2017 FF/E EYWAEZ D I—RKRHY £4.50 MRRES

Gt B : 5 4 [E:2018 4 8 A 19 H(A) 13:10~16:20,

% 5M[:2018 £ 9 A 30 H(A)FXEAD=-HEMFEEE T A - L TORRKIBICLYEEEFLDT .
BT . 37 —R—)LinYE (2018 £ 8 A 19 H)

WER  INVETATER(RIT4TI—H)

FRREAEM BEERAVFE1—T4—L (2018 F 6 ARET (B 3 M) . EEHMEEZ (R 29F 5 A 17 B).
HEEMME

EM3C 4 :Efficacy and safety of pemafibrate (K-877), a selective peroxisome proliferator—activated receptor a
modulator, in patients with dyslipidemia: Results from a 24—week, randomized, double blind, active—controlled,
phase 3 trial.
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PK ¥ 31+ —k

EERE: /NLETATHE0Img(RIT4T5—H)

SHBEH DIF:2018 F 6 AHRET(E 3 R) QBEREE - FH 2955 A 17 B QHFEEHME

[PK /85 4—%4]

® BEAFHMRLELTRERTHORESEEZRELIT 2. LLUIFNIZEL-T—22EKRLET S

® {KEI(L 60k, AREHEIL 1.6 M ZIZEMELL T, /ke. /m* D/TA—REFIAEICL TEREEDD

INSA—A ] RERIR

F 0.615 DP69

EEARAIZ G L. B NAFTRASEYT1ZRE L=,

T4 (BT HE) (X 61.534%HESNT-,

Ae (%) BH BIRNEE5ET—274L
(BOBEE | (B3F)IRN\FVRHAER
NDT—43: DP75

HY . FREA 14.53%, FhA 73.20%DETREA HEf S 1=,

AVEIEERRU N-BR7ILFILVERDREYMERESNT=,

@Ae (%) =0.47%/ (F x 100%) X 100=0.47/0.615=0.764%
=R CEE

BEERABM 8 HlIZ, A 02mg ZHEIRAOKZS LIz, TD 1.5 %
ISIRENRT T BELIZ, “"C-RIYT4T5—k 0.002mg & 15 M T THE

BOBBERDODARITLTI—FD AUCEFEAIRNIZEERD “C-RTT74T
T—h®D AUC i ELLERLT-HER . RYT4TS— b DR /INAF T RASEY

<0.764%) BEBABMEG F)IZ “C-RIYT4TS5—F 08mg ZHEEIROKRELzE
= %5 216 BEZETORMETRERIUNE (F9{E) (X520 87.81%T

FRPIZEDHONI=RIT4TS—r I, IBHE5RETEED 047% LU F THoT=,
BEMATHED 5%FBZ AN M 1 FEEEOLN., DHILKRUEIAD T LY




CLtot(mL/min) 300 DP69
BRI B8 *C-RYT4T5—h0.002mg ZEFARM BB I 5 L1 &
EOMEBV)T 50X (FEAFHME) &, 18.00L/h THoT=,
=18.00(L/h) x 1000 (mL/L)/{60(min/h)} =300 (mL/min)
vd(L) 29(Vdss) DP69
BEER A B8 HIIZ “C-RTT4TS5—h0.002mg ZET N EEIHR 5 LI-&
EOHRREICE IO HETE (VAR  ZF{E) (& 64.00L. FHEIKREIC
BT 57 TEFE (Vdss, BATFHE) [ 29.00L TH-71=,
fuB <0.01 ®P70
ErMmEEIC “C-RTT4T5—F(500~10,000ng/mL) ZFHMLT-EE D MmEE
ERFEHEEEE 1KRFETHY . REEKFREIFDoNGH, -, EFLF
TILTIUICHT HEEFEEET 19RFBETHo1=,
@P30
Ebf#E. EFMFETIILTID X o 1-BRERER N VICRED “C-EHIK
05~10 pg/mL(REEE. UTRHR) EHRMLIzEE. FV I\ VIEEER
DEFIFNFN 0.15~0.17, 0.17~0.20, 25.0~458%TH>1=,
B/P 0.542 @P30
ErMRICAZED “CHZHMA 05~10u g/mL ZHRMLIzESE, MEkFEITE
(% 1.7~13.1%THo1=,
B/P=1/(1—MEkF{T3/100) x (1—Ht)
Ht=05 &9 5L
B/P=0.5086 (MIkF&1THE=1.7%DIHE) ~0.5753 (MMIKFEITE=13.1%D
&5a)
fh 5 {iE = (0.5086 +0.5753) /2=0.5419
CE2SnvD|
INDA—=H* EHEIE * * HE vop ]
Ae FATHLIN ., LRIRNSGVRAHABROEREEET D <30% FRACEHE
ECFRBIREEZOND,
vd’ 29/0.542=53L >50L pilial b i ki
EH’ EH’ =300/0.542/1600=0.346 <03 (FIXHRBERTE
DK
fuB <0.01 <0.2 EREAKER

* :B/P. HLLIE B/P=05 CHIEZITo-BEITE/NSA—EIZI" 1ZDITTEES
¥ % BNSA—ADFEIZEEEDRIE L MENEH TELHETRIAFTS,
SE)DHEOREEIZODNTIZERTHY . BAREIZ/NSA—2E DT 5L TIEALY,




HEERE 276 B2 DRBRDELS p36

2.7.6 % OFBROE 2 (K-877-07)

# 2761-6YCRvT7 47 F— FEBRNEERELELXD

EDBE T A—F (BT FHIE)

Treatment _ A A
Analyte “C-Pemafibrate Total Radioactivity
Matrix Plasma Plasma
Dose 0.002 mg 0.002 mg
n [n=8] [n=28]
Cmax (pg/mL)* 153.557 195.073
tmax (h)° 0.250 (0.17-0.25) 0.250 (0.25-0.25)
AUC,., (pg-h/mL)" 103.554 363.033
AUCq.¢ (pg-h/mL)" 106.232 431.818
t12 (h) 2.500 9.988
MRT, o (h) 1.658 10.876
CL (L/h) 18.00 NC
Vd(L) 64.00 NC
Vs (L) 29.00 NC
n: number of subjects with an observation, NC: not calculated
a: Units are pg equiv/mL for total radioactivity in plasma
b: Median (range) for tmax only
c: Units are pg equiv-h/mL for total radioactivity in plasma
K-877-07(# ¥} 5.3.1.1-1)Table 6 7> 55|
[%/5A— 8D REEF]
1851—4 Al
REEF REEF
Vd (fuB/fuT)VT Vdf VT/fuT
CLtot fuB*CLintH ClLtotf CLintH
Clpo fuB*CLintH/Fa Clpof CLintH/Fa
AUCpo D/ (fuB*CLintH/Fa) AUCpof D/ (CLintH/Fa)
Cpssavepo | (D/ T )/(fuB*CLintH/Fa) Cpssavepof | (D/ T )/(CLintH/Fa)
t1/2 0.693{ (fuB/fuT) VT}/ (fuB*CLintH) =0.693*V T/ (fuT*CLintH)

# g ar i REfE E 0




(BT A—EDEHREFIZLEZEL]

BRE
INTGHA—4 EHRFOELE* (EkZE!l. 1T.oTieH)
fuB 1 ClintH | fuB 1 <ClintH | fuB 1 >ClintH |
vd ] & i 1
Cltot 1 | l 1
Clpo 7 l ! 1
AUCpo l 1 1 !
Cpssavepo ! 1 T l
T1/2 © 1 ] 1
RS R B
INTA—E EHRFOEE*x (EZE!l. 1.oTiEH)
fuB 1 ClintH | fuB 1 <ClintH | fuB 1 >ClintH |
Vdf = & & =
Cltotf ® l l |
CLpof g | l |
AUCpof & 1 1 )
Cpssavepof g ) T T
t1/2 & T 1 1

* RERFITWLTEHRFOPERIEDARITONTIFEATLKIE

[(EpBEDTS7]
ZHRLEVOTHRIRENDT 57
kel=CLtot/Vd=fuT*CLintH/VT

MDfuB D EH

kel: ZZ{EL7AzLY, AUCpo: | . AUCpof: ZE{EL 7L

InCp

In Cpf




@cCLinH DIET

kel: | . AUCpo: T . AUCpof: 1

In Cp

(EFE]

