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ALA Alpha linolenic acid TNT 7V )V

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

apo Al Apolipoprotein Al 7AREH Al

apo B Apolipoprotein B 7HREH B

AST Asparate aminotransferase TANRNGX BT I ) N T AT 2T —E8

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

AUCinf Area under the plasma concentration-time curve | Rl 0 7> 5 #ERRKHFRH £ T muE i — IF
from 0 to infinity FAT st R T T

BCRP Breast cancer resistant protein HE M 2 3 8

CE Cholesterol ester AL AT HE—)VT AT )V

CK Creatine kinase JLT7TFrxI—8

CI Confidence interval 15 X [H]

CL/F Apparent total body clearance WFors V77 A

CNS Central nervous system FX AR R

Cinax Maximum concentration e e L T R

CYP Cytochrome P450 > k7L P450

DG Diglyceride 7YY KR

DHA Docosahexaenoic acid Kat~F ¥ @3

EDso 50% effective dose 50% N F M &

EPA Eicosapentaenoic acid A AR g

FDA Food and Drug Administration KER AL ESE R

HDL-C High-density lipoprotein cholesterol BV RZ R Ea L AT a—)b

HDPE High density polyethylene BEER) =T L

HoFH Homozygous familial hypercholesterolemia FEBEEGHRFEEES = L AT 71—/ VILJE

HPLC High-performance liquid chromatography ks 0~ N T T 4 —

1Cso0 Inhibitory concentration, 50% 50% P ERE

LDL-C Low-density lipoprotein cholesterol KBV RE NI EalL 2T7Tr—)L

LDPE Low density polyethylene EEERY mF L

LOCF Last observation carried forward —

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

MTP Microsomal triglyceride transfer protein I/mY—AL )7 URY NEREX NIHE

non-HDL-C | non High density lipoprotein cholesterol FEFLEYRZ T Ha L AT —/1

OATP Organic anion-transporting polypeptide 7T =42 b T UV AR—=F—RYXTF K

OCT Organic Cation Transporter WD TF A N T AR—F —

PC Phosphatidylcholine RAZy7Fonrayy

P-gp P-glycoprotein P-HEX LRI E

PT-INR Prothrombin time-international normalized ratio T kv e R E R E L

SD Standard deviation AR HE (R 72
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SEM Standard error of the mean IR
tin half life =
TC Total cholesterol WalvArue—i
TG Triglyceride N ZUEY R
Tinax Time to maximum concentration Hoe e I IFE HP R B R ]
VLDL-C Very-low-density lipoprotein cholesterol IR E YR Z 7 HEa L AT a—)u
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(1) Fn4
Ty AL Ey K7L Smg
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(2) 8 (@B
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) AT L
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3. #EXXTRER

4. BFXRUSFE
433 1 C39H37F6N302 * CH403S
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5. {28 (@4E) XIEFE
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monomethanesulfonate
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B
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1. MELEHEE
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(2) B
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IT IR T H B,

MDphm (SRR, Ha. HES
152~153C THOTRBEANZRD H i, 200~208°C TRlfET 5,

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

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

46~40 Th %,

(N =Dt X4 REE
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MR (BHED) mERs (IR Rt (8D /B (I . o
R ) OFH TN, ) DT e
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= =
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HE 9 176mg #J 276mg 9 276mg
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. Cx VAR RS Y I ARy KT Cx I ARy KRBT B
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X I AEE Y RIS EL
20mg

ARGy

Il A EAPICEIZE RAY
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=Rl G U R A
AR 6 (BRI R ONEE) P I E % 7H WTHOEMTE
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(BHAEfFE YA 27 L) O L (3 E) (HDPE) #Ui+RVU 7
=R G U SR A
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30°C/75%RH (HDPE) f+ 41 7 KAy BN B

T3, N Y

1
2
3
4

) etk
) HIE SRR GMED .
) 1R 1

) HIEE

]
YL

AR

. B

TEMERERAT A 7 A 1
IHH

8RBk (HPLC) .

. ARERUBRRORER

. feF & DESEL (MEEFHEL)

ik NNk (o —EHWD,)

4 - [Al54% 50rpm

ﬁi(%%EaLTQOﬁmwmuL
B, Koy, WHELEOE
iﬁ DA BT, 7b7txvﬂwmbm& i )?éb im‘%r%fjw_o :znfzzs AR IR L, ZE

SRR (GMED . Hi

VKRG TEHMER O

FRERIE 0 0.1% AR Y Y u_— |k 80 ¥ L 7= 0.001mol/L 2

= - Ak

AR, LRI

JNRERARES IEMERER S\ F v v 7 Th B,

() 3%

VY AL Ey RAT R Smg:
Ty AZEy N7 €L 10mg :
Ty 7 AL Ey N7 &L 20mg :

TR - A%

EICET SRR

14 7 7B/ AD
14 71 7B A DR
14 5 7L AD R

KT SRS = 2 L X — & LT 200W « h/ m? Ll k)

PERIBR 2 2 L7z,




Q) FREE
FY LR

4 REOHME
o mEERY = F L
Fyrv S R Ly
Oy —n &R, AJ=FLrorLrr7HLr—h

1. BRRHSh D EHE
R L

12. 20t
FY LR



V. ARICEYT 5HE

1. $EEXRIEZER
REEARE MR =2 VAT 0 —)VIE

2. HREXITHRICEET IR

5 PEERIIBHRICEIET 5T
DR A IFEAR FETHRA 0 XITEEMDB ARG S ICARREDEST 2R+ 20 2 &,

(i)
A OIREIER FEIC K 2 BE TR R2RBGEONR, b L XA RRRGE TAH OGO 2 Et
TOUBERDH D=0,

3. AERUVAR
() AERUVAED#H#EHR
BWE, ORAIZIE, 1 B 1 ESYERZ 2L ESIT T, mIZERE LT Smg ORAFRENSBRET 5, ARMEICHED
2 RARFRGE IR 2 B EOBREZ &1 T 10mg ICH#ET 5, S HICHEENLELRGAITIE, 4 8M o
MHRR TR ME & iERE L 7208 b BEBEHIIZ 20mg, 40mg (BT 2 2 &N TE D,

Q) RERUAEDHRERE - B
ARFN O F R L O B TRRoRBR» b XRrEn b,
1. HoFH Z x4 & L7 EWNE MFHAER (AEGR-733-030)
2. HRANE BRANLSNOE = U AT v — ) VIEGERE & x5 & Uiz PK/PD KO3k (AEGR-733-023)
3. AEGR-733-023 5B\ B9 9~ % REEER PK AT
4. HARANLISL D HoFH % x5 & L= B IAHEER (UP1002/AEGR-733-005)

EWNFEIMAHRER Cd 5 AEGR-733-030 SR Tl RECENE A EIZIEWAR Z 85 Uiz, 26 BIZI1T D &IEE 0 K
&1L Smg~40mg OHIPHT, LDL-C OZEALRIITE L 2E R A bNT, ZOZ LI FE IR R L < —8&L T
BY, AEZEMZEORKMAZICESERET D LT, FEFAOKISEEDIXL & Lo b DB 2 bz,
RELEZAE - ARl 2RZe7 a7 7 A VITRAFT, 26 BREIOASMEFRMGIK S, EE G EERIIHRE Shk
Mol

RE LAY - HRT. BARARPARALSIOE 2 L 2T 0 — VIEHTRE 123517 % PK/PD R OMZ4eM#ER (AEGR-
733-023) O HEFFIND, ARBRTIL, HREZ 4RO T TNENRAK] 10mg~60mg ) 25 L, AMELDY
BT v 7 7 AT, BARAERE & BARALSOERE CTIERE Ch o7z, 2O LI, AARNBE T, AR
DOFEPMLETIZRNWZ L E2RBT 50 EEZ b, 51, RFHERICESX{ER L PK/PD E7 LV TiX, £D
R LD THS T,

AARA K OV A AR A LIS O B8R C ORERIMEIE, HESCOEGE & OV & Smg~60mg DIRHLT — & T b 2 WS B MR C
RO OLNT-HIER L RO REIMFLED Z L2 RBET LD TH 5,

HEAMETAERRER O 26 FERICR T 2R A & Smg~60mg X TOHPATHRD S8, EHANFHIAERE T 60mg @
HEE CELEZAARNBFIZN o7,

PLEED . A TCORELOHEIX, Smg £ VB L 40mg £ CEEMICHETX 5 & LT,

) AR OEKRE SN MEROHEIL HEE, AKX, 1 B 1EYEZ 2IFEU EH T T, nIZERE LT Smg ORAFRENHH
a5, BRI <. DRAT 256120 2 B EOMRAE H T T 10mg IZHET 5, S OICHERLEREAITIE.
4RI EORIBR TR Z MR LS B EFEAIC 20mg, 40mg [ICHI BT 252 LN TE D, | Thd,



4. AERUVRAEICEEYTSIRE

1. AERUVREICEET 53FE
11 KAz B GPICmE 7 AT I —EElEE2RBO 56 O ERE LK OHFEREERE O kR EIXLL T %
BEIITHO 2 &, [1., 8.1, 84, 11.1.1 BIE]

ASTXIZALTHHE Be Gk & IFRSBRERR AL D SR IR
FEMEE LRR 3L E | (1) AR 2 EfiT 5,
MOSFEARH (2) BEPHERSNEHEITEELITV., MONTEERE (TAD YRR T7 7
H—F MUy, Fubor o EEEEEEE [PTEINR] 2R
E) #1719,

(3) mEIFHEERAZ FiE L, iR E () vy y EAXIFPTINRIEE) %
DA, MG NT AT I F— BN FIEOSEEB 2T 5E .
AR R EERGE U C b SRV ERR O35 % FE S 72 WA I ITIRER T 5,

(4) Mg b7 A7 2 F—BENEYERE LR O3E R £ THIE L%, AFo#H
5% HT A6, HEEABRHT D& L HICHTEERE L L v HEENCE T
HT L,

HAEE EFROSHELLE | (1) #E5E2FIEL, MoOJFEERE (TAB VKRR T 72 —E, RV LE Y,
PT-INRZEDHIE) %175,

(2) 1M b T A7 I F—BENEHEME ETRO3MEZE FRl- 254 1%, #50OHR
EET D, BT 2EA61E, EFIEROHEL Y bIRWHE TR E % B
Whi 5 & L BICHFEERE LS KV NS TS 2 L,

1.2 My hT7 AT I F—BHEO LR PITHREREZORKER GEO, W\, MER, 2 #FHE, IR, 1
TN UPRRIERSE) 25546, b L IFEEME ERO 2 £ Lo vV L e s @i IS E TR B E O

LA, Aok 2401k 5 28, [1., 8.1, 11.1.1 ]

1.3 BBEEORELZMZ 5= OICIRHE (¥ &% 2 REL EOMBEEZ ST CRE) 28575 L2875
b, BERRBIZCBOWTEBERICRA L L ZICEEEEORBIAEENE L R HEABBED LN TWVD,
[8.5. 11.1.2, 16.2.2 B:/R]

