Js,N08 1 mg, Y/NOEE 2 mg,
J,xO0DE& 1mg, s/ 00D % 2mg
IR & H

REMICERBE SN FERICEDIEFNRVATORERFEMKAZHIC
HYFET, 4ZEMOBEEEROFMAEMNUNDEXBEMICKENZ
FATSHZLEFTEFEEA,

ARt
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BEs—8Ex

W 5 &5 N

HMG-CoA Hydroxymethylglutaryl-CoA

FH Familial Hypercholesterolemia (FEMEm = L A7 v — L
JiE 3 ARHGE TIXFRFICHT D ORWIRY ~T o581k %2 f57)

LDL-C Low Density Lipoprotein Cholesterol (Kt Y A& H =
L 2 a—)u)

HDL-C High Density Lipoprotein Cholesterol (/&L U A& H =
L A7 —)l)

OD #¢ Oral Disintegrant & (1PN fREEEE)

PDCO Paediatric Committee (/N EIKHZEES)

PIP Paediatric Investigation Plan (7]~ VL5 45 5 1))
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15 ERXIRROBRBRRUHRBORER
1.51 BRXIIRROERE

UosefE (Lt TR, AHFETIZFFICET D O WRY FAE&SCHFICRDL T AR
oy E G TONREAZET) X, HELF LERXSENRE (—Kk4 : ©
WNRAZF U F N T LRI %Ak L BUFRR 2 123 BEHIBH 38 21T - 72 HMG-CoA
BUEHFEEERNTH L, AF K OFRFEFEDEEIL, 22 TF O RHEH LT, B2 =
VAT —/VKRTHEE L TENANTEZEHINA TV D, KANL, EERRIZBWT
58 )72 HMG-CoA iE iR EFEMEHZ T L L biC, Rk a L 27 o — /L 0ik
TEARERINTND, o, BARANRAZG L UK O R, AH 058
7172 LDL-C IR FEHE O =2 L A7 e — UK EMICN 2, HDL-C EA/EREZA T
L2 EnERSNT, BERHORBBLRESARIL, tMORAZFUREAEEDLT, &
BREERORIALRD b olc, BEMEERICEBW T, BHEAREILED L5
REE, HRBEERORIUIRD ST, RFAOLZEERERINT, T, F
e a L AT v — VIERE ., SO m 2 b AT v — VIEBFE I NSRRI 2 &
fFLizma b AT e — VIJERFIZBW T O AR O, ZeERnmR sz, 2
B, KAOFMEIT 1 mg/H, 2mg/H., 4 mg/H G2\ THER éh“(?a@ B 46 H
mA 1~2mg/H&E LT, LDL-CEOK FRA AN+ G81cid 4 mg HICHEETHZ &
THoRhRa T 2 Lk,

PlEXY ., AAIT mg L 2mg DE = L AT 0 — ) VIMGETBIRIZEB 1T 5 A FAMEMR
SN T 2003 7 A 17 BICRLEATR OB ﬁD\H$9HiDﬁﬁ_%ﬁ
JFCARMTHRSNTWD, £z, WA TH, KE, BRIV, Bk, 727 k% A
<P ZEMED, 201542 ABIE, AAEICHBWT 43 B ETIRFEARE TG L TV 5D,

1.5.2 AR DER
1521 RADIEEREEBREEXNRLE LE-ARDOER

ENTIE, 2003 4 7 A 17 H ORGERGRIG LIS, AHIOERBS ToERIZE T
LRMEMEOBLE L0 AK 2mg & BIRREE & 3 5 KGR A 2007 429 H 28 HICHUE L7=,
Flo, 2012 1 A 18 HIZIEEEZERKE LT T Ne8E4mg] O RLERTERR
PR L7z, BIFIEE LT, RENAREETHS TV 32 OD ¥ 1 mg, U /31 OD
BE2mg) ORERTEAREZ 201342 A 15 B2, [V /32 OD $E 4 mg| O REERIEK
A 201348 A 15 HIZHU&E L=,

2, AR OERBIG TCOREERORIE T FA4 T o ZAOERDm Ex B L
LT, HiE-HEICBT 2GR T 8%KEE ] ORIRE MRS 2 —ZRE LTV,
2013 4£ 2 H 28 HIZAKGRZ Bfs L7,

—J5. st ik, [ L0 ok & DI B & B A L7e, SKRETIE 2009 4 8 T 3
(2R 7E AR & BURS L RN T U 16 0 18] & %5212 2008 4 8 H T AR 7E AR HFE 1T\,
2010 4 8 H 10 HIZA T & THRBIGLUE, T X TOETIEKARZ G L, £
O, BN oI BB ELAA ORI, 77 R, Bk K CIRGEAREFE ZITV,

BERFAAGR 2 UG L T 5, SMEICE T DR osEME, [1.6] 2R L7,
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1522 NEREMHSEILRATFO—)ILMEZHRE LE-HREOEE

S, BRIN & AR I 1 D168 O s 2 VT /N FH ISR 2 i s 800 H &
BITH 2L & LT, KIETIE, AHBIZE - 2N KR OARFBOBFREEZ R LT,

F7o. BABOREEK A 1.5-1 1T LT,

B, AT, BERBRAEZ A CTRF L, SEROEEIRICET 2%
To7eipolz, FERRICE L T, VNERAEIRS OO O & % 7 FERE IR %
BRI A R74 ) 2BBI10, hEwmE AW BRE EiEo L EEEZ M L
fE . RCAEN W) & FH T2 FE IR IR SRR AR B OVRR NI 36 1T 2 Bl R B BRI DN B R 78 7
T2 EOBRKRAMGEICE S & | FERRRBR A Efit 9 /N 235 & Lz iR R & =
M9 5 Z EAZRFBE ORI 72 &I L7z,

1.5.2.2.1 B /MR EER

Rk TiE, /b FH ORRICEE L CRFFRIEICL2BEEERN RN+ oG E. LE
WS U TR T, Hlomhra b AT o — VR FMERZET 5 A X F o REA %
W3 mia a2 snTng D,

AHNCIH O TIE, B < | BN T 2008 4F 8 AICHADIEE RFIEAL R E Lz
IR KRB EE 21T o 72, & OBRIZRIN LI EC1901/2006 (2S5 % | /NEEEKLEER
(PDCO) & D W% # C/NEFAFE (PIP) &5 E L., [FEHH 2 BN & O 72,
[ 5 C I A T O IR TE AR & B %I/ N ORRE BAE &2 M5 & LT iR & i3
etk AToERE. [ F1 A 0 REEGIEDRBEENGRICS
7 & AR AEAE 2 b 5 AT REEERER[RN 12 B #5305k (NK-104-4.01EU) ]
¥ Lz, £, To% | E] A £V LUEEEBGE T EHE R OB OB R E
/NIRRT IE B R R O B 5l (NK-104-4.02EU) 14 %06 L 7=,
FR2EBROMEILLTOEY TH D,

(1) BRI 12 M B 538 (NK-104-4.01EU)

6~16 1% O /NLIRE B H E BE & X 52T, NK-104 1 mg, 2 mg, 4 mg Xi¥7 7 &R
Z 12 WS Lz,

AEMEICBE L T, REFMMEE THLHHEE 12 HEF (LOCF) OX—ZX 7 A b0
LDL-C Z{b3 1%, NK-104 1 mg #£73-23.5%, NK-104 2 mg #£73-30.1%, NK-104 4 mg
FEN-393%, 77 EAREN 1.0%THY, WTHOHETH 7718 & THREIZ
FERIKTEZ R LT, £, dtzHW R CHERIGERARB O b,

S EHRE B L CiE, &5 8 BT 12 BEF O F 514 1 FERE D NK-104 R Z2{L AR 1L
HE P SR R O AT ELE | mg B ClE 14.41 ng/mL, 2 mg #£ ClX 26.18 ng/mL, 4 mg
BETIX93.93ng/mL TH Y, HEEIZS U CTMEEFRyEEN EH L,

LZEMICE L T, AEEFLEHBIINK-104 1 mg BE, 2 mgif, 4 mg KL NT T
EARBEZBWTENZEI 69.2% (18/26 44). 59.3% (16/27 4). 42.3% (11/26 4) Kk
W 55.6% (15274) Tholo, BIWERARBEFIL, 1 mgf, 2mg B, 4mgBHELT T
TARBEHZB W TZENZEI 15.4% (4/26 £44) . 14.8% (4/27 4) . 15.4% (4/26 £4) Je Y 14.8%
(427 4) Thol-, EERAEERIT. 2mgltD 1 4 TROLNZN, REBREL O
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RERBRITIEE SN, TILICESTEAFEFLRIT. 2mg T 14 (EERAEFGIE
Bl) BN 4mg #BET 1 AICRO LR, WTNLHIRRE L OREBERIIEE S,
%t{ﬁ wh&)gﬂﬁfﬁ’oﬁo

(2) BRINEH$E 53R (NK-104-4.02EU)
NK-104-4.01EU 5 T L 72 BE R OHH D 6~16 1k D /NEfE ,él*ﬁ JiE BE & %521

NK-104 % 52 @5 L7z, 1 mg 22 5B L, LDL-C fEIZ)S U TR 4 mg £ CTH &
Té%“*f%’ Lz,
ARMEICBI L T, AT S EE 0 52 8K (LOCF) 285 X—2 7 A

ww;@ LDL-C B/t #11-378%CThH v . £ _;btoffﬂ%m&% LTz,

LRI LTI, 2L 2T REMICK T 28 FEEGHILEIT 67.0% (75/112
4. BIERZEEEIT 89% (10/1124) Thotr, EELAEFSIT4 mg it (1 mg
B HEE) T1LICROLNEN, IBREEOREERIITESI N, FILICESTZH
ERELIT 2 mg Bt Q mg ) TILICROLNL, IBRE L DORREBEBAGE SR
o T, FETHNLR o T,

1.5.2.2.2 §R/NRHER

BCK DRI E 1T R 22 0 | AR TIE/NE FH O 2 F I E IR FTHRITEFEE L2V
NERTHD, 770, BicEm ) 227 0O FH /NEBREIIZEMO#FETHEIZIGE T
ANICHEC 7= YL - AR CHICIME S TWD, 2D X 5 Ao/ FH BHED
BUR K O DO LB ZE 2, BRI ADO®ma L 27 o — VififE XY FH % %)
BE - WL LTRGBS T WD U SED /N 5@ IS BN 35 2 3l L7z, AHEIICER
% BRI D R F OV F) O Bl R AL E AT T DWW Tk [2.5.1] 23Rk L7z,

AITITHIM CTH o ICFHl TRE R BB ORI 2 Ehi T2 Z L AREE L B2 bl
W, FEhEATRE R B OIRBR 2 F i L. BN ORBRAGE & ORI A iR 52 & TFH
ek OV RV Z R 2 5 E & Lz,

KRR EBIE 0000000000 0200 LEJCRESEH 0 JEEEIAN
T ORERICE S & BAERAL ZHERIATE M BEBR[E WS 1A (NK-104-PH-01) ]
M L7 (RBRMEROMER [2.5.1] 28),

e ]
I - - = o E o Rk 4 5B (NK-104-PH-02) % 3
EFERTTH D,

AHFETHHT 5 NK-104-PH-01 OHEZE (XL Fo@Y TH 5,

(1) EMAE I HFEY (NK-104-PH-01)

10~15 % D/ FH B+ HBE % 5812 NK-104 1 mg X% 2 mg % 52 MG L=,
AEMEICE L CIX, FEFMEE THLHH L SHIEL O 12 HRFOR—RT 4 U NDH D
LDL-C &b (/) 3 F-1)) 1%, NK-104 1 mg £ T-27.258%, NK-104 2 mg #£ T
34273%TCTHY, WTHOHETHLMAMICHERIK T2/ L2, £72, 1mg BEICk
T 2mg BEC XV 5RV LDL-C K PR 2 m T 3@ b,
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W EHEEICE L ClE, #5 8 I 12 TR I D NK-104 RZE{LIKDO K H#% 1
7 [ 0D ifn 4% o SR i B oD S AT )T 1 mg BT 20.4899 ng/mL. 2 mg HET 27.9871
ng/mL ToH V| FH5EHNNCAE > Tl SR E 23 8 L7,

ZAPEICB LTk, AEFRIEHEIINK-104 1 mg BT 100% (7/74). 2mg #ET
1% 71.4% (5/74) Thole, AHEAIZ., WThoRGEHETHLERED N o, 72,
EIEEN TEE] CHEShEbDEhot-, EELRAEEFSII. ImgHo 14T
RO LN, IBBRIE L OREEBRIIEE SN, TR NFHIEICE ST AEFL
EEA NSV A WA S

R4

[E N 35 TIAH 7R B
(NK-104-PH-01)