<HW{E> B5MFET =12h
kel= CL/Vd or T1/2 DIiEZEALTEH

BIFEEN=T1/2ZAW-15E
(MDP58 0.1mg 1 B 1 BN EEFEA

T1/2=1.494h

n=12h/1.494h=28.032
ERF®R#E=1/{1—1/2)"1=1.003

In Cpf

BEMRABEICS T B5FRAAREBZRESFORT 7 0 TS — FOEDBE/ NS A —5
T 1 B 1B 1 H 2 E#E
1 HiELSE Day O.1mg 0.2mg 0.4mg 2mg 0.4mg 0.8mg
L 1.175 2328 6.374 1.401 2.968 6.334
) =0.284 =0.457 +2.843 +0.249 +0.905 +1.597
Conx (ng/mL)
5 1.172 2.524 6.775 1.593 3.572 7.229
=0.312 =0.544 =2.669 +=0.366 =1.021 +=1.956
1 2.000 2.500 2.000 2.000 2.000 2.000
() (1.50.4.00) | (1.50.3.00) | (1.50.4.00) | (1.00.3.00) | (1.00.3.00) | (1.50.4.00)
Tax (I
- 1.750 1.750 2.000 2.000 2.000 2.000
(1.50.4.00) | (1.00.3.00) | (1.50.4.00) | (1.00.3.00) | (1.00.3.00) | (1.50.4.00)
1 4.468 9.239 25.608 4.884 10.975 25858
=1.300 +2.017 +8.015 +1.201 +2 335 +6.562
AUC,, (ng-h/mL) —
- 4.040 9.024 23.305 5.404 12.207 29 768
=1.174 =1.956 =8.207 =1.515 +2.900 +8.759
Robe... 5 0.9046 0.9844 0.9122 1.0997 1.1169 1.1473
ave =0.0521 =0.1356 =0.1535 =0.0688 =0.1814 =0.1241
the () 5 1.494 1.562 1.806 1.528 1.708 2.088
12 =0.181 =0.368 +0.265 +0.402 +0.158 +0.206
Kel (1/L) - 0.4697 0.4670 0.3908 0.4820 0.4090 0.3351
! =0.0559 =0.1147 =0.0547 =0.1288 =0.0378 =0.0356
26.89 23.08 18.94 19.67 17.48 14.47
CLss/F (L/% 7
ss/F (L/h) =8 85 =5.02 =584 =493 =541 =413
, 57.92 50.29 47.61 42.06 42.46 43.14
7dss/ 7
Vdss/F (1) +19.34 +8.37 +10.17 +11.28 +10.45 +11.32
Comaxs AUCH ., Robsauyc. tin. Kel, CLss/F, Vdss/F : SR o= FEHE(R 5
Tmax ¢ PSR (s IMiE, A RAED)
Robsyyc=Day7 AUC,_./ Dayl AUC,_,
& FE n=8
= === L = /==
- FREOBERE ET—HAEDLERITOVNTHREZEITS




<ET—5>

DP58

Dayl R U Day7 M AUCO- T D LEALE L= RERE (Robsave. FIIE) [FIREFEICHNDHST 0.9046~
11473 QEEICH>T-Zeh b, REFEICIDIEROBRZORD (FELHO LHIBTShT-,

[ H KRB R ERRE]

BIESNT= T1/2 AWV =154 (01mg 1 B 1 BEEOIE: T1/2=1.494h)
EEIRRE R ERR=(4~5) X T1/2=5.976~7.47h

- PERRERE. BT —ALDEBITOVTHEEITS

RT—4> ETHEHTD

(REOEEIZHSIEMBIBDOEIE]
<HHREETEETOENHE>

@ P62
FFgREEREE. BHFEERUVHEZEREICETAXFERERORI T 1 T5— FOEYBE/NF A —%
EEEE D HEREED
o FH RS RE TR RE MEIART BE#E ‘ Hﬂ;ﬁ%ﬁ%%ﬂ% H?-ﬁsﬁ?&.%%ﬁi
n=8 n=10 Child-Pugh 4748 A | Child-Pugh 4748 B
n=_8 n=6
C,. (ng/mL) 2.833 (38.6) 3.393 (51.9) 6.599 (24.1) 10.998 (31.6)
e E O - 1.198 2.329 3.882
[90% {35 X [#]] [0.819.1.750] [1.561,3.475] [2.520.5.980]
AUC,, (ng-W/mL) 8.750 (29.5) 10.451 (47.8) 18.169 (34.5) 36.672 (45.7)
defal EEIEO L ¥ B 1.194 2.076 4.191
[90% (5 X [#] [0.836,1.707] [1.425,3.026] [2.790.6.294]
tuax (D) 1.500 (1.00.1.50) |1.500 (1.00.2.00) |1.000 (1.00,1.50) |1.000 (1.00.1.50)
tyn (h) 1.610 (18.7) 1.884 (44.9) 2006 (17.2) ™ 3.237 (47.5)
Kel (1/h) 0.4305 (21.7) 0.3679 (33.0) 0.3456 (209) ® | 02141 (41.1)
CL/F (L/h) 22.43 (36.2) 18.72 (63.4) 1030 (33.8) ¥ 538 (43.1)
VAF (L) 52.10 (36.7) 50.88 (47.0) 29.80 (19.6) ™ 25.12 (22.7)

Cpax. AUCq,. tyn, Kel, CL/F, VAF : (Ll (ZRi (%))
e+ PRAE (B/IME, FKfE)

a) FFHEEE & AT S BT HREES SOt

b) n=7



® 276 p139

# 276511 =74 77— RECEOMPFEAEESE (%) :
EYEEMRIT I REH (BB 7 A—%)

iz n Mean(SD) GeoMean cv

i sE IE & & 1 8 99 .9641(0.0519) 99.9641 0.1

a8 2 B3 Child-Pugh 5738 A 8 99.9356(0.0234) 99 9356 0.0

T8 25 B4 1 Child-Pugh 5738 B 8 99.8894(0.0753) 99 8894 01

HE#h T B 3 B 10 99 9650(0.0398) 99.9650 0.0

SD: {RifEf . GeoMean: ML, CV: ZEEIRE(%)

K-877-10(F ¥l 5.333-1)F 114-9 55| 1
<ET—EDLHEBISNHIFHEEEE LI LT AUCE DEALE>

HHE i eeIZ i L= L E HAShSZE(E

BE/IEHE hEE/EE | EE/EE LR R
AUC 2.1 4.2 T
fuB 1.79 3.08 T
AUCf(=AUC-fuB) | 3.76 12.94 T1
<ET—EDSHEBISN DT EEEELISECI=R/ATA—2DELE>
#iHlEhd

HHE FFgeICECT-Z e

T4 HBEDTEE R ik
BE/ER | PFEE/EE | EE/EE L. 1.e
Vd or Vd/F (fuB/fuT)VT 0.57 0.48 l.®
ClLtot or CLtot/F fuB*CLintH/Fa 0.46 0.24 l
CLH or CLH/F fuB*CLintH/Fa
AUCpo D/ (fuB*CLintH/Fa) 2.1 42 1
T1/2 0.693*xVT/ (fuT*CLintH) 1.24 2.01 ]
fuB 1.79 3.08 T
@QET—ANELZLLIHFHEIFISFRISINIEBRFOELEHBRTS
<FFEEEICIELF-ET 2D EEO RSN IEBRAFOEIL (] . 1. & THHE) >
IHH BEET hEFEEET EEET

fuB i T
ClintH 1l L1l
fuB/CLintH fuB 1./CLintH | | fuB T 1T./CLintH | ||

* EEBRFICOVNT, KHDBTEILRDARPIGERESERTT S




fuB £ F & CLintH E T 245158 (fuB MZEEFCLintH D ELR)

Cpssavef

Cpssave | —————— i

t t

<HIXETOFEEEERORAERAEICOLT>
RiE-REICEETAFERLDIE
(1) FFEEEZEDHSEE (Child-Pugh 7748 A OFFEZEDHLEBELE) RIEIHFEZOREROHLBEITE

BE5558ICIE BEICELTAEIDBELZERT HL, BEERG IR VTEYHEIOESR)
IF IZ &5 fFER (p8)
FFHRefE T B Z M RELI-EMENRRABROFER. FFHEZ Child-Pugh 2% A BICEUL T, RFIOMEFIR
EMNLESR (Cmax TH 23 &, AUC TH 21 E)LI==OREL =, HBFH. EELAFEE. Child-Pugh 4% B
Xl& C OFEEDNHLIBEEHSIVIEERAEDHIBE~NDBRESFI. ERILLE>TS,
<EBE>
REFBEUNIFEEEMN 99.9%LFEICE L FREERESROIV /N IBEEENAESNTEY., fuB DELE
(FEEFETHY 1.8 ££(=0.064/0.036) . FEEEETHY 3 £5(=0.111/0.036) & EE 4L fuB D EEARHOHN D, 4t
ST, MIBE (AUC) ILFRZRMEZ T 2 f5. 4 EO LR EMESIN TV A, Bz = E (AUCH) Tl 3.8 15,
13 EDLFHIHAENS (CLintH DIETISERT ), BEREICE VT FU/N\IBEEQEHICOLTD
BRE ORI TEEFEERRELLEBELTBRRZENKELF 1THIEN L. Chid-Pugh 23 B U C
DIFEZEREFES. BEMHEETRZIEERS  XEITSLTREZZ RO IEMEN LI TS,
(@p39)
LAL. BEFHEEETRICSL T, BT EE I EERONAELLITREENHHIEN D, HIDOESZE
BIR, FAERATLEEEREL. BMERRRITSEIE T ILENHLEEZOND,