1.4 REOHEEREEDHHBE TIL, 1 H20mg B2 TRE LW &, [93.2, 11.1.1, 16.6.1 &[]

1.5 BEEREDRE CIHHERBOLEECK AHEOREZZE L, KB ASEHE TIL1 A 20mg 8 2 T
LWz &, (9.2, 1662 /]




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

ARERHEFICAVERRHBROBAL : 5 I R

R 15RO PIES B FEAMTE H
1) AEGR-733-002 | 3EW@hE. 3K | s B pk A | B—hEak. FEEmaER $pEh e
R, 2EER Yt EAER 10~2075/#¢ 10mg X 1260mg™® . 7 H ]
BERE . T RARREF U VU RAAF
v, ZBFIT, mAARREF U MRk
T2 ) 747 T—h THEAIBAMT 7
v, ERFAT v
2) AEGR-733-010 | #&4p@)fe WA RN | H—hEak, JEEM. FEMIER LR REPED & &
RER, 2EER P 6E 151 [4C] KEREIRS5mg™ BA[E#E 5 T RNENRE
3) AEGR-733-011 | QTFAtiFABR WEMERE RN | sk, EAEAk, SHZ7 v 24— =3 | QTHIE
B, A R 56451 B
75mg [ U200mg™ Hi[E[Fr 5
s aF Y — VERERS
75mg® +7 k3 — L
75 RHEEE
EX 78 XY 400mgHL RIS
4) AEGR-733-013 | 3 EAERN | WESMERERLA | Bk, KE#EE, FEEHRRAR HEIHE
R, =BG 16451 60mg/ B 128 (9A~20FH H)
PEH%E . o770 (1HH, 148 H)
5) AEGR-733-015 | W EAMER | WSMERME | H—fiee, MER{b, 3REH (V4 N1, | Yok
R, 2EBER 28451 2R O3), “EEM, 28] (EV A F2KU3)
7 a A F—R—RKEr
50mg™ . 8H
BFFSE « 8 aREAT 3R
6) AEGR-733-017 | JITEERE 4N G 1R FRWENRE
wRER, 2EER R AR | B S P ONTHREREE B
FFHEREE = 2 | 60mg™ B[R 5
K OVIE 5 # BRr
#3241
7) AEGR-733-018 | ZEMFHAAEM | MESMEERER N | H—Hifk, FEEMHR. FEMIEA/LRER )R
e, =EER 3041 60mg™ HEEH+7 k) — VRS
8) AEGR-733-019 | SWFHEAER | WM | H—Hizk, FEFEMRAR HEIHE
R, 2EER 16431 60mg™ . 70 [
PERSEE . o2 B F
9) AEGR-733-021 | "Bihe s+ sk, JEEM,. HEERS, WATHHERER | EhBhne
R, 2EER MR ENT % % | EE OB ERE
TS RKH | 60mg™ HiElE 5.
e N
7 K OVt FE
7451
10) AEGR-733-023 | 4 5., 3 | WSRO AR | MiEA(L, ZHEEHR., HEIROKEBEES | Eyimg
Rk, FEAMmEE WEhie, PD | fEREE A 72610 | B (BARAET)
(B A A 36|10, 20, 40} T60mg™ H[E T IEH S
i)
11) AEGR-733-024 | ZEWMEAEM | MEsMERER A | Bk, IEER. TIEA(LRR IR
R, 2EER 324 20mg A [A £ 5-
BFREE . 7 A RRF T




R 5 TRER OFESE PO MY FFmIE H

12) AEGR-733-026 | #4pihhe WEAMERERR N | H—hEek, EEMR. 7 u 24— —3 Bk IRy Eh e
R, 2Bk 1541 20mg H.[A] % 5-
13) AEGR-733-029 | W EAEM | MEAMERE LM | B—fisk. BiEA(b. FEEM. 2BEakbr | Ry dEhne
R, 2EER 32451 20mgHi Bl 5

BEFSE % DR
14) AEGR-733-032 | /NA A7 A | MESMERERE A | Bk, ®iEA, IEEMR. 3HEs v 24— | EpEhE
HBr, 2EEE FeUT 4 325 R—RBR

20mgH (A 53 1X V > T/ F+20mg N A

L)
15) AEGR-733-101 | 3EMpfE AAER | MESMEERERR N | H—Hagk, FEEMR. 2BELLiEER SREhHE
Rk, SEER 18451 20mg H A% 5

PERZEE . €47 =1
16) CV145-001 HER G, 3 | TCEEOWmI | BH—fisk, MIEAL, AREEE, —HEemal | Rk
Rk, 2EER YyEhiE, PD J% N 54451 1. 5. 25, 50, 100X}3200mg™ Hil[a|#¢5-
17) CV145-002 e WEIMERE B | BEak. BEAL. CEER. WATHEMR | Ky
W, 2EEER 3641 Y

10, 25, 50Xi%100mg™ XiE#: 5
18) CV145-003 Hal e b 3| WpsMESEEME | MRk, —HEEMR. BEA(L. AR, | Epihk
Rk, 2EEE WEheE, PD 325 A ATRER R

7.5, 15, 30X1%60mg™ HEVHE: S

30mgH AV 5B, LEAMLL EORIER

50mg™ % HAEIRE O 5
19) CV145-005 INAFT A | WEIMERERLN | Bk, MAEA L, FEER. 7 v A4 — | HEpBhE
HEr, 2EER ZEeUT 1/ 20 N—kBR

Sy Eh e 50mg™ . 50mg™ HEAENA. S0mg™ +E/E

Wit
20) CV145-006 B y/E0) WEIMERERR N | B—fEsk, Halfe 5Bk SREhTe
Rk, 2EER 615l [4C] FEFRIAS0mg™ Hilal#E 5-
21) CV145-010 IRy EhHe WM Lo | BfiRk, CEER, BEAL, WATHERERER | R EmE S
W, 2EEER 184 10mg X i325mg, 14 H Te SRy BN AE

1) AFNOAGE SN AR O H@HE., NI 1R 1TRES &% 2L EHIT T, mI2E FE LT smg O AHRE»LH
a5, ARMEICEEN <. DRA 5861203 2 BHLL LA H T 10mg IZHET 5, S HICHEESLEREAITIE.
4 AL EORIR CRABMEL RS L7222 O B RYIC 20mg, 40mg [ZHET 52 LR TE D, ThD,

ARBEICAVCERABOER : F1/MHEABRRUVERIESHER
AT YA wtes W
22) AEGR-733-001 | #{EX{k. —&H | SO TEEOR | =¥ F I THHREOF MR V22
R, 2BGE B, WATEM | AmalrAT7ra— | Smgt=BF I 7 10mghfH. Smg+r7 7R, 7
b VI S8 541 TR+ EF I 7 10mg, 121H[H
23) AEGR-733- e, & | W OFREEOR | 7 MR EF AR OGN & O 2
| 003aikBR, ZEE | R, WATHM | AmaLATa— | IR, T MAARREF L 20mgiE80mg, A
Ao L JUALAE 113451 #12.5~10mg. AF2.5~10mgt+T hL AR ZF o
I N
. 20mg, 8iH[H]
=t | 24) AEGR-733- BIER(L, —HE | BAOPEEOR | 7 MAANRZF RO R R OV
B | 003bRAER, Z2EH | B, ZREILE, | AE =V ATR— | TTRR T hASRY T 2 20mg, AFHISmgX
£ AATRER LR JVILE 157451 1X10mg+7 VSR X F 2 20mg, ST
25) AEGR-733-004 | #EAE2{k, — i | WA OTELOR | fhONFETHRIED R O A 1K O 2
R, 2EEH R, OEATEM | AFaLATE— | TR, AKHFI2.5~10mg, AHK|Smg+T koS
3 IV E26041 AHF 2 20mgNIET = /) 7 47 T — h145mgX
IZ=€F I 7 10mg, 120HH




R T YA RNES i
26) AEGR-733-006 | fE{EZ& b, —&E | MNOFEEORK | 7 MAARRZ T O ARFOFINEL 22
R, ZEEE B, Zhi#Ei | AmavAaTsa— | 778 KR+T ML RRAZF 1 20mg, AHFI2.5mg)>
[, NEATHEMI G | /L infE444] 55mglZ Wi+ 7 R LR ZF 2 20mg. SR
e i
o |27) CV145-009 % i 5% 4 [\ WEN O NJFIEYE | ARSI 1) B wl ik
| REr. sEEE S walLAFa— | FITRREAY TR, 2801
N HLE 7645 THEHEREEY  AKFH25mg XL 7T R, 28H
5y ]
28) UP1001z%54 HM—jigk. G | WS O AHoFH | MEMHEEIC X A 2eM kN OR AN
A& A i B64 HoFH x4
0.03mg/kg~1.0mg/kg™ . 163 [H]
29) UP1002/AEGR- | %% #t[F., ¥ | #/ OHoFHAEE | MO fEEIE FEEFARKICB I 2 R KiHEOH
733-0053 5k, FEAM | BE, JEEM 2941 R O it
» Za HoFHH & x4
% 5mg~60mg™ Wi 5.
;}é 30) AEGR-733-012 | Zhmakd:[m. 7 | #EshDOHoFHHEA | UP1002/AEGR-733-0053BRikie il BR
o | ER, FEALE R = 19431
Bp | 31) AEGR-733-030 | Z ik 3t[F, B | [EPNHoFHEH B | o IRE IR FRIEDE IR 35 D e Kifif B 0 A
AER, FEmE R . FEEMR Bhitk B OV 4k
HoFH & # %4
Smg~60mg' i 5

1) AFIOAGE S NI AR AR TEH, A

W95, BAMECHEBER 2L RER 57
4 EMLL EORME CRRMEZ TR L7 h 5 EEAIC

(2) BRPR SR ER

1 H 1S EZ2EMULEHIT T, BIFE L LT Smg DROKRSNHH

WL, EORIREZ &7 T 10mg |

CHAET D, XSS ENMLEAREA I,

20mg, 40mg ICHETHZ LN TE D, ] Thd,

1) BEBEHER (BNT—4) " BRRT—%2/3vy 47— 16)

Ea L AT o —VIERE 55 0l & 5t51

IZ, ¥¥ 7 AHZE Y K Img, 5mg, 25mg, 50mg,

100mg I 200mg ™ & L

7T 7vARZHEROKS L TR, EYERER QIR ZEIZ OV THRE LTz, AH| 50mg BLEo & THE S
L7=b &, 2400% £ TICLDL-CIHMET L. ZO&hHEI1T 72 B L=, 5561% 16 6] (775 & REE 18 4t 6 44,

ARFNEE 37 B 10 1)) 1

2) RERSHR WMBEAT—2E8T) ? EBEKT—2/3v7—210)
HANBERERRA 36 Bl OV A BEERRRA 36 1l 2 % 5

ICHEEFEGZRRBD LN,

12, P 7 2y K 10mg, 20mg. 40mg. (T 60mg™ & L <

1377 R % 14 BENEROBS L, LDL-C DX—2 5 A4 U InE ORI OWTHRF L7z, LDL-C ODX—RX 7 A

B DR T FHRIRIEEN

=

AR OAGR SN ER ORI M@, A
WY %, DAVEICRIER 72
4 WHILL O IIRE T AR M2 el L7228 b B i

*

(3) AR RICRRRER
PR L

DRF R RBEI

RO B, AARAKRTAANTREBEDE FRTH T,

.1 H 1 EYEZ2EBHULESITT, nIFERFE LT 5mg OROKESENHH

% 2 BEFLL DR A & T T 10mg
BET22L0TXD,) Thd,

20mg, 40mg I

CHET D, & BICHESBLERIGAITIE,




(4) BRI ER
1) B MEAREE AR
ORERGHE GBAFEIRRER GBAT—4) ¥ @BRT—2/vy7—228)
HoFH & 2Wr &z 13 bl EDBRE 6 Pl xtRIC, ~—AF A RERTD 4 BEILINIZT 7 = L— 3 R &2 5T
TOREKRTREZPIEL, 4 BEO7 40 —T v 7RETTHFTHAREEZFRALR2NI 250 L, Uy
7 ALKy REEHEHTO 2 BRUIARIEN & R OREMB AN OBEEREL, ¥ 7 AZEy REHE
A4 0.03mg/kg/ B 2 D A T REAEIZREY LW R Y 4538MIFET 0.1, 0.3 X L.Omg/kg ™ (i L, 16 @B S,
126 IZEIT 5 LDL-C DR—A T A VinbOELRIZ OV TR L7,
X1 B RD A v U —EBE 2 Y — 0 20% A0
¥2 B I E400IU NN Y/ — /LR 200mg, oV / LB (ALA) 210mg, —=A ¥ XX g (EPA) 110mg KON K=+
~FHF T UFE (DHA) 80mg & ie