R 12308 ] #5155
(NK-104-4.01EU)

RN = 351 45 - 5
(NK-104-4.02EU)

BFIIH 2T,
RO ORIEIRAG H 2 B i OHBRE ORAE « BISHK T HZ2sBRIR L L TORL TV,

X 1.5-1 BR D RRA&

Source : [5.3.5.1.1 NK-104-4.01EU, 5.3.5.2.1 NK-104-PH-01, 5.3.5.2.2 NK-104-4.02EU]

153 FET LM - WRRUVAZE - AR

FREOIRBRAGE LY NK-104 O/ FHIZXT 2 590K 2N R Sz 2
D  ARANIAF O/ FH BEFE KT 2B ORI /AR 0525 &5 2 AA] 1 mg
K OVA 2 mg /N FHICK T A5G IEBINBGEEITY 2 & & Uiz, ZheE - W R K O H k-
RAEZUTO®@Y & Lz (FEREEME),

e « Zh R
AL AT e —)VIE, FEES I VAT e —)ViliE

AL - HiE
B L AT a— )UIgE
W, A ANRAEZF oy LT l~2mg % 1 B 1 BEOES
T 5,
B, Fl, ERICE D EEHEB L, LDL-2 L 27 0 — U EDOEK TR R+43 72
AT ETELN, BEREGEIXIH4mg £TLET 5,
FHEME o L AT 2 — )LIE
R B A E RN AZTF oA E LT I~2mg & 1 H 1 [A#%
n&54 5%,
¥ AFER JERICE VEEHEB L, LDL-2 L AT 0 — DK FR A4 7%
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BAEWIEEETES, kAKEFEIZ1IH4mg FTET 5,
AN SEE L 10 A EO/NBIZIIEZRZAEF U A E LT Img & 1
BlE&En#Es5345,
REBUERICEVEEMEB L, LDL-2 L 27 0 —LEOER AR+ RBEAIC
ITHEHETELN, RREGEIZ1IH2mg FTET5,

1.5.4 &k

1))

2)

Expert Panel on Integrated Guidelines for Cardiovascular Health and Risk Reduction in
Children and Adolescents; National Heart, Lung, and Blood Institute. Expert Panel on
Integrated Guidelines or Cardiovascular Health and Risk Reduction in Children and
Adolescents: Summary Report. Pediatrics. 2011 Dec;128Suppl5:S213-56.

Nordestgaard BG, Chapman MJ, Humphries SE, Ginsberg HN, Masana L, Descamps OS,
et al. Familial hypercholesterolaemia is underdiagnosed and undertreated in the general
population:guidance for clinicians to prevent coronary heart disease: Consensus
Statement of the FEuropean Atherosclerosis Society. Eur Heart J. 2013
Dec;34(45):3478-90a.
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J/NAEE 1 mg
J/NAEE 2 mg
1J,xO00D £ 1 mg
1J,N0 0D £8 2 mg
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1.6 NEICHEITHEARRFICET S5EH
1.6.1 NEIZH T HEARKR

AEIZEBWT, Uk Ol Na oD §Eik, /NEFEES 2 VAT o — L ffE~ O ik
ZEUE L TV,

NSO OWTIR, U3 gk, 2015 4 2 ABTE, SMEICEB W T 43 4 E TRLER
TARBEREL TS, FEICE T DU AN EDRRA~OIEISIZ DV T ORGRIRI E2 &
1.6.1-1127~89,

WEE, 2 A, PE, KE, LN AL U RV NIV, Axva, AU RRVT
BB, AL A, an 7, 97745, TV, GAFy TITEREEM, XK X
T, XV vy, ZxT—h, BT IETO20 WETHRENHBSI L TWD, BRINTIE,
2010 4F 7 HICIEp e A U K 5 F ALK T LK 16 » E TRV KGR S iz, 72,
otz WX, TABrFr FU A=A NIV T, axZVH, JAYT AW
TAE Y =T R, Nt RI=FHfE, Mra AR SN, ERRUAOE -
BIZBWTHAGRIECHT CHETRTH 5,

U3m OD $EIZ DWW TIEARALS TIHERLE R FEAGE R B 21T > TV ey,
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# 1.6.1-1 U RBEORA~DOHEIGARE (2015 4 2 A BTE)

g W 7e 4 KR H R
g ] ! Livalo 2005 4£ 1 H (1,2mg)/ 1mg/2mg/4mg
2012 4 5 H (4mg)
4 A ! Livalo 2007 4F 11 A 1mg(7K 38 O #2)/2mg
[ ! N~ 2008 4 9 H Img(7K 8 D #)/2mg
K [F] ! Livalo 2009 4 8 H Img/2mg/4mg
ERAVE Livazo 2010 4+ 8 H Img/2mg/4mg
i [E] Livazo 2010 4 8 A 1mg/2mg/4mg
RN Livazo/Alipza 2010 4= 8 H Img/2mg/4mg
A S Trolise 2010 4 10 A Img/2mg/4mg
APV Livazo 2010 4+ 10 A Img/2mg/4mg
T AT R Livazo 2010 4= 11 A Img/2mg/4mg
VA Livazo 2010 4 11 H 1mg/2mg/4mg
AT GV RS Livazo/Alipza 2010 4 11 H Img/2mg/4mg
PPAVAVAS Livazo 2010 4= 12 A 2mg/4mg
ALk Verliret/Kadosyn 2010 £ 12 A Img/2mg/4mg
A —F *? Livazo 2010 % 12 A Img/2mg/4mg
B! hiEZ 2011 45 1 H (2mg)/ 2mg/4mg
2013 4 2 H (4mg)
R A 2 #2 Livazo 2011 42 H Img/2mg/4mg
T F Redevant 2011 42 H Img/2mg/4mg
F—A LU T7* | Trolise 2011 4E 3 H 1mg/2mg/4mg
XUl Livazo 2011 4E 3 A 1mg/2mg/4mg
R—F o Livazo 2011 4 6 H Img/2mg/4mg
A% ax! Redevant 2011 4 7 H 1mg(FKFR D )/
2mg/4mg
TV Redevant 2011 £ 9 H Img(FKFE D A)/
2mg/4mg
E A= S Livazo 2011 4F 11 H 1mg/2mg/4mg
F—=AKNZ U7 Livalo 2011 £ 11 A Img/2mg/4mg
A v RRy T Livalo 2011 4F 11 A 2mg
7T A FH! Livazo 2012 % 1 H 1mg/2mg/4mg
aRL YTy Redevant 2012 4= 4 H 1mg(7K G2 D7)/
2mg/4mg
TNTT Livazo 2012 % 5 H 1mg/2mg/4mg
SR el Redevant 2012 4E 4 A (1mg)/ Img(7FB D 2)/
2012 4 5 H(2,4mg) 2mg/4mg
A B T Livazo 2012 /6 H Img/2mg/4mg
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# 1.6.1-1 U RNaSEDORA~DO@ELARE (2015 4F 2 AHE) (Bx)

E4 M 5e 4 TR o EB

A A A Livazo 2012 47 H Img/2mg/4mg

75 ! Livalo 2012 4£9 A Img(7KGR D F)/
2mg/4mg

BT AL Livazo 2013 42 H Img/2mg/4mg

77 kv Redevant 2013 47 H 1mg (7GR D Z)/
2mg/4mg

NI = Redevant 2013 4 7 H (1mg)/ Img(ZKFE D7)/

2013 4 8 H(2,4mg) 2mg/4mg

N R T T ! Redevant 2013 4£ 8 H Img (7T D )/
2mg/4mg

ERY AL Livazo 201349 A 2mg/4mg

7 7 7 B EHE | Livazo 2013 /£ 12 A 2mg/4mg

R

K =% HFfE Redevant 2014 /2 H 1mg(7K 8 D7)/
2mg/4mg

= Livazo 2014 /=5 H 2mg/4mg

7 m— po#! Livazo 2014 6 H 2mg/4mg

Y7 7 ¥ 7T | Livazo 2014 6 H 2mg/4mg

1

#2015 42 HBIE, IRBE SR TWAHEEZRT,

2 REE L DHFEE/KET L, ARSI TVDIEEZRT,
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1.6.2 HNEHIZH T I FAXE
WAEKGRIE O 5 b, KEIZE T HIRMACGE (2013 45 10 ACksThO . BN GEE) 12815
WA SCE (2012 4F 8 HXLGETH) 245, £z, 8% T—4% v — b (CCDS, 2014 4
4 H1 M) 28T 5,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use

LI VALO® safely and effectively. Seefull prescribing information for
LIVALO.

LIVALO (pitavastatin) Tablet, Film Coated for Oral use

Initial U.S. Approval: 2009

RECENT MAJOR CHANGES
None

INDICATIONS AND USAGE
LIVALO isaHMG-CoA reductase inhibitor indicated for:
 Patients with primary hyperlipidemia or mixed dyslipidemiaas an
adjunctive therapy to diet to reduce elevated total cholesterol (TC), low-
density lipoprotein cholesterol (LDL-C), apolipoprotein B (Apo B),
triglycerides (TG), and to increase high-density lipoprotein cholesterol
(HDL-C) (1.2)

Limitations of Use (1.2):

« Doses of LIVALO greater than 4 mg once daily were associated with an
increased risk for severe myopathy in premarketing clinical studies. Do not
exceed 4 mg once daily dosing of LIVALO.

The effect of LIVALO on cardiovascular morbidity and mortality has not
been determined.

LIVALO has not been studied in Fredrickson Typel, |11, and V
dyslipidemias.

DOSAGE AND ADMINISTRATION
LIVALO can be taken with or without food, at any time of day (2.1) Dose
Range: 1 mg to 4 mg once daily (2.1)
Primary hyperlipidemia and mixed dyslipidemia: Starting dose 2 mg.
When lowering of LDL-C isinsufficient, the dosage may be increased to a
maximum of 4 mg per day. (2.1)
M oder ate and severerenal impairment (glomerular filtration rate 30 —

59 and 15 - 29 mL/min/1.73 m2, respectively) aswell as end-stagerenal
disease on hemodialysis: Starting dose of 1 mg once daily and maximum
dose of 2 mg once daily (2.2)

——— DOSAGE FORMSAND STRENGTHS
Tablets: 1 mg, 2 mg, and 4 mg (3)

CONTRAINDICATIONS

Women who are pregnant or may become pregnant (4, 8.1)
Nursing mothers (4, 8.3)
Co-administration with cyclosporine (4, 7.1, 12.3)

WARNINGS AND PRECAUTIONS

Skeletal muscle effects (e.g., myopathy and rhabdomyolysis): Risks

increase in a dose-dependent manner, with advanced age (=65), renal
impairment, and inadequately treated hypothyroidism. Advise patients to
promptly report unexplained and/or persistent muscle pain, tenderness, or
weakness, and discontinue LIVALO (5.1)

Liver enzyme abnormalities: Persistent elevationsin hepatic
transaminases can occur. Check liver enzyme tests before initiating therapy
and as clinically indicated thereafter (5.2)

ADVERSE REACTIONS

The most frequent adverse reactions (rate 22.0% in at least one marketed
dose) were myalgia, back pain, diarrhea, constipation and pain in extremity.
(6)

Toreport SUSPECTED ADVERSE REACTIONS, contact Kowa
Pharmaceuticals America, Inc. at 1-877-334-3464 or FDA at 1-800-
FDA-1088 or www.fda.gov/medwatch.

Toreport SUSPECTED ADVERSE REACTIONS, contact at or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch

DRUG INTERACTIONS

Known hypersensitivity to product components (4)

hepatic transaminase levels (4)

Active liver disease, which may include unexplained persistent elevationsin

Erythromycin: Combination increases pitavastatin exposure. Limit
LIVALOto 1 mgoncedaily (2.3,7.2)

Rifampin: Combination increases pitavastatin exposure. Limit LIVALO to
2mgoncedaily (2.4, 7.3)

Concomitant lipid-lowering ther apies: Use with fibrates or lipid-
modifying doses (=1 g/day) of niacin increases the risk of adverse skeletal
muscle effects. Caution should be used when prescribing with LIVALO.
(5.1,7.4,75)

USE IN SPECIFIC POPULATIONS
Pediatric use: Safety and effectiveness have not been established. (8.4)
Renal impairment: Limitation of a starting dose of LIVALO 1 mg once
daily and a maximum dose of LIVALO 2 mg once daily for patients
with moderate and severe renal impairment as well as patients receiving
hemodialysis (2.2, 8.6)

See 17 for PATIENT COUNSELING INFORMATION

Revised: 10/2013

Livalo (pitavastatin) Tablet
1 mg, 2 mg, 4 mg

Kowa Pharmaceuticals America, Inc.
V 8.0 - October 2013 - LIV-RA-0083
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FULL PRESCRIBING INFORMATION

1INDICATIONSAND USAGE

Drug therapy should be one component of multiple-risk-factor intervention in individuals who require modifications of their lipid
profile. Lipid-altering agents should be used in addition to adiet restricted in saturated fat and cholesterol only when the response to

diet and other nonpharmacological measures has been inadequate.