<BHREETEZCSTLEYERE>

sl (M,

B Afl)

a) HHE EEFHEEIC T 2 A EHERESEOL

b) n=7, ¢) n=6

® 276 P159

# 2.76.6-11 =T 47— bRECEOMBEAESSE
o BT REH (BB <Z A—F)

(%) :

@ P63
BEREEREERUEHERESE (BE. dFE. 5E. ®RUETE) 2113
EHIESHEOAT 714 75— FOENHEAS A -7
e RS
58 NSCE T L1355 R EE ES L SR
n=8 n=8 n=8 n=7 n=7
Cpee (ng/mL) 2900 (239) | 4769 (307) | 3169 (462) |4482 (717) | 3648 (416)
S EEIfE O b B 1.644 1.093 1.545 1.258
[90%(Z #HE X ] [1.155.2.342] | [0.767.1.556] | [1.072,2.228] | [0.872.1.813]
AUCy, (ng-h/mL) (9293 (29.1) [15.143 (32.1) |10.728 (49.6) |12.046 (63.8) [14.931 (452)
4t (o] SR 0 b B 1.629 1.154 1.296 1.607
[90% ({5 #H X /] [1.161.2.287] | [0.822,1.620] | [0.913.1.841] | [1.131,2.282]
1.500 1.250 1.500 1.000 1.500
fauwe (B) (1.00,2.00) (1.00,2.00) (0.50,4.00) (0.50,4.00) (1.00.2.00)
t;n (h) 2229 (40.7) |2.835 (173) ¥ | 2369 (368) |2.679 (53.3) | 2.864 (282)
Kel (1/h) 03109 (33.5) |0.2445 (184) ¥ (02926 (30.6) |0.2588 (399) |0.2420 (33.8)
CL/F (L/h) 20.89 (31.0) |12.65 (29.2) ¥ | 18.04 (35.8) |18.73 (29.3) “| 13.00 (45.1)
Vd/F (L) 67.19 (31.8) |51.75 (38.4) | 61.65 (41.5) |72.39 (51.2) 9| 53.70 (24.1)
Cuax. AUCps. Kel, tp, CL/F, Vd/F : #faf FHEIME (ZEEIRE

iz n Mean(SD) GeoMean cv
AR B I g 99.8934(0.0694) 99.8934 0.1
B YRR R I A I 8 99.9150(0.0225) 99.9150 0.0
o 5 B R R RE R T 3 99.8934(0.0691) 99.8934 0.1
e BE R R R A 7 99.9337(0.0336) 999337 0.0
KEEA R 7 99 .8260(0.0809) 99 8260 0.1
D BEREE, GeoMean: M EEIHE, CV: EEMERE(%)
KE?? 2(&”‘?3337)%’:1148?" 5|
<ET—EDLHEBRISNEBEHWEEL LI LT AUCT DELE>
HHE BREEEICKELI-ZE HRAShHZE(E
BE/EE | v¥E/EE | EE/ERE (.1
AUC 1.629 1.154 1.296 1.
fuB 0.794 1 0.617 e
AUCf(=AUC-fuB) | 1.29 115 0.78 &




<ETFINLHASN DB RIEEILIH LB/ S5 A—S0ELE>

EE S BHEETLICH U -Z L E EASNBEL
TN BLLOTRE BE/EYE | PEE/EE | EE/TF% | (L.1.e)
Vd or Vd/F (fuB/fuT)VT 0.77 0.92 1.08
ClLtot or CLtot/F | fuB*CLintH/Fa 0.61 0.86 0.90 l. e
CLR or CLR/F
AUC D/ (fuB*CLintH/Fa) 1.629 1.154 1.296 T.e
T1/2 0.693*xVT/ (fuT*CLintH) 1.27 1.06 1.20 &
fuB 0.794 1 0.617 l.®

<AANXETOBHAEELZLHORERAMIZOLTHESE >
SELTEREDELEFSIBENHREEEMER EXGCEMERINESBINHLONLIENHIDT, %
BIZH--TITEZEDBEHEZHREL. MBFILTF_UED 25mg/dl LEDHEIZIFREESIEL,
1.5mg/dL KA L 25mg/dL RiEDISEISEHAEN RS ZEHIBT 5. BERREZERLTERTSIE,
IF TOfZER(p8)
B REEEE N T AFERARRIBONTVNAIENS MDD T(TS—FRERIEZSEIZHREL-. BHE. &
EELULOBHEREEDHIEEZE(BRELTMEFILTFZUEMN 25mg/dl LLE)ADESIZ. TE2E1E
To T3,
QLiE 7 VT F = AMERIOFAORGICHT L EEFEH
M7 L7 F= o HE B 5T A EE
2.5mg/dL Pl F PeHLpIE+5 L,
1.5mg/dL ) |- 2 Smg/dL i | A &5 540G 570, #EMABLZER L TEMTS 2L,
1.5mg/dL i ik - BB, B5T5 2 L,

<EE>

ARE(L Ae=0%, CLIntR=0 LBBEIN ., RIEE AUC DEEREFEL T fuB & CLintH AAEZ SN DY, BHEEE
BEROIV /N \IEERIEREZSIHESITEHLNROONT . REBEEAUICHOLREL 12~16 ELBETHY.
CLintH DEBIEILGL. FIEBEERTIHEASINS, PK OB SN CISAERMIITELEEZLZ D,
BEERESECHV T BEREETEETE, EEBEREERELLBRLTBZEEDLANROHON TS
Sl BHEBERE LBV TAEREICIIENHFRBEDIRINH DI LIEETE TELELILEE (@p40) .
FEBRED I« TSP REFILRBRDEIERELTIENZ L (Dp6d) LIS, BIIERDRVERDE
mOSMEILTFAEBRDHREICET HFRBENBREINATID,
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X4 : Efficacy and safety of pemafibrate (K-877), a selective peroxisome
proliferator-activated receptor a modulator, in patients with dyslipidemia: Results from a
24-week, randomized, double blind, active-controlled, phase 3 trial.

Journal of Clinical Lipidology 2018 ;12:173—-184

(FEARFBROF RIS EE G X 50 OFEIESESHRETHhzHE L T EEW,)
N, NA & 72 o 2HHA BBER RO R A TH %

HH A REAm FCAET - REHmEH e &
Introduction
1. WFERRIDZEH D H 5D, AY ON ONA | P174 introduction fx#& B 7%

In the present phase 3 study—~
- Pemafibragte @ Fenofibrate

WHIED T FAZEE DIEABLRA - THRWD, XD TG TR S
FIH SN RO B Bt O 0 EF LI ANEICES ALT, yGT/ETF, SCr LHIZ
PELH 2 0370 £ ERR PO AR e Xk B [ I R

aimed to confirm the above findings in longer term and
larger scale with pemafibrate at doses of 0.2 and 0.4 mg/d
compared to fenofibrate solid-dispersion tablet at a dose of
106.6 mg/d (equivalent to fenofibrate micronized capsule at
a dose of 134 mg/d).

Introduction DR &

s T2 )T 47T — LT TG O, ALT » v GTP 72 FOFHREZIL T S5 Z & ORFE,

c BHBEIR TSR T2 U A7 I3mEE IR L TROLNTND EENTWAN, AlldEmiE zxRm s LRk Tl
AN

c SURDNS . AANET =/ 7 47 T — b LR U B P 2 C L E 9, Statistical analysis O#BREE DOk
EARPOFLE NS, FELHOFEHTH D Z L B¥brs,

Method

2. HMERT VA L OEEAEDH D, E T EHEED, AY ON ONA | P175 Procedures
P175 procedure

This study is a randomized, double-blind, active- controlled
phase 3 trial.

