19)
12658 41.4(13.27) —3.4(8.15) —8.3(19.28) 0.010
apo Al
N—ZF(> 118.5(30.34)
7838 111.5(26.68) —7.0(18.47) —4.4(15.27)
12658 99.8(24.57) —18.7(19.56) —14.0(17.71) 0.027
NMRM
F9(SD)
%1 nmol/L

X2 WICDHtHEE. LB EDplE

TC.apo B.TG.non-HDL-C. VLDL-CDOERHE T b (B BE DHRILFHAEEF) DNX—ZXF1 2 h5DF
BEERIZ BEIETLEL = Lp(a) DEALICIE. BEtFHICEE L ZIRHOSNERATL,
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(3)LDL-COZE{L=E
RBEBEEFICHTALDL-CON—ZSI U SNELBRUOT{LE

n B %E & (mg/dL) Z{tE (mg/dL) ZAbE (%)
NR=ZF1 > 19 342.8(125.87)
-,E 78 19 161.2(59.55) —181.7(110.76) —49.0(19.46)*
gzﬁ 12638 17 188.8(120.30) —166.8(100.28) —415 5] 25
] 17438 16 169.5(80.09) —177.1(85.34) —51.0(16.03)*
22238 15 128.9(80.18) —205.6(132.41) —58.5(24.25) *
24638 14 143.4(83.18) —224.9(108.97) —60.1(18.51)*
2708 9 82.8(51.08) —250.7(101.66) —74.0(19.10) *
29438 3 134.7(24.58) —151.0(67.45) —51.1(10.11)*

¥ RICEIEREGE . N-ZXT71>DLDL-ClE. fFHMBZHPAEHELOEE MR ETIICLIBZRERIE 2 ELH IS
SWBRHLIZEZA 2 TORRIFICHFBLDL-CONX=ZXFL o DEALRIE. WVThOHEINWICERTH- -
(p<0.001 : BB LDpl#E),

<&E>

O AHABRADMBANE:, 1961501661 (84%) I3 X82F 2% 1361(68%) I TEFITH#HHALTHY),
611 (32%) 137 7L A &L TWEL 7=,

@ AREBRD102BIC AFIH T TIL I AERIELEL

@ 33, BHEMERBR R UARKBROBPEEEL T 7 7LV ADBITRREER L £/, 11k
2B EE3~ BB LIS AFld1 ~2BE a2~ 4B SIS ZThZThERER)EL-. 2h
SOERINZT 7L XERIE. RE IR SR BROK OB H. fifEsh £z, £ 50
16513, B EIER RS IC2ERBREIBRRICERLEL - REIGIR S AR PICEIC4
BEfREICIERLUELU/,
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BHARABGEHREABROBEARRKRE—E
BB RBIE 196
BIEREIRBIH (%) 8fil (42.1)
BlIfEADERE BI% (%) BIfEADER BI% (%)
MEHLV I REE 1(5.3) FRRIRE 4(21.1)
=il 1(5.3) ALT(GPT) 50 3(15.8)
EllEs 6(31.6) HERD 1(5.3)
T 6(31.6) AST(GOT) #10 2(10.5)
B 4(21.1) INRLES 1(5.3)
Ment 1(5.3) FHERERRERT 1(5.3)
FE BB TR R 1(5.3) HAF D 1(5.3)
HIERR 1(5.3) E43IERD 1(5.3)
B 1(5.3) EXI KB D 1(5.3)
RS BB it 1(5.3) RFBLVRERE 2(10.5)
BRERE 1(5.3) RAEE 1(5.3)
BE. FESLUNEESHE 1(5.3) Fé 7K 1(5.3)
RS M fE 1(5.3) FERREIVEEHEBRES 1(5.3)
R AR R AR E 1(5.3)
HREREE 1(5.3)

EEEES
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4. BAB AR SR LIBRRBORE, HHF—5)20

12) ¥t NEF} © APH-19/B51ER R Bk GRERRSEHMEE

13)Masana L, et al. : Lancet Diabetes Endocrinol. 2024 ; 12 : 880-889

COI : AFZEIEAmryt PharmaceuticalsttDE £ &V Efedh iz, & ICIZAmryt Pharmaceuticalstt»5587&
FLAEEEZELTVIEN BTN AN NDEENDH>E281E. Amryt Pharmaceuticalstt Dt B TH 2,

L J=]:p)

5m51 8K HDNENDHOFH/NEBEEMREL T —EDEERTEE(771L Y XAEE
E0) EHAL TV I XZEVRERAME (MTD) TR EL-EEDAMER VRS M AT 2,

L Fopd

S E N DHoFH/NE B 431 (5% A 18R i)

OHBRT U1
ZheadtEl. IEER, BEHR
L Wb

AR II24:BFE DA Ry M EAE C8OBE N R £ MEFHMEARE TR S h /o, A EFHERIRIC &
W TROEBERICISUZAENPSRIAL. RAMEICES 5E T LDL-CER UL 2MICED
WTEBT 52 &Edn s,

ARHEFMEARICE I ERE I HOREE (OIZEFELT)

#’E5E (mg)

FRED popmm SR BSEE RSHEE  BSER —
1~4  5~88E 9~12 13~16 17~247 *>HE

5~10m% 2 2 5 10 20 20
11~157% 2 5) 10 20 40 40
16~175% 5 10 20 40 60 60

E)ARIDARSN-RHERVAREIRE LS,

6. BERUARE ()

[BiFIE]

<2 LE18EABDEE>

BECEUI8ERBOBEICK AT ESER2EEL EHIT T OIZEFELTTROESERICIEU-HE
EROHS T3, SRMICHEP» G RATAEHE ISR TROESVAERE CRLU 11 RRBOEIEE &
8iEM) LI L DEIMREH T TERBERICIEE 52D TE S,

HE(mg)
FH B E5RIA
RAHE
1~48 5~8E 9~12 13~16@ 17:@LE
P AU %~ 2 2 5 10 20 20
118 L1 6k 2 5 10 20 40 40
16 LI 1 8k 5 10 20 40 40 40




o REMFHERE CIEDMEHMERRIC SRR ATHEN 5 SN,

ARSI KBS E (BB HREOAO)—PEIRAA—-D20%K . £/2IEAEHN 308K MmN
Thrdhwh) EERT SN, £ ERICE (G LI KRmNDEE 132001V, 9Rg Ll L
NDHEEIF4001U). )/ —ILEE (200mg) . ALA(210mg) . EPA(110mg) X U'DHA (80mg) &%

EMMEREERENT LN, -
o
A
73
\ | ’Ji
B & HA ARG TS ; FERR MG ; X
I I %ﬁ
| |
24 RO ! 80 EHD !
SRR PN T } AR }
| |
Tt BATHE l 1
=== (mg/H) (mg/B) ! !
| 510 | | |
28 2 = —> 20 | |
! | e~12 - o ||| men . et ||
2oy-z>y | 1S amo - e > FEeE > BX o swmem o Folow.ups
(028w s #7 | #Maih ®T
Il 16-<17 | 5 — — 60 | |
I (n28) j | |
A —— | |

a. 24BE OB EFHEE . BE ZGEEDEA P ICHEU SN ARELLLLTL Y A (B E T 555 LAEE ) it
THIEEL,

b. B BEME AR/ STA-RIIE D

C. BEHRDLLT (FETHI5ERLAEED) DB ABREMEEMDIE CFFrl s,

d. AERBIL-IhERIN - AEREREN IIBEREICE YL EVRY, BB AD243BRHIRE L=V v I X4
EVROMTDER G SN EEERT BN E T2 BED[HIFAR LR BELVANRT MU TOT7AIVICHR
S5LT HABREBERICRORIABKREINAD v I XZEYRORAB EL I, RIS IE. ChISAINEFHE AR DR T R (CHESL
SNIAHEFERE THBINETH o7 L L. BXIERFMEIR TR ICHEENILREN L EEL S5 EICII MTDE#EFF R
BIELBAIREMEN 55,

e. 1048k A TTOMNIVB)RBREE T LA18RKRBOEE X RHT7 7 €XTOT I LNDBINEER TE/, 18 LLLED
BEG AP EABRERE I NIVCEIHRBEANDBTERER TE WThOBERFCHL TH 108 BEFHCEEICSS
TAO-T v TEERL. AEERCMAELEECREMEET=2UL T Ul BEA7 V2 RTOT I LANDSERLL GV F
RSN EREHE SN B E  BLSTREANDBITER LAV BR LU LEDEEIZ 1048 AT+ 7 X2EYRD
AEEFRIEL 4BREDT7A0—7 vy THREIC A o7z CORIEF RS HRDLLT (ZH T35S RBLAZE D) Bl . 2h5
DEEII08BRDRREEL 2,
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OFHEER

FEFEIER : 24BIC5FBLDL-CONX—ZFM LoD LR (FRETH L EEATIER)

BIIREEEIER : 24:B(CH133TC.non-HDL-C. VLDL-C. TG. Lp(a) XRU'apo BON—ZXZ1 > h5
DEALER A0LBEFTOZDOMDETOREERICHIBLDL-CONXN=ZXFI1DE5NE
b= 24:B R USRI S (. LDL-CEEBZME135mg/dL (3.5mmol/L) Kik#x
ERUBEBRVUZOEIS. 24805104 B TICIEEETEEXISLDL7 7L
DZAEEBU-BEBRUOZIDEIE 5E

REMFMER : 56:B R V104 BEDEEFOEBEDERRY X/ NN I1-BEHRVOZDEE

BE

REFHED ST - SRER X DEEDRIFIC L B5ERFEELF X —IL (super good/good/maybe good
or maybe bad/bad/super bad) #FHW T /NRIZED T+ X4y K DREGF 4% ET
i (BT RIVEZDEERFACZEN TEED 1B E O THTvIVERITT Y
TIWI=ZR DR NFTFHREDRRBICIRYDP I T w7 R2E R ERALZEXIC
FHML 7= ) R EAEREBAICLZ D+ I XZEYRRUREMBBRDIZEDRS
SIEIERRE X — )L (pleasant/unpleasant/not sure) T

Z2UTEED : FEFRORER . EEERVERECORENE. U VICHAF R (FER VR

EBHIBMI]EED) VBRI ZEEZED D II-RE. NM2ILT 12 FfitaE
B BRRIEE/ TA—2 (FHHEER U BH#EREEED)

OFETE

BMEOFHE (BT T IN—TEREET) 1T Fv I XZEYRER EIN X=X F( L RUN=ZF71

> DLDL-CRIEEEE T 5430612 Bl%ETFull analysis set(FAS) EH&H =,

FEMMMEB RV ELRIRFHMEIER ICDOWLWTIE EERFM TldLast observation carried forward

(LOCF) EZHWTREI T — 2% 5 U7 R BRE (N—ZXZ12 o DRI/ EOICELW) &

MALARER (N=Z T DEDEALRP EOICE LB W) DIRTEICIE N EARMREZ RV, $7o BE

&L TBaseline Observation Carried Forward (BOCF) & Umissing at random®D{REIZE D

W RAE%#5E T B5Mixed Model Repeated Measures (MMRM) EF /L& B - EEREL 7=

AREDBRICHICL. £AEDE1EBERERED I O—ILY 5720, APH-19:BR DA E ST E

ERVIREEMETEE CHO5PLOMELLIBR T BXMEOEEFHMEIEE RV E4ERFHEIER

EERFERICARTE L= T EFHMIBE DY 77 IV — TR, 5~108% (20651) R U1 1~1775% (231)