1.1 Primary Hyperlipidemia and Mixed Dydlipidemia

LIVALO® isindicated as an adjunctive therapy to diet to reduce elevated total cholesterol (TC), low-density lipoprotein cholesterol
(LDL-C), apolipoprotein B (Apo B), triglycerides (TG), and to increase HDL-C in adult patients with primary hyperlipidemiaor

mixed dydlipidemia.

1.2 Limitations of Use

Doses of LIVALO greater than 4 mg once daily were associated with an increased risk for severe myopathy in premarketing clinical

studies. Do not exceed 4 mg once daily dosing of LIVALO.

The effect of LIVALO on cardiovascular morbidity and mortality has not been determined.
LIVALO has not been studied in Fredrickson Typel, 111, and V dyslipidemias.

2DOSAGE AND ADMINISTRATION

2.1 General Dosing I nfor mation

The doserangefor LIVALO is1to 4 mg oraly once daily at any time of the day with or without food. The recommended starting
dose is 2 mg and the maximum dose is 4 mg. The starting dose and maintenance doses of LIVALO should be individualized according
to patient characteristics, such as goal of therapy and response.

After initiation or upon titration of LIVALO, lipid levels should be analyzed after 4 weeks and the dosage adjusted accordingly.

2.2 Dosage in Patients with Renal | mpair ment

Patients with moderate and severe renal impairment (glomerular filtration rate 30 — 59 mL/min/1.73 m? and 15 — 29 mL/min/1.73 m?
not receiving hemodialysis, respectively) as well as end-stage renal disease receiving hemodialysis should receive a starting dose of
LIVALO 1 mg once daily and a maximum dose of LIVALO 2 mg once daily.

2.3 Usewith Erythromycin
In patients taking erythromycin, adose of LIVALO 1 mg once daily should not be exceeded [ see Drug Interactions (7.2)].
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2.4 Usewith Rifampin
In patients taking rifampin, a dose of LIVALO 2 mg once daily should not be exceeded [ see Drug Interactions (7.3)].

3 DOSAGE FORMSAND STRENGTHS

1 mg: Round white film-coated tablet. Debossed “KC” on one side and “1” on the other side of the tablet.
2 mg: Round white film-coated tablet. Debossed “KC” on one side and “2” on the other side of the tablet.
4 mg: Round white film-coated tablet. Debossed “KC” on one side and “4” on the other side of the tablet.

4 CONTRAINDICATIONS

Theuse of LIVALO iscontraindicated in the following conditions:

* Patients with aknown hypersensitivity to any component of this product. Hypersensitivity reactions including rash, pruritus, and
urticaria have been reported with LIVALO [ see Adverse Reactions (6.1)].

« Patients with active liver disease which may include unexplained persistent elevations of hepatic transaminase levels [ see Warnings
and Precautions (5.2), Use in Specific Populations (8.7)].

» Women who are pregnant or may become pregnant. Because HM G-CoA reductase inhibitors decrease cholesterol synthesis and
possibly the synthesis of other biologically active substances derived from cholesterol, LIVALO may cause fetal harm when
administered to pregnant women. Additionally, there is no apparent benefit to therapy during pregnancy, and safety in pregnant
women has not been established. If the patient becomes pregnant while taking this drug, the patient should be apprised of the
potential hazard to the fetus and the lack of known clinical benefit with continued use during pregnancy [see Use in Specific
Populations (8.1) and Nonclinical Toxicology (13.2)].

* Nursing mothers. Animal studies have shown that LIVALO passesinto breast milk. Since HMG-CoA reductase inhibitors
have the potential to cause serious adverse reactionsin nursing infants, LIVALO, like other HMG-CoA reductase inhibitors, is
contraindicated in pregnant or nursing mothers [ see Use in Specific Populations (8.3) and Nonclinical Toxicology (13.2)].

 Co-administration with cyclosporine [ see Drug Interactions (7.1) and Clinical Pharmacology (12.3)].
5 WARNINGS AND PRECAUTIONS

5.1 Skeletal Muscle Effects

Cases of myopathy and rhabdomyolysis with acute renal failure secondary to myoglobinuria have been reported with HM G-
CoA reductase inhibitors, including L1VAL O. These risks can occur at any dose level, but increase in a dose-dependent manner.
LIVALO should be prescribed with caution in patients with predisposing factors for myopathy. These factors include advanced age
(=65 years), rena impairment, and inadequately treated hypothyroidism. The risk of myopathy may also be increased with concurrent
administration of fibrates or lipid-modifying doses of niacin. LIVALO should be administered with caution in patients with impaired
renal function, in elderly patients, or when used concomitantly with fibrates or lipid-modifying doses of niacin [ see Drug Interactions
(7.6), Use in Specific Populations (8.5, 8.6) and Clinical Pharmacology (12.3)].

Cases of myopathy, including rhabdomyolysis, have been reported with HM G-CoA reductase inhibitors coadministered with
colchicine, and caution should be exercised when prescribing LIVALO with colchicine [see Drug Interactions (7.7)].

There have been rare reports of immune-mediated necrotizing myopathy (IMNM), an autoimmune myopathy, associated with

statin use. IMNM is characterized by: proximal muscle weakness and elevated serum creatine kinase, which persist despite
discontinuation of statin treatment; muscle biopsy showing necrotizing myopathy without significant inflammation; improvement with
immunosuppressive agents.

LIVALO therapy should be discontinued if markedly elevated creatine kinase (CK) levels occur or myopathy is diagnosed or
suspected. LIVALO therapy should also be temporarily withheld in any patient with an acute, serious condition suggestive of
myopathy or predisposing to the development of renal failure secondary to rhabdomyolysis (e.g., sepsis, hypotension, dehydration,
major surgery, trauma, severe metabolic, endocrine, and electrolyte disorders, or uncontrolled seizures). All patients should be advised
to promptly report unexplained muscle pain, tenderness, or weakness, particularly if accompanied by malaise or fever or if muscle
signs and symptoms persist after discontinuing LIVALO.

5.2 Liver Enzyme Abnormalities

Increases in serum transaminases (aspartate aminotransferase [AST]/serum glutamic-oxal oacetic transaminase, or alanine
aminotransferase [ALT]/serum glutamic-pyruvic transaminase) have been reported with HMG-CoA reductase inhibitors, including
LIVALO. In most cases, the elevations were transient and resolved or improved on continued therapy or after a brief interruption in
therapy.

In placebo-controlled Phase 2 studies, ALT >3 times the upper limit of normal was not observed in the placebo, LIVALO 1 mg, or
LIVALO 2 mg groups. One out of 202 patients (0.5%) administered LIVALO 4 mg had ALT >3 times the upper limit of normal.

It is recommended that liver enzyme tests be performed before the initiation of LIVALO and if signs or symptoms of liver injury
occur.
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There have been rare postmarketing reports of fatal and non-fatal hepatic failure in patients taking statins, including pitavastatin. If
serious liver injury with clinical symptoms and/or hyperbilirubinemia or jaundice occurs during treatment with LIVALO, promptly
interrupt therapy. If an aternate etiology is not found do not restart LIVALO.

As with other HMG-CoA reductase inhibitors, LIVALO should be used with caution in patients who consume substantial quantities
of alcohol. Active liver disease, which may include unexplained persistent transaminase elevations, is a contraindication to the use of
LIVALO [see Contraindications (4)].

5.3 Endocrine Function
Increases in HbA 1c and fasting serum glucose levels have been reported with HMG-CoA reductase inhibitors, including LIVALO.

6 ADVERSE REACTIONS

The following serious adverse reactions are discussed in greater detail in other sections of the label:

» Rhabdomyolysis with myoglobinuria and acute renal failure and myopathy (including myositis) [ see Warnings and Precautions
(5.1)].

* Liver Enzyme Abnormalities [ see Warning and Precautions (5.2)].

Of 4,798 patients enrolled in 10 controlled clinical studies and 4 subsequent open-label extension studies, 3,291 patients were
administered pitavastatin 1 mg to 4 mg daily. The mean continuous exposure of pitavastatin (1 mg to 4 mg) was 36.7 weeks (median
51.1 weeks). The mean age of the patients was 60.9 years (range; 18 years — 89 years) and the gender distribution was 48% males and
52% females. Approximately 93% of the patients were Caucasian, 7% were Asian/Indian, 0.2% were African American and 0.3%
were Hispanic and other.

6.1 Clinical Studies Experience

Because clinical studieson LIVALO are conducted in varying study populations and study designs, the frequency of adverse reactions
observed in the clinical studies of LIVALO cannot be directly compared with that in the clinical studies of other HM G-CoA reductase
inhibitors and may not reflect the frequency of adverse reactions observed in clinical practice.

Adverse reactions reported in > 2% of patientsin controlled clinical studies and at arate greater than or equal to placebo are shownin
Table 1. These studies had treatment duration of up to 12 weeks.

Table 1. Adverse Reactions* Reported by >2.0% of Patients Treated with LIVALO and > Placebo in Short-Term Controlled Studies

Adverse Placebo LIVALO LIVALO LIVALO
Reactions* N= 208 1mg 2mg 4mg
N=309 N=951 N=1540
Back Pain 2.9% 3.9% 1.8% 1.4%
Constipation 1.9% 3.6% 1.5% 2.2%
Diarrhea 1.9% 2.6% 1.5% 1.9%
Myalgia 1.4% 1.9% 2.8% 3.1%
Pain in extremity 1.9% 2.3% 0.6% 0.9%

* Adverse reactions by MedDRA preferred term.

Other adverse reactions reported from clinical studies were arthralgia, headache, influenza, and nasopharyngitis.

The following laboratory abnormalities have also been reported: elevated creatine phosphokinase, transaminases, alkaline
phosphatase, bilirubin, and glucose.

In controlled clinical studies and their open-label extensions, 3.9% (1 mg), 3.3% (2 mg), and 3.7% (4 mg) of pitavastatin-treated
patients were discontinued due to adverse reactions. The most common adverse reactions that led to treatment discontinuation were:
elevated creatine phosphokinase (0.6% on 4 mg) and myalgia (0.5% on 4 mg).

Hypersensitivity reactionsincluding rash, pruritus, and urticaria have been reported with LIVALO.

6.2 Postmar keting Experience

The following adverse reactions have been identified during postapproval use of LIVALO. Because these reactions are reported
voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal
relationship to drug exposure.

Adverse reactions associated with LIVALO therapy reported since market introduction, regardless of causality assessment, include the
following: abdominal discomfort, abdominal pain, dyspepsia, nausea, asthenia, fatigue, malaise, hepatitis, jaundice, fatal and non-fatal
hepatic failure, dizziness, hypoesthesia, insomnia, depression, interstitial lung disease, erectile dysfunction and muscle spasms.

There have been rare postmarketing reports of cognitive impairment (e.g., memory loss, forgetfulness, amnesia, memory impairment,
confusion) associated with statin use. These cognitive issues have been reported for all statins. The reports are generally nonserious,
and reversible upon statin discontinuation, with variable times to symptom onset (1 day to years) and symptom resolution (median of
3 weeks).
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There have been rare reports of immune-mediated necrotizing myopathy associated with statin use [see Warnings and Precautions
(5.1)].

7DRUG INTERACTIONS

7.1 Cyclosporine
Cyclosporine significantly increased pitavastatin exposure. Co-administration of cyclosporine with LIVALO is contraindicated [see
Contraindications (4) and Clinical Pharmacology (12.3)].

7.2 Erythromycin
Erythromycin significantly increased pitavastatin exposure. In patients taking erythromycin, a dose of LIVALO 1 mg once daily
should not be exceeded [ see Dosage and Administration (2.3) and Clinical Pharmacology (12.3)].

7.3 Rifampin
Rifampin significantly increased pitavastatin exposure. In patients taking rifampin, adose of LIVALO 2 mg once daily should not be
exceeded [ see Dosage and Administration (2.4) and Clinical Pharmacology (12.3)].

7.4 Gemfibr ozl
Dueto an increased risk of myopathy/rhabdomyolysis when HMG-CoA reductase inhibitors are coadministered with gemfibrozil,
concomitant administration of LIVALO with gemfibrozil should be avoided.

7.5 Other Fibrates

Because it is known that the risk of myopathy during treatment with HMG-CoA reductase inhibitors is increased with concurrent
administration of other fibrates, LIVALO should be administered with caution when used concomitantly with other fibrates [ see
Warnings and Precautions (5.1), and Clinical Pharmacology (12.3)].