E 0 AT 10101 ORA 0.2mg : AKI04mg: 7=/ 7 4 77— h)
(%51)
TUBMMY AT BTNV T TR BT NE I =T
by B AF—N— FER i, BEHEY 7 BARE, E
SR (active-controlled) . MEALE R, £ liiak

3. ZINE OB IEAEIZ OV T, A ATNEEHAE (inclusion criteria) | AY OON CONA | P174 Patients and sites
pRs WA D EEYE
¥ (exclusion criteria) DFLENH H D>,
FHAANELNE © Men and ~were eligible.
Men and postmenopausal women aged .20 years with
dyslipidemia,
fasting serum TG =150 mg/dL(1.7 mmol/L) as well as
HDL-C ,50 mg/dL (1.3 mmol/L) in men or ,55 mg/dL (1.4
mmol/L) in women in 2
consecutive screening evaluations, who were involved in 12




weeks of exercise and diet education before the treatment
period

Bk 4k H # : The major exclusion criteria were ~ and
progesterone.

patients who needed additional drug treatment for
dyslipidemia during the study period, fasting serum TG
level over 500 mg/dL (5.7 mmol/L), type I diabetes or poorly
controlled type II diabetes mellitus (HbAlc $ 8.0%), poorly
controlled hypertension (systolic blood pressure $160 mm
Hg or diastolic blood pressure $100 mm Hg), poorly
controlled thyroid disorder, habitual excessive alcohol
consumption, serum creatinine $1.5 mg/dL, current
gallbladder disease or history of cholelithiasis, aspartate
aminotransferase (AST) or ALT levels 2 times higher than
the upper limit of normal or current hepatic impairment, or
creatine kinase levels 5 times higher than the upper limit of
normal. During the study period, therapeutic agents
affecting lipid metabolism were prohibited, which include
fibrates, thiazolidinedione, insulin, corticosteroid (systemic
use), protease inhibitor, anabolic steroids, and
progesterone.
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P175 Procedure

pemafibrate tablet (0.1 mg, 0.2 mg, or matching placebo)
and 2 fenofibrate tablets (53.3 mg or matching placebo) after
morning meal, and 1 pemafibrate tablet after evening meal.
Blood and urine samples were collected in fasting state over
10 hours after the last meal for clinical laboratory tests.
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Endpoints

Primary

A

The primary efficacy endpoint was percent change in
fasting serum TG level at Week 8, 12, 16, 20, and 24 from
baseline.

o=

The primary safety endpoint was the incidence rates of AEs
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and ADRs. Major ADRs were defined as ADRs with
incidence rate over 3.0% in any group.

Secondary

The secondary efficacy endpoints include changes or
percent changes at the end of the treatment (at Week 24 or
at the time of discontinuation) from baseline in parameters
such as TC, HDL-C, non-HDL-C (subtracting HDL-C from
TC), apolipoprotein (Apo) B, LDL-C, free fatty acids, ApoAl,
ApoAlIl, and FGF21
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An independent third party generated the random
allocation sequence, confirmed the indistinguishability of
study drugs and conducted the numbering and concealment
of study drugs. Site investigators were not provided with
any information related to the randomization throughout
the study period
Site investigators were~
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RIVCGTHmIEE -
1-sample t-test
ANCOVA (R—RTF A CTH#)

LAV

Fisher’s exact test

% ME (post-hoc analysis)
1-sample t-test

ANCOVA

Primary endpoint

analysis of covariance (ANCOVA) model

The noninferiority of pemafibrate to fenofibrate was
defined as the case that the upper limit of the 95%
confidence interval (CI) for the

treatment difference (pemafibrate 0.2 mg/d—fenofibrate and
pemafibrate 0.4 mg/d—fenofibrate) of the least square
means was ,10%.

The superiority of pemafibrate to fenofibrate was to be
evaluated only if the noninferiority was confirmed.
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Patients who submitted consent (N = 346)

Patients excluded (N = 121)
ion eriteria (= 94)

~Net meeting indugion

- Exclusion o =
~Other reasons {n = 5)

Patients r [N = 225)
| |

| [ |
Pemafibrate 0.2 mg/day (N = 75) Pemafibrate 0.4 mg/day (N = 74) Fenofibrate 106.6 mg/day (N = 76)
+Received allocated *Received allocated ~Received allocated
interventian (n= 74) intesvartion (n = 74) intervention [n = 76)
+Did not receive allocated

intervention (n= 1|
- Withdrew consent {n= 1)

Excluded from

b—{ analysis [N = 1)
~Data Aot
collected (n=1]

Analyzed [N =73) | Analyzed (N = 74) I Analyzed (N = 76}

Supplementary Figure 2. Disposition of patients
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Table 1  Demographic and clinical characteristics at baseline . 'ﬁ-![:)zﬁ g% ﬁ: Bg"g“ Z) ‘l‘;j;f;‘é& 7j)
Pemafibrate F b F brate fcﬁ vy
Characteristics 0.2 mg/d, N =73 0.4 mg/d, N = 74 106.6 mg/d, N = 76 Total, N = 223 \O . ]
Age, y 53.1 (10.8) 53.4 (10.3) 52.9 (11.6) 53.2 (10.9) * Ei NS ﬁk i ;‘Elz I|E N
o, g e ot el Ry T2DM, 5 IfiJF L2 bk
Drinking bt ih oD e o KERENHZ LT
Type II di‘ahetes mellitus 5 (6.8) 5 (6.8) 1(1.3) 11 (4.9) 5
Hypertension 18 (24.7) 24 (32.4) 19 (25.0) 61 (27.4) o
Metabolic syndmnfg' 37-(59.7) 37 (50.0) 36 (47.4) 110 (49.3) . {Ztgﬁ) j( % v \o %,l\io) 5
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Table 2 Primary efficacy analyses on the percent change from baseline in TG H%_:E@B&K'ﬂﬁliz: E)EJO
Baseline (mmol,/L) % Change from baseline Difference vs fenofibrate R 2 5 /r Nz 75) % 1) 2?
e 0 s Gt S e T fLagl O TRLT
Pemafibrate 0.4 mg/d 2.6 (0.7) —45.9 (1.9)" —6.2 (2.7) [-11.6, —0.8]' 30 | HERHME O FEES &
Fenofibrate 106.6 mg/d 2.7 (0.8) —30.7 (1.9)"
ANCOVA, analysis of covariance; CI, confidence interval; LS, least squares; SD, standard deviation; SE, standard error ; T6, triglycerides. TV Y
LS mean and 95% CI were estimated using a repeated measures ANCOVA model with the baseline as a covariate applied for the percentage changes in
TG from baseline to Weeks 8, 12, 16, 20, and 24. The primary efficacy analyses were noninferiority and superiority of pemafibrate 0.2 and 0.4 mg/d to
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In this 24-week phase 3 trial, we showed that pemafi- brate
0.2 and 0.4 mg/d significantly reduced fasting serum TG
levels by approximately 46% in dyslipidemic patients with
high TG and low HDL-C levels, corroborating the results in
phase 2 trial.18 The efficacy of pemafibrate was superior to
that of fenofibrate 106.6 mg/d.
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However, this adverse effect is not clinically negligible eEnbmEmmETCOMEMAE
because it substantially increased the risk of hospitalization R L TWA,
and nephrologist consultation in an elderly cohortl3 and < KBTI EEE O AN
might lead to withdrawal of BIRNT LD | EEEI
medication for diabete§ §uch as metformin. F.rom this point of %t 2 AT SN T HE
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creatinine and cystatin C compared with fenofibrate appear
advantageous.
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SHEBESSICFEIFMEEE QZHHEICDNT
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ACCORD Lipid Trial EDILNIEARUMIK T HEAZREFLBRREBRBENH LS ML RFIDER
REGIE 1 1% 5l I 5 L THEBELLTEYITHS

> BBEDI1ITS—FREFEIERANDHARSAUIZENWTIERTCGHOR TEEMELTHERAINDERE
MEM LN TSI LMD, FEFHAIE B ZARIR TROZRMEFTGOEILELEETTSHIL
NRYEEZ T,

TGIETERISOWLT

> TERERFMERTGODIE FHEIZDULVT, K-877-0958 B2 TIXAZE0.2 % 10.4mgMDFF200mg (#¥3 b h 7/l &4
D IZK I HIES M. K-877-17HERTIEARZ0.2 R U0.4mgDFF106.6mg (FEH) TR T HIE LM RSN
fzo UEKY. REIEBEFED T4 T S— b RERIEREDTCIE FTERZR T HI LA RSN -EFIMRLTZ