EXRELTEEANCEREL =,

LDL-COBEZREZER (CRIET 2F 3D EIRFHEIER (248 R UH AR SIS, LDL-CEEBIE

fE135mg/dLEZER L -BER RV ZDEE) ICDOVWTIE 24BETOEEDE S (KRU104B%T

DEEDEFR) TLDL-CHEZEZ T E /- BEHEZDEIEE. KA RO FRMEFAICELIL




<HEBRIER>
OEFE=R
S5 E10@E T 11U E17RUT 2%
(n=20) (n=23) (n=43)
MERI. (%) [
B 10(50.0) 9(39.1) 19(44.2) 5
i 10(50.0) 14(60.9) 24(55.8) g
F 5 (%) B
F15(SD) 7.0(1.54) 14.0(1.97) 10.7(3.99)
B\, BX 5,10 11,17 517
A N (%)
=EPN 19(95.0) 23(100.0) 42(97.7)
AT IUHRT A 1(5.0) 0 1(2.3)
PPN
N—254>DBMI (kg/m2)
F15(SD) 15.78(3.338) 21.52(4.840) 18.85(5.071)
R fE 14.90 20.70 18.90
B\ BA 12.5,27.4 11.2,32.6 11.2, 32.6

BMI/X—t> &1 L%
F15(SD)
R fE

U PN

38.867(34.3409)
28.500
1.00, 99.0

62.191(32.6468)
64.340
0.10, 99.00

51.343(35.0762)
50.000
0.10, 99.00

BMI zX377%2
F15(SD)
R flE

&N, &K

TReMBENRER

—0.311(1.3881)
—0.445
—2.39, 3.01

0.263(1.7024)
0.390
—4.71, 2.51

—0.004(1.5728)
—0.070
—4.71, 3.01

¥1 D WHOMD5~19% IR R & EIBZE X IZCDC (https://www.cdc.gov/healthyweight/bmi/calculator.html) %

)Eﬁb"fg‘l'ﬁbt:o

2 WHODS~1975% R DB REAZERIZEA LT

OHALLEIEREETRE

§+§[/7Co

LTHEERIEDHHEIRICEBEETRELHAL TOWEL BMHFHEEATIX. 90.7%» iEE
BETEELTREFE2HALTHY), IEFITRIARAOIY T L EZDMDIEEREZIL. 5~10/%
B (TEF3I760.0%. THRATYT0%. LI TREIE) £H11~17m% B (87.0%. 17.4%) TE 5

NTWEL7,

AR OB MR (243B% ) ICLDL7 7L 2 & ITEN =B & 11195 (44.2%) THY). %
DAERIZ5~1 07K EEH 615 (30.0%) . 11 ~17i%EEH 1311 (56.5%) TL 7=
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(1) 24 BZTOLDL-COZEALE (X EFHMIFE . SRRV BEER)
OB ERTEERVEEFELHAL T v X2 RE24 B8RS L-EC A N—2F7(
H»52458/LOCFETHLDL-CENDFEGZELZIF-53.9% THY) . N—XFZI N LREEIEKT

L&EL7.

24;8/LOCFIC T BLDL-CON—Z51 5N ELERUVELEE (FAS)

2%
(n=43)
LDL-CHIFE & N=RFGAD6D  AN=XF1>h5D w2
(mg/dL) Z{LE (mg/dL) AL (%) P

N—ZF1>

n 43

F49(SD)  435.791(189.4620)

kg 390.517 - - -

BNRA 152.34, 902.44

mAfIEEE =~ 279.548~571.855
243ER%/LOCF

n 43 43 43

F49(SD) 175.404(89.8979) —260.386 (192.1284) —53.910(25.8287)

S 162.393 —200.285 —56.512 SO

=&/ EKA 20.11, 392.45 —794.18, 5.80 —95.61, 2.52

mAfEE  114.062~236.243 —437.688~—110.969 —75.052~—37.117

[95%CI] ! [—61.8590,

—45.9612]

¥1 PHEEEDIS%IERXE

*2 1 1IERURE

Nominal Study Visit 102V TERLU/-ERERITDOER L. T BT ERIRTL (24:88%
DLDL-CONX—=XF1>hoDFHEILR : -55.3%[p<0.0001]) s MMRMEF JL%E B =R
EARDERS. TERFERETLAE (24 BEDLDL-CON—Z51 L h5NDFIHE(LER :
-55.9%[p<0.00011) . REAIED I BOCF R U WilcoxonDFF SIBARIMETE (LOCFEED)
ERVWEBEMHOERD. TEEHERKRTH). LT hHp<0.0001 T,




(2) LDL-CO#2EsRy Z AL (BIRFFERE)
LDL-COF1EI, 8BLNET U R TEDHZRAMEISH ML T RO24B R U28BT

ADHONELI LDL-CON—ZF1 > HODZE LR DE M FHEELITICRLET,

B 2EEL TR MM ZEL TS hEL 7

N=ZF1h5OLDL-CEALENHMFMEHE7O Y M (BFHERVORLHEFMEAR) (FAS)

A % £ &F M EA % & % 5T il 28
(%) 20 7 — \ T T 1 \ \ \ \
LSmean*=SE
0 & T

L —20

D

L

-

5 !
—60
=80 7T T T T T T T T T T T T T T 1 \ \ \ \
N=2Z71> 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

(3) LDL-COEERFEEEH L-BERRVZOEE (RIRFMER)
24 BR U104 BETHONT N DEFH TLDL-CHOEIRRIZME THS135mg/dL(3.5mmol/L)

KR EERL-BEBRVZDEIEEFFMLEL /=

LDL-CHEEEICEL/-EBE (FAS)

5m~10% ME~17% 21
EIEEEE B = (n=20) (n=23) (n=43)
n(%) n(%) n(%)
24 BET 7(35.0) 11(47.8) 18(41.9)
<135mg/dL
1045B% T 10(50.0) 13(56.5) 23(53.5)

45



.y, W

(4) ZOMDIEE/NTA—2(TC.apo B.TG.non-HDL-C.VLDL-CRU'Lp(a)) DE1LE
(B REFMEEE)
TC.apo B.TG.non-HDL-CKU'VLDL-C?DH24:8/LOCFIC &R FHELRIE. ZhZTh—
50.18%. —53.1%. —49.29%. —54.19% K U —49.68%EN—ZX T A LERFEITEKTL.

- Lp(a) DZE{EZE(30.88% (mg/dLTEITE) . —26.76% (nmol /L CEITE) TL 7=
&
% 24i8/LOCFIZ I BI8E /N TA—E RUN=Z51 D SDFEHZELE (FAS)
==
= AN—Z5(> 2438/LOCF (n=43)
INTA—%4 (BAfif) EHELE (%)
¥4 (SD) 1 (SD) (SD) pfiE *2
[95%C1*1]
—50.18 (24.54)
TC (mg/dL) (ngfg) (29146'1857) [—57.7281, p<0.0001
' ' —42.6237]
—53.1 (24.76)
apo B (mg/dL) (?;g'gg) (16321 539% [—60.7167, p<0.0001
' ' —45.4777]
—49.29 (31.73)
TG (mg/dL) (2;'82) (‘2‘3(1);) [—59.0515, p<0.0001
: : —39.5221]
non-HDL-C 454.13 183.63 _EE:? 5(323;3) SO
(mg/dL) (191.87) (92.06) —46.4837]
—49.68 (31.61)
VLDL-C (mg/dL) 1(88'33) (3'33) [—59.4066, p<0.0001
' ' —39.9487]
n=14
n=14 n=15
Lp(a) (mg/dL) *3 4222 32.96 L ey
(54.36) (31.29) [SEBASES
: : 28.0075]
p=0.00217%4
n=27
n=27 n=28
Lp(a) (nmol/L) *3 132.15 82.49 —ZeT (25T
(107.26) (75.51) IneRte:
' : —13.8733]

%1 FHERDISKHIEFEXE

%2 D 1IEAURE. BB EDpfE

%3 BREMECRLIUEFEAVTT 28 AF LA BEEMHIOTINERADTRICIIHIREN H5720.
F—RILBRNC AL, ZDE. FisherDpfE#i & EEHVWTE—DOpEaEHL,

¥4 : Fisherfi &pfE (mg/dLE U'nmol/LTHRESIN /=7 —2DE 4 DpfEld. ZhZ10.9454 K% 1U°0.0002TH-7:) o
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(5) 24 BH5104BETICAEERTEERIILDL7Z 7L REEELEBEH RV ZDEE
(B R FFERE)
BHMEFFMBORT R ARBETEMOKETCEARABEOEEETERE (ZLHT5EER
LDL7 7L REET) DIRBNFHFREINEL . REMFHAIA TR BBEE T EAICLSAEE
ZTVWBEEDEIGIILTOVIisitt95.1%~100.0% Tl 7=,
LDL7 7L Y RERITLABE DEIS L. AR TI340.0%~44.2%. TE M E

Tl325.6%~39.0% CL 7= €4 Tld. 24BIFICLDL7 7L REHEITEIN TN =1 745 h 8451 g
(47.1%) . B2 MEFMEIICLDL7 7L XD TRIEI B R Y Xidhik&hx U7, &

LDL7 7L ZDEIED D UI=DIE6H4]. S lchiEZh=Did26TL 7=,

(6) E®WANDLDL-COZEAL (YT IV —T1E k)
5~108%EF (2001) RV 1~17m%Ef (230]) DB EEMNRIC. YT IN—T@IETVEL, 24
BICHIBLDL-CEDN—=XF1hoDFHE(LRKIL 5~10E B T—56.5%. 11 ~17KEH T
I3—51.6% Tl 7=
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5~10m# (n=20)

N—=2F1 R U2458/LOCFIZ &I BLDL-COEERB#BI DY T/ IV —T i (FAS)

N=ZF1 > D&

N=ZZ71> 5D

N—=ZZ71>Hh5D

(mg/dL) Z{tE (mg/dL) EHEEE (%)
a n 20
% F#(SD)  538.507(199.9212) o o
s FRoR{E 526.811

=B, &K 268.34, 902.44
MR =~ 363.451~726.902

24388%/LOCF
n 20 20 20
F19(SD) 207.244(102.1702) —331.262(214.1407) —56.529(26.5401)
FhqE 215.171 —358.038 —58.609
=, &K 35.96, 392.45 —794.18, —20.11 —90.84, —7.49
mAfAIEEE =~ 120.055 ~ 265.242 —475.193 ~ 126.241 —76.526 ~ —32.309
[95%CI] *! [—68.2803, —44.7783]

11~17m% 8 (23%41)

N—Z5/1>
n 23
13 (SD) 346.472(126.8001) - -
TRl 346.438
=, &K 152.34, 619.03
mAfrEEE =~ 245.523 ~ 457.794

24388 /LOCF
n 23 23 23
¥19(SD) 147.717(68.4853)  —198.755(149.4319) —51.633(25.5658)
Fh(E 150.407 —138.421 —45.280
=, &R 20.11, 253.26 —464.75, 5.80 —95.61, 2.52
AR =~ 95.116 ~ 198.351 —269.495 ~ —103.236 —73.954 ~ —37.117
[95%CI] *1 [—62.5904, —40.6746]

¥ FHRE(ERDISKIEEXE

48



(7) BeEOFM (RENFHMEEE [2Z1E55H])
N—=2R A BHZIE. 2711 (62.8%) [CBAEDEBENFBOHONEL,
HERHARE P (240 (BEICE®EEZBL TLV-EBED88.9%) (CH1 X DHE/N 1311 (48.1%)
HEEDHEANBOONEL - BMFENOEGBEOY 1 XE AL, 3FI THREINEL -, BT
EEAPICH - EBEBIIREINERATU . TEMHME T -t EREIVTIO
BETOHRESNERATU L b EEEREBISAGICHREShEL,