7.6 Niacin
Therisk of skeletal muscle effects may be enhanced when LIVALO isused in combination with niacin; areductionin LIVALO
dosage should be considered in this setting [ see Warnings and Precautions (5.1)].

7.7 Colchicine
Cases of myopathy, including rhabdomyolysis, have been reported with HMG-CoA reductase inhibitors coadministered with
colchicine, and caution should be exercised when prescribing LIVALO with colchicine.

7.8 Warfarin
LIVALO had no significant pharmacokinetic interaction with R- and S- warfarin. LIVALO had no significant effect on prothrombin
time (PT) and international normalized ratio (INR) when administered to patients receiving chronic warfarin treatment [ see Clinical
Pharmacology (12.3)]. However, patients receiving warfarin should have their PT and INR monitored when pitavastatin is added to
their therapy.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Teratogenic effects: Pregnancy Category X

LIVALO iscontraindicated in women who are or may become pregnant. Serum cholesterol and TG increase during normal
pregnancy, and cholesterol products are essential for fetal development. Atherosclerosisis a chronic process and discontinuation
of lipid-lowering drugs during pregnancy should have little impact on long-term outcomes of primary hyperlipidemia therapy [ see
Contraindications (4)].

There are no adequate and well-controlled studies of LIVALO in pregnant women, although, there have been rare reports of
congenital anomalies following intrauterine exposure to HMG-CoA reductase inhibitors. In areview of about 100 prospectively
followed pregnancies in women exposed to other HM G-CoA reductase inhibitors, the incidences of congenital anomalies,
spontaneous abortions, and fetal deaths/stillbirths did not exceed the rate expected in the general population. However, this study was
only able to exclude a three-to-four-fold increased risk of congenital anomalies over background incidence. In 89% of these cases,
drug treatment started before pregnancy and stopped during the first trimester when pregnancy was identified.

Reproductive toxicity studies have shown that pitavastatin crosses the placentain rats and is found in fetal tissues at <36% of maternal
plasma concentrations following a single dose of 1 mg/kg/day during gestation.

Livalo (pitavastatin) Tablet Kowa Pharmaceuticals America, Inc.
1 mg, 2 mg, 4 mg page 5 of 17 V 8.0 - October 2013 - LIV-RA-0083



Embryo-fetal developmental studies were conducted in pregnant rats treated with 3, 10, 30 mg/kg/day pitavastatin by oral gavage
during organogenesis. No adverse effects were observed at 3 mg/kg/day, systemic exposures 22 times human systemic exposure at 4
mg/day based on AUC.

Embryo-fetal developmental studies were conducted in pregnant rabbits treated with 0.1, 0.3, 1 mg/kg/day pitavastatin by oral gavage
during the period of fetal organogenesis. Maternal toxicity consisting of reduced body weight and abortion was observed at all doses
tested (4 times human systemic exposure at 4 mg/day based on AUC).

In perinatal/postnatal studiesin pregnant rats given oral gavage doses of pitavastatin at 0.1, 0.3, 1, 3, 10, 30 mg/kg/day from
organogenesi s through weaning, maternal toxicity consisting of mortality at 0.3 mg/kg/day and impaired lactation at all doses
contributed to the decreased survival of neonatesin all dose groups (0.1 mg/kg/day represents approximately 1 time human systemic
exposure at 4 mg/day dose based on AUC).

LIVALO may cause fetal harm when administered to a pregnant woman. If the patient becomes pregnant while taking LIVALO,
the patient should be apprised of the potential risksto the fetus and the lack of known clinical benefit with continued use during

pregnancy.

8.3 Nursing Mothers

It is not known whether pitavastatin is excreted in human milk, however, it has been shown that a small amount of another drug in this
class passes into human milk. Rat studies have shown that pitavastatin is excreted into breast milk. Because another drug in this class
passes into human milk and HMG-CoA reductase inhibitors have a potential to cause serious adverse reactions in nursing infants,
women who require LIVALO treatment should be advised not to nurse their infants or to discontinue LIVALO [ see Contraindications

(4)].

8.4 Pediatric Use
Safety and effectiveness of LIVALO in pediatric patients have not been established.

8.5 Geriatric Use

Of the 2,800 patients randomized to LIVALO 1 mg to 4 mg in controlled clinical studies, 1,209 (43%) were 65 years and older. No
significant differencesin efficacy or safety were observed between elderly patients and younger patients. However, greater sensitivity
of some older individuals cannot be ruled out.

8.6 Renal | mpair ment
Patients with moderate and severe renal impairment (glomerular filtration rate 30 — 59 mL/min/1.73 m? and 15 — 29 mL/min/1.73

m? not receiving hemodialysis, respectively) as well as end-stage renal disease receiving hemodialysis should receive a starting dose
of LIVALO 1 mg once daily and a maximum dose of LIVALO 2 mg once daily [ see Dosage and Administration (2.2) and Clinical
Pharmacology (12.3)].

8.7 Hepatic I mpairment
LIVALO iscontraindicated in patients with active liver disease which may include unexplained persistent elevations of hepatic
transaminase levels.

10 OVERDOSAGE

Thereis no known specific treatment in the event of overdose of pitavastatin. In the event of overdose, the patient should be treated
symptomatically and supportive measures instituted as required. Hemodialysisis unlikely to be of benefit due to high protein binding
ratio of pitavastatin.

11 DESCRIPTION

LIVALO (pitavastatin) is an inhibitor of HMG-CoA reductase. It is a synthetic lipid-lowering agent for oral administration.
The chemical name for pitavastatin is (+)monocal cium bis{ (3R, 5S, 6E)-7-[ 2-cyclopropyl-4-(4-fluorophenyl)-3-quinolyl]-3,5-
dihydroxy-6-heptenoate} . The structural formulais:
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The empirical formulafor pitavastatin is CsgH4sCaF2N2Og and the molecular weight is 880.98. Pitavastatin is odorless and occurs
as white to pale-yellow powder. It isfreely soluble in pyridine, chloroform, dilute hydrochloric acid, and tetrahydrofuran, solublein
ethylene glycol, sparingly soluble in octanal, slightly soluble in methanol, very dightly solublein water or ethanol, and practically
insoluble in acetonitrile or diethyl ether. Pitavastatin is hygroscopic and slightly unstable in light.

Each film-coated tablet of LIVALO contains 1.045 mg, 2.09 mg, or 4.18 mg of pitavastatin calcium, which is equivaent to

1 mg, 2 mg, or 4 mg, respectively of free base and the following inactive ingredients. lactose monohydrate, low substituted
hydroxypropylcellulose, hypromellose, magnesium aluminometasilicate, magnesium stearate, and film coating containing the
following inactive ingredients: hypromellose, titanium dioxide, triethyl citrate, and colloidal anhydrous silica.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Pitavastatin competitively inhibits HM G-CoA reductase, which is arate-determining enzyme involved with biosynthesis of
cholesterol, in amanner of competition with the substrate so that it inhibits cholesterol synthesisin the liver. Asaresult, the
expression of LDL -receptors followed by the uptake of LDL from blood to liver is accelerated and then the plasma TC decreases.
Further, the sustained inhibition of cholesterol synthesisin the liver decreases levels of very low density lipoproteins.

12.2 Phar macodynamics

In arandomized, double-blind, placebo-controlled, 4-way parallel, active-comparator study with moxifloxacin in 174 healthy
participants, LIVALO was not associated with clinically meaningful prolongation of the QTc interval or heart rate at daily doses up to
16 mg (4 times the recommended maximum daily dose).

12.3 Pharmacokinetics

Absorption: Pitavastatin peak plasma concentrations are achieved about 1 hour after oral administration. Both Cygx and AUC.

inf increased in an approximately dose-proportional manner for single LIVALO doses from 1 to 24 mg once daily. The absolute
bioavailability of pitavastatin oral solution is 51%. Administration of LIVALO with ahigh fat meal (50% fat content) decreases
pitavastatin Cmax by 43% but does not significantly reduce pitavastatin AUC. The Cyax and AUC of pitavastatin did not differ
following evening or morning drug administration. In healthy volunteers receiving 4 mg pitavastatin, the percent change from baseline
for LDL-C following evening dosing was slightly greater than that following morning dosing. Pitavastatin was absorbed in the small
intestine but very littlein the colon.

Distribution: Pitavastatin is more than 99% protein bound in human plasma, mainly to albumin and alpha 1-acid glycoprotein, and
the mean volume of distribution is approximately 148 L. Association of pitavastatin and/or its metabolites with the blood cellsis
minimal.

Metabolism: Pitavastatin is marginally metabolized by CYP2C9 and to alesser extent by CY P2C8. The major metabolitein
human plasmais the lactone which is formed via an ester-type pitavastatin glucuronide conjugate by uridine 5'-diphosphate (UDP)
glucuronosyltransferase (UGT1A3 and UGT2B7).

Excretion: A mean of 15% of radioactivity of orally administered, single 32 mg Y4c-1abeled pitavastatin dose was excreted in urine,
whereas a mean of 79% of the dose was excreted in feces within 7 days. The mean plasma elimination half-life is approximately 12
hours.

Race: In pharmacokinetic studies pitavastatin Cy,ax and AUC were 21 and 5% lower, respectively in Black or African American

healthy volunteers compared with those of Caucasian healthy volunteers. In pharmacokinetic comparison between Caucasian
volunteers and Japanese volunteers, there were no significant differencesin Cpygx and AUC.
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Gender: In a pharmacokinetic study which compared healthy male and female volunteers, pitavastatin Cpy,ax and AUC were 60 and
54% higher, respectively in females. This had no effect on the efficacy or safety of LIVALO in women in clinical studies.

Geriatric: In apharmacokinetic study which compared healthy young and elderly (=65 years) volunteers, pitavastatin Cpya and AUC
were 10 and 30% higher, respectively, in the elderly. This had no effect on the efficacy or safety of LIVALO in elderly subjectsin
clinical studies.

Renal Impairment: In patients with moderate renal impairment (glomerular filtration rate of 30 —59 mL/min/1.73 mz) and end stage
renal disease receiving hemodialysis, pitavastatin AUCq.inf is 102 and 86% higher than those of healthy volunteers, respectively, while

pitavastatin Cmax iS 60 and 40% higher than those of healthy volunteers, respectively. Patients received hemodialysis immediately

before pitavastatin dosing and did not undergo hemodialysis during the pharmacokinetic study. Hemodialysis patients have 33 and
36% increases in the mean unbound fraction of pitavastatin as compared to healthy volunteers and patients with moderate renal
impairment, respectively.

In another pharmacokinetic study, patients with severe renal impairment (glomerular filtration rate 15 — 29 mL/min/1.73 m2) not
receiving hemodiaysis were administered a single dose of LIVALO 4 mg. The AUCq.int and the Crax Were 36 and 18% higher,

respectively, compared with those of healthy volunteers. For both patients with severe renal impairment and healthy volunteers, the
mean percentage of protein-unbound pitavastatin was approximately 0.6%.

The effect of mild renal impairment on pitavastatin exposure has not been studied.

Hepatic Impairment: The disposition of pitavastatin was compared in healthy volunteers and patients with various degrees of hepatic
impairment. The ratio of pitavastatin Crax between patients with moderate hepatic impairment (Child-Pugh B disease) and healthy

volunteerswas 2.7. Theratio of pitavastatin AUC;is between patients with moderate hepatic impairment and healthy volunteers was
3.8. Theratio of pitavastatin Cpyax between patients with mild hepatic impairment (Child-Pugh A disease) and healthy volunteers was
1.3. Theratio of pitavastatin AUC;jys between patients with mild hepatic impairment and healthy volunteers was 1.6. Mean pitavastatin
ty, for moderate hepatic impairment, mild hepatic impairment, and healthy were 15, 10, and 8 hours, respectively.

Drug-Drug Interactions: The principal route of pitavastatin metabolism is glucuronidation via liver UGTs with subsequent formation
of pitavastatin lactone. There is only minimal metabolism by the cytochrome P450 system.

Warfarin: The steady-state pharmacodynamics (international normalized ratio [INR] and prothrombin time [PT]) and
pharmacokinetics of warfarin in healthy volunteers were unaffected by the co-administration of LIVALO 4 mg daily. However,
patients receiving warfarin should have their PT time or INR monitored when pitavastatin is added to their therapy.