LDL-CADELZIZDLVT
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F2 21 : X—RA T A A ONTIRE 4, 8 KON 12 HEFOKNFE NT A —Hfd (FAS)
e ARHE FF
TR T g B | 02mgBE | 04mgEE | 100mg#E | 200mg FF
~N—2 | 1338+339 | 1285+36.9 | 131.4+355 | 1259+33.5 | 133.8+359 | 133.8+36.1
FA v (43) (45) (128) (84) (85) (140)
A | 13024320 | 138.9+32.0 | 143.2+33.0 | 1395296 | 142.2+34.1 | 136.5+30.5
LDL-C 4 JE (43) (44) (127) (83) (83) (139)
(EHEE) BRI | 137.8+32.3 | 139.8+32.2 | 147.8+357 | 141.7+30.6 | 148.2+32.6 | 135.8+30.9
8 I (43) (43) (124) (83) (81) (136)
TePEH | 131.8+33.3 | 139.1+30.7 | 149.1+33.3 | 144.8+32.2 | 148.8+325 | 137.0+32.3
12 A% (43) (42) (122) (80) (79) (128)
N—2 | 22244331 | 2149+36.8 | 2246+36.2 | 216.2+36.6 | 2253+34.4 | 2242+354
FA v (43) (45) (128) (84) (85) (140)
TERRE | 218.4+32.3 | 210.7+34.9 | 218.8+37.4 | 210.3+31.8 | 220.9+355 | 209.2+33.7
TC 4 3F I (43) (44) (127) (83) (83) (139)
B | 22324354 | 212.6+34.0 | 221.9+40.3 | 2126326 | 224.1+35.1 | 211.1+34.0
8 W (43) (43) (124) (83) (81) (136)
VA | 22094301 | 210.9+33.3 | 2244+37.4 | 2165356 | 226.6+35.7 | 211.9+35.2
12 A% (43) (42) (122) (80) (79) (128)
N2 39.2+49 384+5.4 394+58 37.8+55 39.7+5.6 39.7+5.3
T4 (43) (45) (128) (84) (85) (140)
TR 39.1+6.0 46.3+7.7 46.4+9.3 46.1+89 454+8.3 48.6+9.2
HDL-C 4 JF (43) (44) (127) (83) (83) (139)
(EHAE) TR 39.9+5.7 46.3+7.9 48.2+8.9 46.9+95 47.0+9.8 50.5+10.4
8 W (43) (43) (124) (83) (81) (136)
TR 39.9+57 48.6+9.0 49.6+9.4 47.0+9.7 47.0+9.4 52.0+10.2
12 (43) (42) (122) (80) (79) (128)
N—2Z | 18324320 | 1765+34.9 | 1852+34.7 | 1784348 | 1856317 | 184.6+33.9
T4 (43) (45) (128) (84) (85) (140)
VB | 179.3+32.0 | 164.5+33.7 | 172.4+37.6 | 164.2+31.7 | 1755+33.6 | 160.6+33.3
non 4 I (43) (44) (127) (83) (83) (139)
HDL-C TBIEH] | 183.3+353 | 166.3%+33.0 | 173.7+£39.7 | 1657325 | 177.1+32.6 | 160.6+34.2
8 I (43) (43) (124) (83) (81) (136)
1B | 181.0+£29.8 | 162.3+33.3 | 1748+38.1 | 169.4+357 | 179.6+33.8 | 159.9+35.2
12 JE R (43) (42) (122) (80) (79) (128)
mg/dL
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B, RE(L, BHEEK-877-04, K-877-09 % UK-877-17THER) R U R2F 2 LD B AEA(K-877-13,
K-877-15 R UK-877-201 B D LV FNICHE L TH, ZEFMEFTCGHOERTIERAMNRHoN . KE 0.2~
04mg(1BE. U TR TRADEERET ST TEINT =, ZEBMEBERTGOETRIZDONT,
K-877-095% 5% T A %£0.2 & 1f0.4mg D FF200mg( L AT LB AN T SHIE L A TRIN .,
K-877-17:ER TIXAZE0.2 % 10.4mgDFF106.6mgEEFNIZxt T BIEL MM TRENT=, £f=. TGLISLDIEE
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512, BTGME B ZEE TR ELI-AZED B IR E(K-877-04, K-877-09 R UK-877-17HER R U R ZF >
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106.6mg(FEFNICxTL TS THAHAIEMNREIN T, SHIT, K-877-155RERICHE L TIE. AEDIEHE
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Hb. SR DMEANRNIEBRFZ-RIODBMZHFOLENHLIEB OIS,

- ZTDHRODAMEFMOZBRICENTE. TNETOEBRERRIC. [FFERIETHAICLEHBRT HHEBHL
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F AL I BERURIRMAEE/ X 43T — (SMQ) | OFFFREEREG (LM SREM)
512 ¥ 552 ¥
S5 R AR FF AR
(298 i) 0.2mg/H | 04mg/H | 100 mg/H |106.6 mg/H {200 mg/H | 0.2~0.4 mg/H
(657 #41)) (320 1)) (122 1)) (76 f51) | (140 $i)) (298 #1))
RSO Rl RAE
S AT (SMQ) 44 (13) | 2.7 (18) 2.8 (9) 25 (3) 92 (7) |50 (7 8.1 (24)
1A CK 88 3.0 (9 15 (10) 19 (6) 16 (2) 1.3 (1) 2.1 (3) 40 (12)
e Cr B0 0 (0) 03 (2 0 (0) 0 (0) 26 (2) |29 4 03 (1
AiPsE 0.7 (2) 06 (4) 03 (1) 0.8 (1) 53 (4) 0 (0 1.7 (5)
SPER AR 0 (0) 0 (0) 03 (1) 0 (0) 1.3 (1) 0 (0) 03 (1
M I F 7 a e #m 0 (0) 06 (4 03 (1) 0 (0) 0 (0 0 (0) 2.0 (6)
R I A raer it | 07 (2 02 (1) 0 (0) 0 (0) 0 (0 0 (0) 1.0 (3)
&L R 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 1.0 (3)
% (B0

WP ORET 1%L EICERY b E S

> HERFBAED RVIZDOWTUTOKSIZERBLz, 747 5—FRER|IZKEMHET O FRERF XS
MTIFELD RIBICEVTIE R T4T5—MESZOBEHRMAEIC OV TEERRERBRAH
SNTHYWI9MFENR) MEEF D ZDEZESNTLVSCr2.5mg/dLUL EDBEEF THof=ESNTLY
%, 74T 7—rRERIERFF L DB AICKDEBEFBMEBBED R VIZTDOVTIE REZFUORBITHT S
HHREDEZEMNEZ LN, $FZgemfibrozillEEU/NREAF U EDBRIZCK>TEYNREAFUFEEAO M
EENERL. ZNITHE-STHENGRBREDFKIT) AT DIEMMERH LN TS (UAMA 2003; 289:
1681-90, Am J Cardiol 2005; 96: 44K-9K: discussion 34K-5K)s — 75 . FFIZRAAFL DM EEE LTS E
T FFERFFUEDBRAIZTEREL-ACCORDEERIZH LT, CKE R OEMFRAELZ ST HERDY
AOEMIETRENLE N 2T=(N Engl J Med 2010 362: 1563-74), ESC/EASDIEEREENEIRIZETHH A
RS> (Atherosclerosis 2016; 253: 281-344) |ZHULVTH. FFEgemfibrozil D ZFNZE N DEGRKERDFERH
5. AAF LD HAICKDEMABMABEDRBEIRIDEMIET4TS5— REFIZHET SO TIELE
<. gemfibrozilMAHDBERESN TS, BEWMEEEFTREICATHEEMREICDOVTH, AFBORMAXEIC
LT, 747 7—rREFITRI—DEHTITLL BREFEFINTVVEVEFILH D, ChoDKIRMS,
BHEETEREERVRIFUHABREICE T BB RMAED YR VEMIE. BT LET(TT—FREH
[CHBTDHEDTIHENEERD, SOIC, BERARTAER SRICCKERENROHONAREDR S
Rk LF-fEBIE . K-877-13FER T1HI(FIREF0.2me/ B | ¥ 5148 BIZHIR), K-877-15:0E& T1HI(FIREF
0.2mg/H. MHCKIEMILE 5158 BICHKIR., MpIA I OEEMIER 5578 BIZHKIR)., K-877-195888
T15I(FIREF04me/ B, % 556 B B ICHKERHON =AY, REFIEZ(CENE CTRIEL THYERRRRIC
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£e5-12 18 P 552 i
S5 R A FF A
(298 i) 0.2mg/H | 0.4mg/H 100 mg/H | 106.6 mg/H | 200 mg/H |0.2~0.4 mg/H

(657 #) (320 i) (122 f51)) (76 #51)) (140 51) (298 #4)
2.7 (8) 2.7 (18) 38 (12) | 139 (17) | 355 (27) | 243 (34) 6.7 (20)

HANBH$ 5
JiFbEsE (SMQ)

JFRkRER 0 (0) 03 (2 06 (2) 1.6 (2) 26 (2) 21 (3 03 (1)
ALT #4n 07 (2 1.1 (7) 03 (1) 0 (0 158 (12) 14 (2) 1.0 (3)
AST 41 0 (0) 08 (5) 03 (1) 0 (0 13.2 (10) 0 (0) 1.3 (4)
v-GTP 41 0.7 (2) 0.6 (4) 0 (0) 16 (2) 21.1 (16) 29 (4) 0 (0
ST RER AR 1.0 (3) 05 (3) 22 (7) 9.8 (12) 6.6 (5 15.7 (22) 0.3 (1)
JEIART 0 (0) 02 (1) 0 (0) 0 (0) 1.3 (1) 0 (0) 30 (9
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3xULN (0/297 1) (1/657 %) | (27319 f71) | (/122 f3il) (3/76 14il) (3/140 1)
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3xULN (1/298 141 (0/657 i) | (1/319 f41) | (3/122 #4il) (7176 4l (6/140 1)
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BEED#HT0.5%3/6574l, BBRGE2H R UBEEREB1HNICEROHLN. COIEBPEHER1FIICDLNTILAERE
LORRBRIEBEEINGEMN Tz, KFE0.2X(F0.4mgZ52E 1R 5 LI-EF D& AR TIX. TIRAHEE
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Bl 44 {3 74 {51 28 1l 8 #l 9 4] 10 4
HEFGL 432 (19) 45.9 (34) 46.4 (13) 50.0 (4) 778 (7) 40.0 (4)
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FILICE 7o FEER | 45 (2 41 (3) 36 (1 0 (0) 222 (2) 100 (1)
60 mL/min/1.73 m2 2L I
IS 254 {1] 583 {41 292 44l 114 15 67 {3 130 13
HERL 429 (109) | 395 (230) | 37.3 (109) | 465 (53) 493 (33) 57.7 (75)
EEAEER 04 (1) 09 (5 03 (1) 0 0 0 (0) 23 (3)
HIRICE - - E RS 0 (0 24 (14) 1.7 (5) 35 (4) 6.0 (4) 100 (13)
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bHONBEENH B, )