(8) E4T 4 [ZE 1] EJEZ
N=ZFZA DT =2 EONA0BI D5 AT IV ERHFAT ZEN TE LD -1 BE 33
(B ~10/%) CLlco SNEDEEI AT INVERTTORULINFTFICT v I Z2E YRR
EIRIDTTIRALEL 72 &4 1% (3 [ good | ERFMS M. IRAIEE PIBLISASNEL A TU,
MR R EE DBO%HE (ARERHE P DL AR RICH VW IRAREAICISTEWBREEN R
(CEHE) 7. FEBDRERZEDRADRICIERF CHoEMELTHY BB DOMBERRES
g FEHICREWMMBRESADIEICHBII GV ERELEL,

<=zL2MH>

5Ll E18m A FNHOFHEZE 2 REL B/ ENEFKED104BBEDORBRABICHVT T2

MRS RA3BIR 3201 (74.4%) \CBIEAN ZBOONEL /- EABIERIE. TRIRVERN 1741

(39.5%) . ALTHEHN R O'ASTHE NN & 13151 (30.2%) . RUMRM 74 (16.3%) TL 7=,

BRI RICHKEBRAE T CRBEULARTIEROOSNERATLAY 1FINREBRERE,»S7TEE. v

22y RS EIARM O E AR UDFEMICEIFETLEL HEBEET T L1 fID T+ I XZE YR

DERIEHE 51030 ZICERMETIEENICLIETLEL,

AREERIEECEHEVEHIMEIN BEELCFESRIZIFICHEDOON NI RT7IF—tE LR TU
BERIEICWV B EEREL TA3BIF2BIC T RN BHOSNEL /=
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.y, W

B EMAEHER GRLU E18EKRENEE) DEIFARRIKE—E

5% ~10m 11E~17m 2
TR RIEB 2011 231 431
- BIMERRIRESE (%) 13(65.0) 19(82.6) 32(74.4)
F;“ SE~10m  1m~17i% £
B BIfEA DR (n=20) (n=23) (n=43)
18 BIE (%) BIE (%) £ (%)
BlakE=E 9(45.0) 15(65.2) 24(55.8)
TH 6(30.0) 11(47.8) 17(39.5)
57 7(35.0) 10(43.5) 17(39.5)
Mgt 5(25.0) 2(8.7) 7(16.3)
LIS ERTE 2(10.0) 1(4.3) 3(7.0)
B 0 3(13.0) 3(7.0)
3 1(5.0) 0 1(2.3)
BEEmBEM 0 1(4.3) 1(2.3)
BRPRARE 10(50.0) 11(47.8) 21(48.8)
TIZLTIINGLRT 17— E N 6(30.0) 7(30.4) 13(30.2)
TRINSXL BT I/NSL 2T 15— 5(25.0) 8(34.8) 13(30.2)
rSL27IF—tE LR 4(20.0) 1(4.3) 5(11.6)
MApTLTF R X A% F—H 1N 2(10.0) 0 2(4.7)
FERD 1(5.0) 0 1(2.3)
TI=LTI/INGLRTIS—ERE 0 1(4.3) 1(2.3)
FEZERERT 1(5.0) 0 1(2.3)
RBBLVRERES 1(5.0) 5(21.7) 6(14.0)
BEGHE 1(5.0) 4(17.4) 5(11.6)
BB 0 1(4.3) 1(2.3)
FFREERES 2(10.0) 0 2(4.7)
RERA AT 2(10.0) 0 2(4.7)
FrEEX 1(5.0) 0 1(2.3)

MedDRA ver. 27.0
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5. QT/QTcFHii Bk (5t SBIHEBER) (18U LD
A BT —5) 1

14)HAEF : AEGR-733-011 & GRBISHMER)
@B/
OIZER XV IVEEIE DR % HFI75mg K U 200mgx B3 5 L 1-& & RS ICOIRER X IVERIED
BOREI75mger b+ — IV R RS L EEDQTRIBDN—Z SIS DELEY . 75t
REREUEEEEN BV EETHE T2, =
OxtR
2R A 564
OHRBRTH1>
B 1%, EF AL, 61858 Sl /O A — /N — KBk
O5&
AIZERAVIVERIE. 751K AhaFV—ILRUOEXST7OF YU T OEMICE-T1 538
IS5,
DOOIRERAVIVEEE75mg K U 200mgBiJk (B [A]) % 5
1HE : OIZERAVILVEEIE75meE B A 5
288 : 7ot AREEM%S
3HE : OIZERATILEEIE200mgE B A% 5
@7 ZtR(BME) s
1~308 : 7St ReEAEKS
@4 b3y —IL200mgEisk (1H2ME) %5
188 : 75tR2ER%kS
28H : #h3FJ—I200mgE1 H2RAIER S, 77t R B A %S BADHA)
3HEB : 42+ —)L200mg&1B2E% 5. 77t RE BE% S (BHD#)
®OOIRER AV IVERIE75mg (B E]) #4 h 3 —I)L200mg (1 B2E]) £ AR S
188 : 7St R&8EA%S
28H : #h3FJ—I200mgE1 H2RI% S, 77t R BE#%S BADHA)
3HE : b/ —L200mgE 1 H2EE S OIZER AV IVERIE 75mgE B A% 5 (FAD #)
®FF70OFY400mgli Sk (B ) &5
1~288 : 7St REEA%ES
3HE : EX70%Y 2 400mgE AR E. TRt ERIKRS
OFHEER
DER, Y ENRE. Tt
O T E
DEROFHEEL T, DA, PR.QRS K U'QTc(QTeB. QTcF R U'QTcl) B D s/ MER K& U4+
NBEICEE T B5HMEE 1T o /co EMENEE R VR LMDV TIREMNFET B L. FHEHEINIITHED >
7=
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R

AIZERAVIVERIBZABRAE RV ABEAELESHE TREL-EE QTS IREICTIEILE
DONERATU o ARBRCRIARCABEABRVARARSUSHETIRE UL TAH
(M1 KRUM3) ICEBQTCADRZEERKR T R RISBHOSNELATL,

¥ 1 haFV—ILOROE - EHFIRERR RS
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2N
%) Bj KE
V{ S73Y

1. MPEE

(1)LDL-CEEDRERAICHT2EARERVRERS
LDL-C&1& (LDL-C110mg/dLLL E) DEAAERK A2261IC v 7 X2EYRE10. 20KV
40mgNRETEERICERZOKRSL. 207> ZHEX1H1E14HARIREROKS
LiEE DM FEFREHBE RO EMENRE/NTA—2E LT DEHNTU

A

LDL-CRIENBARAREHB A ICHTZEEIHIZHRSFOMmBEHRE

(ng/mL)5—

—@— 10mg

—— 20mg
—l— 40mg

E91E (+SD)

I T T T T T T 1
0 24 48 72 96 120 144 168(hr)

5 1%

LDL-CRIENBERABEBEAICETEEDBHE/NFTX—45

10mg (n=10) 20mg (n=6) 40mg (n=6)

Ei[m 0.570(0.285) 1.70(0.49) 3.93(0.75)
Cmax®' (ng/mL)

& 2.46(0.88) 5.96(2.79) 19.7(6.2)

Ei[m] 4.0(2.0, 6.0) 9.0(4.0, 12.0) 4.0(2.0, 6.0)
tmaxi@(hr)

K& 4.0(1.0, 4.0) 4.0(1.0, 8.0) 4.0(4.0, 4.0)
AUCo.»*'"(ng-hr/mL) B 37.3(16.7) %3 68.6(17.4) 168(58.9)
AUC_*'(ng-hr/mL) Ri& 38.1(14.1) 91.3(29.5) 263(64.0)

Ei[m] 79.5(5.55) 3 50.5(2.59) 58.8(13.3)
ti2%" (hr)

RiE 62.6(10.1) 56.1(9.9) 49.7(11.3)

1 FiE (RERE)
%2 Rl (R/IME, &RKE)
X3 7HIDT—2EREW -,
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o I
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(2)BAAHOFHEZICHITARERS
HARAHOFHEE . Dov 7 X2y RE1B1 BB O#%ES (AI2ERSmegefiBHESL. BEED
BAMEISETZETEIE) L& MEFROOIZERDNS TEE IR TOES)TL

HoFHEEICH T3 RIEHEREROOIFENDNS7RE

5mg 10mg 20mg 40mg
(n=9) (n=8) (n=7) (n=1)
BIEY T IVE 21 19 35 7

FZ7RE (ng/mL) 1.00+0.35 1.78+0.70 3.61+1.36 13.39+4.15

F19E+SD

REEDOHZESBEAT—4H)"®
fEEERL A 246112+ RZEYRE0mgE B AR S L7-BEDC, o R FAUC,, |3, ZZRERFELER TR
B RS BT ZhZN69.6% R U27.5%. AR “* % T3 ZThZh77.3% K U'57.6%ENN
LELFo £ v 7 ZA2E R E SRR ERRZ ICHE U ZEZ LB ROEEEREEXRII.
PRERFELEN2FEICIEILEL 7=, IRIFE ECEBMBEE T Cld. BATOEMEEY e L kV)E
BRICHTIBAEMIE T TIEHRINEL/ CNHDFER L. FREDVLEH2FFEER
BPICIRAT 32 EELEL,

1 KEDEH & Step IOFAER

2. FDAZESERE

Crae RUAUC, (T BERB B RVOSKBROEE

BIEHEE SEBRE

SRR e
1.70 1.77

TERN KEWRE SEBHRER

Cmax (ng/mL) 2.01 3.40 3.55 (1.39. 2.07) || (1.46, 2.16)
AUCo 1.28 1.58
(ng-hr/mL) 59.82 s 94.27 (1.08, 1.51) (1.33, 1.87)

BATY n=24
5 1 FHIOLE (90%IEBRR)

6. HiERUAE (k)

[P Z22EYRHTRIVEMg. BHTEIV10mg. EH 7 £IL20mg]

<18l EnEE>

BEISKULENDEHFICH AR EYAEZ2BEBELU EH I T OIZERELTEMgDROFR S, SFHIAT 5, BAM
ICEIBEP B IRA+2EHZEICIEI2BB LU EOERESH T TIOMEICIEET 3, 35ICEBENVELBHEICIE. 418
B EDOERE CRBAM AL L SEERIC20mg. 40mgllIEE T3 &N TE D,




(4) FF¥BEEE R EICE T 2EYERE SIEAT—2)T
8 £ (Child-PughZ23775~6) X I$Hh % £ (Child-PughZXa77~9) DEFHEEEREE B E (L v U X
2 YR60mg#E B AR O3 S U/BRNDC, o K UAUC, 1 R AR TE E T REREE B
ETIREINZNA% RV AT%. P EEHEEREEEE TIIThTh361% K U164%BINUEL /=

BEENREREREICSTIRDHB/NFXx—4
R A BERNREREERE BENRERERE

(n=8) (n=8) Ve :i: 1, 7.
Cmax(ng/mL) 1.45(85.7) 1.50(46.8) 1.04(0.58, 1.85)
AUCo.t(ng-hr/mL) 74.3(47.3) 109(49.0) 1.47(1.00, 2.16)

AT IIE(CV%)
¥ DL (90%FFEXE)

2. B2 (h#)
22 FEENBEEOHHEREOHZEERVMERIN I ITIF—tEBEIFFREL VWS EE[9.3.1.16.6.1
=]

6. AZERUAE (ki)

[P¥9Z22EYyR AT RIVEMg. BHTEIV10mg. AHT&I20mg]

<18mLUENEE>

BEASKULENDEEZEICIEANBIEYER2EU EH I T. OIZERELTEMgDRORSE L SFHIAT 5, BEME
ICREIBEY B HIRAT A BISEICIE2BREU EORREES T TIOMgICER T2, S5ICEENF LELIBAICIE. 48
B EDRERRTREME &AL LD SEEFERIIC20mg, 40mgllE B T3 LN TED,