Table 2. Effect of Co-Administered Drugs on Pitavastatin Systemic Exposure

Co-administered drug Dose regimen CAhangf n Change in Cyax+
Cyclosporine Pitavastatin 2 mg QD for 6 days + cyclosporine 2 mg/kg . 4.6 foldt . 6.6fold T
on Day 6
. Pitavastatin 4 mg single dose on Day 4 + erythromycin
Erythromycin 500 mg 4 times daily for 6 days 1 2.8fold T t+ 3.6fold T
Rifampin Pitavastatin 4 mg QD + rifampin 600 mg QD for 5 days 1 29% + 2.0fold
. ' i + i i
Atazanavir ?;ya;/astatm 4 mg QD + atazanavir 300 mg daily for 5 . 31% . 60%
R . Pitavastatin 4mg QD on Days 1-5 and 12-16 + darunavir/ 0 0
Darunavir/Ritonavir ritonavir 800mg/100 mg QD on Days 6-16 L 26% L 4%
. . Pitavastatin 4 mg QD on Days 1-5 and 20-24 + lopinavir/ 0 0
Lopinavir/Ritonavir ritonavir 400 mg/100 mg BID on Days 9 —24 L 20% 14%
Gemfibrozil ?;yagastatm 4 mg QD + gemfibrozil 600 mg BID for 7 . A5% . 31%
Fenofibrate Pitavastatin 4 mg QD + fenofibrate 160 mg QD for 7 18% 1%
days
Ezetimibe Pitavastatin 2 mg QD + ezetimibe 10 mg for 7 days 1 2% 10.2%
Enal april Pitavastatin 4 mg QD + enalapril 20 mg daily for 5 days 1 6% L 7%
Digoxin Pitavastatin 4 mg QD + digoxin 0.25 mg for 7 days 1 4% 1 9%
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- Pitavastatin 4 mg QD on Days 1-5 and 11-15 and 0 0
Diltiazem LA diltiazem LA 240 mg on Days 6-15 110% +15%
Grapefruit Juice Pitavastatin 2 mg single dose on Day 3 + grapefruit juice . 15% | 12%

for 4 days
Pitavastatin 4 mg single dose on Day 4 + itraconazole 0 0
Itraconazole 200 mg daily for 5 days 1 23% 1 22%

"Data presented as x-fold change represent the ratio between co-administration and pitavastatin alone (i.e., 1-fold = no change). Data
presented as % change represent % difference relative to pitavastatin alone (i.e., 0% = no change).

T Considered clinically significant [ see Dosage and Administration (2) and Drug Interactions (7)]
BID = twice daily; QD = once daily; LA = Long Acting

Table 3. Effect of Pitavastatin Co-Administration on Systemic Exposure to Other Drugs

Co-administered drug Dose regimen CAhangf n Change in Cax*
Atazanavir Pitavastatin 4 mg QD + atazanavir 300 mg daily for 5 days 6% . 13%
. Pitavastatin 4mg QD on Days 1-5 and 12-16 + darunavir/ 0 0
Darunavir ritonavir 800mg/100 mg QD on Days 6-16 1 3% 1 6%
o Pitavastatin 4 mg QD on Days 1-5 and 20-24 + lopinavir/ 0 0
Lopinavir ritonavir 400 mg/100 mg BID on Days 9 — 24 L 9% L%
. . Pitavastatin 4 mg QD on Days 1-5 and 20-24 + lopinavir/ 0 0
Ritonavir ritonavir 400 mg/100 mg BID on Days 9 — 24 L 11% L 11%
. . Pitavastatin 4mg QD on Days 1-5 and 12-16 + darunavir/ 0 0
Ritonavir ritonavir 800mg/100 mg QD on Days 6-16 1 8% 1 2%
Pitavastatin 4 mg QD + Enal april 1 12% 1 12%
Enal april enalapril 20 mg _
dally for5 days Enalaprllat 1 1% 1 1%
Individualized maintenance R-warfarin 1 7% + 3%
. dose of warfarin (2 - 7 mg) for 8
Warfarin : ; :
days + pitavastatin 4 mg QD for |S.warfarin t 6% 1 3%
9 days
Ezetimibe Pitavastatin 2 mg QD + ezetimibe 10 mg for 7 days 1 9% 1 2%
Digoxin Pitavastatin 4 mg QD + digoxin 0.25 mg for 7 days 1 3% L 4%
- Pitavastatin 4 mg QD on Days 1-5 and 11-15 and diltiazem 0 0
Diltiazem LA LA 240 mg on Days 6-15 1 2% L 7%
Rifampin Pitavastatin 4 mg QD + rifampin 600 mg QD for 5 days 1 15% 1 18%

*Data presented as % change represent % difference relative to the investigated drug alone
(i.e., 0% = no change).
BID = twice daily; QD = once daily; LA = Long Acting

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, | mpairment of Fertility

In a 92-week carcinogenicity study in mice given pitavastatin, at the maximum tolerated dose of 75 mg/kg/day with systemic
maximum exposures (AUC) 26 times the clinical maximum exposure at 4 mg/day, there was an absence of drug-related tumors.

In a92-week carcinogenicity study in rats given pitavastatin at 1, 5, 25 mg/kg/day by oral gavage there was a significant increase in
the incidence of thyroid follicular cell tumors at 25 mg/kg/day, which represents 295 times human systemic exposures based on AUC
at the 4 mg/day maximum human dose.

In a 26-week transgenic mouse (Tg rasH2) carcinogenicity study where animals were given pitavastatin at 30, 75, and 150 mg/kg/day
by oral gavage, no clinically significant tumors were observed.

Pitavastatin was not mutagenic in the Ames test with Salmonella typhimurium and Escherichia coli with and without metabolic
activation, the micronucleus test following a single administration in mice and multiple administrationsin rats, the unscheduled DNA
synthesistest in rats, and a Comet assay in mice. In the chromosomal aberration test, clastogenicity was observed at the highest doses
tested which also elicited high levels of cytotoxicity.
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Pitavastatin had no adverse effects on male and female rat fertility at oral doses of 10 and 30 mg/kg/day, respectively, at systemic
exposures 56- and 354-times clinical exposure at 4 mg/day based on AUC.

Pitavastatin treatment in rabbits resulted in mortality in males and females given 1 mg/kg/day (30-times clinical systemic exposure at
4 mg/day based on AUC) and higher during afertility study. Although the cause of death was not determined, rabbits had gross signs
of renal toxicity (kidneys whitened) indicative of possible ischemia. Lower doses (15-times human systemic exposure) did not show
significant toxicity in adult males and females. However, decreased implantations, increased resorptions, and decreased viability of
fetuses were observed.

13.2 Animal Toxicology and/or Phar macology
Central Nervous System Toxicity

CNS vascular lesions, characterized by perivascular hemorrhages, edema, and mononuclear cell infiltration of perivascular spaces,
have been observed in dogs treated with severa other members of this drug class. A chemically similar drug in this class produced
dose-dependent optic nerve degeneration (Wallerian degeneration of retinogeniculate fibers) in dogs, at a dose that produced plasma
drug levels about 30 times higher than the mean drug level in humans taking the highest recommended dose. Wallerian degeneration
has not been observed with pitavastatin. Cataracts and lens opacities were seen in dogs treated for 52 weeks at a dose level of 1 mg/kg/
day (9 times clinical exposure at the maximum human dose of 4 mg/day based on AUC comparisons.

14 CLINICAL STUDIES

14.1 Primary Hyperlipidemia or Mixed Dydlipidemia

Dose-ranging study: A multicenter, randomized, double-blind, placebo-controlled, dose-ranging study was performed to evaluate the
efficacy of LIVALO compared with placebo in 251 patients with primary hyperlipidemia (Table 4). LIVALO given asasingle daily
dose for 12 weeks significantly reduced plasmaLDL-C, TC, TG, and Apo-B compared to placebo and was associated with variable
increasesin HDL -C across the dose range.

Table 4. Dose-Response in Patients with Primary Hyperchol esterolemia (Adjusted Mean % Change from Baseline at Week 12)

Treatment N LDL-C Apo-B TC TG HDL-C
Placebo 53 -3 -2 -2 1 0
LIVALO 1Img 52 -32 -25 -23 -15 8
LIVALO 2mg 49 -36 -30 -26 -19 7
LIVALO 4mg 51# -43 -35 -31 -18 5

# The number of subjectsfor Apo-B was 49

Active-controlled study with atorvastatin (NK-104-301): LIVALO was compared with the HMG-CoA reductase inhibitor atorvastatin
in arandomized, multicenter, double-blind, double-dummy, active-controlled, non-inferiority Phase 3 study of 817 patients with
primary hyperlipidemia or mixed dyslipidemia. Patients entered a 6- to 8-week wash-out/dietary lead-in period and then were
randomized to a 12-week treatment with either LIVALO or atorvastatin (Table 5). Non-inferiority of pitavastatin to a given dose of
atorvastatin was considered to be demonstrated if the lower bound of the 95% ClI for the mean treatment difference was greater than
6% for the mean percent change in LDL-C.

Lipid results are shown in Table 5. For the percent change from baseline to endpoint in LDL-C, LIVALO was non-inferior to
atorvastatin for the two pairwise comparisons: LIVALO 2 mg vs. atorvastatin 10 mg and LIVALO 4 mg vs. atorvastatin 20 mg. Mean
treatment differences (95% CI) were 0% (-3%, 3%) and 1% (-2%, 4%), respectively.

Table 5. Response by Dose of LIVALO and Atorvastatin in Patients with Primary Hyperlipidemia or Mixed Dysdlipidemia (Mean %
Change from Baseline at Week 12)

Treatment N LDL-C Apo-B TC TG HDL-C non-HDL-C
LIVALO 315 .38 .30 28 14 4 .35
2mg daily
LIVALO 298 45 .35 .32 119 5 a1
4 mg daily
Atorvastaiin 102 .38 -29 .28 .18 3 .35
10 mg daily
Atorvastatin 102 44 .36 .33 222 2 a1
20 mg daily
Atorvastatin Not Studied
40 mg daily Not Studied

Livalo (pitavastatin) Tablet
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Atorvastatin
80 mg daily

Active-controlled study with simvastatin (NK-104-302): LIVALO was compared with the HM G-CoA reductase inhibitor simvastatin
in arandomized, multicenter, double-blind, double-dummy, active-controlled, non-inferiority Phase 3 study of 843 patients with
primary hyperlipidemia or mixed dyslipidemia. Patients entered a 6- to 8-week wash-out/dietary lead-in period and then were
randomized to a 12 week treatment with either LIVALO or simvastatin (Table 6). Non-inferiority of pitavastatin to a given dose of
simvastatin was considered to be demonstrated if the lower bound of the 95% CI for the mean treatment difference was greater than
6% for the mean percent change in LDL-C.

Lipid results are shown in Table 6. For the percent change from baseline to endpoint in LDL-C, LIVALO was non-inferior to
simvastatin for the two pairwise comparisons: LIVALO 2 mg vs. simvastatin 20 mg and LIVALO 4 mg vs. simvastatin 40 mg. Mean
treatment differences (95% CI) were 4% (1%, 7%) and 1% (-2%, 4%), respectively.

Table 6. Response by Dose of LIVALO and Simvastatin in Patients with Primary Hyperlipidemia or Mixed Dysdlipidemia (Mean %
Change from Baseline at Week 12)

Treatment N LDL-C Apo-B TC TG HDL-C non-HDL-C
LIVALO 307 -39 .30 28 .16 6 -36
2 mg daily
LIVALO 319 .44 .35 .32 17 6 -41
4 mg daily
Simvastatin 107 35 27 25 16 6 .32
20 mg daily
Simvestain 110 -43 .34 .31 .16 7 -39
40 mg daily
Simvastatin Not Studied
80 mg

Active-controlled study with pravastatin in elderly (NK-104-306): LIVALO was compared with the HM G-CoA reductase inhibitor
pravastatin in arandomized, multicenter, double-blind, double-dummy, parallel group, active-controlled non-inferiority Phase 3
study of 942 elderly patients (=65 years) with primary hyperlipidemia or mixed dydlipidemia. Patients entered a 6- to 8-week wash-
out/dietary lead-in period, and then were randomized to aonce daily dose of LIVALO or pravastatin for 12 weeks (Table 7). Non-
inferiority of LIVALO to agiven dose of pravastatin was assumed if the lower bound of the 95% ClI for the treatment difference was
greater than -6% for the mean percent changein LDL-C.

Lipid results are shown in Table 7. LIVALO significantly reduced LDL-C compared to pravastatin as demonstrated by the following
pairwise dose comparisons: LIVALO 1 mg vs. pravastatin 10 mg, LIVALO 2 mg vs. pravastatin 20 mg and LIVALO 4 mg vs.
pravastatin 40 mg. Mean treatment differences (95% CI) were 9% (6%, 12%), 10% (7%, 13%) and 10% (7%, 13% ), respectively.