WDIEBEDHLHEE(BERANHRESN TS, ]

(RAESROEBZICFIBRELGVWIEZRAILT 20 FICBLELTHERICIREICIRETHIL)]
BHEEICRE T ABARRBEICRENROON LB EIT, RFIEHMG-CoAR TR EEL AT H5HEIC
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FRBEAHLON., CNITF - TRARBEREFOERLGEEENHOONIENHID T, CDLS3%G1E5
BICEELISREEHIEL. BYLGLEZITICE,

BR

ERBHRAEIS OV T TCASORAND, ~T4TS—FREHIH BT LD TIIRNEE RS ITHRE
[CEVBEEE AN #EAN LY YIIA A>T TRIDLT:

SRR BEEREICT OV T, TRRSMFED-H DIKRBEREEE THY . BEOBEERT—20DH
TZOESICOVTRHERTERVELIBBORR IR Y

BEEEE~OTEREIOVTIE, BETEENEE-—HLTVSARENTHS B EBESICITE
BERROM?)

AL A RRARIE OO R AR ELCFFBERIC R AR AFU D MPEE 5 BHEE T IC#SFFO M iRE +

RENEON TS, COTEEREX DL HADEEE 2T DAH LA HEE TS0 L THRBRARIE

DURY L REBET DBERBDN ? RAITChild pughB THEBER Mep R E (X 10f5 Ll L R T Em

PRSI, RAFUOMTRELFREETICEY ERTDYRIELRI TN D, LD EERFR DENTH

BB THICH T DEBHRMAEDNIRVEE BT ILELHDEBHONENZOLITOVTHMITITHN

TLVELY,




3. Ttk (EMBVEERICELT)

FEEHE (p38. p40, p72~

(p38) VB RR > (K-877-103 FRER) : AEHMI EHFICK T S VOXR) U ABRERHFOEREDCmax RU
AUCO-inf D& FI{EDLE[90%CI] (. 8.964[7.515, 10.693] K 1113.995[12.618, 15.522]

95V RAAIAL 2 (K-877-104 FRER)  REBEMGEREICHTH0FYAATA LU AR SO AREDCmax &
TRAUCO-inf D EE{ATEHED L [90%CI] 1. 2.425[2.163, 2.717] % 1f2.098[1.916, 2.296]
2)LaFV—JL(K-877-105 RER): REHEMFERICHTII/LaFV —ILHERBREEODKRED Cmax RU
AUCO-inf D& FIIEDLE[90%CI] 1L, 1.441[1.290, 1.610] K 1f1.789[1.664, 1.924]

Y77 ES L (K-877-107 HER):

AERMBERFICTH)I7VES U EEGRATR SR (48 B) DAZEDCmax B AUCO-inf O {0 FH1ED
HE[90%CI] 1. 9.434[8.363, 10.642] % 1£10.901[9.915, 11.984]
ARBEMEBERHICHTIVIZFVES U REBEBRERICAEZEMBMBEL-H(5BE) DAEDCmax BU
AUCO-inf 0 #&{a] 3B Ltk [90%CI] (%, 0.379[0.338, 0.426] % 1X0.222[0.207, 0.239]
(p72)2BERT LU (K-877-109 FHER) : REEMILERFISHTHIAERTLILI00 mg HRAKRSHORED
Cmax R UAUCO-inf® el F 4B D b [90%Cl] 1. 1.486[1.392, 1.586] K 112.373[2.247, 2.505]
AEBEMGERIINTEHIAERTLILTS mg AT SO KREDCmax K AUCO-inf(D # a FHED LL
[90%CI]1%1.342[1.258, 1.430] % 1}2.088[1.981, 2.200]
HAERTLILEDHAKIZEOON-AEDEBEZEEN LFIE. CYP2C8 RUOATPIB1 OEEIZLZELDTHD
EEZBND,K-877-109 HEBRTROON-AEDBRBEDND LFDRERELZHRFER. VJOEFTLILIKIGRAEER].
HRATAERICEIAEOHEDRELEE

(p40) 2O RAKR1> (CYP2C8., CYP2C9 RUCYPIAZME)LDMHEEARBRUTISIROTAIY
(CYP3AZME) LOMEMEAHRICETAAXDBZEEND LRDREEEZRER . DVORRYVFTHAZE
RIEL. V7IRATALVFTHAZFRIELE-ETREOHEZHETHE D IERENLE LT,
—A.2)LaFY—)L(CYP2C9 RUCYP3A ZHE)ICOWWTIE. MEERREBRICEVWTRDOON-KED
BEEOLFRT. TEMHICEEERIFTEETILRNIENS, HHAICET I EEMEDOBHEITGUESIM
L=,

(p41) In vitro SRERDEER . AZE(LXP-gp. BCRP, OATP1B1 RUOATPIB3Z N L THiEShbEEZ LN, 1)
J7oEL Y (AR S5EIZOATPIB1 RUOATPIB3 #[EE) LD EE EMKER (K-877-107 RER) . o0
AR (P-gp. OATP1B1 RUOATPIB3 #[HE) LDHEEEAER (K-877-103 FER) . ™ IZHZ)RAT
A2 (P-gp. OATP1B1 RUOATPIB3 %#[HE) LDHEEERAER (K-877-104 HER) ICHETHAREDIRE

EQOLFOREEZHRFA.VI7VED VRV IVARRYVICOVWTIEIFHAEZEL. 77V ROT1 U6
FEFREEEL=.
g

<HBEEORMBERLGLERR>

ATV =T DNTIE, RELGHABRELI-GEDAREDBRZEED LR DOREENBER LRAEL LA
WREENITHATHLIIEN D, HERFR LT HIENEHYITH D,
)IFUELVEDHEEERRBOBRNS . AEDEMEREIZOATPIBT RUOATPIB3 [FREKHFET




BEEZONBIEFREZBE ) IT7UELY  OHARRYUBRUNISYRATAL U UNDOATPIBT B
OATPIBIDMEEEAEZE T HEFIEDHAEIZOVWTH, REAXEICBWTHBICE T FEBREEFITICE
HEY)

AMIXEICHITHEH GEEMAHNISHE)

AFE. TELTCYP2C8, CYP2CY, CYPAIZKY KB EN S, Ff=. KFIlEL. OATPIB1, OATPIBIDEE &
AT

BFRZZ . LYORR) YIFUEDY

[REIGERAZES: (HE)

BrREE . VRERTLIL V7)) RARAMD Y T)LaFY—IL

£3 AFIEREFZHARELIZEEDEYEBRE/N\SA—FFE~ADEE

ER

EYWHEERAARSAVICESETHERRANFRICIIEVHEDLEHICERT S5 ST, BYERE
(AUC, CmaxF) DEB DR EICEDE FHAKOAERGCCPBRE—CEHRFERFEA TIEREDE
BERFTD1EHY . BRMGAEEVIRETLEVOD, RBEREFDZIFAUCT2-10ED LR ARBHLN
BTEMG, HRAER. fIRTFRERRYEEERD BEDO I IS FREFITBEMA SN ML KER
AORYHEERNHAZEITTEET D,

4. BEEERREDISLERRMAIESHITEoTNSD

FEEH (p58~59)

ZLOBERBRIZEVT, ZERFOMEBEPTCHENMODNERBEDMILI-BREFTHLIZENREINT
BY. TSIRECERBFHAIRS4(2012 FEfRIZT. TGOEBEEBZENEDLNTIVS, £, &TG
MEDAEIE. EEFFEBOHRENE—THAIN., I FO—LHR$LRBFICHLTIE, SEIIREEDIRY
[ZIEC T, Z475—hRER], ZaF VBRFERRUVIAOYRUATUBRAICLHEENMEREINA TS,

TGEEA DLDL-CAEEBEDIEEREEWHOSEICH T HIVE SIS MAF) TIE, TGIETI/ERADEND
1T hRERINEFBIRELLTHERINDS, T4 7—FREFIOBMBEICHS TH0MEARIDF
BEEN R (L. gemfibrozilZd AN =53 LAL LB ERER Tdp B Helsinki Heart Study(HHS) B\ Veterans Affairs
High-Density Lijpoprotein Cholesterol Intervention Triall VA-HIT) IZTRENTULNSD (N Engl J Med 1987 317:
1237-45. N Engl J Med 1999; 341: 410-8), F1=, XY T74T 53— & F\ = Bezafibrate Infarction
Prevention(BIP)Study(Circulation 2000: 102: 21-7), FF% R\ = Fenofibrate Intervention and Event Lowering in
Diabetes(FIELD)Study(Lancet 2005; 366: 1849-61) MER5I BRI (N Engl J Med 2011, 365: 481-4) h b,
T4TS—FRERIOBEBBEE S DOEANRUMIFINREE T HEMNRESND,