B V¥ 7 AXE Y K 003, 0.1, 03 KO 1.0mgkg/ H %2 28 A& E L=t D LDL-C, TC. apo B,
TG. non-HDL-C } " VLDL-C ®X—R F A )6 OB ELRIT, LN —50.9%, —58.4%. —55.6%.
—652%., —60.1%KU—787% T, X—RA T A VNIHA_NFEIKT Uiz, F7o, FHECRIITH BN

57z, Lp(a). HDL-C & apo Al OEEZEALIRIL, ZNEN—105%. —22% K N—6.1% CHERZ(LIFED S

NIRRT,
BB A—FDR—RS5( U bDELE
¥ I AZE Yy ROHE !
A 0.03mg/kg 0.1mg/kg 0.3mg/kg 1.0mg/kg
MG E 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 -9.3 -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)

1: 48R TO0.1. 0.3 XU 1.0mg/kg (i,

n=6, () NOHMEITHEEREZ R,

*p<0.05, **p<0.01, ***p<0.001, ****p=0.0001, Student'stf&E

eV BEMICBWT, AERENRO LN, ERAERSIL. TH (56 i, 83.3%), FilEE (&E 721X
A TV YREIR) (46 B, 66.7%) . CIFENREETRE (4/6 B, 66.7%), 7To7=2 T ) FT7 A7 7 —BH
(3/6 B, 50.0%), TANRTX BT I/ T A7 27 —EHI 3/6 #l. 50.0%) KOEER (3/6 #. 50.0%) T

HoT,

) AR OAGE S NI AER A& TlE, A,

1H1EYE% 2R EHIT T, mIZE FE LT S5mg DROFEN

LRt 2, ABMEICRER 22 < ERA 022581003 2 HHLL Lo Z H1F C 10mg ([ZWRT D, & HICHENLER
Sraiid, 4 LA RO MR CEAMEZ MR L7222 b B FEAYIC 20mg, 40mg ICHET 5L TE S, Tho,



QENEMHBERBREY ERT—2/8 y7r—31)

HoFH & 2l & iz 185k LA D BE 9 fil & xtgc, 6 M OEAM P IZikE T OIFEIK MRIEDO B2 ZEL S H,

TRRERA &5 e OSSR MBI &2 OB A BB L, v 7 AF Y Fomg & 1 B 18] 2 BEROBES%, 10mg (2H

BLT4EMEES Li-, 20k, AEEFELEICHEY LRV IREY 4 R T 20, 40 T 60mg ™ (ZH#iiE L, A

B/% 56 WE THRELE (BhiskdiFE, HEt, JESMBIHERR), MofFEE FTRELHAL Ty 7 24y R

5~60mg/H % 26 W# G L7= & Z A, LDL-C (Z85-BA4ARTD 199.3mg/dL 7> 5 117.9mg/dL (IR F L, SEEZE LRI

—42.2% & B GBIARNCEENA IR T Lz, PRIV TN TS 9 #ld 9 6] (100%) \ZEITEFHSER 0 Bz

B, BELRELIRO ONRh o7, FRAWERIL. THI8 I (88.9%) K UNTHREMAEIK 34 (33.3%) Tho

7

M1 RFONENIH B D= L X — R 20% A

¥2: ¥ IV E400IU, YU/ —/Vf200mg, oV / L (ALA) 210mg, =A Y ¥k (EPA) 110mg KON K a4~F
+x g (DHA) 80mg % & e

26 BFFICEITA LDL-COR—RSA oo DEILERUVELFE (LOCF)

LDL-Cfi LDL-CE{b & LDL-CE{b#%
(mg/dL) (mg/dL) (%)
N—=RTA
n 9
¥ (SD) 199.3 (65.93) _ _
L fiE 199.0
/I, K 121.0, 331.0
[95%CI] [148.6,250.0]
26 (LOCF)
n 9 9 9
¥ (SD) 117.9 (62.07) —-81.4 (37.26) -42.2 (18.16)
o 106.0 -83.5 —46.9
e/, ek 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]
pfiE! <0.0001
pfiA? 0.0001

1 RAERES BN, 2 0 RSO % t BE

1) AFIOAR SN AREROM &L TEFE, fAE 1R 1 ES &% 2 FFEU EHIT T, I ZE FE LT s5mg O H&EE)
LR 2D, RBMEICRENR 22 < RAT0 20581003 2 BRI EOMRAZ 1) C 10mg I RT 2, & HICHERHLER
a3, 4 L Lo CEAM 2 R L7222 b EPEAYIC 20mg, 40mg ICHBET D52 LR TE S, Tho,

QN FEMAERBRAE CBNT—4) ¥ EEERT—2/\v7—229)

HoFH L2 &hi= 18 Ll LB 29 fila %4z, 6 MEOE AL Ik h OIFER TREO AR LELE
B, MBI R ORBMB AN OBMAERGEL, XY 7 AX Yy FSmg % 1 A 1[0 2 @M&EO#&EL5%, 10mg
IR L C4 MRS Lz, 2ok, ARZEEIEAECHEY LARVRY 4 BREFET 20, 40 L O60mg ™ (CHiE L, &
Kifiti % 78 WE CTHE Lz (FF¥eMR A O RFENRO e, #4522 KO LDL-C 23 200mg/dL O A1
80mg ' FCWHEFREL L7o) (SHMiakdbFE. HEE, IEEMBUERER) . BKMt&EOHESAMIX, Smg 23 3 #i,
10mg 73 2 B, 20mg 23 6 5, 40mg 73 7 i, 60mg 3 10 i}z O¥ 80mg 25 1 il T - 7=,

BRI 26 %, 52 WA LM MM E L, RRME &L I,

OFFERTRIELHAL TSy 7 24y N 5~60mg/ A% 26 HEHEG L7t Z A, LDL-C (&% 5B4kwTO
336.4mg/dL 7>5 189.6mg/dL I\ZAX T L, FEHZE LT —40.1% & B BIARNC AR RITIRT Lz,



LM I THEAT 652 29 BiF 25 61 (86.2%) [CEMWERNR® Siui=, ERBWERIL. THI 23 6] (79.3%). Hl
18 5l (62.1%). W& 9 5l (31.0%). VHLARE 8 i (27.6%). MEJE 7 6 (24.1%) . MEEBARPUR L OMEEIAG 3% 6

5l (20.7%) Th o1z,

31 JEMHRD I o U —MERD v ) —D 20% K7

¥2: B4 I E400IU, U/ —/LfE200mg, oV / LB (ALA) 210mg, —A < #x Ut (EPA) 110mg KU R4~ %

P (DHA) 80mg % & Te

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

LDL-Cf& LDL-CE{b i LDL-CZ{b%
(mg/dL) (mg/dL) (%)
N—=2T A
n 29
¥) (SD) 336.4 (113.54)
il 356.5 — —
e/, ek 152.0, 564.0
[95%CI] [293.3, 379.6]
2638 % (LOCF)
n 29 29 29
E¥) (SD) 189.6 (104.24) -146.9 (127.11) —-40.1 (31.25)
A 169.0 -107.0 —-49.5
e/, ek 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

ITT £

1: S0 H D tHBE

18 BKFICE TS DL-CDODR—RSA UL DELERVELLE FHBREEETE LK)

. =R T AL
g | STATACOM | RO - @Zﬁftgw) ReRTA b
s
DB (9
(mg/dL) (mg/dL) (mg/dL) A6 (%)
78 3 23 351.9+116.2 2102+132.4 ~-141.8+143.6 -38.4+32.21

) AFNOARS NI AELOHEDT HEE, fAE, 1A 1RYAER%Z ML EHIT T, 23X e LT Smg OREA#EE0
HEtAT 5, ARMEICREN R <. SRR RBAIIE 2 @R EOBFEEZ H 1T 10mg IZHEET 5, S HICHEESHLER
SEZid. 4 ML E ORI CTESMEZ MR L7 6 EFEAYIZ 20mg, 40mg [IZETH I LN TE D) THD,

GORYPBHRREHER CBNEMRHARD > OBITEANEFRE LE-RPBKIRSHR) BN T—%) ©
(R T—% /3y r—2 30)
HoFH MEHBHE & 2 SNBSS IERER 252 T L7z 19 Bla i, ke L CTiReoRiifE2 1 A 1 [ 48 @5 L
7o (st BB, JEEMREIAHRER) .

HhE - 126 BE CORBREE T L7EMIZBW T LDL-C (3X—2 7 4 L ® 356mg/dL 75 189mg/dL (2K F L, F
BIBACHIT—45.5% L XR—A T VNHAFRIE T L,

EIKEHMITE B : TC, apo B, TG, non-HDL-C, VLDL-C OFERAE THE (4 8BF ORKIHER) O_X—2T 1 b
DB RIT, FEICE T Lz, Lp()DZ(biCiE, M FRICEERZTIRD SN ho Tz,

watt GefTalik & ARz & OE )

E2REWER (RITRBREARBRZ SOEWE) X, TH (842%). B (632%). WEH: (42.1%). JHIELRE
(36.8%) . MEEIEEW (31.6%), 7= T I/ I A7 =27 —BHM (31.6%) ThH-oT,



mE, ARSI S, RUENIER., —EROIERIIED T —F BE SN D E TOMITRAES] 2 6t G Ak
Tz I o, (V. 5. (6) 2) ARBSMFE U THEMTEONAITFENM LA - MBROME ] OHSMR)

2) ReHHR
AR L

(5) B - HAERIER
PR L

(OF=-3: 01 3!
DERARERE (—REARERE. RECARERE. FRARBELEERRE). #ERTRT —2IA—ZARE. HER
ERIBRABROAR
YR L

DEBEHELTEEFTENOABTXEEREL-HE - HBROME

s P AR O P T
FI# HEFISERE FICH5 1) 5 R 5002 2o B O A OB

A 71 LRI, RIS
g RE ARSI = L X 7 5 — L UE
BRI 2~84E R
TR e APERRHT R GUER & L 16601
LA H IFRSRERET . FIIBBET . HLfME g%

QR

gk L



VI. E$ZEE(CEI SHEHEE

1. EEFHICEESHSELEMRIEESYE
I/mY =L )7 URY Nk o7 HREA
R BEEOD D(LEMORE « ARFL, KHORMNICEZSZRT D L,

2. EBEER

(DAL - EAgE - ©
I/m Y=L 7 UkY NEREZ LR ZE (MTP) 1%, MR R OVNG ERfifaic < BB L, MY 27U &Y K (TG)
Z7HRERAB (apo B) ~EET D2 Lk v, AFIETIX VLDL, /NMETIRIA B I 7 a v ORRICEST 5, BRSh
72 VLDL X, VAERAHV X—PIZL>TTG N SHVIDL &72 0, IDL ARV 77U &Y KU R—BIZ & - THfiE
ENLDL &72%, B I RiE, DMaENIEICHFETLSI70 Y —A ) 7 Uk D Rk 378 (MTP) (CHEBER
G LU TIREERARET 2 LICL ), FlELOVMEHIENIZISNT N 7Y RETRB 280V RZ N IE
OEEEZET S, ZORME, FFMEo VLDL R/NNEMRO s A 0 7o OFEARESNS Z &2k, VLDL ©
g & O3 WAME T L, Mg LDL-C IREZK T EE 5,

[ FHmaa 1

$

apo B-100 Y

MA&RP~ND
5 e DMET
JvIAIEY R
[ /M _ERZ#EAa ] 7
<
< i « 2
S
<]
— h4O=70v

JvIAIEY R



(2) EshE=EM T HHEBRE
1) IBEHEBEER (/n vitro) ®
0.25mol% ® [“C] TG, [C] =V AT r—/L= X7 /)L (CE), [“C] Y7 UxkV K (DG) XX [“C] "AT77F¥
=zl (PC) THERILZE RT—MIOEBY R Y —LZHNT, FiREOT I X REETTO MTP OIEHRERE
MERE L,
FORER, 7 I FE FIREEEFNIC TG, CE KU DG DEEEZIHE L, 50%MERE (ICs) FFNZFN 0.5, 0.55
KOV 1.2nmol/L TH -7z, —F ., PCITxT 2 ARMERIT 18% Th -7,