7. BARUVAEICEET2EE (k1)

7.4 EEOEEBZTOHZEE T 2L E11EFRFIZ10me. 11U LEIF1B20mge B2 THRELBWIE,
[9.3.2.11.1.1.16.6.1 &&]

8. EELEAREE (ki)

8.1 FFHEEEMREELTHREMICTV ERERICHVWTHHRESRME,S1 ERBIE EEBLIIAIREOWVThL R OB
HAICATHRBERRE (D A< EDASTEALT) R T B 2FEB LI D HLEBIHBICT AP DEERICIZDL TR
BEENRTAIERETICTEERBEENDREIRBOSNIHE I ZTORERVERERICISUTOREX I
BERIEE#EYEMNEEEZ2E,[1..7.1.7.2.8.4.11.1.1 ]

8.2 AEIESICLVBTEEREDIEMARDS N, BT R PRI ILICEI BT HEI S BERITTER
HICBEERECMRRESFEITICE [11.1.1 2]

8.3 BBICL>THTEBRAN IENNIL . FIHEREREE 2 F RN I BILI L2 BTN W 550 BEIEZ2 2 L5188 TR,

9. BENEE+HTHIREICHTZEE (R

9.3 FifpeEERE

9.3.1 FEEIEED#ERENH2EERVMBEFRNS L ATIF—EE @I/ FHELTVEEE
BELEWZE, SRR EFIEEIE 3B INY 5B, £ ABIDMFEENZE L LR TEBZMD 5B, [2.2.
16.6.1 &8]

9.3.2 BEDOH#EREDHZEE
FFHEEERE E #IE B BB TNI H5. . AFIOMFREN LR T 35T I %5, [7.4.16.6.1 BH]
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PEEFREREERH IS IIENHB/NTX—4
REBRA  PEEFREREESRE DEERREEERE

(n=8) (n=8) S EBERR AN
Cmax(ng/mL) 1.05(83.7) 4.83(89.2) 4.61(2.58, 8.23)
AUCo+(ng-hr/mL)  92.9(38.7) 245(54.3) %2 2.64(1.78, 3.92)

HATFEIE(CV%)
¥1 0 FHOLE (90%EFEXE)
2 I 7HIDTF—&2%ERW:

o I

(5) BREEEEREICHTIEYERER HEAT—5)®
MREHEZ I TVEIRPBEARLEEZ L v X2 R60mge B AR O#% S UIEDC, KU
AUCo_inf‘i\ @%ﬁﬁkL:kt"‘—(%ﬂ%n50%&zﬁ40%i§bﬂbibf:o

KPBTFLBEICHITIEVBHE/NFX—%
KPETLBE KEPER2BE

ﬁlﬁﬁk)\(n=7) (n=7) @)ﬁﬁﬁkw
Cmax(ng/mL) 1.26 1.89 1.51 (0.84, 2.70)
AUCo.int(ng-hr/mL) 52.68%2 73.39%2 1.39 (0.88, 2.20)

RN REMFL
¥1 RN RAAFEH O (90%EFEX )
X2 L 4BlDTF—2ERWE

6. AERUAE (k)

[x 9 Z28EyRHTEIVEMg. AHT I 10mg. AT +EI/IL20mg]

<18mRULDEE>

BEISKUENEHF IS ABIEYAEZ2BELU EHFT. OIZERELTEMgDR OB S, SFHIAT 5, BAM
ICEIBEP B IRA+2EHZEICIE2BB LU EOERESH T TIOMEICIEBE T 3, 35IEBEN D ELBEICIE. 418
B EDOERE CRBAMEHEIAL L SEFERIC20mg. 40mgllIEE T3 &N TE S,

7. BERUVAEICEET 23E (ki)
7.5 BREBEEECIHEERRBOERCRAAENRELEZEL . RAPEFLLEE TR 2BUE11EREI
10mg. 11 EIZ1H20mg#i#B A TR ELEWVWIE, [9.2.16.6.2 & &]

9. RENEREHIHEHEICHTEEE (Hhiy)
9.2 BREERERE
AEIOMFREY ERTEHTNN 53, [7.5.16.6.2 ]
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2. N s A7—5)®
AR A (6) 17513 BOI LR A L EE30me N E A AR A 5o T 303X A LELIE
50Mg D B EHE 134 5 B e A 2B FIFI R 14 7% CL 1=

3. 7 GEAF-m)

BERAICOIZERAYIVERIET.5. 15, 30 R 0'60mg (& 641) Xt T 57 71K (Z24]) %, 30
AEEHEHICEREFRNZSLEL T WThOBRESEETHMEFOIZERNAIVBEIEDT, 135129
ERITHY). £ 5775 Z(CLy) I3#600mL/minTL 7=, M EE#EA RN 99.8%CbhHHS
T A HEHE (FHE) 31,200LE S EERL. OIZER A IVERIEIZ M EAADIEAH 55, M
DO DIRRE IR DPICEITT R EN TREINEL

4. {%Eﬁi (in vitro) 2V

AIZER A IVERIRIZEICCYP3A4IC KW KHI S I, EAMRHEWIEIMT (ENUTZILN-FE7aE )Lt
£) RUMB (B EBIBRE RS ZIUR) NI E L7,

EMIHITZOIZEN XD IVERIE OHEE X BHERE

T g 0, T CF:
AN AP
NH COOH
7 { /\/\OH
=~ . M3
Intermediate

/0 } o CF. ™
N{: ’ /‘ o /CFy
¢ \ N o N NH
|1 ) 7 " "Nh,
=~ Yo \
~

o g wly o &
)L ‘ L‘N ?Au)ﬁé w

~ Intermediate —

A\

4

-
CF, i CF, /0 o
&0 S A
HN (o] . ’
. /N =
- § O -~ C//\Lﬁ X NN \
M20 Mi2 M16

5. BEitt srmAr—5)2

2R A BMICC-OIFZER XA ILERIES0mME (£ 5 855mg) # B AR RS UBROEFEH K
URHAADHEREDO T, ZhZN52.9% R U35.1% Thh), B MFREEFCTHBIEN T
IhEL
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6. ZEMHEEER cimAr7—»

(1) PMVINZRAF > DEYHEEER??
ERIREDTMUNZZF N Ty 220 R B RS OEMENREICRIFT Bl 57-0. 2
BERAEMREL-EMAREERRBREERLEL -,

05k
TREERR AS2GI& 1 BEC2BE ST LI T D@ ELEL
1B v 22 YR-TRVNZEF L RIS E)

188 D DN ZREYR20mgE Y B E2EERELI S CERROKRS
11~21HB : 7MVNZ2F280mgt1 B1 AR OKRS (Y EH28EE LI EHT)
1588 D PRIVINZZF L 80mgiR 38 544, 1-126IC5 v 7 22y R20me %R 1% 5
QB TNVINZAF LI+ 7 Z2EyRD1 2k R 5 )
188 D w7 AZEYR20mgE Y B %2R L EH I THEEROKRS
12~22HE8 : 7MVIZREF>80mgz1 B1BROKRS (D + 7 X2y R &5 FERZIDF) 1 285 EH1)
1588 D w7 AZEYR20mgE Y B %2R L EH I CEEROKRS
OiER

1B TR TRV ZR2F L OB S L), OIZ2ER DL, » 6.008E R 75 10.085 & ICZEK L. AUC
RUC old SH 7 ZZE YR E BEI TR E L 1EEDFI21E TL 10 2B TIE. OIZER D, (S FFZE T,
HAEZESLEEEDOOIZERDAUCK U C, pmld. WThHH 1 IEEIMLEL /= L LED S, TRILIN
Z&F L HEAF D1 2SR EL2EEDOIZERDAUC K U C,pld AFIE TRV F %R
BHR S L2 E & ENHIERL F90. 715 Tl AIZER DL, ,1350.4~54. 7R B DEFEAICHY), LW FTho
BBHEIETLE,

vV AEEYRETRVINZAEF&EIFIRE (18) RIITRVNREF 20+ A2EYRD12
BFREIEIIRE (288) LA-LZ20mMFEHROIFENDEY B E/NFX—4

1B Dy AFEYR-PRNVINR 2B TNVINREF %D v R4

AF L FEIRFRS EvRD12B:EaTR 5
TxgAZEYR T AFEYR

Syozeyk  MERERS  suyzmpsr 20mERERS
20meRERST )y z2py, 20MeRERST 51 52052
(n=16) 80mgREIk S (n=15) 8omgR#E#’ S

(n=16) (n=16)
AUCo+(ng-hr/mL) 36.4(38.4) 71.5(45.3) 38.8(40.8) 50.5(26.0)
AUCo-»(ng-hr/mL) 40.4(40.8) 76.7(45.1) 42.8(39.6) 55.8(25.2)
Crmaxing/mL) 0.940(34.5) 2.00(52.9) 1.09(49.8) 1.39(40.0)
tma® (hr) 6.00 10.0 8.02 8.00
(3.00, 10.0) (3.00, 23.8) (4.00, 12.0) (5.00, 11.8)
t1/2(hr) 50.7(22.1) 50.4(21.8) 52.0(19.5) 54.7(28.5)

EATTI91E (B REICV]I%)
* 1 thRfE (R/IVE, iRATE)




TH I AZEYRETMVNZAEZF %2REHAIRE (18) RIITNMVNREZF 2047 ZZ2EYRD
1285 E1aTiR G (28F) L-EE2 MR T RIVNZAEF U/ DEYENRE /NG XA— S D LB

18 : v X42EyR20mg+ 28 PRNVINZAF80mg%

T RIVINZZF80mg vy A2 YR20mgD

R 5 1265 a5
AUCo«ng-hr/mL) 187(35.3) 232(49.9) -
Crmaxng/mL) 35.1(73.7) 74.0(74.3) %
tmax () 2.00(1.00, 12.0) 2.00(1.00, 2.00) %ié

T8 (BB HREICVI%)
# 1 thRfE (R/VE, RATE)

TRVINZE2F > ORERVCHEE (38

(FRigMEIAL XFO—)VINE)

BERANCETIMUNZEZFLELTI0mgE 1 B1EROEES T 5, 6. R ERICLETERT3) . BENBE
131 B40mgE TIEE T&2,

6. AERUVAE (hid)

[P+ 242E YR AT IV5mg. BHT I 10mg. AH 7 +£IL20mg]

<18l EnEE>

BEISHLULEOBEZICIH 1B EYEH2IBEL ST T OIZERELTEMgDE OB S HSEEAT 5, BEM
ICRED B N RF+HH G5 EICIE2BRL L ORIMRESH T TI0MEICER T3, S ICHEEN DELIBAIZIE. 48
B EORIE CRAMEEBLEH SEEREEIIC20mg, 40mgllIEB T3 4N T 5,

10. HESEA (k)
10.2 GRAER (BEAICEETAIL) 1 BBUCYP3ARRER] ThLNZ4F &
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(2) Y NREF L EQEMBEER
EBREDI v I R2EYRES N2 F L B G DEYEREICRIETHELFM T 570 2FE
B AZRELA-EMBEEARBREERLEL,

5%

RERA16HERIC. P NZE2F40mga1BE (P+ 7 X2y RIEHA) RUSHE (P + 7 X4
EvRHR) ICHEERESL. v XZEYR60mgE2~8HEBIC1 B1 BIRERORESLEZDEYED
BERURSMICDWTHELELE,

OER

w7 ZZEYRE0MENTE HIRBEEZ M T COLNALF L A0mgr B AR EL/-FER. MiFh /X
BF DTl SFEFH B ERIFRE T, Croe R AUC (3 FEH BB ICEER TV T hbi2E 8L £ 7=
Sy A2 YR RIEDMEERS S INZAZF LD, it FERERIEERTRE CL A,