TGR{EAN DLDL-CHIEDIEE REAEWHO A FEIZH 1T AIb R S AEMA %) TIL. LDL-COETINE—TH
Y, REFUTHRENERESND, LOL DIMEARUEDYRVERD1=HIZ[ERZF L EALTLDL-C
ERIEYAHEICHMAT. TGH. MOBEEREDRELEELSN TS (Diav Vasc Dis Res 2008; 5:
319-35), L1=h3> T, TG. non HDL-C. small dense LDL-C. HDL-CO X EEREH T 5717 5—FREH|
(T REFUTHRBROEBEZEICETHDNEANUVCDEFIRIDRIELWNIBBR=—REH-TLEEAL
. FF®D Action to Control Cardiovascular Risk in Diabetes(ACCORD)Lipid Trial (N Engl J Med 2010, 362:
1563-74) DI EHFEMT TIL. TGREN DHDL-CIEED BEITHL T, VUNREF U EFFOHRAERIET




(T OUNREFUBEMBEELRLTODME AR OIIFIERMNRESNTINS WV Engl J Med 2011; 365:
481-4)s U EXYKEIL, BIBFERUVRIFUEDQHRABEOVNTNIZEVWTELEREEZEZLOND,
F-. BREETEREICIIERHGRBENHLOONOTVEDBEN L. KR TIIREFLET(TS5— R

ERIRAGFAZRZESNTOED, AF| L. BEEDTIT5—FRER|ELLEL T, RAFUERLITHAT
E5LEZONS(TRE1 EWAHBAEEIC DOV TINESR), I5I2 BEFEOT4T 57— RERIIL, AT EE
EEEHITHBREICRLT. REMDBRICKYERLFIRSNTLSD ., FEIEINoDBEHICHLTHLRE
IZERATEREEZ0ND(TR62 FEADEEIZDWTINESR) I ELBFEZ L. AFIIESTGIES
BIZB T 51 EDOBERKRELG S,

148 (p59~60)

AFIDOBRKIZH->THEE L. RO I1ITS—FREFHVTLIMESRU MIHRE RIS T 55
BMNRESNTOSEHIERL, AFIBTGETZELERELT. BRREBD I ITS— L REFIDHREXNFRLLDLE
BICHLTEREINSERIELTREM TN, AR ITHONT, BEEE. BEXEORKABRBENSTGE
TERLLDILEAANMIGIZNREDOMICEESELNHHEL T, RFNIZODVTHLME AN MIFIZIRAEA
BFTEHEAHBALTLAD, gemfibrozil LASA D T4 T S—FREFNZDULTIX., FRFNDEF|IZLA0 M
EARVEOMFNRAE-HHERELTREINTEERAER LG BRICLLBBNAICLYTCGEETEE
BIETRMEARANHEISN BN TR R TIXBAREITES>TULVEW, 2078, BTGILEIZx T 2R

BEETHAIRFIORARIZEVLTIE. AXTHNIEL, KFZAVWTEDIVRRAIETHAHADMEARY
FOMMFINRERIIT RETH S, LNLELS, AAOERRIGTIEIESTCLEERELZHREIRELT, BRI
T4T5—FREZINTGETHEARUTGETICESZDMEARUOIHEHFLTCRHBBMERIATEY.,
AEBIT1T TP RERITHILERFRADE. AFIDTGIETIEAEZEDIBENTA—FI~NDEERY
ZEETOT7AIDBRRED I I S5—rREFILRF THACENBRABRIZBLNTRINMNIE, 7475
—,rREFD—DELTARANZERITIGICIRH T DI EILTTHELHIM T HERED T4 T S— LR EFIERFID
EE/NTA—F~ADEBDLLEIZTDVTILITIRI TGUNDIEBE /STA—F~DELZIZ DL TINIESER), 14
B.BEFEDIT(ITS—rREF|LLLEBLIIGED RAFUHAROREE FIE~NDZERUVBHERESE
FHIZBITH2RLMIZDOVTIE. [TR6 REMIZTDONTINIETERT S,

AMIXEICH I SR BRLBERA DN ITHL)
&AL

ER

SHREICFFERIRLI-CEIZDONT, R EOZBRIIHABREFICHS T HRELBRENRAUTH LI LN D x

BRELLTFFIEEAED, T4 53— FREFIEVSERNRELTHETHo1=DH ?

-— A THREN, ILMILELNS ARDOERBRIGETIE~T1IT 53— RERIN~RIBFERINTEY., ~1&
ERLTVSA. ZORILIITAETHD

-REEDIAFTETGIEERECH T HH - ARDERKR LGS IEDERKRHALE D IFIZHLT, 1747
F—hREFD—DIETIHBORMBEIREEEZD, LAL. [BRBDI(T5—FRERERFTHS
CEDHTIFERBRGANRMEN DAL, RAIARRT4 Vb TRINYRIVBEFBEIN TO SO D FoNF-ERRE
BFERMCETHAETHY ., CORRITEKBINSGIEAN LAY DK HEBD HPDERTHLIEDTY
FRAVETHADMEAN DI RERET NEIEVIHRBRELUOTORETHEAN =D T
(F7ZEL?




QEERKIRAVEEMEENREERNEEICH TS5
1. BEEGEESNFIRY

HH
TR RAARE

il ({23 & PMDA TOPY L@ Y] FHlich TLE M EELRED)

FF AERERBRE DR IDHEHENS, YRVEL TS DV EEHHEZEZ DN, FEIREHELT
BHEEICH T ORENRBSINTVEIEARAEZADHELT NTLDRIIEZLND,
"HFHBETICHTIMPRELEFISONTHRMHMBIED VRV ELTEHHEL THRLD TIEAL
AN

BEREREEMEONCENBRRONTWSRIK, BUEEZD,

2. BEEGEBEMURY

HH
LDL-C fED EF

£l (£ 2k & PMDA TO XYM SEY)IZEHE SN TSR EZREET)

‘LDL-C EFEN—EDRERTEDOONTNSIE TOEEIIRMNTHALEEZET HEBEULH L
Eabonbd,

LDL-C LRICKZBEREEFRKIRIRID LRIZOVWTHRRSNTHEY ., @EHEEZ S,

3. EELGTRIER

B EULLEOEEHE
R EIZBIT2R 2

5Tl ({3 & PMDA TO Y M oEENZFHE SN TLNSIVEE FIRETD)
BRI EFHESN - RITGK SEFAEIPDEGEHELTEALND,
-0.2mg & 0.4mg TOME. BMERAFBRKRRAZRTL RV O TIEHGLIM ?
BYIZFHESIN TS EEZ S,

4. Z0ih (BLERRTTRERRHER. ¥E fEAREAEICELT)

IHH

DIE AR MFIEhR

< BIERFEERERREER >

HEBRTHAY BEALTSARAMB - EGREEHR

HEEE HERFEETEHL. DOAEANRVINRRIRVOBEWVESEILERE TG A 200 mg/dL LIE
500 mg/dL K&, A D HDL-OL X TO—/L{EA 40 mg/dL LLF

HRHM &K 5 FMH B4ZMEHI%: 10,000 5] (AF|F:5000 5, FS5tAR%:5000 )




ZD535BA AL 300~500 5]

<BFEFERKERAE>

[B#I] EERKICEITS TG SE(150 mg/dL LIE) DEEME (REMEZEL) BEEZR]RIT. KHFII
KBBBEZITTVWDERELERED TG ETRICKIDABEZZTTOVEVWEZDODME AN MFEERK
RELEREET 5,

HETHAY BAERRIBIEI S LRI

HRMH: REROBEZENDS 4 FMH (48 »AR) BAEAEIE: 30,000 Bl (KHFIEHEEE: 15,000 4. 3
SEPREE 15,000 f51)

ER
BEEAREREICOVWT, AEZERICRGEREICGSLVDESIN ?