BEEERXBEER (/n vitro)

(%) 100
80
g
< 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 bk, NLREA—RUE FMIP Iz BEEER (in vitro) 9

T b NARAE =K FEEOHIEMTIPIZT 50 I ¥ ROEEHEZRTF L, ZOMRE. ICoEiZEnEn
0.005, 0.007 & T*0.005 1 mol/L Tdh - 7=,



3) NALARB—FIALATO—LMEETLICE TSI LATA—ILIETHERY

e ONE g ifAe 2 B 2 - =L F o VT b ZZ— (1 # n=4 XL 5) ICuI X R Img, 3mg KX
omg/kg i 3 HFEAROKRS L, 1, 2 KO 3 @H&EE% 18 FREHEHE L TIEAZ I L TREZRE Lz, €0
FEGL, TC &Y VLDL+LDL-C 1, W OEE THERF L7 A A X —IZB W TH ABEFNICIK T Lz, R8T
A—H k9D EDsoff1E, 14 LN 21 BRE#EG#% &L C 7 BB SHROFTHMEL o2y, a b AT u— VKT
TERI, 3 Mok oM, £, SlEfEEHcs T 5 7 AME5#%0 TC K Fd EDso (Imgkg) (%,
IEVERIEIEIZ 31T D EDso (2.3mg/kg) £V IR, Z 07T 14 HMEE% (FRERTEIEE : 4.4mg/kg. SRIGEIEEE -
1.8mg/kg) K ON21 HRE# 5% GEUEFEIE © 4.7mg/kg, mIETHEEE : 2.3mg/kg) TRV T HEES iz,

ZEAMRUSEEAN THIFLENLRZ—IZETS5a LA TA—ILET/ER

SRR CHEFLZNLX2— = BERhERR CHEFFL 12/ LR 2 —
(mg/dL)120- (mg/dL)300~ F13fELSEM
] (n=4 X3 5)
100~ :‘/I\D—)lx
| 1mg/kg =D Nu B
80 200
) 3mg/kg 1mg/kg
T 604 T
c | C
40 6ma/ke 100
1 3mg/kg
20+ F19fE+SEM
1 (h=4 Xt 5) 6mg/kg
O T T T T T T T 1 O T T T T T T ] 1
0 1 2 3 4 (@) 0 1 2 3 4 (&)
%5 HARE %5 HARE



4) h=OAHFNIZEITHIEERTER"?

=AY (a=7) TR IZERES50%TF /) —/N/ KERNTO, 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
K O5.0mg/kg T TG % ENZEIHI 153% L NT1% A BT &7z FREER OB 5 REO & 5-51ED & O ERO
ZEIEROFE LCHRI), 7=, MiEd TC, VLDL+LDL-C } (N HDL-C & A ERFERICHEEICE T Lz GHiRfE &
L C 2.5mg/kg THI 55%. 57% KT 54%., 5.0mg/kg TITHI 67%. 66% K% 70%), IMAEH ALT KON AST OHE TH
BEAOR LA LRO SN, MBEEO 2 EREO LA Th o7z (ExHEiciE-S3<), mEr v7FrFr—¥ k]
KRB B R BT H LN D> T,

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

(mg/dL)100
—— 2 ha-L(n=7)

—O— A3%ER2.5mg/kg (n=7)

754 —@— O3IZER5.0mg/kg(n=7)
T 50-

G

25+

F151E £SEM

O T T T
0 10 20 30(B%RE)
RI&R G ERERE
TEMREZ 10 RV 24 BREICHITHMEED TC DEE
(mg/dL)150
125
100
T 75 al
C
50
. [N .
254 —O— B3%ER2.5mg/kg
—@— D34EKR5.0mg/ke Fi9ELSEM
O T T T
0 10 20 30(R%FE)
RIS 5 EEEE

(3) E ISR - FriGhER
Y ERe L



VI. EMEIREICET HIEE

1. hhBREOES
(1) B LA MR
BiER e L

Q) EERABCHRASAOHEE
1) A
(DLDL-C EfED B AR N A B HEIC 7 I 2 8 N A S VEREA 10, 20 UV 40mg O & CZEERFICHEBEE ARG, X
ERERARS QB 1E7 ) Lz E0RYERE T A —% 2L FITRT 2,

BEAABRBACE T HEABREROOIFE FAVILBIEOEYEE/ NS A —4

I ERE T A — 10mg (104) 20mg (6f1) 40mg (6f)
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 EARYER R, a: PORME GEEDHD . b 7 61

BARABEBRAICET2REZESHEOOIZE FAVIILBEOENEE/S A —42

I ERE T A — X 10mg (1041) 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)

PEYIE R R, a: POME (REDH)

LDL-C SIEDBAARAIZE T HHEEFHBREHOMBHRE (T (RERE))

(ng/mL)5—

—@— 10mg

—V— 20mg
—il— 40mg

Fi51E (£SD)

T T
48 72

T T
96 120

RE R

144 168(hr)




Q@HARNEER A (64#]) 120 I Z KAV LVEREAZ 60mg ™ OMBETHERAKEGELIZE ZS, T l3FI 6 (4~6)
B Ch o7,
VE) AFIOEB SN AEROH T BB, A, 1B 1 RS A% 2 MU EHIT T, B I & RE LT smg DRAREND

BthT 5, BAMECREN 2 < hREAR 575810 2 BRI EOREEZ H 1 C 10mg IZHET 2, S OICHENLERGE
WZiE, 4 EREL EORIFE CRABSM A MR L7 s b B MERIIZ 20mg, 40mg IZH & T HZ &M TE D, ) Thd,

2) REESARESES I LA TO—)LNiESESE
AARANSEEARFE G2 L AT o — VIEBRFIC, AFZ 1B 1EROES (mIZ2 e LT Smg 2BGHAE
L L., BWBREORKMEICETAETHEIE) L2, MFEToOrIXE RO N7 7EELZUFIORT,

AHEREFZREL-LEEONIFIEFD NS TRE

Smg 10mg 20mg 40mg
% 9 8 7 1
BES 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) B
MBI L

DHBRE - HRAEOEE™
1) BHEORE
fEEERR A 24 51 (BiE 16 6, &M ) ZXHRIC, B I X NAIIVEEE S 50mg ™ OB CHERO®KL Lz, i
RIE LG UC, RIENG (IBNG 9g) IR KONGRS (1B 27g) OHIRZEIRLI- L ZoMEFr I X R AL
FEYE D AUCo D MBI, FNE027.5% K N57.6% LF Lz, RERIZ, Cme O FEHEIZZNEI 69.6% K ) 77.3%
EALZ, Fol WTFROHETH, Toax OFRIEIT 6 KEHITH Y . BFEN R I ZE N AVBEOWRIGHE TS L
RN ERNRBEE N, GMEAT—%)
) AFIOERSN-RERCARIT DEF, RACIEZ, 1 H 1 ESE%E 2 MU EHI T, 237 FE LT Smg OFEAH G

LT 5, RBMEICHENR 2 < IRAT0205E61003 2 B EOMEZ H1F T 10mg ([CHRT 5, S DICH RIS,
BEZiE, 4 BRI ORI TRRMZ MR L2 b BFEHIC 20mg, 40mg IZHR$ 5 2 LN TE D, Thd,

2) (IR
[VII. 7. fREAEM ) OHESMH

2. EMRER/NSA—F Y
(1) f&#F 77

S Ay sR— A ME

(2) AR R
gk L

3 HEEEER
BT L

MDUITSUR
600mL/min CE¥IE) UMEANT —4)



(5) 5 EEE
FARFEIZ BT DARKN O3 B8 O FEYIMEIL 985~1292L Th 7=, EAT—X)

(6) 2 DAt
LB L

3. BEH (REaL—Lay) @giF"®

(1) fE#T A %
AEGR-733-023 #BRIZ31F 5 LDL-C mfEDORA 56 Bl (HAAN 28 5, AN 28 ) b6 2528 Kipiom I X B R
OIMBERRET — 2 2 HNT, PPK T FER I N, v I & ROEYEEIL, 2-2 /73— A METFLTRIR S
niz,

Q)NS5 A— A EHER
03X ROEYERE T A —% (CL/F, VI/F, ka, QF RO Vo/F) OHREBOERMIT, ANE, K, (KEKU BMI &
SN, WTNOLEE S EYENEE T A —FZ 15 L THEREBLZ TS o1,

4. u&u 14)
M NA AT ATV T 4 2 7% CEHfE) GAEAT—4)

5. 9%
(1) Mm% — B P @B T
LR L

(2) & — R EREEAFT @Bt
EEE e L

OERINOY-ZE:
AR L

) B~ DB AT
gk L

®) Z DDA~ DFBITHE
U L

(6) MIFEHIESER®
99.8%



6 . ﬁ?ﬁ‘] 17)-19)
(1) RBHER L & U BHR IR
REHERNAL « /NG SV AT ligk
RBHREE - B MIBIT A e I 4 Y FAVABEOHERIRK 2 TiloswT,

ERZBIFR203I4E KADBIEDHETE SRS

QRBI_EE5ET SR (CYPE) OHNFiE. HER
03I ERAUOUVIBIEIE, F& U TEYEEESE CYP3A4 TR &N 5,

Q) EEEMROERERRVZDEE
03 XY R A VBRI PIEEIE IR A 52 1T, CYP3A4 1T X » TEEGIEN 20 2 FEO EMRE#Y M1 (2R) Y=L
N-it 7" v EARIR) ROY M3 (BRI D =) ICE IS, MIEH 02 Do MREY OIESIE M1 X
M3 OWFIN, S OIS REED TH -T2,

D REYDOFEDEERVEMEL., FELLE
M1 1% CYPIA2 DI EPAEMEM 24 L, M3 1 CYP2C8 DK FEHIEEER A G T 25 Z LR &7z, (invitro)



7.

8.

10.

}#il! 17)
(1) HEMERLL R R EE
FIZHEA-PEIEC K v EF S EEES LS,

(2) #ittER MEAT—H)
fERERLAIZ [MC] -m I & B R AL LI Somg TP ZHERRO#E L2 25 REETEEDEILER O FEHME : 93.0%) .
A P R QSR ~DOYEI RO T ENZEI 59.5% KN 33.4% TH o7, T2, BEFERAIC YC-2 I X B R A LR
H50mg ™ ZHEROEE LR~ 28T 0 AR TIE, 3T L ORF~OPEIER O E TN 52.9% KT}
35.1% Th o7, FRBPUEH O FEFHPILI M ThH o7z,
1) AROARS - AER ORI D@, A, 1B RS E% 2B EHF T, mIFE FE LT Smg ORO#EEH

SRR D, BRMECHENR < RATS25E103 2 WU EOMEZ 51T 10mg ICHEET 5, S OICHENLELR
HEicid, 4 WL LR CEAME 2 MRS L7222 b BPEIYIC 20mg, 40mg ICHET D5 ZLATE 5, Thd,

FSURAR—4—(IZET 515EH

RENL P-FES v 87 BIEEREZ AT 5 Z Epmaniz, (invitro)

2IZE R (6ugml) X, Caco-2 MEIZHIA LT P-gp 2N LY TV OPEHZRERGTFIICHE L7z EHEK
OLJE A 7> & TESS I~ D 53 F OFBRRER O W 7 2 [E) . ¥ Tx > okt E#) 25 HEH L7z 1Cs0130.49
wg/mL (0.62umol/L) Th-oiz,

6ugml O I X RNE, BCRP 2/ L7277 RU B OW%EERELR»-7, 40ngmL (2 ¥ K% 60mg™ O
BTHREGLEEEZD, EFIRREIZEBIT D Cnw OHEEMOK 10 ) Ov I X ¥ RE, 7 AKR—%— (OATPIBI,
OATPIB3 }xTXOCT1) KO b T v AR —4%— (OAT1, OAT3 K TNOCT2) OV IAHEREZBHE Lo Tz,