1661504451 (25.0%) IC1 SEDEEE RN ERUELD WThHBETH) . RERVEELES
ERUEDBOSNELATL,

o I

Ty Z2E Y NEG AR R OHRAROMBRS VNZAEF o OEPEE/INTA—5

SUNAREFLAOmglERS L7 V24T <40meRER S+

(n=15)
AUC,,(ng-hr/mL) 41.6(61.2) 74.0(60.4)
AUC, (ng-hr/mL) 41.1(61.9)%2 83.8(67.4)*
Cmax(ng/ml_) 9.16 (666) 18.7 (638)
Tt (hr) 1.00(1.00, 6.00) 1.00(1.00, 2.00)
T1/2(hr) 5.38(33.4) #2 5.54(19.0)*3

BT E (ZTEREICV]%)
¥1 0 hRME(R/IVE, RAME) %2:n=12 ¥3:n=11

SUNREFCOORERVAE
BERACRYNZE2FLELTEmge 1 B1EEORES § 5, 45, Fip ERICLVBEEERT 52 LDL-OLZ T
A—IVEDETHA+5 4155131 H20mgE THEE TE S,

10. HHE{FA ($k#%)
10.2 GEREE (BHRISERTSIL)  CYPBADEBEELZER JoNRaF &
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()77 EDEYIBEER
EEBREDS v I A2 YRETILT7 ) DHAB S BRI RIZTTHEL M50 (25
BAZNREL-E=EE(ERARBREERLEL,

L ;>3

B A16fERIC. 7ILT7)10mga1HE (v 7 X2E9RIEMH ) RU14B8E (v 748y
REEE) ICHEREIRESL. S+ 7 22EYR60mg%E9~2088I1C1 B1 BIREROXRELEZDTILT 7Y
CORZFEMEE (RERVSHE) EMENERPENFICOVTHERLEL .,

OER

TH Y ZAFEYREERET TILT 7 e HAEEEL-EE R-TILT7)DAUC, (3 FEH FREE
EEBL T . 3B ML . C,on IR E TUI0 R-TIL T 7Y Dt R U I3 FEBE RS T1 50851 R
U'54. 285 3 FBF T1.0585E R U'60.65E TL 7. S-7IL 77> DAUC (3 FEHF FBF & EEERL
T1.3fEEINL. Corodd 1 2L L 720 S-TIL T 7> Dt KUY, ol FEAE R RE T 1.00RFR R U
56.38: [, 3 IS T1.050 R K& U'58.50FE TL 7=

N7V AA0MgR VI v 7 ZAZEYR60mgi AR EICHEITBR-RUS-TINV 77 ) DEMEIRE/INTXA—4

R-7IV7 7> S-TII77)>
IV 71)10mg V7 7)10mg
IV 7). = V77 ar
10mg Iy AFEYR 10mg I AIE YR
(n=16) 60mg (n=16) 60mg
(n=16) (n=16)

AUC, (ng-hr/mL)  25367(13.0)  31,177(159)  17,088(26.7)  21,760(30.1)

AUC, (ng-hr/mL)  28,336(13.6)  36,213(18.3)  18,722(31.0)  24,371(36.8)

C, . (ng/mL) 517(14.9) 589(13.5) 524(14.4) 603(14.6)

.0 (hr) 1.50 1.05 1.00 1.05
(1.00, 4.13) (1.00, 4.05) (1.00, 4.00) (1.00, 4.05)

t,,,(hr) 54.2(21.0) 60.6(15.7) 56.3(18.5) 58.5(25.6)

A Ti1E (ZEBRHICV]%)
# 1 thRfE (R/IVE, BRAfE)

6. AERUVAE (3kid)

[P+ 242EYR AT IVEmg. BHT &I 10mg. AH T +£IL20mg]

<18 EDEE>

BEASKULDEZEICIEABIEYER2BEEU EH I T. OIZERELTEMgDRORSE L SHIAT 5, BEM
ICRED B RR+HHEEEICIE2BRL L ORIRESH T TI0MEICER T3, S5 ICHEEN DELIBAI0IE. 48
B E DR CRAMEHERLAN SERFERIC20mg. 40mgIliEE T3 &N TE D,

10. HESEA (k)
10.2 GHAER (BFRISERT32L) 1 777U
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Tv I AZEYRDEFRET TINT7) MBS U /2EZDAUCH R UAUC \xd. FENF ARFELE
BLTZhZN1.07E RV .08MFICIBINLEL 70 PT o0 R UINR, ol FEOFAIFELEEL TZhZH
1.24F KU1 265 ERLEL 7=

QIWTP)ANAOMERUV I+ I RAZEYR60MgH AR EICETEIINT P/ DENZEINGXA—42

7! "f:':U 12; Ome ZEJ?;I:/J S g
(n=16)
AUC,, (hr-sec) 2,028(128) 2,166(262)
PT . (sec) 13.1(1.43) 16.2(4.13)
AUC, . (hr) 192(12.4) 207(25.2)
INR,__, 1.24(0.15) 1.56(0.41)
BifF P18 (SD)

16£515641 (37.5%) IC21 DB EERN ERLELD WThHBETH) RFCRVEELEE
ERERDSNEFLATL

6. ERUAE ()

[J+928EvRHT £IVEmg. BT £V 10mg. FlH 7 £/L20mg]

<18®LLEnEE>

EE 18R ENBEECIE 1R A Y BH%2EMEL LS T AIFERELTEMgDR OB S »SBAT 2, BEM
ICRIED A R AT D RS A IS 2BRL EORBBES T TI10MgI B T2, 35BN BERISAICIE. 48
LU DRERR TRE M £ R A0 DERBEINIC20mE. 40mE I B T B2 EN TE S,

10. HHE{FA ($k#%)
10.2 HAEE (FFRICEETRIL) 1 777U




(4)rhary—IVEDQEMBEER
CYP3A4RREHITHZ b IF I =LA SN v 7 ZZE YR DENENREICRIT T EETHE T
378 BERE AT REL-EMBEEARBREERLEU

L ;>3

BEER A30BI X RIC. D+ 7 X2 YR60mgE1BE (U b3V —IL3EHR) RU108E (rhaF+
VIV ICEERSL. /b —IL200mgE7~158BIC1 H2RIRER OIS LZEEDT v
JAZEYRDEMENREICRIT TR EERTLEL,

OER

RaAFV—IEHFHRABERO NSV —IILFRBOMFEFOIZERDT, . ZhZNh6.00 K
8.00BF I CL o bV — LA O MEEHOIZERDC, KU AUC, (. FEFABHIEERTZ
NZh#14.6 RU27 AZEMLEL. b IF Y — IV ABOMFEROIZERDT, Ll FEH A
(CHEANTH 6BERLEL,

3075151 (50.0%) IC1 50 NDEBEERIRBLELD | BEAEPBETH) . ETRVEER
BFEERIEIBOSNELATL

TFRAFT-NIEHARRUHARBOMFEROIFIEFOENIHRE/NFTX—4

JxY ZHEYR60mg Jx Yy ZFEYR60mgEEK 5+
BAE#ES (n=30) haFY—IL200mgREER 5 (n=28)
AUC,, (ng-hr/mL) 56.8(38.3) 1,563(50.9)
AUC, (ng-hr/mL) 65.1(36.3) 1,765(56.6)
C,..(ng/mL) 1.23(46.4) 17.9(48.5)
T owc (hr) 6.00(1.00, 48.0) 8.00(4.00, 24.1)
T, ,(hr) 39.0(22.9) 63.7(29.1)

RIFE (ZERHICV]I%)
X hR{E (R/MVE, &AfE)
FhaF /- OROF - EHENIEANRFES

2. R (RDBEILIBELEWVIE) (IREE)
2.3 hREENIFEVCYPIAREEAERE T 2EAIZHREFDEE [10.151]

10. AAEEA ($r%4)
10.1 HFAZRR (BALEVIE)  BOCYPIARRER] HI2ENCYPIAEEA]
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(5) FEOEIFELDOEYEEIER 202

OEFREDIFIIANSTF IV JIVFRAFA—h S v T 228y ROBRIBEHN TFZILIR
RSTA—ILDENENEEICRIZTHELTE T 510 RERALEENRELAEMBEEAR
BREEHELEL,

5%

ERER A L2823t REL . Eit§B3ARA L (EVAR 2R V3DE1~28HE) DE. TF=
WIZANZ A=V JIVFRF 4—b&1B1E. BEH108530 0 £ TOIZIFRUEEZ (£3047) (5L
FUI EUAR2RUBND14~21BBIC. IF ZIVI ARSI H—IV SV ZAFA—N RS+ ARy
R50mMgXIE 7 ZeA%1 B1 B AES L. EMEREICRITTREERTLEL,

OER

xR ZEYRHRBICEBIF DIV IR DA —ILDEMENREICRIZTTREIIRDOSNEFLATLU
28150201 (71.4%) ICO7HDHEEERI BELELAP  WThEBRETH) . EFCRUEELE
EEREBOSNELATL

IFZIWIANSIIA=I ) IIWTFRAF A= v I A2EYRRIZ TSR &#AIRE L -EE0 M %
RIFZIWIANTOA=IVDEYENHE/INT X—4

IFZIIANTIF—IL/ v X2 YR50mg+
JIVFERF A—F+ IFZIVIARSOHF—IV
75+t R (n=25) JIVEZF A—h (n=25)
AUC, (pg-hr/mL) 1,114(29.8) 1,042(35.8)
C,.,(pg/mL) 128(36.8) 121(38.2)
t . (hr)* 1.02(0.500, 2.00) 1.00(0.500, 2.00)

(AT (T ERE[CV]%)

% o FhoRfE (B/VE, SAME)

QEBRENDIFoIIAN ST A=V JIVFRAFA—RET v X2y ROt BIS 5 Y EhEE(C
RIFTHELTHMT 270 BERA T ENREL-EYEEERARBREERLEL

L W3

B2EHEL TWEVMERERAZMEI2MIE I REL. 18 (n=16) I3+ 7 XZEYvR20mgz1HE (T
FINWIRNITF—IV VP ZFA=NEHA) RV22BB (T FZIVIRANS VA=V /LT
ZAFA—MMER) ICERESL.8~28HEDRIBFZICIF ZIVIRNS S F—IV IV ZXF A=k
(0.035mg/0.25mg) & #EFIZ1H1EREROKRELEL/. 28 (n=16) (ZIFT+ I XZE YR
20mg&1BB (TFZIVI ARSI VA=V JIVFZFX—REHAR) RU22BB (TFZIVI AN FH—
WG ZAFA-MER) ICEBIIRES L. D+ 7 X2EYR DI SIS 1 285 E DO EEE 2R 1+ 79~
20HBICIFZIVIRNSG VA —IV IV ZF %—K(0.035mg/0.25mg) & & &% 181 B RER
O#% 5L,




OiER

Tx I AREYRELF ZIVI ARSI F—IV /S IV ZRF A— BRI RS L -EE (1) DM 4E
AXZERDC, K UAUC, .13 FEGEARELEEL TOThb 1 3EEIL. S+ I R4 yRETF 2L
IRNZTF—=IV IV ZFA— 1 2B EERR TR 5 L-£& (28F) DM EFOIZERDC, KU
AUC..ld. WTFhb1 . 3EEIMNLEL 1=