Table 7. Response by Dose of LIVALO and Pravastatin in Patients with Primary Hyperlipidemia or Mixed Dyslipidemia (Mean %
Change from Baseline at Week 12)

Treatment N LDL-C Apo-B TC TG HDL-C non-HDL-C
LIVALO 207 .31 .25 222 13 1 229
1 mg daily
iy 224 -39 .31 .27 .15 2 .36
2mgdaily
LIVALQ 210 .44 .37 31 222 4 a1
4 mg daily
Pravastatin 103 222 17 .15 5 0 .20
10 mg daily
Fraastatin % -29 22 21 11 1 .27
20 mg daily
Pravestatin 102 .34 .28 -24 .15 1 .32
40 mg daily
Pravastatin )
80 mg daily Not Studied
Livalo (pitavastatin) Tablet Kowa Pharmaceuticals America, Inc.
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Active-controlled study with simvastatin in patients with > 2 risk factors for coronary heart disease (NK-104-304): LIVALO was
compared with the HMG-CoA reductase inhibitor simvastatin in arandomized, multicenter, double-blind, double-dummy, active-
controlled, non-inferiority Phase 3 study of 351 patients with primary hyperlipidemia or mixed dyslipidemiawith =2 risk factors for
coronary heart disease. After a 6- to 8-week wash-out/dietary lead-in period, patients were randomized to a 12-week treatment with
either LIVALO or ssimvastatin (Table 8). Non-inferiority of LIVALO to simvastatin was considered to be demonstrated if the lower
bound of the 95% CI for the mean treatment difference was greater than -6% for the mean percent changein LDL-C.

Lipid results are shown in Table 8. LIVALO 4 mg was non-inferior to simvastatin 40 mg for percent change from baseline to endpoint
in LDL-C. The mean treatment difference (95% Cl) was 0% (-2%, 3%).

Table 8. Response by Dose of LIVALO and Simvastatin in Patients with Primary Hyperlipidemia or Mixed Dyslipidemia with =2 Risk
Factors for Coronary Heart Disease (Mean % Change from Baseline at Week 12)

Treatment N LDL-C Apo-B TC TG HDL-C non-HDL-C
LIVALO 233 44 .34 .31 -20 7 -40
4 mg daily
Simvastatin 118 44 .34 .31 15 5 -39
40 mg daily
Simvastatin .
80 mg daily Not Studied

Active-controlled study with atorvastatin in patients with type |1 diabetes mellitus (NK-104-305): LIVALO was compared with

the HMG-CoA reductase inhibitor atorvastatin in a randomized, multicenter, double-blind, double-dummy, parallel group, active-
controlled, non-inferiority Phase 3 study of 410 subjects with type I diabetes mellitus and combined dyslipidemia. Patients entered a
6- to 8-week washout/dietary lead-in period and were randomized to a once daily dose of LIVALO or atorvastatin for 12 weeks. Non-
inferiority of LIVALO was considered to be demonstrated if the lower bound of the 95% ClI for the mean treatment difference was
greater than -6% for the mean percent changein LDL-C.

Lipid results are shown in Table 9. The treatment difference (95% CI) for LDL-C percent change from baseline was -2% (-6.2%,
1.5%). The two treatment groups were not statistically different on LDL-C. However, the lower limit of the Cl was -6.2%, dlightly
exceeding the -6% non-inferiority limit so that the non-inferiority objective was not achieved.

Table 9. Response by Dose of LIVALO and Atorvastatin in Patients with Type Il Diabetes Méllitus and Combined Dydlipidemia
(Mean % Change from Baseline at Week 12)

Treatment N LDL-C Apo-B TC TG HDL-C non-HDL-C
LIVALO 274 -41 -32 -28 -20 7 -36

4 mg daily

Atorvastatin 136 -43 -34 -32 -27 8 -40

20 mg daily

Atorvastatin 40 mg Not Studied

daily

Atorvastatin 80 mg Not Studied

daily

The treatment differencesin efficacy in LDL-C change from baseline between LIVALO and active controls in the Phase 3 studies are
summarized in Figure 1.

Figure 1. Treatment Differencein Adjusted Mean Percent Changein LDL-C
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Treatment Difference in Adjusted Mean Percent Change in LDL -C

Atorvastatin 20 mg vs. Livals 4 mg

nL TROMEES N p- value
MK-104-301 :
Atorvastatin 10 mg vs. Livalo 2 mg % 0.2 { -34, 3.1 ) 0.926
: 10 ( -2.3, 42 ) 0565
B

MK-104-302 R 41 (0.8, 7.3) 0,014
Simwvastatin 20 mg vs. Livalo 2 mg '

Simvastatin 40 mg vs, Livalo 4 mg ——t LL 423,430 0.508

ME-104-304 ——— 03 {-25 3.1) n.s29
Simvastatin 40 mg vs. Livalo 4 mg :

MK -104-305 —— 2.3 (6.2, 1.5) 0.235
Atorvastatin 20 mg vs, Livalo 4 mg .

MK -104-306 e 88 (5.8 11.8) <0.001

Prawastatin 10 mg vs. Livala 1 mg

Pr-a\'astatil'l 20 mg vs. L!\'all:l 2 mg e 10.2 [ ?2_, 13.3 _:| <0.001

Pravastatin 40 mg vs, Livalo 4 mg +—t— 105 (74, 135) =0.001

r T T T T f T T T T i

-7 0 7 14

Favors Cortrol € T Dif ———= Favors Livalo

NL=non-inferiority limit.

16 HOW SUPPL IED/STORAGE AND HANDLING

LIVALO tabletsfor oral administration are provided as white, film-coated tablets that contain 1 mg, 2 mg, or 4 mg of pitavastatin.
Each tablet has “KC” debossed on one side and a code number specific to the tablet strength on the other.

Packaging

LIVALO (pitavastatin) Tablets are supplied as,

* NDC 66869-104-90 : 1 mg. Round white film-coated tablet debossed “KC” on one face and “1” on the reverse; HDPE bottles of

90 tablets

* NDC 66869-204-90 : 2 mg. Round white film-coated tablet debossed “KC” on one face and “2” on the reverse; HDPE bottles of
90 tablets

* NDC 66869-404-90 : 4 mg. Round white film-coated tablet debossed “KC” on one face and “4” on the reverse; HDPE bottles of
90 tablets

Storage
Store at room temperature between 15°C and 30°C (59° to 86° F) [see USP]. Protect from light.

17 PATIENT COUNSELING INFORMATION
The patient should be informed of the following:

17.1 Dosing Time
LIVALO can be taken at any time of the day with or without food.

Livalo (pitavastatin) Tablet Kowa Pharmaceuticals America, Inc.
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17.2 Muscle Pain

Patients should be advised to promptly notify their physician of any unexplained muscle pain, tenderness, or weakness particularly if
accompanied by malaise or fever, or if these muscle signs or symptoms persist after discontinuing LIVALO. They should discuss all
medication, both prescription and over the counter, with their physician.

17.3 Pregnancy

Women of childbearing age should use an effective method of birth control to prevent pregnancy while using LIVALO. Discuss
future pregnancy plans with your healthcare professional, and discuss when to stop LIVALO if you are trying to conceive. If you are
pregnant, stop taking LIVALO and call your healthcare professional.

17.4 Breastfeeding
Women who are breastfeeding should not use LIVALO. If you have alipid disorder and are breastfeeding, stop taking LIVALO and
consult with your healthcare professional.

175 Liver Enzymes

It is recommended that liver enzyme tests be checked before the initiation of LIVALO and if signs or symptoms of liver injury occur.
All patients treated with LIVALO should be advised to report promptly any symptoms that may indicate liver injury, including
fatigue, anorexia, right upper abdominal discomfort, dark urine or jaundice.

LIVALO isatrademark of the Kowa group of companies.
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[See USP Controlled Room Temperature.]
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Activeingredient: pitavastatin calcium 4.18 mg equivaent to pitavastatin 4 mg.

Livalo (pitavastatin) Tablet
1 mg, 2 mg, 4 mg

page 16 of 17

Kowa Pharmaceuticals America, Inc.
V 8.0 - October 2013 - LIV-RA-0083



49142004
(I |

LIV-RA-0064

FREE SAMPLE NDC 66869-404-07 ﬁ E gl@ o PR
o g %E * To remove a single tablet,
@ L ‘,ql E < =0 push the tablet through
I o E &5 the foil seal from the front

* Take as directed by physician

(pitavastatin) tablets

Rx Only
Contains 7 Tablets

« Ask your doctor or pharmacist
if you have any questions
about this medication

Koneer Plharmacealioals
America. fe. Store at room temperature,

25°C (T7°F).
Excursions permitted to
15°C-30°C (59°F-B6°F).
[See USP Controlled Room Temperature.]

AN 11 | B4

Professional Sample—
Not for Sale

as pue aﬁesoﬁ

KEEP OUT OF THE
s REACH OF CHILDREN.
*Each tablet contains:
Active ingredient: pitavastatin calcium = For more information, please visit
4.18 mg equivalent to pitavastatin 4 mg. www.LivaloRX.com

70027167

Livalo (pitavastatin) Tablet Kowa Pharmaceuticals America, Inc.
1 mg, 2 mg, 4 mg page 17 of 17 V 8.0 - October 2013 - LIV-RA-0083



Kowa Pharmaceutical Europe Co Ltd Pitavastatin 1mg, 2mg & 4mg film-coated tablets
UK/H/1555-7/01-3/DC

Livazo Consolidated SmPC
SUMMARY OF PRODUCT CHARACTERISTICS
1. NAME OF THE MEDICINAL PRODUCT

Img: Livazo 1mg film-coated tablets.
2mg: Livazo 2mg film-coated tablets.
4mg: Livazo 4mg film-coated tablets.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Img: Each film-coated tablet contains pitavastatin calcium equivalent to 1mg pitavastatin.
Excipient(s) include 63.085mg Lactose monohydrate.
For a full list of excipients see Section 6.1.

2mg: Each film-coated tablet contains pitavastatin calcium equivalent to 2mg pitavastatin.
Excipient(s) include 126.17mg Lactose monohydrate.
For a full list of excipients see Section 6.1.

4mg: Each film coated tablet contains pitavastatin calcium equivalent to 4mg pitavastatin.
Excipient(s) include 252.34mg Lactose monohydrate.
For a full list of excipients see Section 6.1.

3. PHARMACEUTICAL FORM

Img: Film-coated tablet.

Round white film-coated tablets embossed ‘KC’ on one face and ‘1’ on the reverse.
2mg:  Film-coated tablet.

Round white film-coated tablets embossed ‘KC’ on one face and “2’on the reverse.
4mg:  Film-coated tablet.

Round white film-coated tablets embossed ‘KC’ on one face and ‘4’on the reverse.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Livazo is indicated for the reduction of elevated total cholesterol (TC) and LDL-C, in adult patients with
primary hypercholesterolaemia, including heterozygous familial hypercholesterolaemia, and combined
(mixed) dyslipidaemia, when response to diet and other non-pharmacological measures is inadequate.

4.2 Posology and method of administration

For oral use only and should be swallowed whole. Livazo can be taken at any time of the day with or
without food. It is desirable that the patient takes the tablet at the same time each day. Statin therapy is
generally more effective in the evening due to the circadian rhythm of lipid metabolism. Patients should be
on a cholesterol lowering diet before treatment. It is important that patients continue dietary control during
treatment.
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Kowa Pharmaceutical Europe Co Ltd Pitavastatin 1mg, 2mg & 4mg film-coated tablets
UK/H/1555-7/01-3/DC

Adults: The usual starting dose is 1mg once daily. Adjustment of dose
should be made at intervals of 4 weeks or more. Doses should
be individualized according to LDL-C levels, the goal of
therapy and patient response. Most patients will require a 2mg
dose (see Section 5.1). The maximum daily dose is 4mg.

Elderly: No dosage adjustment is required (see Sections 5.1 and 5.2).

Paediatric use: Pitavastatin should not be used in children aged below 18 years
because safety and efficacy has not been established. No data
are currently available.

Patients with impaired renal function: No dosage adjustment is required in mild renal impairment but
pitavastatin should be used with caution. Data with 4mg dose
are limited in all grades of impaired renal function. Therefore
4mg dose should ONLY be used with close monitoring after
graded dose titration. In those with severe renal impairment
4mg dose is hot recommended (see Sections 4.4 and 5.2).

Patients with mild to moderate impaired The 4mg dose is not recommended in patients with mild to

hepatic function: moderate impaired hepatic function. A maximum daily dose of
2mg may be given with close monitoring (see Sections 4.4 and
5.2).