1) ARIOER SN EROAEE N@F., AR, 1 1R E% 2FHELU EHIT T, B2 FE LT Smg OFOHE» 5

e 5, BRMECREN 2L SRR+ S 25613 2 BRU LOMFEZ H 1 C 10mg [ZHEET 5, S OICHEERMLERIGAITE,
4 ML E ORI CERMEZ MR LS S B MEAYIC 20mg, 40mg [CHIETHZ LN TE S, THD,

. BRFICEIREE

MU ER L

BREDEREATLHES

(1) BHEEEEE WMBEAT—4) D
HEOBMEBHEREERE (WKEN 22T TS RMOBEAS) 2 I X B RAVLEES 60mg ™ O TH
B OE L72& 2 A, AUCo, AUCit KT Cmax O/ FEMPELEDO L (90%EHEXME) X, £ 1.343
(0.955~1.888), 1.393 (0.882~2.201) KX 1.505 (0.838~2.703) Th 7z, BEEDOEBMEHREEE R M o
AV ROBRFEREIT, EERA & LT, AUCo. AUCint X O Cnax D3 Z VI 34%, 40% KN 50% EE % 7R Liz,
0 I A E RATRBED tp O, BEE OB RS B TIX 47.8 Refil, (B TiX 46.6 R TR
EThot,
) AROARSN-MAER AR Tl RACIE. 1A 1ESY &% 2L EHIT T, BIZE FE LT Smg O OEE)

LRRMET B, BRI, DRAHS2GEIE 2 BEU EORREE BT 10mg IEET 5, I HITHENLER
WA, 4 B8RS EOMIR CEAMEZfEGR L7220 b BERERYIZ 20mg, 40mg ITHEET 22N TE D, ] Thod,

(2) F#EEETEE WBEAT—4) ?
2  (Child-Pugh 5~6) XIXH % (Child-Pugh 7~9) [Fi¥mEREBH K OREEMRAIC, 7 IFE N A U LVERE
60mg ™ OB CTHRERE NG L7z & & D tne 1$ 4.00~7.00 B TH - 72,
R RERE EREFEOMIE 7 I # B R A VBB DOREZE R (Coaxe AUCot KN AUCn) OFEHMEIE, REFERA &
EE L TENEIL 4%, 2% K 47%mhoTo, Fio, MEENFEREEEEE TIX, ERA LKL TERER
361%. 245% TN 164% @ 0> 1=,



BEXEHEEBERBEREEERVINICHGT SBERBANICE T 2EYEE/ NS A —4

35 B T RERE I R Hh A R TR RE IR 1
RTA—H iR TE ey SHIGT B REFERR A B Raks &R E KIS B RERE A

(n=38) (n=38) (n=8) (n=38)
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.int (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)

BATFEIIE (CV%)

a: HIE (HFEGH)

b: 7HIOT—% %Rz

c: HIFFEHfE (CV%) &L

) AR OFGBIN-HELOCHREIE HEY, RAIKE, 1 B 1RSI EZ 2R EHIT T, mIZERFE LT Smg OFAOFKE
LMY B, ARMEICREN L, DRATS2GEITT 2 BEU EOREEZ BT 10mg ITEET 5, I HITHENLER
LA, 4 B8R EOMIR CEAMEZMEGR L7220 b BERERYIZ 20mg, 40mg ITHET 22 LN TE D, ] Thod,

. 20t
gk L



I. 2% (EFRALOFEEF) BT HEE

1. BENAREZDER

1. 2L

AANPEGIZ X0 | FFHERERE N BH T 2720, SR 2 L3R Gaciro, EEFIicks 0 TH #5804
D TAEMIZ., BEERTS LIZA 1 BOWTF LRI ITHERE (D732 &t AST & ALT) ZFEfi+
HZ &, 2HEALKBITA R EL 3y A L EIOEERNIISNTMEZ EiT D Z &, RO S5
DNERD BV AL OFLJE K OWE RIS U T i s G b Sy gz & 5 2 L, (7.1,
7.2, 8.1, 84, 11.1.1 &R]

(fi770)

HoFH #BF Z 5t & LT~ [ENAERRBRIZIUW T AST LOVALT O F5H-%2 & e i ReiE 3 Em a2 =28, T
MEEDT=F ) 7% FE L, HEEREENBEOEAIIILESIGE ED LI IICHE L L ZABKE L&A
RIBEIZ 72 D IFSRERE EIGR O LN TN Z D, AFIOFERERED T =4 ) VT OLERSH H 120,

2. EBRRNBRLTDEH

222 (ROBHEICFEELEWLI L)

2.1 TR SUSER L CTW A RIREMED & B et [9.4, 9.5 &R ]

2.2 PEEXIEEOHEERFTOS 2EFLCMIET N7 27 I F—E@mMENARHRE L T\ 585 [93.1,
16.6.1 ]

2.3 PFREE TR CYP3A HFEMEH 2 AT 23K 2 & G5 o B3 [10.1 #]

2.4 RFNO oo UiBBUE OBEERE O & 2 B

21 BMERIIBNTT Y PROT7 = by T - BIRBEERRO bhvic, Eima g s U AR o BRRRE % 2
LTV IR TR LTV 2 ATREMED & 2 ZPEIT R L i, AR Z ST 2 2& Tk,

2.2 ERJETRERERESE BA 16 2 B AR 1T ST s, WREREE o TR RE R R BR A Tk, RTIRWEER E I
NCARFIORFESHI L T e, AFNTHERBEEOIFREE 25 i 3 aREErdb . W71 vJ v
A7 27 —BEO EABEOOND T Enb, FEEREEOBEEZ AT 2 HBRE CIIFEEDC I 52 5K T
HELBVRIBENZ Emb, FEEROCEEOFEREREOSH 2 BHELCMIET 72 AT I F—EEEI
HLTWDRE~OAF OB AHIIESTH D20,

2.3 ERRIEMF EAEARERIZI W T CYP3A BEEA 2B T 23A & O EEARRD LN TNWDH D,

2.4 BRUEICRITT D2 — R EEFHETH D720, AFRORSICKR L GREBUEDBEEREO & 5 B#F Tlx, AFlOES:
WXV IRBIRENRE T D AR E N E B BND, AFIOFREICE L TE, MBEEZITV. KFIORICH L
CREUEDOBERO & 5 BEIITE G L2 b,

3. MEEXEHRICEET HEELETOER
(V. 2. DREXIIRICEET 218 22T 52 L,

4. AZEBRURARICAEET 2R L TOHEA
V. 4. HEEOHBRICEETIER 2R354,




5. EEGEFNIE L EDER

8 EELERMIEE

8.1 I RERE Z LT B GANC TV, B PICRBW LA G TERIZ, HEMD LA 1 EoWwTh
DRV IR RER A (D72 < & B AST & ALT) 2 EMET 52 &, 2FAUMRIID < EH 3 5 A1 D
OWEANZIINTRELEET 52 &, BEPICHFEEREMOZENRD bNHEITIEE OREROEE
RAERIZIS UC, i I 5P Ik E@ e e s & 5 2 &, [, 7.1, 7.2, 84, 11.1.1 ]

8.2 AAZIFEIZ XV IFIEN OB FED Hiv, TEIHEFRSCHIBROBHELICELZBENBH D Z b, &5
PTEMIMIOEE R AR ESFE 2175 2 &, [11.1.1 ]

8.3 I & o CHFIBIF 2SN L, FFHEREREE 27558 LEBL S DB ZNDRH 5720, BlEE2#EX D L5
YL L,

8.4 FHEREMEZE L 5B TN0DH DM OIEA| & AK % 0T 2HEITIXEEICITV, IFEREZ LY HE
WCEiT 22 ENLEE LY, [, 7.1, 8.1 %]

8.5 AAIFEIZL 2 EMRELMEIET 5720, AFRATIXEENE EVHERkOo e ) =3Bl a ) —o
20%A0) FEINT 2 L8 S5 8, [73, 1112 B3]

8.6 AAIFEIZL > TUNBICBIT ZIBEMRBROBNBME T T2RBENRH D720, RAAMAT X, BFIC
MZTEFIVE, U= oV /L (ALA), =A a ¥ Z 0 (EPA) KON Rab~Fxix
Vg (DHA) #EHEERT L H5EET52 L, [9.1.1 &)

8.7 AFIBHIZLIV EX I VKOWNNMET L, BB RETL2B8ZNNH 5720, AFIREGRIZIE, E8H
[Z PT-INR Z{IE L, HILORFEHICEET S &, [9.1.2, 102 ]

S

8.1 AFIGIZLY, FIUAT IF—BHED EEREOONDLZ ENH D20, BeGRT, AFIEG T, BERT%IC
IEE I T e & K9 2 MR H B 720,

82 RFNDOBEIZIVIFIENOEEBIR OGN b, FOFEBPMERIZEVEZ NS, BEHIROFIEN O
HEREIC L DHBIIARYTH 20, FRHIMEIT 26 B OFARAEIE 3 F B9~ 2 FIREMEIT A E T & ey, BRARERERCIX, IF
B ORI R, WMVBIARRBR CR—2F A VIE 1%L TS 78 R 8% L, ERNBIFARBRICI VT
NR—R T A W 3% 56 FRF 13%I28N Uiz, FRARRER T, FFRRHEE OREMITHRE STV W A, i
BOREIZBNT, JFEEOREROHRER 1 fld0 ., 2 OBFITIBYIFOBEERH O | IBUIFRETL T
12 FRRITHRIATERT 2 L OWFRRMEIE &2 FIE L= L B 2 bz, Ko T, BT, IRIATERTAR K ONFRMEIE R B U
AT WHDZ 0D, EMMICIFIRIZE T 2B EC TR OMMA L OBEN e W D RE (BEERE. I
A~ — I —5) Z1T5 ZERNETH D29,

8.3 Toa— Ui, FFREZFREUIEL S, FEEZ2BLSE28NW1H 5720,

8.4 P2 AT HMOEAI L OHAIC L DEBIIRHATH S Z L6, IFEERE L2 LV HENCERE L. fFEIED
REEZBETHILERD D120,

8.5 AHNCE V., /NIBED MTP BHEFEENDZ LT, WA R I BHlARERY, IA4 I ailkd TG O
ENEESNDEZD, MBI BEHRNARZEZ T, TOME., DMEORBENIZ TG AEEL, &b122
D OFIAAHIBE L CT/NMBEOARREIZAY . IMERNOTELEEFRIZ L - T TG OF £ 58 iR TG 23 S 4,
IO OEE: TG A THIKOELORRICR S LB ONBEFOBEHEAROEHENNETH L2,

8.6 AANZFXE LIZERIC, MTP IEMEDRLEICL Y . /NS TORRRME EZ I UREIEOWIAE SN D L EZ BRD,
LoT, B4 IV E ROEMEE 8 OREMBIEROBRALETH S0, Kl OFEBEIZE # I 2 E4001U,
U/ —/VlE 200mg, oV / L (ALA) 210mg, —A aH X Z T F (EPA) 110mg KO Rath~x ¥ o
f# (DHA) 80mg & L7z, 723, EWNEIFHRR CREMBIEMEZEBR LSS, B4 IV E UV /—L#E, oV
J VU (ALA), A aH X F ol (BPA) K ONRa~xH R (DHA) O i i e 3 R PN
Thol,



8.7 HoFH % %4 & LI-ERNAMEHRRER Tk, 4 2 K O EERERE S TW 0o, Mo 24 E%
BRNEREI RS L, WA OEERBICEBN T, EX IV KL LD EEZ L NIEERFERS
(PEES T M - INR H900) 23388 b ivie, AFEELRHCIL, i BEET 26 EFFGORBUCER L, PT-INR 2 &
HIICRAET 2 KO EERE T2 & &b, FICHmEmEOZEDORR DS 5 BEWICHEEEE LA LT
LREFEFETCIHERICEGTHILITEMRET ILERD L0,

6. BEDEREZHTHBEICEHTSEE

() AHHE - BERSOHLESE

9.1 &8HE - BEEZEOHLESE

9.1.1 IMRABRZELLOTVVEBHOBRITEERELZFET HEEF
JEEMRBERZOIV AT NEEDLIBENLRD D, [8.6 2]

9.1.2 HIERRUVZDREDHLEH
HilLofERERN KT o R8EZN08H 5, [8.7, 102 HH]

S

9.1.1 AFIOIERAMFIZL D | IREMERBROBRRAME FTHAREMENEZ 2 DD, 1o T, MNAREXLLYT
WMBHEDIE LR B A AT 5 BE TIE. IRIEMEREBLEORZ DY AT BNEEIBENNH B2,

9.1.2 HoFH %Z %% & L7z ERNAERRBRICBW T, B4 2V K OMPRENHER S TWE=boon, BB 5
HEFREMERHTROONTZZ EME, AAIOHFEGIZ L0 HMICEEST 2 G EFREORBIICERT L LERN
HD, LoT, HIEM L RZDORROH 5 BEEW CITHIEEFEEZ 0FH L TV BEECIREEICHR ST 54

ENDH D120,

() BHEEERE
2

EREEEERE
AR OMAFEEN LRI 2BEZARNH D, [1.5. 16.6.2 B[]

9.