32655155 (46.9%) IC48HDHEERIP RBELELD  FEEOHREED1 F2[FEVTHhY
BETH) FCRVEELHEERIBOOAELATL

JvVRABEYRETIFZINIAMS VA=V VT RF A= aREHAIRE (18F) XI31285 7 RPE
TS (28) LA-LZ2nmFPROIZENDEMEIRE/NFTX—4

15% 2%

TSxYREEYR v RBEYR v XFEYR TJwUXFEYR
20mgH AR5 20mg+ 20mgEEE 5 20mg+

(n=16) IFZILIRANS (n=16) IFZILITRANS
% b g o b g

JIVERF A—p JIVEFRF A—p

FlIEFR 5 12 EERTRE

(n=14) (n=14)
AUC, (ng-hr/mL) 33.5(35.0) 42.7(49.5) 37.6(49.9) 46.5(55.1)
AUC, . (ng-hr/mL)  36.5(34.8) 46.5(49.1) 41.1(50.9) 51.2(55.3)
C,, (ng/mL) 1.03(39.1) 1.39(58.4) 1.05(50.7) 1.39(56.5)
%) 6.00 5.00 8.00 8.00

max (4.00,12.0) (1.00,18.0) (5.00,10.0) (3.00,11.8)
t, ., (hr) 51.0(16.1) 53.6(19.0) 51.0(22.2) 52.0(16.1)

A8 (ZERHICV]%)
X 1 hR{E (R/IMVE, &AfE)

6. AERUHAZ (3r1%)

[P+ 242EYR AT +IVEmg. BHT &I 10mg. BAH 7 +£IL20mg]

<8R LEDEE>

BEASKULENDEEICIEIABIEYER2EBBU EHIIT. OIZERELTEMgDRERORS L SFHIAT 5, BEM
ICEIEDP B DRAR TR EBAICIE2BELU L ORERESH T TIOMEICIEE T 5, I5ICIEEN DELIBEICIE. 48
B EOBRTRAMEFERL AN SERERIIC20mg, 40mgllBE T3 EN TES,

10. HESEA (k)
10.2 HFRAEE (HFRAICERETSHL) © BBUCYPIAMRER FEOBEES
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(B)EF71ZIVEDEMEEERD
CYP3A4FEBHITHEEL 71V OHRAZEN D+ I X2E YN DEYENREICRITTHZEBEHET S
7 BER AT REVAEMBEERRARERELEL

5%

BEER A8 RIC. v I XZEYR20mgE1 BB (EX 71 Z/VIEHAE) RU15HB (EF 712
) ICEERESL, B4 712)0200mge12~22HBIC1 B1RIRERORESLI-EEDT v I X2
EvRDEYENREICRITT R EERTTLEL

OER

ELT4ZIVEG B ROEL 70 ZIVHABOMTEROIZERDT,  ld. ZhZN16.00 % 1U'5.00
BRI T EX 71 IV A O MFHOIZERDC,, SFEH IS EFEFEE TAUC, 3 FEHF FHBFIC
EERTH15% B DL EL = BEX 70 IV B O MIEFROIZERDL, 8. FEHF HBHIEER TR 78
fEIxEfELEL 7=,

18f5h 1251 (66.7%) (31 FDHEBRIEIBLELADP WThEBRETH) . EFTCRUEELE
EERIIBOHSNELATU

EL74ZIVEHRARRUHAROMBPOIZIENDEMHE/NFTX—4

JxY ZHEYR20mg JxYZFEYR20mgE A% 5+
BE#S5 (n=18) EH74Z)0200mgR1BH S (n=18)
AUC,,(ng-hr/mL) 32.42(45.0) 27.60(47.8)
AUC, (ng-hr/mL) 35.44(45.7) 30.23(46.6)
C,., (ng/mL) 0.904(53.1) 1.024(43.6)
T owc (hr) 6.00(2.00, 12.00) 5.00(3.00, 10.00)
T, ,(hr) 48.53(12.4) 41.48(16.4)

1/2

EATTI91E (B REICV]I%)
* 1 rhRfE (R/IVE, &RAME)

10. 48 E1F A ($R#%)
10.2 GHAEE (FFAICEETHL) ( CYP3AFER| E47/ZIE




b= b=
:E:;:j]: < 15
S

1. ERAREEIEER

(1)LDL-CELEDOHEHAIZEBFEL (BST—28T) Y
HAAEERABMI6HRVEAEERABEMEI6HEMRIC. D+ 7 X2EYR10,20,40X 13
60mgb LI 75t ARE1H1 E27HME. HE#FEEEAVWTIERSL. LDL-CON=XF1r5NDE(L
FEFMALEL 72 LDL-CON=ZF1 Do DETRIIAEXRFHNTH) . BRAARVBATHIEE

[mi=

TL7=
BAARUVBARERAICS TBLDL-CE{LEOREHFZBFEL
% T
(%) 20 T1E
0
L —20
D
L
c —40
g
1
£ _60
—-80
—100
14 16 18 20 22 24 26 (=)
—A— BHAAN10mg(n=10) —l— BAA20mg(n=6) —¥— HAA40mg(n=6) —@— HAANG0Mg(n=6) —e— BAAT TR (n=8)
--A--BA10mg(h=10) --E--BHA20mg(h=6) --%--B3A40mg(h=6) --@--BHAB0Mg(N=6) --e--BATFtR(n=8)

WER 1 BAR AR A S E366I R UE AR A S E366]
HiE D UvTREEYR10,20.4031360mgb LIz T IR E1 H1E278E. A& EEAVTHRE L. EAFWRREFIC

DUVWTHRETL 72,

6. ARV AE (ki)
(v 22EYRBHT EIVEmg. BH T EIL10mg. BH 7 +/L20mg]

<18mULEDEZE>
BEASKULENDEEICIEIABIEYER2EBELU EHIIT. OIZRENELTEMgDRERORSHESFIAT 5, BEM

(CREBEY G HIRAT A EIHEICIE2BRELU L OERESH T TIOMEICIER T3, S5IEENVDELFZEICIF 48
B EOER TE R EHEBL LD SERREAYIC20mg. 40mgIlEE T 5L TES,
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(Q)EBENFA—2OREHNZL (BT —52)2

TCH200mg/dL EDEILXFO—I)VMAE EEI8HIEFRIC, D+ T XZEYR10,25,.50. 100X
13200mgb LLI3 7 ZtAR%E1B1E14BMHE. AE#HIEEEZHV S BBE/YFX—%(TC.LDL-C.
TG.VLDL-C.apo BRUHDL-C) DX—Z 51> h>NE L RE AL £ 7=, 38N T T REA
HARICHEAANSh, ZDHE366IH RBRER S HEICEITL. D v I R2EY R E R IET 7R
S0WThrICEELICEIFIISNEU, 27HI HERET T UEL /=0 TRIKR U T RICBIEL /-fER
(2&H), 100mgE D2 TDOHWERE II7THBELFIC v 7 X2y R DS % 1L, 200mgD A E 131
ENFRATU/ LDL-CONX=Z I H5DE T RICIFAERICEN ROSN ABDIEE /YT X—
ZZHWTHRBEDIERDP REINEL,

H*E*ﬂ#ﬁ)lﬂ#l

LDL-CON—R M4 5NFEALE

(%)20

N— —

—40

Heto-ror

—— 7S5tk (n=12)

_60 4 |
~0- 10mg(n=6)
—o— 25mg(n=6) *'
—e— 50mg(n=6)

—80 +— -—
100mg (n=6) #2
AR 2)
—100 ‘ ‘ ‘ ‘
N—ZF5(> 4 8 11 14 X215 (B)

%1:8.11.14/15HEM25mg# n=5 2 : 8ABLIEHKRSHILE

ME  BALRFO-ILMAEEE (TC : 200mg/dLEL +) 38

Hik 1 Vw7 REEYR10,25,50, 100X 13200mgb L3 75 K%1 B 101485, BE#HiEEEAV %50, TC.LDL-C,
TG.VLDL-C.apo BRUHDL-CON—ZF1HSNE(LRICDVTEHEL 1=

6. AERUVHAE

[P+ 28EYRATRIVEmg. BHTIL10mg. AH7+EI/L20mg]

<18 EDEE>

BEASKULEDEEICIE ABIRYER2BFEL EH I T . OIXENELTEMgDROXRS HSFAT 5, BEM
ICHBEDP B IRA T2 EIGEICIE2BE U EOERESH T TIOMgIEET 3, 35 ICESF L ELIGEICIE. 48
B EDOBRRTEEMEREEL 47 S EXBERIIC20me. 40mgll BB T3 TE 2,
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2. FEFR R B

(1) fER# 0.3

70V —LMN)TVERERERZ /X7 E (MTP) 13, B R OVINE EEMRRICZ<EEL.NT U
R(TG) &7 FRERBB(apo B)ZEE TR ECL) FFETIRVLDL /MNBTlRAra3o0> OIS
BE5LET, R Eh/VLDLIZ. URER/NN—EICL>TTGH R EESNIDLERY), IDLIEAFER)F) &
DRYN—EICL-oTHEEINLDLELY)ET,

O3IZERIG /NBEAREICFERET 2370V — LN T URERE L /X7 E (MTP) ICEZERE S L TR
BExEAE T2 EICLY) AR O/NEMREAICHEWTNITUEIRET RBEET )KL 1N
BOmEEEELET . ZOMER. FFAIEOVLDLY/NEMAED 10370 DRI BREIN D E
(& VLDLOBFRED S DR i AR T U, M#EHRLDL-CEREZER TIEET,

H"EH@HI

¥ I AZEYRDIERXD=X L

[ B 1

\0 —79\

VLDL y

\—-—r-—d MRB~ND
IMET

JvIZAFEY R

[ /i ERZ#HRE ]

, 3 TG

g\ g §

< apo B-48 2
0 =

ha4o=on0v

J

Iy IRFEY R
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(2)MTPREEERA

OB EEXEEEA (in vitro)3?
MTPEMET v/ #FAWTIRF—BIDBEBURY —LhdT 71T 2—BlIDOEAD IS B 5% %8I EL
1625 . O3ZERIGEEKIENICTG. AL AFO—ILI XTIV (CE) RUSFU+UR (DG) DExiEE
FEEL. 50%RAEZE (ICs) $ZhZN0.5.0.55 KU1 .2nmol/LTL7zo — A KX T7FTILal)
(PC)IZX T B2RAAERIF18% Tl

OIZERICEZEE REEEEMA

(%) 100
L W
|=3
H
< 60
=
= G —il—
]
M a0 L
cE —O—
DG —@—
20
PC —A\——
0 | | | |
0.01 0.1 1 10 100 1,000 (nmol/L)
AIZENEE

HEEHE  0.25mol%D[“CITG. [*C]CE. [*CIDGXIE[“CIPCTERBIL /-RF—RIN BB RV — LEBWT, FEE
DOIZERTFET COMTPOIE B Em%EMEEBIE L 70

@ Yyb NLRZ—ROEMMTPICXT$BBRZEERA (in vitro) 3@

Fyh NLZXZ—ROEMEEDIFEMTPICN T 2OI2ERORAE(ERAERETL-ET A IC,TE L.
Zh%#10.005.0.007 % *0.005umol/LTL 7=,
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(B IEEETER (NLREZ—HZI1HFIL)

OFALAFO—IIVMFENLZRZ—FTFIVICEFZALZTFO—IVETF/ER®
EREFERESZ-NLXZ—ROEEBEARCL)SIALATO-IVMEREE RS/ LXZ—
(2. A3%2ER1 . 3R U6mg/kge3:BFEERZO®RES L. ALXTFO—-IVE T EAZEEL LA,
TCRUVLDL+LDL-Cld. WTh DR THEIFLI-/NLARZ—ICHVWTHHEKRENIETLEL
2o EDsofE (3. 2B K U BBE R S H &L T BARRESE B OAIEAYEL P, AL ZT0O—
IVETERIE. BB S B h#iFshEL - /- SEBARBICHE 21 BBBRESENTC
DEDy, (1mg/kg) (& BERIFIBFDED,, (2.3mg/kg) £WHIEL 2D EIF2BEEIR 5 % (IBEFH
B : 4.4mg/kg. SBRFEIFIEE 1 1.8mg/kg) RUSBREHE S % (1IREMAFIE © 4.7mg/ke. B
BAEA#IEE © 2.3mg/kg) ICBWTHREIKETL