4.3 Contraindications

Livazo is contraindicated:

¢ in patients with known hypersensitivity to pitavastatin or to any of the excipients or other statins

¢ in patients with severe hepatic impairment, active liver disease or unexplained persistent elevations in
serum transaminases (exceeding 3 times the upper limit of normal [ULN])

e in patients with myopathy

¢ in patients receiving concomitant ciclosporin

e during pregnancy, while breast feeding and in women of child bearing potential not taking appropriate
contraceptive precautions

4.4 Special warnings and precautions for use

Muscle Effects

In common with other HMG-CoA reductase inhibitors (statins), there is the potential for myalgia, myopathy
and, rarely, rhabdomyolysis to develop. Patients should be asked to report any muscle symptoms. Creatine
kinase (CK) levels should be measured in any patient reporting muscle pain, muscle tenderness or weakness
especially if accompanied by malaise or fever.

Creatine kinase should not be measured following strenuous exercise or in the presence of any other

plausible cause of CK increase which may confound interpretation of the result. When elevated CK
concentrations (>5x ULN) are noted, a confirmatory test should be performed within 5 to 7 days.
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Before Treatment

In common with other statins, Livazo should be prescribed with caution in patients with pre-disposing
factors for rhabdomyolysis. A creatinine kinase level should be measured, to establish a reference baseline,
in the following situations:

renal impairment,

hypothyroidism,

personal or family history of hereditary muscular disorders,

previous history of muscular toxicity with a fibrate or another statin,

history of liver disease or alcohol abuse,

elderly patients (over 70 years) with other predisposing risk factors for rhabdomyolysis,

In such situations, clinical monitoring is recommended and the risk of treatment should be considered in
relation to the possible benefit. Treatment with Livazo should not be started if CK values are >5x ULN.

During Treatment
Patients must be encouraged to report muscle pain, weakness or cramps immediately. Creatine kinase levels
should be measured and treatment stopped if CK levels are elevated (>5x ULN). Stopping treatment should
be considered if muscular symptoms are severe even if CK levels are <5x ULN. If symptoms resolve and
CK levels return to normal, then re-introduction of Livazo may be considered at a dose of 1mg and with
close monitoring.

Liver Effects

In common with other statins, Livazo should be used with caution in patients with a history of liver disease
or who regularly consume excessive quantities of alcohol. Liver function tests should be performed prior to
initiating treatment with Livazo and then periodically during treatment. Livazo treatment should be
discontinued in patients who have a persistent increase in serum transaminases (ALT and AST) exceeding 3x
ULN.

Renal Effects

Livazo should be used with caution in patients with moderate or severe renal impairment. Dose increments
should be instituted only with close monitoring. In those with severe renal impairment, 4mg dose is not
recommended (see Section 4.2).

Diabetes Mellitus

Some evidence suggests that statins as a class raise blood glucose and in some patients, at high risk of future
diabetes, may produce a level of hyperglycaemia where formal diabetes care is appropriate. This risk,
however, is outweighed by the reduction in vascular risk with statins and therefore should not be a reason for
stopping statin treatment. Patients at risk of hyperglycaemia (fasting glucose 5.6 to 6.9 mmol/L,
BMI>30 kg/m?, raised triglycerides, hypertension), should be monitored both clinically and biochemically
according to national guidelines.

Interstitial Lung Disease

Exceptional cases of interstitial lung disease have been reported with some statins, especially with long term
therapy (see Section 4.8). Presenting features can include dyspnoea, non-productive cough and deterioration
in general health (fatigue, weight loss and fever). If it is suspected a patient has developed interstitial lung
disease, statin therapy should be discontinued.

Other effects

A temporary suspension of Livazo is recommended for the duration of treatment with erythromycin, other
macrolide antibiotics or fusidic acid (see Section 4.5). Livazo should be used with caution in patients taking
drugs known to cause myopathy (e.g. fibrates or niacin see Section 4.5).

The tablets contain lactose. Patients with the rare hereditary problems of galactose intolerance, Lapp lactase
deficiency or glucose-galactose malabsorption should not take this medicine.
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4.5 Interaction with other medicinal products and other forms of interaction

Pitavastatin is actively transported into human hepatocytes by multiple hepatic transporters (including
organic anion transporting polypeptide, OATP), which may be involved in some of the following
interactions.

Ciclosporin: Co-administration of a single dose of ciclosporin with Livazo at steady state resulted in a 4.6-
fold increase in pitavastatin AUC. The effect of steady state ciclosporin on steady state Livazo is not known.
Livazo is contraindicated in patients being treated with ciclosporin (see section 4.3).

Erythromycin: Co-administration with Livazo resulted in a 2.8-fold increase in pitavastatin AUC. A
temporary suspension of Livazo is recommended for the duration of treatment with erythromycin or other
macrolide antibiotics.

Gemfibrozil and other fibrates: The use of fibrates alone is occasionally associated with myopathy. Co-
administration of fibrates with statins has been associated with increased myopathy and rhabdomyolysis.
Livazo should be administered with caution when used concomitantly with fibrates (see Section 4.4). In
Pharmacokinetic studies co-administration of Livazo with Gemfibrozil resulted in a 1.4-fold increase in
pitavastatin AUC with Fenofibrate AUC increased 1.2-fold.

Niacin: Interaction studies with Livazo and niacin have not been conducted. The use of niacin alone has
been associated with myopathy and rhabdomyolysis when used as a monotherapy. Thus Livazo should be
administered with caution when used concomitantly with niacin.

Fusidic acid: There have been reports of severe muscle problems such as rhabdomyolysis attributed to
interactions between fusidic acid and statins. A temporary suspension of Livazo is recommended for the
duration of treatment with fusidic acid (see section 4.4).

Rifampicin: Co-administration with Livazo at the same time resulted in a 1.3-fold increase in pitavastatin
AUC due to reduced hepatic uptake

Protease inhibitors: Co-administration with Livazo at the same time may result in minor changes in
pitavastatin AUC.

Ezetimibe and its glucuronide metabolite inhibit the absorption of dietary and biliary cholesterol. Co-
administration of Livazo had no effect on plasma ezetimibe or the glucuronide metabolite concentrations and
ezetimibe had no impact on pitavastatin plasma concentrations.

Inhibitors of CYP3A4: Interaction studies with itraconazole and grapefruit juice, known inhibitors of
CYP3A4, had no clinically significant effect on the plasma concentrations of pitavastatin.

Digoxin, a known P-gp substrate, did not interact with Livazo. During co-administration there was no
significant change in either pitavastatin or digoxin concentrations.

Warfarin: The steady-state pharmacokinetics and pharmacodynamics (INR and PT) of warfarin in healthy
volunteers was unaffected by the co-administration of Livazo 4mg daily. However, as for other statins,
patients receiving warfarin should have their prothrombin time or INR monitored when Livazo is added to
their therapy.
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4.6 Pregnancy and lactation

Pregnancy

Livazo is contraindicated during pregnancy (see Section 4.3). Women of childbearing potential must take
appropriate contraceptive precautions during treatment with Livazo. Since cholesterol and other products of
cholesterol biosynthesis are essential for the development of the fetus, the potential risk for inhibition of
HMG-CoA reductase outweighs the advantage of treatment during pregnancy. Animal studies show
evidence of reproductive toxicity, but no teratogenic potential (see Section 5.3). If the patient is planning to
become pregnant, treatment should be stopped at least one month prior to conception. If a patient becomes
pregnant during use of Livazo, treatment must be discontinued immediately.

Lactation
Livazo is contraindicated during lactation (see Section 4.3). Pitavastatin is excreted in rat milk. It is not
known whether it is excreted in human milk.

4.7 Effects on ability to drive and use machines

There is no pattern of adverse events that suggests that patients taking Livazo will have any impairment of
ability to drive and use hazardous machinery, but it should be taken into account that there have been reports
of dizziness and somnolence during treatment with Livazo.

4.8 Undesirable effects

Summary of the safety profile

In controlled clinical trials, at the recommended doses, less than 4% of Livazo treated patients were
withdrawn due to adverse events. The most commonly reported pitavastatin related adverse reaction in
controlled clinical trials was myalgia.

Summary of adverse reactions
Adverse reactions and frequencies observed in worldwide controlled clinical trials and extension studies, at
the recommended doses, are listed below by system organ class. Frequencies are defined as: very common
(>1/10), common (>1/100, to <1/10), uncommon (>1/1,000 to <1/100), rare (=1/10,000 to <1/1,000) very
rare (<1/10,000) and not known.

Blood and the lymphatic system disorders
Uncommon: Anaemia

Metabolism and nutrition disorders
Uncommon: Anorexia

Psychiatric disorders
Uncommon: Insomnia

Nervous system disorders
Common: Headache
Uncommon: Dizziness, Dysgeusia, Somnolence

Eye disorders
Rare: Visual acuity reduced

Ear and labyrinth disorders
Uncommon: Tinnitus

Gastrointestinal disorders
Common: Constipation, Diarrhoea, Dyspepsia, Nausea
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Uncommon: Abdominal Pain, Dry Mouth, Vomiting
Rare: Glossodynia, pancreatitis acute

Hepato-biliary disorders
Uncommon: Transaminases (aspartate aminotransferase, alanine aminotransferase) increased
Rare: Jaundice cholestatic

Skin and subcutaneous tissue disorders
Uncommon: Pruritus, Rash
Rare: Urticaria, Erythema

Musculoskeletal, connective tissue and bone disorders
Common: Myalgia, Arthralgia
Uncommon: Muscle spasms

Renal and urinary disorders
Uncommon: Pollakiuria

General disorders and administration site conditions
Uncommon: Asthenia, Malaise, Fatigue, Peripheral Oedema

Elevated blood creatinine kinase of >3 times the upper limit of normal (ULN) occurred in 49 out of 2800
(1.8%) patients receiving Livazo in the controlled clinical trials. Levels of >10 times ULN with concurrent
muscle symptoms were rare and only observed in one patient out of 2406 treated with 4mg Livazo (0.04%)
in the clinical trial programme.

Post Marketing Experience

A two year prospective post-marketing surveillance study was conducted in nearly 20,000 patients in Japan.
The overwhelming majority of the 20,000 patients in the study were treated with 1mg or 2mg pitavastatin
and not 4mg. 10.4% of patients reported adverse events for which a causal relationship to pitavastatin could
not be ruled out and 7.4% of patients withdrew from therapy due to adverse events. The myalgia rate was
1.08%. The majority of adverse events were mild. Adverse event rates were higher over 2 years in patients
with a history of drug allergy (20.4%), or hepatic or renal disease (13.5%).

Adverse reactions and frequencies observed in the prospective post-marketing surveillance study but not in
worldwide controlled clinical trials, at the recommended doses are listed below.

Hepato-biliary disorders
Rare: Hepatic function abnormal, Liver disorder

Musculoskeletal, connective tissue disorders
Rare: Myopathy, Rhabdomyolysis

In the post-marketing surveillance study there were two reports of rhabdomyolysis requiring hospitalisation
(0.01% of patients).

In addition there are unsolicited post-marketing reports of skeletal muscle effects including myalgia and
myopathy in Livazo treated patients at all recommended doses. Reports of rhabdomyolysis, with and
without acute renal failure, including fatal rhabdomyolysis have also been received. Unsolicited reports of
the following events have also been received (the frequency is based on that observed in post-marketing
studies):
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Nervous system disorders
Uncommon: Hypoaesthesia

Gastrointestinal disorders
Rare: Abdominal discomfort

Statin class effects
The following adverse events have been reported with some statins:
o Sleep disturbances, including nightmares

o Memory loss

o Sexual dysfunction

e Depression

o Exceptional cases of interstitial lung disease, especially with long term therapy (see Section 4.4)

¢ Diabetes Mellitus: Frequency will depend on the presence or absence of risk factors (fasting blood glucose

>5.6 mmol/L, BMI >30 kg/m?, raised triglycerides, history of hypertension)
4.9 Overdose

There is no specific treatment in the event of overdose. The patient should be treated symptomatically and
supportive measures instituted as required. Liver function and CK levels should be monitored.
Haemodialysis is unlikely to be of benefit.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

HMG-CoA reductase inhibitors
C10A A08

Pharmacotherapeutic group:
ATC Code:

Mechanism of Action

Pitavastatin competitively inhibits HMG-CoA reductase, the rate-limiting enzyme in the biosynthesis of
cholesterol, and inhibits cholesterol synthesis in the liver. As a result the expression of LDL receptors in the
liver is increased, promoting the uptake of circulating LDL from the blood, decreasing total cholesterol (TC)
and LDL-cholesterol (LDL-C) concentrations in the blood. Its sustained inhibition of hepatic cholesterol
synthesis reduces VLDL secretion into the blood, reducing plasma triglyceride (TG) levels.

Pharmacodynamic Effects

Livazo reduces elevated LDL-C, total cholesterol and triglycerides and increases HDL-cholesterol (HDL-C).
It reduces Apo-B, and produces variable increases in Apo-Al (see Table 1). It also reduces hon-HDL-C and
elevated TC/HDL-C, and Apo-B/Apo-Al ratios.