@ aR+EDOFHE BIEELDABREDLLE)
1589 DRERE

RAlE SRl (UMBRUTEIVIET)
AR4fk—)L SR200mg 25H 1,500 M
AR T4TS5—MEHREE 200mg 99 M 594 M
90747 5—kHT )L 250mg 8.5 M 765~1,530 M
1)7R491) > &€ 200mg 129 H 1,161 H
JE T 1)L 53.3mg*80mg 26.1-33.9 M 1,566~2,034 H
71/ 747 5—hE 53.3mg-80mg 147-195H 1,062~1,170 [
INILETA7HE 0.1mg 339 H 2,034~4,068 M

15 ADBREETEZRDE, PRYRRSDANRETH D,

<FHEDFELH >
BELRBE CTTONEEBORNBTEZ T TEERMOARILEY SN AZESNEZEZ 0N DD,
FEYET DGR L ETDER,

> J477—rRERIOBRRELT,. DMERBORAE) RVIMHFHNRIEASMNESNTELTIREERE
BEEDKey drug EETIEEALGU=0, FIRERAKF THOM-EL TLARENF-ICERIRIRIS IR A
BELHBILDERITKRELBEEZ D,

> AWMESLUVRERFEOVITNICEVWTHEFED T4 T—FRERIERABREDITFEZTLTLSAN,
AHEICONTIE LDL-C ERDBRITOVTOFHEIZF+21L0 RN HY . TEMEIT DOV TITAFH#EEE



TEBSIUVEREETEORRGTICE TAHT —REHICFRELTVSIZE MM O T N RUARE")
RIIZHTBYRINIC DREIZF vy T hH 2RI ED,

> MEMREEEMETHLIL. EMERERICES TG ORENVELRBEZRBOLIVENHDH L.
0.4mg/ BE~DBEDEMMEFHETEN L FRBTEHLLDODEMERER . R2F U HAKOD
BRHREBEDYRVIZOVWTIIBRFED T4 T 5—hEF LKL TARETYRIMMENC EE R T AL
BEEFoNTOENIE BBFEDT(TS—MEFIERGYEMHEERAN SN ELE | R ELZFERT
REBEHERONATNDEEZLND,

(SVET 4 TEE) N7 Ly N
A1H 2017 4 7 AERR (.00 PMT-2 (No.11102) II

T Ly FOFEIRIZEB VT PMDA MER T 5 skl 2 & B ARREK TR ASER T2 7 0
T—vgra—FK (LLF, PC) &b LICRENEETMMET 5, PC IC@®ILT2NENSH S L &12ix PC
DB T HHEE (FF) 1T THLbITHZ L,

P R 3R PC FIFTRI RS X OURE S0 ek & & 0

(D2hHe - 23R, ik - FHESIIKRZ ST 728 2 M U CRdl L 7w,

QAWM. BEMEICOWTIT, B, BBRARRELITEMEH S FR - LA 7 7 b RBEZHOZR,
&L TRIERDN D 7o) SRR (BrE) o0 LS 325412, IRESRMZ LITidAWT,
ZORPE 72 DT — 2 OER E AT D,

@VEIMEICRS Z & 72 <. REREDORZENMEICET 215 M b AR T 5,

DFI & DIikIE, BEMEDH DT — XIS FRIE LT RBL#HE S > TIT .

(G rtds L OMitrtih & HR {5 - FE% L7-5ddli A2 L7suy,

OB 72T — 2 B B, TR EETH 00 L) REIRE 5 2 2R BUT L7220
(MFEfEE BN | EIESE LTOMIEZRR D X9 REE - 4 T A MEEZRWZ2W,

(8) 4 DI EAR & F 5 )R E Tl FEdEFBEITA M (k5e4s) . oo ks (e 1 Fu) | By,
— AL, R EEE OAEE L U, O OS2 B REE R 2 R T 5,

Q)7 vE—a AR LIRS %L S B S PICE R R i 2 S B T 2
DETHEMEHIZMHSL L, TOEEERZLOOLREHHAT S,

Re7 Ly b EEN R i
LN (=) (FBEMERREEDOHNE. PC L)
AL MEARIIE DF LW T 7 e —T |
=7 Ly NAFIZOWTHERE, B, fHMiz a2
P2-3 Therapeutic Research Volume 34, Issue 4, 455 — 483 (2013)

T RN AZ F R ERE A RGGETRAS (ALWAYS) fef&ss — TaEhfReE{L it
BT A RT A4 (2012 4ER) | OIRSHZAI L 7-figt—
MEDOBIHTHY . HEDRZF L BAOTHRBIE SRERIAT X
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WNTEETO24ERH D (FMbD LiinE o722 ?)

P4

BAFRAE AR X TND L5 TH Y, FIRAPPARaEV 2L —X—E D
LHTHRIEBAEF SV WL I THEN, EKDT 4 77— FRFA
& DBERMBOEWITTREH LW,

BREEZ (pll) 1213 (R, in vitro RERICH W TEHEKIZPPARa 12
BIRMICHE L. BEMERZRT I EAERINTLEH, T OER
HHABRRICBVWTAEOENERVREMICED L S RFEEL RIZTTH
IZOWTIE, BBERABRICBII2BGFED 7 4 77— FREH & D& S B
FATRITIVENHZ] L LTHY, BMME. TG UNDIEE/ ST X
—ZADFE REMIZOWTIE, LDL-CICR$ 2 &I D 22 3 RF/E(C
HoTWhial, TGET, Z2MICOWTIIBGFEEDFFERELCER LR
WeEERD T TWS, 7 0MEA N MR OBRKRE L Z L h
SITONZIRRATTHY, kD74 77— A EERD LS AHKRIR
ICHR->TWBZ EFPC2ICEMT 2D TIEARWLWA?

P5

LDL-C (CH g A AEKDEE (FRAREIC /A > TWLWEWT & OERIBALIZ AW

P8

% 2 1R

BT E LT SEREEABR W NLET « TRASH COAERIG
BROBREZLHL TV IPEERE CERHOAEWERTH S
0.2mg/ H, 0. 4mg/ H#E TRIFITERITH

OFAZEIEIR, =T A VD TGAEZR ETERD B> TH R T2h,

P9

F2HRBRORIKEHMECH 5, (BRERBROBEZHFHLEE)
P2 OH 7T 7 L L TWD X DI HFARI D D3RR T A 5]
BN B H 2 LITEET S,

P10

FEFHIE B & BIRGHGE B Ofs R & WA FEH

« FHEHME X 0. 4mg & FF & OFEDIELPEICONT, 0.2mg & FF & D
ZEDI LM DONTTHHD, EHMRBROFEHD 2L 720,

BT T T ON—IEERETRLS, EERELTH L TS, FF Lo
7=, BHEXHOFHZR L, PC2 [ZHEih

« TG KR, HDL-C #4D FF & DD ERAIERIZ OV TR~ T 7220
- R D 3RO 5 B K-877-09 #BR (161000 ZHHAI) DfE
FITHEE TV, EBEICBWT, 120 LDL-C EF 23580 i, %R
HOFF LV EFLTEY, BELLIERMINTHLIERTH DM, THil
LN TW eV, PC3ICHT 2 D TIX/RN )2

P11

F 8 558k (52W)
R R 2 B D TR WIEE MR TH 5, 12 WL, ZhEA -+ ER
1% 0.4mg ~EEARETH Y. 7T 7IFEHEEL TV 0.2mg OV 7L




—7Th D, FEFEFRRE & & BITEFIED B LTS Z EICEET S,
Flo, M 1IFEREGO/RTH D, (ERKTORGHIE L 2 D)
FARE R CRRE 21T T DAY Gk 14 [|]) | ZEMIIZE ST
L0032 (AL p58 Tk 52W HED BS 225 DEALROFTLHE DA, HiE
Rz L)

P12-13

AL F DO TORMEGRR (CEHEmHAER)

0. 4mg HY EAEDFERDFLHE D 720

FEFM & BIREEAG O A5 R 2 W FNZ Rl L T B,

WA SCEIIIA 2 F o LITRAPEFR R OREHE R B0 £ OfkfE
TRk L, 2% B, USASCESGTIC L EE AR AR A~EE

P14-15

2 71 DM A Of s D Bl 53k (ZHE M)

B RWVERTAmIL 24W BE, M & KR 2 175 L CRid L TV D,
0. 4mg BEDFE RN 720,

TG D7 TR EDFEN 40%) > TN D (34%) Z &M L T2,
[BHOIERT A% ELE L)

FBEBEZ TR ST ARVWESIC LW TREish T 5,
RIVGHEEE TH Y, < ETHREMRERE LTLE B2 DRE,
FHO TBIEMIEDH LWT Yo —F] Z2EETIS V00N ?

P18

HEREIZ DWW T

MO 72 7 I3 AR GO R TH L, (EHHRAKRELTIEH D
D, RPAREACRYEM R EZ L L7212 DL VA > 720 Tidawn
22

EHRERE TR D & T (G R OFER O IT 2

JHHERE IR T IF DFE D3 720,
LRMHERDOTZDOFH|E LT, IEREEEROMKRLHEE I Lo
77

T D

B DWW THFE AT OFEHD B o T2 s, ZEPEIZ OV THFE T L
TE D MAERBRETIZR NS0 ?

FAMEE p6d FOMBUHRMAHEOOFERIT, BHERE. X & F 0f
MEF T2 . AGRRFORIEMEROBIN LV ARLE L Ebh 5,
AL 208 A N FECEDRIIAATH Y . 5% EFILRRRZ
IO TPETH D &0 ) IFHet b BB TIHARN ) ?

U EOWNEENSLRRED TEIFMIEDOH LT T n—F] LETEER
TBFOT 4 77— P ERBROIEAI L EZ BN D,