BEMBRUOSEHAR THBLENLZSZ—-ICEITZILRTO0-IVETER

FEAERR CHEF LN L X2 — S RERR AR CHEFFL 12/ LR —
(mg/dL)120+ (mg/dL) 300~ FHELSEM
] (n=4 X3 5)
100+ akcAa—Jb
| 1mg/kg arha—-Jb
80+ 2001
1 3mg/kg 1mg/kg
T 604 T
] C
40 6me/kg 100+
| 3mg/kg
20+ FI51E+SEM
1 (n=4 X% 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 (B)
5 1R 5 1A

REAE  EERHRVSEBARES 2TV TF LI T U NLZXE—(n=4X135) ICA3I2ER1 3R U6me/kg#3
BREERRORS U 1. 2R UBEERS % 18R AR MFEHRML. EEEAEL,
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H*E)MQ)MI

@QhZ7A4HIICE T BIEERTIER®

HZIAHILIZAIZERD, 2.5 K U'5.0mg/kg#7ARERROREL . RIRZR S B O MIEHAE
BOREFELERTILEECA. 2.5 R U5.0mg/kg TR TGEZNZi153% R UV171 %K
TERELAEZ(QMO—ILBERUENIEEEHOBRSHEIPSOEKRODELEOMELTESR) &
7o M#EHTC.VLDL+LDL-CRU'HDL-CH R E&FAICETLELA- (A hO—ILBFELEERL T
2.5mg/kgT#155%. 57% K U*54%. 5.0mg/kg TIE#167%. 66% KUV 70%) . MIFHALT KV
ASTORE&KEFNL EREHBOSNELAD, AMA—ILBED2ERED L R LA GEIHMEICED
Qo MBEILTF oA F—ERUFREICIEILIEASNELEATL

THREES#10RU246EICH T3 MBRTCGOE L

(mg/dL)100
—— 3 hO—-Jb(n=7)
—O— A3ZER2.5mg/kg (n=7)
751 —@— O3ZER5.0mg/kg(n=7)
T 50
G
25+
T +SEM
O T T T
0 10 20 30(BFME)
AR SRR

THREES#10RV246[ICE T3 MBRTCHOEL

(mg/dL)150
125+
100 A
T 75
C
50
. N AT
254 —O— B3I%ZER2.5mg/kg
—@— O3&ER5.0mg/kg Fi9{E+SEM
0 T T T
0 10 20 30(B%E)
AR 5125

HERAE L A=YV (n=7)ICAIFERES0% T4/ —)V /7KEALTO,2.5X(35.0mg/kgz 1 B1E. 7ARR O#HSL
Too AR S 10 R U24R5MC M 3 AR TTC. VLDL+ LDL-C.HDL-C.ALTIE R U'ASTIEZ BITEL 720
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1. R EREHERP

ABERUEMHAR

HERIEH EiE BEH&E R
REREOZE{IC SDIvb 1H1E148B &0 125X13250mg/kgDAIZERICELY,
WHITBELIKE  (4~5/E) RERMME, REFREERGENDE
P23 VES HEEPBHON,

(in vivo) E423I KDMTE (200ug/kgiER O 5
+100ug/kgE T 5 ) (Z &), KEE RS
BEREELICFRIShiD A=
INEDEDIEFBEEINED 57
FEBREKREFNVER HEHYIX 1H1E4EE. &0 HAERTIITE. OIZER1.5~3
WEHDLETER BETFREYIR mg/kglc &) IR B L T ig R
DHEFERVOMTP -DGAT1 —/— TC.TGRUHDL-CH#I75%IE T L.
FEEICESERAF  -DGAT1 +/— ED, f&|d1mg/kg T o7z
DWEICDOVWTD -SCD1 —/— Ehapo AIRU'CETPE{EF & A
1RET -SCD1 +/— LAHB~Y X Tld. 1mg/kglZ k), 3¢ HR
(in vivo) -LAHB BCtEE L CM%EHTC. TG.HDL-CX
-apo ALK U Uapo BOFIS50%E T 7=,
CEPT&(zF& FAERTIZTIE. OIZER0.5~3
ALAHB mg/kgl &), I FRRE &t 8L CRT B R
TGH #I3~5fEIE L =", FFiE L
ATFA—-ILEEILED 57z,
DGAT2HMETATGE R NDEE
(SCD1/y 77 ML B) d. O34E
RICKWERINZ BB EHET S
ENRENH  DGATI1REE. FFiEA
DB AADEK T RUILXFO—
JIRINDREE IS TR EEASNE
»-o7.
—MEEEH (R CD-1vUX BE EOGRIR, —REOES/ T8 FELL(FUZR
X#HRER FEKKR, SDIvb Zvbh) U'Iuk)
DMER.BER. Hartley®/Evhd  BIRAEE(1X) $REERER  10mg/kgl ETARE
BBER) (Std) invitro(TY¥. & #HENDKD.30mg/kgll £ TEEELEE
AAEeREYYY  JILEYN) ERERICDET (¥IX) . FEBEAD
(Kbs) 2EEL (SN,
E—JILK in vitro/B1f5 - BREEH (VH¥) RV

DGAT : 7N J A=W TIIWNTF X T 77—t

SERMIVE (BIVEVR) ISR ELL
FEIRR/DMER © 20mg/kg ¢—1@
MEDZEAL (MR EEEM. DB EUR D .
FHMERT . KERE AR M7 25D
DENTHIRBOEMNAE) (1X)
BIEER : 100mg/kg CEIEE EED
O (v X)

BiE% : 30mg/kgll L TR 53X 146
BEERICRERD RO ERE MK
T (HEM&ER) (Tuh)

TEMHERE

S5 B RE Bt A S BE B B R D AT I
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2. 5EER

(1) AR 5 SRR
ZIN Els K = =
R0 (%) SEKBER(E®) e (k)
< Z(CD-1) 0.300.600. 1,200. 2,400 2,400
It e =% 5T / BF #0O
< Z(CD-1) 0. 12.5, 25, 50 50
- |t = 5T /B RN
§ Sy (SD) 0. 0.1. 1. 10. 100. 300. 600. 1,200
% i 4 = 7 T / B 1,200, 2,400
= s
;ﬁ Sy (SD) 0. 12.5. 25, 35. 50 50
% I 15 5L /B #RP
g 1R (E=T) 0. 0.05. 0.5, 5 e
4 I it =258/ B¥ BARA
B
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(2) R1IE#% 5 H 145
BiE (R O IR EHNE )
- BY (mg/ke/B) (mg/kg/B) ki
REHE. RE5R%
Zvh(SD) 0.0.5.5.50 0.5 2HE  FHE(2HE) RV/NE
Wi =1 ST /B 1A 80 (5K UV'50mg/kg/B) THIEE
E1&
<5mg/kg/B : RIFLBRME
50mg/kg/H  BAS L E 4RI R .
LEREEAQHMFBEREA>NES
HDOFETHI
vk (SD) 0.0.02.0.2.2.20 0.02 ©HAE  FERO/NETOEIL
IR 200 /B +BBEOEXECILEA ZFO—ILRUTGOR D EESH
MEL23I> (E23IA.D. ERENLIEEETE
E.K) =0.2mg/kg/H : FriEOE 24
6»8.#0 RAE . FHH A D B #H B2 3B 58 K U Hif
DFEFETKRIE
Zvh(SD) 0.0.1.1.10 <0.1 £HE - FERUO/NETDIEER
=10 /B 28, F#IkAN (%55 EE (1 RU10mg/kg/B s M
BT8R U5 BIALZXTO-ILRUTGOR D%
10BICEEMT. 5 FEoTWe) GESERAL (BH DV
BRI D R EFAR D IKEED FERE) T A EKFR AR
BlLELD. ZDEIZ
EREARS)
1X(E=FL) 0.0.02.0.2.2.20 0.2 0.02mg/kg/H : BEBLEL
i 1 = 35/ ¥ 1pA. &0 =0.2mg/kg/H : FFiE R /N5
TMEIALXFO—IL BRU TGO
VEHOREKRENLIBEEETE
1X(E=JI) 0.0.01.0.1.1.10 0.1 2HE  FREERO/METmEIL
I =258/ BF 61A. &0 Z27FA—-ILRUOTGODRDVEHSH
EREFENLEEERE
IX(E=FI) 0.0.05.0.5.5 <0.05 =0.5mg/kg/B : /NBTMEIL
T =458/ BF 1E. &0 Z27FA—ILRUOTGODR DV EHS5H
EREFENLEEEE
5mg/kg/B : FE R U AEIENN
EDRD
ZOfth CFFEICHEWTIR, MiE
ALTO LB XIS HEMEZE(LIZFRD
Shich-7=
1X(E—=FI) 0.0.05.0.5.5 <0.05 £HE  FRERERO/NEcmEaL
I =0 5E/ B¥ 2;8fE. FFARA ZFO—ILRUTGOB D ERESH

ERENLEEEE

5mg/kg/B : £ D E S EEAL
(2[5 88 7% 5% Bk A2 E & O 10 &
E DR E ~ P EE DIRHED 45
h MEBBEs|ZREILE

S5 B RE Bt A S BE B B R D AT I
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() EERESMHHR

RT-BRBICHTBZIVRSN2

EMIEER (TYM 7L YN ICHBVWT AR EICK - REEIPBOSNTOET,

O FHIRZYMIAFIZTIR6EE SR B A EEL CGEFIROKRESU/MER. 0.4mg/kgl £T
FRIR . 4mg/kg TR R UBRIRFE TN BOSNEL 1= RIRSFHEL TBEAINZ 7 IR S, 4
AL DO R K EEDEAL, MEEEH. EBREN. BES #HE BEE OB LELNFED
S5hEL7 7YMI0.4mg/kgtt 5 LIZEZDBEEIR. EMI60MgZR S L BEDBRBEED 113
Rt Tlrz

@ FR7ILYMIAFETIR12BE SR BRI EEL TEFIROKSLFER. 1.6mg/kgll
FTRIBICHE. EBEEE. EBROSHEIROONEL, 7L ybMI1.6meg/kegE s 5 L&D
AEREEL)OAE (mg/m?) 3. EMC60MeE R 5 LD FREE L ) DAED1 {EKE
TL7=,

B RE B G RS ".'H"E*i#ﬁl-*b)dil
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EiE O3I4ER -
HEREE  (RE)  aoa @msm et e
ER L L S (mg/kg/B) K&
TRERVE Svh(SD) i XAEC28H 1 0.0.2.1. —MEM 1 #D5mg/kg/A.
FRECHOME MHS25L, Fi~Eli% 5 (i47:3) D 1mg/kg/H
Jiii3eS B It - XEE15H M - 0.0.04.  AETEEE - FTHELL
Fi~3F4R7H  0.2.1 5(1) .1 (1)
20O
R-RRIERYE Zvh(SD) TiR6~15H 0.0.04.0.4. H&Ep4p: 0.4 = 5 4 »
2oL /B &0 4 B&2 1 0.04  4mg/kg/B.BA
BREED» =
0.4mg/kg/BT
2% (A N5
WTESHEE
BEIdEEALN
e
JHE(NZW) HFfR6~18H 0.0.1.1.10 F&H4: 0.1 BAESEI1E
I#200T /B #0 F&IZ : 10 '10mg/kg/B
THON=D T
HXICHTBME
L% 110mg/
kg/BETERDHS
nigh -7
HEGEOE  Fvh(SD) EIR7H~ 0.0.1.0.3.1 B#¥% :1(B BH=EHiEnd
ERORER o250/ E 215208 $EM). 0.3 hOHAEICHW
U B DHEEE #Z0O (HETEBE) THBOHSI A
F1|':|:'u$')|5.'. : hof=h. 1mg/
0.1 kg/H THJEEE
NDEEN KL
hi=cF1H&ER
TI30.3%3\
1mg/kg/B Tk
EINTGA—EAD
EERUVSFED
FKFPH ASNT-