(i)
HEARREBRIC W T, &N 2% 0 T KRB A RS (HEOBKERSEE) T, @AM L i L CgiE

BRI LA S T2 2 L s BsRERERE TIE. AROMPRER EAT 2820085570,

() FrHReE=E S

9.3 FTHRefEE RE

9.3.1 hEEXIEENDHHEEEDHSIEBRUMEF FSURT7IF—FEENMELTWSESE
B LanZ &, FHEEELEEIEIBZWDND DS, 72, AAOMFTRENE L LR T BZN
b5, [22. 16.6.1 B:MR]

9.3.2 BEEDOHHEREENHLEE
JFHRERE 2 B ST BTN 5, o, AFOMPREN ERTIRBENNH B, [74. 16.6.1 ]

(fiA33)

93.1 [VIL 2. Z2oNELZDHE] OHEBH

9.3.2 HEIRBBRIZER W C, BEDITHEEERE O H 5 BE ClE, BERA & IR L TRBEEDSN 15 @/l &b,
BREOITHREREE DO H 2 BF T, IHEERSELIEEIEIBENLRH Y, iz, RO MHREN L35

BLWNH DD,




D EEREERT B F

9.4 AIEREEET HE
AR OEEIZEE LTI, TIET 2 A0 & 2 2okt L CLL FIZOW CHB R Q8 U, K 5B
B OS5I I ERIANI IR A 21TV, IIRL TWARWIZ 2R T 52 &, [2.1, 9.5 2H]
PRI AF 2R LSBT IR EE RE TR ENRH D Z L,
AR FEHM T OBEAL 258 5 2 &, Teds AHZ R ISR TR S B L 725 A ISR DR &
BT VRINRARGERIZRDBENRHDH Z &,
IR L2 A D LB D 2 HAIITE HICEMISER 5 2 &,

(f#RL)

PERICENTT v RO T = by T - lRIZEENRBO bve, £o. AFIZ A PICIRER FR23 58 Lz
La R AR & D ARNVE VRIS TERICRDBENRH D Z &b, MO FiEEZ T2 0ERH LT
0,

OF:35

9.5 1%4%

IR TR L CW A AEEMED & B 2 i3& G- LisnwZ &, BER (v ., 7= v b)) TEGEMN
(A~ =7, WigaE, UEFE., BRRES) BNROONTEY, 20 LEDT v b OURE B ITEAR R
TR (AUCoq#E) LEZEUF Chom 32, [2.1, 9.4 BM]

(fiFw)

AHNOPRBIZIBNT, Ty b, 7= by hTETGENE (B ~Lv=7, WBGE. UEGE., BRE2EE) D380
BNTEBY, Z0LEDT v FOBRBERITFEFRBEZE S (AUCoaaH) LRSI T CholzZ &b, Mm 3UTdE L
TWAFBEMD B D I IT R G Lanwo & 2324,

OF-Y.]
9.6 R
T DA ORI DA AR 518 L. I ORI A RAT B 2 &, BRI ~OBTILR
T,
()

HIHCARBIDBATT 20 E I NEFRHTH D, BHICL o TORFOEEEEZZE L, AR Z2HREGT 58546, #ALO
ke ST P I 2 AR5 Z &,

(MR

9.7 INR%

9.7.1 /INRSZ G & LB BT M6 LT Rn,

9.7.2 $h#T v b ARV RKERIERBRICI T, MRBGEIE (LR BEIER N DIRIE) K OSESIEREIL T
(BB AET) MO TND 2,

()
9.7.1 ARHIAEKER, FrAl, LI, IESGINRESR L U EWNERRRRZ F20 L TV 7Ru,




() &t

9.8 EEE
—RIZ, AEEREREME T LTS 2 ERZ,

(fig#t)

— R FERFEE LT, BiE CRO LN AR T2 EE L CRE Lz, —RICEEE CIXAEHBEIEIME
TLTWAZ EnD, EELOBIEANBRELLT L b, @SB ~ORGIZEL TR, BEOIREEHELRNS
HEEICEREGETHI L,

7. HEER

10. HE{EA

AFNT. FICHHRHEESE CYP3A TREEN D, AHL CYP3A, CYP2CY, P-P54 L 3278 (in vitro) FHLELE
AxaET5, (164, 16.7.1, 16.7.2 B:R]

M HREZER L ZTDER
10.1 BtREZE BHALEWNCI &)
HH 4 % EEIRAER - #1815 PP - a1
gV CYP3A BHEFH REOMAPRENRE L LR | T b DIEFD CYP3A Z[HE
770 Aau~xwAvy (771U R) ToHBZENRH D, THZ ik, KA DO
AT FEN (7 FINY) NEEIND,

A T7ary—n (L ) =)
FINVT 4 FENL (ETET )
XL (freET7—F)
FSFLENL (FIEvY)
RYVafy—n (A4 7= F)

U MFeLEREEA (/-7 L
K7, T4F%T7 v R)

B VAZ y NEFRE] (RZ Y ELR)
(2.3, 16.7.2 ]

HERE O CYP3A BHEA AFOMPEERELL EH | 25032 CYP3A A lE
TTLVEH N (A ANR) ToHEBZENEH D, THZ LI, REIOMRE
FEPFENL (LA TH ) P SN,

vrm Ty (YrEty)
sV F=F (F—al)
UNFTEL (R

R = A= N ) B8 = R
ThaF— (PTIH )
RAT U FLFERL (LY T 7)
A~F=7 (FIVRv7)
RFGRIN (TVFY)

Rat = (FA - EREAD) (TR
U—RZVEOMA, 7a ) —RKFiE)
FZ 4R (T TH)
(2.3, 16.7.2 /]

(fiF#n)
AHNE, CYP3A4 IZX > TREESND Z ENHMOBNTEY ., F72. CYP3A4 DM RAEETH L7 hat >y —r'l

AR OFHEE L2 & X ITAROBRBENEM L2 &b, AHlE CYP3A4 O AR IFR ) 72 HESR & o fF A&
Hiitkz b L,

*OREAA - SERANL, ERARZETE




Q) HREEELZDER

10.2 FRERE (BHRISEET S &)

HKF %

HRIATER - BB 715

B - a7

59U\ CYP3A A
T RV RRETF v VATV
V. YRR Y =)V fR DR
W ARANTT 74U %
[16.7.2 1]

AFIOMAFIREN EFRITBEBEN
BHDHOT, KAl ZRELRZ
T, BEOREEZHEGR LN HIE
HcEEGTDZ L,

NS DOIEHFA CYPIA ZHET S
ZEicLy, RAOKRF D EE X
na,

CYP3A #FHiEH|
Vo7rorvvyr, 7= /0
H—)L HNANTPEL, X

7 4 =) VEE

[16.7.2 1]

AFOMFRENMET S 280
WHDHDT, BEDRELHERD L
RPSHEBEIIRE T L,

NS DOIEKIN CYP3A ZFHET 5
ZEiIzL Y, RAOKRFIEE X
na,

CYP3A DIVE L 77 A HH|
VUNRAEF FNUT VT
L, BANZRBF L E
[16.7.3 ]

CYP3A DB DM RN - 5H-
THEENRHDDT, AKH LHE
AT 258030 EISTTIN
HOEROBMEEEBRETH &,

AHFIH CYPIA ZfHEFTHZ LK
D . CYP3A DFEZEDONHNHLE X
ns,

Al V4
[16.7.3 ZHR]

TNT 7 ) ol hEEN B
L. PT-INR B EHT BN
HbH, IV77 I rERALTHY
% BFE TIE PT-INR Z & HirI |
EL., FRCAAIOHEEZ LT LT
BE130T PT-INR 2HET 5 =
L, PT-INR ()5 CTCULT 7V
COREERAETL L,

AHFNA CYP2CY %#[HETDHZ LT
X, LT ORI EE
b,

P-BE & LRI DFE & T D HRFA
a)eFr, VIAFL, T
XV T2k

[16.7.1 ZHR]

Pl L R EIZ X BWEE NS D
PEEAPEE S, P-BEZ 7 B D
FE L 72 HIR O M APREN F5-
LHBFNNHDLDOT, AHIEHHT
HPAITIIVEIR LTI b D3
RO EZETHZ L,

AHIDN PREX R B ELET S
ZEIEY, P-PEX L RTEOR
BoHnHES NS,

R A A 2 Ak
SLAFT I L

AHOMPREMET T 262N
B BT, AAIEHRT 255G
IR Z S TR 5 Z &,

FRFZHR A L7235 61, AKFIo%
INAEBIET DB LN D D,

TL—TTIN—V 2 —R

AFIOMAFPEEN FF-45B8Fn0
Hb, KEFEEHIITL—T 70—
VY a— AOBEILEET 5 Z &,

TV =TT N—TIZEEND L
Wk, AAORBAEES N
%

HUkE [ A
AU L EREY AL
T )k
A4 VA R Al
vaXxf—¥, FTATFST—F
&
i/ EREEINHIVE % 9 5 3EAl
TAEY Yy, suat’ RSV
[8.7. 9.1.2 &)

v

Hil OEREZ R S DB LN
Vb, FFHTLHEICIE. BE
DIRFEZ o0 I BT D2 FEET
5:k0

AHFEEIZEY, BF I K O
INBETL, ZhbDFEANZ LD
Hi i D fEBRE S KT 2 BN
D,

(fif3)
1 BHRAEND I E FOEMBECRIZTEED D

[3%0\ CYP3A BEEHI (AEGR-733-018 :XER (BEEH))]

SR E AR 30 B 2565212, 1 OV 10 B BICAS 60mg ™ 285 L., 7~15 BRI F=F Y —/1200mg %2 1 H 2
ESAERE G U, REHEMBE LRI 257 b2ty — AP GROE I 7 RO Cra KT AUCq.int D 547 -
BED [90%CI] 1E, 14.8 [12.9,17.0] K 1827.25 [238,31.2] TH-o1=,



(350 CYP3A BEEHI]

7 MR ZHZF L (AEGR-733-024 :BR (BEEEL)

SMEARERERR N 32 BilE%EIZ, 1 B BICARK 20mg ZHERROEE L, 15 B BIZASE 20mg KT AR ZF o
80mg Z [FIRFICPF AR N 5. XX, 1 B BICAIK 20mg 2 HER D5 L, 15 H H DS IZAIE 20mg % HLERR 1 5
16 HE (F3E&RE 12 K% 187 MAARRZF U HERAKRET D 2 2 17 v 24— "—3BraEE L7z (R
MM 14 B, B IZE RO Cmnax KT AUCoing 13, ABEHMF GRS T DARIER T MR ZF o DRI
MR TENEI 213 L N9 510, AFEBEMB LRI DAL T MR ZF oD 12 REHIHIRE TORER T
NENL25FEREPL13ETHY, REKOT MARREF o ORGSR T HARIEE T M2 ZF o0 12 FFH
MR TORER_RTENEN 0.68 (EHTN0.73 5 Th -7,

FEDBEAT SR (AEGR-733-029 #5% M N AEGR-733-015 Bk (BE&kKD)

SAENRERERR A 32 Bl &t BRIZ, 1 H BICAIE 20mg & HERR O£ 5%, 8~28 HHO X IZRABLIK (=F=/1=xX
F T PA =1 0.035mg KOV VT AF A — |k 0.25mg OELEA], LITRER) & 1 H 1 BEIERAEESE L, 22 HAICK
3 20mg [ OV MBEAT 3R 2 [FREICAR D ORI B G-, SUE, 1 B BICARSE 20mg & B[R N 5%, 9~29 B BIZHR M5BT
WA R 1 RERO®REL, 22 AR (ROBHERES 12 %) (ICASE 20mg 2B AKRELEZ, 23X E RO
Conax X OV AUCo.int DETEIIED L [90%CL] 1%, ARFEHM B H R U CARSE K O 1T SE D RIFF 5T 1.41
[1.14,1.75] KON 1.32 [1.14,1.53], ASKEAMB 5% L CRE DBEESR & Ao 12 BiREERE CoHRG-C 1.25 [1.15,
1.36] XUV 1.17 [1.09, 1.26] TV, AR O BEEIE D [FRefe G- RFI ek U Tk DEESE & A3 12 RpffAIR T o
G 1.00 [0.71,1.41] X OV1.10 [0.80,1.51] Th-ol-,

[CYP3A 5&#| (AEGR-733-101 B (BEEH))]

SMEMEFERCA 18 Bl Zxtguc, 1 KON 15 H BHICASKE 20mg ZHIERO#E L, 12~22 HEIZEX 7 ¢ =)L 200mg %
1 H 1 EIRERORE LT, REFMBE GRS D2EXY 7 4 =APFHKEO B I Z E RO Cuax LT AUCoins IXFNE
NLI3EER0STETHT,

oI XY ROEYEIE T A—XF
R Mk R | s RR | DX

AUC Cnax

S 200mg% 60mg™ -
Fhary—u | B 2[519 F 7 o 30 | [RIREOFH G- 27.25 14.82
. . 80mg#% 20mg AR OF 2 5- 1.90 2.13

T RANR 32

MAASAZT S R AR | HEs 12 R O - 130 125

R MREATIE E
(=F=/L= 2} 7 0035mg0.25mg% | 20mg - DR 132 141
:i::)///lwfx% TRIERIAR | RS 128 [H] ] T 42 5 1.17 1.25

N _ 200mg % 20mg e
EXT 4 =)V TBIEL AR s 18 | RIREPFH 5 0.87 1.13

o RROAD - ERANL ENARSEE
®E o ) VAT A— ME, ENRERR

) AHOAGE S NI HEROHEE TEE, AR, 1R 1R &% 2L EHIT T, mIFEFE LT Smg ORAKREH
P 2, BAVEICHENZ < IRT 072 5A10i3 2 BRI EORMREZ & T 10mg [ITHET 5, S OICHENLEREA
1203, 4 EFLL ORI TRANEZHERR LR 5 BFERYIC 20mg, 40mg (RS 52 &8 TE 5,1 ThD,



2 REINGHRAEOENBREBICRIFTTHED D
« VU NAH T (AEGR-733-002 5 & (Y AEGR-733-019 i (BB EED)
T MURREF U BaANRNREF Y T2 )T 47 T—h, =®FIT, FA4T7 v (AEGR-733-002 &5 (%5
“ED)
- BOBHEK T T = VT A N T VA= ) VT AF A— b (AEGR-733-029 35 & (8 AEGR-733-015 5 (B5EEH)
02 A RROEHRORYEREIC MTTHBERND 0, EAEERAZSHRIC, BRI (o nRRFF
ONTr Uy, ThWRAEZF BARREF Tx)T747T7—h, =B8FIT, AT, BROBHER
TF =NV RANT VAN ) NTFAF A=) 1 LS HHICHBRROBES L, 2~8 HEETAEKEZ 1 #1187
HRERER NG Lz, 2B, UA77 VU i3, 1 ROV 14 HEIZ 10mg ZHEERE O#%E L, 9~20 H BIZASK 60mg ™
Z1H 16\ 12 ARXKEROKS L, BOBTEE (mF=LAXA NT U=/ NVFAF A — 1K) 1220 T, #
A 3EOAREM (1~28 HIE) 2V ARL 2R3 &L, EUFRIIZOWTIE, 1~28 H BIZH#R D BT
FHEMTIAHIEREG L, EUAR2 R3O0 TIE, 1~28 HBICRO#EEEES 1 A 1EHRS- L, 14~21 H
HIZAIE Somg ™ T 7 7R % 1 B 1 BHERGT5 2 82 H17 0 24— _R—BRNEhE S iz, ARSI E &
NIRRT,
AR B 5K | k5 D AR A G-I O B EE O I TR DB Y Th o7z,

PEFREE D " UFHE oY EIE T A —F Lk
I ] e : % O FH B/ O F g
DR Mk BR | mikemR | DX
AUC Crmax
40mg 60mg™ % 16 SUNREF 1.99 2.02
. H[E#E G- 1H1E7H M DUNRAEF 1.71 1.57
SUNRARF
20mg 10mg# 5 SUNRABF 1.62 1.65
H[E 5 1R 187 A R SUNAEF R 1.39 1.35
. 10mg 60mg™ % RIEULT 7V v 1.28 1.14
1
e Hi[a]f 5. 1E1E12HH 16 ST 7V 1.30 1.15
T RN R F R 1.52 1.63
2-8 Rexo7 k| 1.07 1.01
20mg 60mg™ % 15 INAZF
Hi[a# 5 1H 1[7 H R 4-vt Far X7 M| 149 1.38
INAH T
EERE O A 1.29 1.38
A TEHEH DA 5
VAV ZAV. Y A aVa 1.11 1.19
2-BE Rexv7 b 1.01 1.02
20mg 10mg% 6 INABF
H A% 5 1H 187 A R 4 FarFo7 M| 141 0.97
INAK T
IHHERHY O & F 1.05 1.12
20mg 60mg™ % c .
‘ T I LB 17 H B 18 |mAAZEF 1.32 1.04
0 ANAZF " Tome R
mg mg N S
T I VB 17 H B 10 |mAANZEF 1.02 1.06
N 145mg 10mg% S s
T )T 4T F—h B LB 107 H B 10 |7=/747V 08 0.90 0.71
N 10mg 10mg% =BFIT GEEAEN) 1.18 1.08
TETRT B [E] % 5 LH 1[E7 H 0 o pr s rmak 1.04 1.03




PRSIy EIRE T A —F Ik
LR miE-mE | mikemR | OX
AUC Crmax
—aJ g 1.10 1.11
= aF R 0.79 0.85
R 1000mg 10mg# N-AFL2-EmY Koo 096 0.98
AT Wil - rpiEram | 20 |swasxsr e
N-AF)=aF7 1.36 1.05
IR
R CREAT R TF= LR T 092 0.92
(=F=1xT X K 7|0035mg% 50mg™ % 28 Z—v
A=/ VA AF1TH1ERSAR | 1H1E-H R 17- 78 F L 5| 1.06 1.02
A—1" AF A—=h
o ) VAT A— ME, ERNRER
[P-FER VNV BDEE L 13 HEH]
AANL, Caco-2 M HIL ST PAEXY X (P-gp) XDV IAXF T U PEHZRERGFIICHE L, Lo T,

P-gp HH & 72 HFEAN L AFNDOHEANT LV | P-gp BE OWINAE KT 5 FTRE

(BETEARER (P24 4 2 3XHkiiE) ]

AH| & REH B E S & O E/ERIZ DWW TG L Tuhiaun,

72, B ERRAE R OFH%, MREZ 22T THOAMEZHR G TN THL Z bR L L,

(FL—TI1L—

VY a1—2X]

TV —=FTN—r Y a—R T, PRED CYPIA4 PLERITHA-OFHERELE Lz,

(g E#Hl]

AK| & GUEEEF & OBEHER A BRI DWW TIHRE LT 220 A3,
Pz X v HImE o Y & 7 AN 5 arEE

1) AFIOAKGE S NIRRT T@F . A

[EA & DBFRIC

Blze# I U K METF LTS BREIZBWLT,
ERHDZ ENBHEHEREE L,
1B TEYESH 2B ST T, mIZE FE LT S5mg ORORENS

HE e Wi A 4130 1 AR DY 2 B9~ % 7T

PR DD Z LB HERE LT,

HEMED B D

(1., 7.1,

7.2, 7.4,

8.1, 8.2 & M]

11.1.2 BIBEE (100%)

HEO %, B

ERHLDONDZENHD,

[7.3. 8.5&M]

Bt 2, BERMEICRIENRZL w%r+\ﬁ% I 2 ERILL EORIEE BT 10mg ISR 5, S OICHERLERSA
ZiE. 4 BRI LRI CRAME A MR L2 b EEFOIC 20mg, 40mg ([CHET 52 LR TE S, ThD,
8. ElEHA
1. 8l¥eE
D’t@%’lf’ﬁﬂﬁi%%bﬂé’&ﬁi‘%éﬁ)f‘ Bl ATV, BERRED ONEAICIE RS 2RI 57
WY R AE AT H Z b
() EXR%GEIER & #HAAEIK
1.1 EXLEER
1111 FFR EEART) . FFEEEREE (44.4%)
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SEEHAIGIFRFAEEERVERREEREE —&
ENBEIHRRBR IRV T, REeMMrtg 9 Fld 9 F (100%) ([CRIWEHZNRD bz, E2RIERIZ. T/ 8
(88.9%) KUVHHrEMARE 3 #] (33.3%) Tholo, WABUHHRRICIH T, ZRMMIT4 29 #iH 25 4
(86.2%) IZRIWERDFRD bz, EARBIERIZ, TR 23 6 (79.3%). Bl 18 i (62.1%). WRH: 9 ] (31.0%). 1M
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IR 9 (100.0) | MPRRMEE 1 (11.1)
T 8 (88.9) SHYR 1 (11.1)
L 1 (11.1) | BB X O T kRS 2 (22.2)
P Nt 1 (11.1) R 1 (11.1)
HUEE 1 (11.1) T2 1 (11.1)
TR 1 (11.1) T LAE— M D PEE 1 (11.1)
L/ 1 (11.1) 55 1 (11.1)

—i% - RHEERL LU G OREE 1 (11.1) | fmiEB LY v/ 3RkEE 1 (11.1)
(Y=Y 1 (11.1) R Z A 1 (11.1)
BRI AT 3 (333) | A RB L O SRR S 1 (11.1)
RS RE R A L 3 (33.3) i P 1 (11.1)

R L OV hEE 1 (11.1)

BAER 1 (11.1)
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T 23 (79.3) liSiiis 2 (6.9)
LT 18 (62.1) JHFRE R 1 (34)
Mgk - 9 (31.0) JHF 2R 1 (3.4)
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1. FEBEHER
(1) EEEAER
[VI. SEFEHICBET2IHE ] OESMH

() REMEERER
o W FE . . )
Eft.%ﬁIE E (‘I‘i\ @J%g{) &’ﬁ:‘jﬁ{£ j&’f’—‘i ﬁ%
HRR AR R I BT 9 R Z vk (SD) HEREOEE | eIx R IR
(Trwin7k5#) (e, 6PT/EF) 0. 1. 30, 100mg/kg
rsanrra<xI
10mg/kg  (BEtst AR)
hERG T — /L BRI KIF HEK?293 & in vitro nIFER ICs0 : 1.7 u mol/L
2 0.03~3 1z mol/L
REHHMI ICso0 : 135 1 mol/L
3~300 1 mol/L
M3 ICs0>300 2 mol/L
3~300 z mol/L