(B%) B BERTRICH T IR & B DR

2016 E3ADEF AT AZIR S FICH I BFIRD 6FIFRESN TWEY CRESAL. TS24l &7E
1611207 161) o ZDERIF G A TEIRGHE1 6] BRRE G, ER HE I ERE16] GERIC

FOAF DS EHIE)  EIFAREA2FI TLI

SED B T B S SED B o5 o e D I
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(4) ZDO4FHRE M

OmEHEHE (EILEYH)
FILEYMIAIZEN I mgziB5AISAERRE O S XIFAIZER0.5mgziB1 [ T BE K TS5
ICE)BIELEL 2 OIZER IMgDEFIRNIR 5 IC L2 ERE. SR ET7F 71 7% - RUEES)
HEBMETFT717F% > —RICIIZBHSNFLATL

@&EEEMHER (in vitro. TvYB)

In vitroFBREL THIVERTEE VWV -IRRAMesB IR RAZERR. VIV EXTBARVKBEEE
B -AmesEIRRATERBREEMLEL /- OIXERDMIREMI #ONSHEFTTHELEL
P WThORBREKRICSVWTHRATEFZREAEIROSNELATU I RHRIC in vitro %)
KeM)oNBREEAREEHBICHVTOOIZENOMBEEMN AON2BEETHERLELD,
SeEFEEFRERIBOONAEEATL,

In vivoiBREL Ty MEOR S5/ MG EREERL . OI2ER10~1,000mg/kg%x1H1[E., 3HME
BOKESUAER. 1,000meg/kg TIEEFMEIEE I DI TH HONEL7=, E5IZ MDEHET
BZKBEDERBEN AONELIN REFREREFEERIRDOSNEFLATL

%ﬂﬁ&ﬁ@%%‘&wfﬁﬁﬁ#ﬁwml

OB ARERER (R IX. TV

VI RZAIZERDO.3~45mg/ kg2 FEIREEIR 5 L/-RE. IR /N DREBERERED 1
MLELA BB OREZHAATEALOLBHMIBENZELIFFBICS VW TRBOSNELEAT
UZzo BFRESS (CD-1 Y IR TIHBE A#5N 3) /NBIEE (CD-1 v X TIdthk) 13 AIZER DL 58
BEIAAXANICO0MgISLIHEDUTIRIZNTA<IFE. <1ETHAONEL HETIEZhZh
21715 S4B THONEL . BIREME/N\ v T —HBROBRICASE. BEEFRIIEENT A
JURKER[DNAEIEICEE R ADD TIIEWEEZShEL
ZyMIAIZERDO0.03~7.5mg/kg%2 EEE O 5 LR EEREREDHE B LIBMNIIFRSH
SNERATUY RIEMEARIEDFEESRE BN IEDT . 5me/keglcHONEL 1= IED DR E
ICHIBAIZER DL HBRBEEIFAAANIC60Mg 5L GENBBBECHEEL T AFTLL,
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B2 ICETSEAFZRAMEA

—fi%4 : OIZENADIVERE (Lomitapide Mesilate)

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

#EX

BFR : CaoHarFeN;0,-CH,0,S

2F& :789.83

% K:ABE~EBEAEABDIHMER THD,pH2~5N KB RISTBITIW 7 IR/ —ILRUA
2/ —IJUSBFRTL 2-TE2/—IL DUVOO*2 RO TERZMILZRRB TR T -F7
2/ =V RU2-TOIN = IUIRRB LKL BEBE T FILISTBIHIKLK AT ZUAZIZEA LR

50,

WA Sk et 3 71D T e at I
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RAFHER MHFVLEOFE

B/ A%

KA DREM
(Y AZEYRHTEIVEmg BHT I 10mg-BH7EIL20mg)
HER REEXHE FREMRE REHME HERER
RERIFAER 25°C/60%RH SRERY)IFL 3658 WThDEEGETHR
et o~ oo (HDPE) &3+ K'Y & pg2)
hsE K ER 40°C/75%RH S OEL 8% 1y 68
AT B EER () St (BRI R U O 7H
jlf_,)ﬂ
AT EE A ER —20°C&£40°C EBRERVIFLY 6H
(RIERREY (Y /T5%RHD#RY)E (HDPE) 848+ RV
W) L (3[E) TOEL 8%y S
FEREEDOREM 30°C/65%RH ERER)IFL> 28H Ko EEMPRHS
HERY 30°C/75%RH (HDPE) &3 +R1) hi=p' FRIEAY
TOEL Elx vy

D RAREMERBAIRTA AR FIBEELT120Alux-hrl L 5 #ITERA S T2ILF—ELT200W-hm? LI L)
2)AIEIRE | MK (SR RRME. KD BHERVEER
3) 1BV ERFDMEER T AT RV ER)HU R ICRLRERMU, Ch228ARRRVIRL . REMERREENEL 20
4)BIEIRE MR (S  HERRER (HPLC) BB M E. K2 BAHMERVUEE

(¥ 2AZEYR BT RIV/NEE2mg)

e REFEEH RERRE FREHME HERER

REARTEAER 25°C/60%RH ERER)IFLY 24%R WIThDEEGETHR
(HDPE) &3+ K1) Ao
AL ®lx vy T

BB R ER () S (B S K U8 T 4% 78

:\,llf_,)s)

BT B BR —20°C&40°C SRERYIFLY 6H

(REERERY MY /75%RHMD#V)E  (HDPE) 815+ K1

) L (3[E]) TAEL 8y

FEREDOZEM 30°C/75%RH ERER)IFLY 28H KOEEMHERDS

HERD (HDPE) 815+ 7R1) hi=p FRIEAY
JOEL 8lxvy T

5)REEMHEBRHIRTA IR RIBEELTI120F ux-hrlE ; #EEA RS TXILF—ELT200W-hm2 LI L)
6)BIEIEE © MR (S8 B ME. Ko BAEERVERE
1B EEFOMERT. AT N ERWHELAEE ICRL EERU . ChE28BRREL . REMHEBE R,
8)BIEIER : Mk (4188)  HERHER (HPLC) ERME. k5. AHERVEE




RFEWD EDFEE

HIRS | B NS BEES (TR ERSONSEILIERTEIL)

B % DR

A %8000 : 368

i DR -

20.1 BSHHIE % vu TEEID. BB, SIRBRIRETEIL,

202 WRERETOREMEREIIL TL L0, RERBLBHH BLENZE,

GE-

Jv I ZRREYRATRILVEME I 14hTEIVAWKE

28A T IV AN’E

v I AZEYRATEI10mE : 1487 2IVAWRE

28H 7 IV AWK

Tx Y AZEYRAT'IL20mg - 14HT=IVAVEE

28H7 IV AR

v ZAEEYRATEIVINEE2mg @ 2857 IV AWHE (R INE)

B & 15 &

SrgRAE YR SpyRRE YR SpIREE YR R EL =
H7TIL5mg H7tIL10mg H7TEIL20mg H7 IV NBH2mg
ARES 22800AMX00704000  22800AMX00705000 22800AMX00706000 30800AMX00157000
AERER 2016%F9H 2016%F9H 2016F9H 2026%F6H
EMEAE .
A% ;
IR ER 2016%F118 20165F118 20165%F118 i RN
BRSERAtaER 2016%F 128 2016%F128 2016F128
EESEEEAR 2012%F 128 2012%F 128 2012%F128 2026%F2H
BELTHE 2L E18mAmNEE | 2032FE6H 2 E1 8K D
w7 ER 18U EDEZE  2026F9H #B¥  2032F68
211 EERVRVEEETEERED L BEYICERT D&,
<Rt A>
EEEAE 21.2 ERTORBREFI»BH RSN TWSEENS, BEIRTE R, —EHDEFICERS

TANEBEINBETORE I REMEHNRICERREREERET DI EICEN,
AEDEREENERIBFREIEETIEEDIC AT DOREMERVENIEICETS
T2ERBICRNEL AFOBEFERICLECREEZBLUSIE,

- II

B\

-

<

E o D\ S\ Bl R O B
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1) HRER BMS-960397yMEOHSICLBHE-BR R RAEICRAT 2R

2) #RER : BMS-97008# k7 L v MIH1121 7EMROE S HER
3)#AEFX  AEGR-733PC00314%& FvMIH1F290AERE D% 55k
4) #tREFR  : AEGR-733PC0003+ X104 BEERO#EEN AR MEHKER

5) #tNE¥  AEGR-733PC00027vM 04:BEER O SN AR MR ER

6) #tER : AEGR-733-030ERNERFRER GRERREEHME R

7) Harada-Shiba M, et al. : J Atheroscler Thromb. 2017 ; 24 : 402-411

8) #tER : UP1002/AEGR-733-005/8 45 e PRt Bk (RSB 51 & #1)

9) Cuchel M, et al. : Lancet. 2013 ; 381 : 40-46

10) #tAE# : AEGR-733-01 2/ BR R &8k GRERRSFME K]

11) Blom DJ, et al. : Circulation. 2017 ; 136 : 332-335

12) 1t NER | APH-197B 1 BRER AL ER (RERRFFTMAE K

13) Masana L, et al. : Lancet Diabetes Endocrinol. 2024 ; 12 : 880-889
14) #tAEF} : AEGR-733-011 RHfltfE% 5 = 5k GREBRFETHMEE#])

15) #tREF : AEGR-733-0235 0L A7 O—I/VIMEHERE I R EL -FIHEFER
16) #tREF} 1 CV145-005 @K Az REL/-EIERER

17) #tAEF} : AEGR-733-01 7hT BB EWER B Xt REL - IHERER

18) #tAE ¥} : AEGR-733-021 BB EWERE X REL-E IR ER

19) $tAEH} © CV145-003/ (AT NA1FEY T 1Bk

20) #tNEF} 1 BMS-9100600361M & B E A HER

21) tNEF : AEGR-733-010F O 5 aE DL HER

22) #tREF : AEGR-733-0247MNVINZZF L EDEYIEE(ER

23) #tE# : AEGR-733-019 > N\ X&EF L DB E 1EA

24) #REF 1 AEGR-733-0137IL 77 EDEMBE(ER

25) #EF  AEGR-733-0184haF+V/—ILeEDEIEEER

26) $tNEF} : AEGR-733-015F L DEMBE A

27) #tREF} : AEGR-733-029T XTI A=)V JIVFZF AR EFIEDEYIEE (R
28) #tE#} : AEGR-733-101 X4 71 ZIVEDNZEYBE /EH

29) tAAEF 1 CV145-0025 0L X7 O—JVMEMHERE X REL/-FE I ER
30) Borén J. et al. : Arterioscler Thromb. 1993 ; 13(12), 1743-1754

31) Wetterau JR. et al. : Science. 1998 ; 282(5389), 751-754

32) #tNEF  BMS-201038DAERER (CRAT 555k

33) #AREH © UM NLAXRZ—RUPErDMTPIZXE T EBMS-201038DEE/EHICRI T 2545
34) #HREHR 1 NLX2—IZH17BBMS-201038NDIERICRIT 355

35) #tREH A=V HPILICH1IBBMS-201038D1ERICRET 555

36) #tAER : BIRAVEIEER

37) #AER - BEESHMERR

38) #tANER  RIEHSHMHERER

XEEERERURBVWEDEL
LOWET (LT T4 =X TN N et
227 2—
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