AR FRERIC B W TIERZR R L OO IME R TR EMOMENRRO NN e, T O3B XN L 72
Moz,

) F DD FEEEKER *
(BEBER)
Z v MZBIF D 125 KO 250mgkg DR I X E RO 1 H 1 EIORGIE, FERENZ2FEE BIE, 3L MEPEeZ
¥ K LV OE b ES L REE R OER) #REFETomMEeR LI,
—D in vitro LN in vivo —IRIEEFRBRIZB T e 2 X ¥ RIXRE R OfTEO 2L 2B R 9. CNS, FER A, O
F. BIHRKOEBERONNT A =25 L TEEARE (8 Q#5380 Tl mg/ke #5H Tk M@ A& 60mg D =10 1)

THRRET L7 & S ICRE IO ER D NIl T E e h o T,

2. SRR
(1) BE% 5 E MR
wrE Rt 7 & MEEE (mgke) LG 0D £ BE £
% - B E R Y S (mg/kg)
<~ A (CD-1) 0. 300, 600, 1200, 2400 2400
B2 SUC/ R A
<~ 2 (CD-1) 0. 12.5, 25, 50 50
B A4S S UL/ HARP
7 v~ (SD) 0. 0.1, 1, 10, 100, 300, 600, 1200, 2400 1200
W5 7 DT/ A g
7>k (SD) 0, 12.5, 25, 35, 50 50
WA S DG/ FRARPY
AR (B—F ) 0. 0.05. 0.5, 5 AR
B A 45 2 B/ FRY




Q) rRERSEEHAR

ZIFXER
Bl A ES W) Fe 55 (mgkg/ H) mEME cm
% - Btk 510 (mg/kg/ H) ™
Eiaen 13
7> bk (SD) 0. 0.5, 5. 50 0.5 SR R (A8 ROV RO
W45 15T/ 1% H 50mg/kg/ B) TOREEMR
pr g <Smg/kg/H : RAF72 35
Somg/kg/ B : BB 2T ERT R, IAFEHE O
HA L AS R & 2 B 3L B 250 D S 5l
Z v ~ (SD) 0, 0.02, 0.2, 2, 20 0.02 2HE: gL OVMETEa L AT a1 —
W45 20DC /3 +EBEOEHUCIIHRAEME WEREY 7YY RO EHED AEEK
Z3Iv (BEZ A, D, EHy 7 Bl EFE
E. K) =0.2mg/kg/H : FlgO M SMESRAE, i
6 H O HHINEEESE & OVt O Rk ERE
o
Z v ~ (SD) 0, 0.1, 1, 10 <0.1 2R gL OV TOREEM 1k
U A% 10D /8 23 [H] O'0mg/kg/ H Tl L A7 1 —L L
RN (B55H C—#E U Z VY ROBDEMLE>THE) &
YR OS5 10H IC28Y SR (Bd 2 WX ToAEKFN
T, BGEALDREARO R I e
RENEL L-7-0, 0%
IERERENEE S
A X (B—=20) 0, 0.02, 0.2, 2, 20 0.2 0.02mg/kg/H @ A/ L
VHE I 45 3R/ RE 1% A =0.2mg/kg/ H : Pl & OVING CTillg = L &
& A FTu—/LEOMY ZU&Y ROBEDZEED
F AR R 70 IR B A
A4 X (BE—=27) 0, 0.01, 0.1, 1, 10 0.1 2HE  FRE VMG TIE = L AT a—
e 2 SR/ A 6% A AWERED 7 YR RO EHES HEK
o 172 B E E
AR (B—=7)) 0. 0.05, 05, 5 <0.05 =0.5mg/kg/H : /M THIE 2 L AT v—)1
I 45 A BE R 14E BN ZUt®Y RoBEb A4S HEikE
o By 72 BB E A
Smg/kg/H @ RE K ORI NS OWRD
Z oMt FHEIC B VTR, MIEALTO E&
MATBMEMZAITRBD b e o Tz
A4AX (B=7n) 0, 0.05, 0.5, 5 <0.05 AR FREX MG ThEa L AT a—
U e 2 SR/ A 23 [H] AR Z Y% Y FORED &SRR
FHARPY F 72 IR E E
Smg/kg/ B : BN O 15 AL A 72 i
U A i R O if 485 ) [ 0D 8 8 ~ 25 B oD i
HEER AL, MEREGZISEZ L
Q) EEEMHHRER

invitro. 5 k%

In vitro BR & U TH LB T W& VT IREE Ames EIRZSRARRER, VLB T H K OKRBE % HW 72 Ames 18728
RERBBR AT LT, v I X FOMRAHEERA NS HEE THRBR LD, Ames BB TIIWTHLORBREKIZE
WTCHEREBFRERITRO e o7, FERC in vitro 1% MUV SERYGARRFERBRICBVNTHLrIZE RO
MIRTEMED 7 B D IR E TRBR L72hy, amREFERIEMIRD ot o7z,

InvivoR BRE LTT v MEREG/IMEERREZ I L, 7 I X E R 10~1000mg/kg % 1 H 1[E], 3 HRER DG L72/RER,
1000mg/kg TIEFMIKELHE 1| IEOETRAH LN, & 512, MOEHAE T BEOEMEENL L2, Y
BREFRIERITRD N o T,



4) BNA IR PEERER

7,—jx‘ 5 W '\ 32) .33). 39)

<~ T ANAFEMREBRCIZ, v I X R 03, 1.5, 7.5, 15 XV 45mg/kg/ A % 104 HEREER G L=, nIZ K, R
M1, M2 KO M3 O2FREREET, AEEREHITENLZ, EREAECBITZ2u0I4 8 ROEHEFRFEET, b M
60mg # 5 L7288 OB RICH LT, TR, HETIE<1fE. 245, 1115, 265KV 77 %5, METIE<I1 R%, 215,
9%, 2BERCTT ETholz, M3 DB LHRERIL, b M 60mg 25 LI-HAEOBEREICIE LT, 2E4,
HETIE<1fE, <15, 465, 10 KO3 45, METIE<1fi5, <1fF, 265 7RO 185 Thole, mIZE RiX, M
D =15mg/kg, WD =75mg/kg Tix, KRR BRAE, il K OVREE L iR O IR A IS O A SN T RICHEM L7, JE
B RS O A BARIF R BN BN s ofe, Thid, HEOEHAER O TR, Mo —ERORED A 77 RN
DR EEz2 O, BB, FolmEEMESRBICBOTUEES R LR ADNAEMEHRTHY . ~ v A TKD
BEZMEOBmEMETLH D 0, NG (F B, 22K OERS) Tk, O =15mgkg, M 15mgkg T, fEE, &
DN IENE & MRIE O IR A SIS DS AEBEIE DS BN LT (MEDIENE & MRIE O IRA & DR A MIE O/ B2 INE, 58
BIERIC LD D THo72), NSO AR I BRI TIT R 7oA, 03, 1.5 LU 7.5mg/kg OffE 1 i 2
VG, 45mg/kg DM 3 PLIZA Bz, KRS & FER, /MBSO AEFEIZOWT, &6 b DMV TS A EKFRN 22
IR b hote, ZHUL, HEOEHEREOFE RN, MO—HOREOAEFREINNIRE & B 2 bz, “i5
ITEEN R D R AL N DR Th o7z,

Ty FAAFEMRBR T, oI 2 REEICIE 025, 1.7 KO 7.5me/ke/ H . HEIZ1E 0.03, 0.35 KO 2mg/kg/ H T 104 @
RO Lz, vm IR, @ ML, M2 KOM3 O REETAEKRFEHITEN L, FEARICBIT r I
v ROEHREREIT, b MM 60mg 5 LIZBAORBRICHIEL T, TN, ETIE<IfE, 2 /506 %, #MTix
<1 fE 2R fEThoTo, M3 O EHIEFZ AL, b M 60mg 5 LA OBRFERICIE LT, ThEh,
HECIE<1fi5, <ILEEON 14 f%5, HETIE<I S, <1 HFERO3 S Thotz, EERAEFEOABE RN, MiEE LR
DIV Tm, EMERIEMRIE DRSS HED 7.5mg/kg THEA L. 2L ST OFKI L TIZL IEMEMRE 2 & FL7,
I ~ HR AR I O IR AR R N 8 A BREOECA bz, IREMIEERIT, BEEE>T » b 15 EF 3 LA b
e, HRVEZEMGIEE AN m A EREOME 1 ILICA bz, v U AT, ZOMEOBERIZHITL e I X E RO AUC24hr
1Z28ng-hr/mL T 7=, 7 v hOEHEBETALNTZ, ZOBIZEITHE I ¥ E N AUC24hr (3 435ng-hr/mL TH Y |
~TAD 165 ThH-oT,

(5) EEHEFERER O
aIXE R
. R R 5 R
ARBRTH H e o . Bh& R
PE - Ehigkk P 5% (mg/kg/F) (mg/kg/H)
ZHHEKL Y | T v~ (SD) M ZZEC28 HE~ | M : 0, 0.2, | —fx#EME 1 (M | HEDSmgke/H . HED Img/kg/
ERETO | MEMER 25005 R 1.5 1) EENG-Z VP
BIHNETE A I - AZECISHAT~ | : 0. 0.04. |ZEHfRE - 5 (i)
ER7 H 0.2, 1 1 ()
‘o
® - felER | 7>~ (SD) IFiR6~15H 0, 0.04, 04, |E# :04 BARF N dmg/kg/ B, BB IR
s 22T/ o 4 BRIR : 0.04 D = 0.4mg/kg/ H TH 5
N, 7 MTBWTREE
WEETDLEEZ LN
X (NZW) ITHR6~18 A 0. 0.1, 1, 10 | &4 : 0.1 FEAFME A 1 & O 10mg/kg/ A
WHE20PT/BE wo BB 10 THLNTN, U FICE
VT % A7 1 1 10mg/kg/ H
FCTRD LN T




2IXE R
- R (RH) Be 1M e
RERIE H o " . BhH& it R
PE - Ehigsk B H-RR (mgkg/H) (mg/kg/H)
HAR L |7k (SD) EURTH ~/3 4200, 0.1, 03, [FE® : 1 (B |REFEEITIWTHhoHEC
Hi A % o 5% | 25 DT/RE H 1 ). 03 (B | BV THLED LN T
A N B & e 23, 1mg/kg/ H CHIERE~D
ROMRE Fitt4AR - 0.1 EENAE LN, FiAR
TIX0.3% 5 X Img/kg/ H T
KENRNTA—Z~DEER
W ORBNH BT
(6) By Rl BT A B
HMUER e L
N ZnthniEikEH

MEREMRE (ELEY R W
ATy MIRIHE RO Img 238 50T 3 BEORAESG, e I 4 E R 0.5mg 28 1 [T 3 @O K TR
EVEELT, B IFE R Img OFIRNEEGIC LD 8%, ZHRET 7 4 7% v —ROREBNESET 7 4 7%
BRI b s ok,
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2. B
36 & H
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20. Rk EDEE
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20. 2 EABRIETOLREME LR L TRV, [ERWRLUSMNC B LN &y

(V. 6. WHIOKHEM FICBT 2 LEN] OHEMR

5. BERITEM
BEMEELTA R HY
K<FVoOLEY : HY
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(TT. 4. WEEMAICEL TEMTREEM] OESHR)

6. BEl—His - A%HE
[l —psy « 5% L72aw
[RIZHIE - L L7a

7. EEEAEEARR
2012412 A 21 B CKE)

8. WERFXEBFABRURRES. REELNHFAR, RFEMKFAR

WFE4 B TR FRAEH B TKBE SRAMFEAEL L AE A B IRFERRAAAE A A
V¥ JALE Y R
BT Smg 22800AMX00704000

Uy 7 AZE N
H 7L 10mg
X I AFE Y R
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2016 -9 H 28 H 22800AMX00705000 2016 4= 11 H 18 H 2016 712 A 15 H

22800AMX00706000
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- PY IR
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Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to
JUXTAPID during pregnancy. For additional information visit www.JUXTAPID.com or call the Global
Lomitapide Pregnancy Exposure Registry (PER) at 1-877-902-4099. Healthcare professionals are
encouraged to call the PER 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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