Table 1: Dose response in patients with primary hypercholesterolaemia

(Adjusted mean percent change from baseline over 12 weeks)
Dose N LDL-C TC* HDL-C TG Apo-B Apo-Al
Placebo 51 -4.0 -1.3 2.5 -2.1 0.3 3.2
1mg 52 -33.3 -22.8 9.4 -14.8 -24.1 8.5
2mg 49 -38.2 -26.1 9.0 -17.4 -30.4 5.6
4mg 50 -46.5 -32.5 8.3 -21.2 -36.1 4.7
*unadjusted
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Clinical efficacy

In controlled clinical studies which enrolled a total of 1687 patients with primary hypercholesterolaemia and
mixed dyslipidaemia, including 1239 patients treated at the therapeutic doses (mean baseline LDL-C about
4.8 mmol/L), Livazo consistently reduced LDL-C, TC, non-HDL-C, TG and Apo-B concentrations and
elevated HDL-C and Apo-Al concentrations. TC/HDL-C and Apo-B/Apo-Al ratios were reduced. LDL-C
was reduced by 38 to 39% with Livazo 2mg and 44 to 45% with Livazo 4mg. The majority of patients
taking 2mg achieved the European Atherosclerosis Society (EAS) treatment target for LDL-C (<3 mmol/L).

In a controlled clinical trial in 942 patients aged >65 years (434 treated with Livazo 1mg, 2mg or 4mg) with
primary hypercholesterolaemia and mixed dyslipidaemia (mean baseline LDL-C about 4.2 mmol/L), LDL-C
values were reduced by 31%, 39.0% and 44.3%, respectively, and about 90% of patients reached the EAS
treatment target. More than 80% of the patients were taking concomitant medications, but the incidence of
adverse events was similar in all treatment groups and fewer than 5% of patients withdrew from the study
due to adverse events. Safety and efficacy findings were similar in patients in the different age subgroups
(65-69, 70-74, and >75 years).

In controlled clinical trials which enrolled a total of 761 patients (507 treated with Livazo 4mg) who had
primary hypercholesterolaemia or mixed dyslipidaemia, with 2 or more cardiovascular risk factors (mean
baseline LDL-C about 4.1 mmol/L), or mixed dyslipidaemia with type 2 diabetes (mean baseline LDL-C
about 3.6 mmol/L), approximately 80% achieved the relevant EAS target (either 3 or 2.5 mmol/L, depending
on risk). LDL-C was reduced by 44% and 41%, respectively, in the patient groups.

In long term studies of up to 60 weeks duration in primary hypercholesterolaemia and mixed dyslipidaemia,
EAS target attainment has been maintained by persistent and stable reductions of LDL-C, and HDL-C
concentrations have continued to increase. In a study in 1346 patients who had completed 12 weeks of statin
therapy (LDL-C reduction 42.3%, EAS target attainment 69%, HDL-C elevation 5.6%), values after a further
52 weeks of treatment with pitavastatin 4mg were LDL-C reduction 42.9%, EAS target attainment 74%,
HDL-C elevation 14.3%.

A beneficial effect of pitavastatin on cardiovascular morbidity and mortality has not been demonstrated as no
outcome studies were included in the clinical programme.

5.2 Pharmacokinetic properties

Absorption: Pitavastatin is rapidly absorbed from the upper gastrointestinal tract and peak plasma
concentrations are achieved within one hour after oral administration. Absorption is not affected by food.
Unchanged drug undergoes enterohepatic circulation and is well absorbed from the jejunum and ileum. The
absolute bioavailability of pitavastatin is 51%.

Distribution: Pitavastatin is more than 99% protein bound in human plasma, mainly to albumin and alpha 1-
acid glycoprotein, and the mean volume of distribution is approximately 133 L. Pitavastatin is actively
transported into hepatocytes, the site of action and metabolism, by multiple hepatic transporters including
OATP1B1 and OATP1B3. Plasma AUC is variable with an approximately 4-fold range between the highest
and lowest values. Studies with SLCO1B1 (the gene which encodes OATP1B1) suggests that polymorphism
of this gene could account for much of the variability in AUC. Pitavastatin is not a substrate for p-
glycoprotein.

Metabolism: Unchanged pitavastatin is the predominant drug moiety in plasma. The principal metabolite is
the inactive lactone which is formed via an ester-type pitavastatin glucuronide conjugate by UDP
glucuronosyltransferase (UGT1A3 and 2B7). In vitro studies, using 13 human cytochrome P450 (CYP)
isoforms, indicate that the metabolism of pitavastatin by CYP is minimal; CYP2C9 (and to a lesser extent
CYP2CS8) is responsible for the metabolism of pitavastatin to minor metabolites.
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Excretion: Unchanged pitavastatin is rapidly cleared from the liver in the bile, but undergoes enterohepatic
recirculation, contributing to its duration of action. Less than 5% of pitavastatin is excreted in the urine. The
plasma elimination half-life ranges from 5.7 hours (single dose) to 8.9 hours (steady state) and the apparent
geometric mean oral clearance is 43.4 L/h after single dose.

Effect of food: The maximum plasma concentration of pitavastatin was reduced by 43% when it was taken
with a high-fat meal, but AUC was unchanged.

Special populations

Elderly: In a pharmacokinetic study which compared healthy young and elderly (>65 years) volunteers,
pitavastatin AUC was 1.3-fold higher in elderly subjects. This has no effect on the safety or efficacy of
Livazo in elderly patients in clinical trials.

Gender: In a pharmacokinetic study which compared healthy male and female volunteers, pitavastatin AUC
was increased 1.6-fold in women. This has no effect on the safety or efficacy of Livazo in women in clinical
trials.

Race: There was no difference in the pharmacokinetic profile of pitavastatin between Japanese and
Caucasian healthy volunteers when age and body weight was taken into account.

Paediatric: Pharmacokinetic data in the paediatric population are not available.

Renal insufficiency: For patients with moderate renal disease and those on haemaodialysis increases in AUC
values were 1.8-fold and 1.7-fold respectively (see Section 4.2).

Hepatic insufficiency: For patients with mild (Child-Pugh A) hepatic impairment AUC was 1.6 times that in
healthy subjects, while for patients with moderate (Child-Pugh B) hepatic impairment AUC was 3.9-fold
higher. Dose restrictions are recommended in patients with mild and moderate hepatic impairment (see
Section 4.2). Livazo is contraindicated in patients with severe hepatic impairment.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on results from conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity and carcinogenic potential. Indications of renal toxicity
were seen in monkeys at exposures greater than those reached in adult humans administered the maximum
daily dose of 4mg and urinary excretion plays a far greater role in the monkey than in other animal species.
In vitro studies with liver microsomes indicate that a monkey-specific metabolite may be implicated. The
renal effects observed in monkeys are unlikely to have clinical relevance for humans, however the potential
for renal adverse reactions cannot be completely excluded.

Pitavastatin had no effect on fertility or reproductive performance and there was no evidence of teratogenic
potential. However, maternal toxicity was observed at high doses. A study in rats indicated maternal
mortality at or near term accompanied by fetal and neonatal deaths at doses of 1 mg/kg/day (approximately 4
fold greater than the highest dose in humans on an AUC basis). No studies have been conducted in juvenile
animals.
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6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core

Lactose monohydrate

Low substituted hydroxypropylcellulose
Hypromellose (E464)
Magnesium Aluminometasilicate
Magnesium stearate

Film coating

Hypromellose (E464)

Titanium dioxide (E171)
Triethyl citrate (E1505)
Colloidal anhydrous silica

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

4 years.

6.4  Special precautions for storage

Do not store above 25°C.
To protect from light keep blister in the outer carton.

Pitavastatin 1mg, 2mg & 4mg film-coated tablets
UK/H/1555-7/01-3/DC

6.5 Nature and contents of container

Img: White PVVdC coated PVC/AL blisters in cartons of 7, 28, 30, 90 or 100 tablets.
Not all pack sizes may be marketed.

2mg:  White PVdC coated PVC/AL blisters in cartons of 7, 28, 30, 90 or 100 tablets.
Not all pack sizes may be marketed.

4mg:  White PVdC coated PVC/AL blisters in cartons of 7, 28 or 30 tablets.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal

To protect the environment, do not dispose of via waste water or household waste.

7. MARKETING AUTHORISATION HOLDER

Kowa Pharmaceutical Europe Co. Ltd.,
Winnersh Triangle, Wokingham RG41 5RB, UK.

8. MARKETING AUTHORISATION NUMBER(S)

1mg: PL32363/0011
2mg:  PL32363/0001
4mg: PL32363/0002
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Img: 12/08/2010

2mg:  12/08/2010

4mg: 12/08/2010

10. DATE OF REVISION OF THE TEXT

Img: 19/08/2012

2mg: 19/08/2012
4mg:  19/08/2012
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J/NAOEE 1 mg
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18 IR SCE(F)

BE—Ex

W = g5 N

BMI Body Mass Index({&#5 5 %%)

FAS Full Analysis Set(fix K O g1 xf S FE )
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PIP Paediatric Investigation Plan(/]> VL3 £ F 1 )

SD Standard Deviation ({2 %E{f 7)

SE Standard Error(f% #E7R 75)




18 IR SCE(F)
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CFELWaLRATe—/LEEEED 5 FH 1L, HHEM X 0 E8IRE B %2 50E L, R
AN LD bR E D AREENESWVEEEERTHLZ ENMLN TN D, A
IZBWTIL, AZ F U R¥EH T LDL-C Z KT S® 5 Z &1 & - TENREE L & VZ LI
for TEHENREB A IG5 2 ERENATHRIES N TEH Y | FFIZ FH IZK L THO T
BRIk & SV BIIREELIER B T A KT A4 > 2012 FERLTIE A # F 2 R FHA
P FH KT 25 @RI @ bhTng b,

ANV FH IZXF LCIE, BRKTIEL, 8~10 k2 bR EAK T3 %A 5 o - MmN IR 2 17
HINE LB IR TS PV, KB TIE, BIAREBCHERE BT A KT A > 2012 £
WZBWT, EWFIEOBRBERIZET 5= 7 » A ILHENL L TV EALE ST TV
00, FHEMEVEY /e LDL-C AR5 2 L 2HLEL TR0, kE/NER
SN ITAETRIE L T D IREBI ARG (8~ 10 1%L B B+ 30t 2 1 2 7= e +) 73
ZRENTND Y,

AlEl, PEROBEE - DRITNEFHOBIEEEDH Z L E2HKWE L, HARENICE
WO/ S FH B 2 x5 & L7 E N AHRER(NK-104-PH-01) % 320t L 7=, & 7=,
il EC1901/2006 (2553 & %R e L 7o/ NS AFE(PIP)IC LV . FH # & Te/NEfEHE &
WAERE 265 & LT oM L7 WRIN 12 38 i #5505 (NK-104-4.01EU) & ONRRMN & 1 #¢
53R BR(NK-104-4.02EU) & {8 T NK-104 O ZhPE & OV 4 % 3 84f L 7=,

Z DOFEF, NK-104-PH-01 Tl%, NK-104 1 mg B U2 mg BHEO VT HIZB W TH
— 2T A v EHATHER LDL-C IR TER . RWHE G217 2 2 R O Rtk b OV 4
PEASHERR XU, NK-104-4.01EU Tli, NK-104 1~4mg #1377 B R L LR THE 2
LDL-C X TR AR &1, NK-104-4.02EU Tid, EME G BT 20RO Rk L O
LARPENRER S Tz, BT, B RKl R O 3K B e & O LDL-C 21k 0 H &G B4R
TRBLRBFLEL THY [2.53] [2.54]0 BRMRBRO R 2 AL TRIM S5 Z L Ava]
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RE & &R T,
B, RATIZ. 53 AT o —/UIMfER N FH % 2068

< BhE L LTWA, FH LAk

DERFFRMESa L AT —/LIIEE LT, RATHEHENEWE SN TV FEKEMEE

B E IR MIEAZE T B D A8,

ZORBITELEHBZRICER L-EETIEIHL OO

LDL-C ® b IR ETH D | ﬁ%fﬁ&% by e LT AETEEEoSRENEST S
SEENEEO L TIEE

ZERmBENTVWA Y, ok RIHEET

FIRAREE B2 b D,
PLEXY ., KEFHICEIV/NE FH 20EkDO%hHE
Vil

1.8.1.2.1 W REM

ESRVANGR iﬁ$ :

cWRITED D T LY L

PR T AHEUBR (NK-104-PH-01) K& OV 38R (NK-104-4.01EU & O NK-104-4.02EU)

WZBT 5 ER NAOMEFOREEEZE 1.8-1 ISR LT, MBI REMIL. Z2RMEMT
SEME LR, X—AF 4 LDL-C DA FAS & L7=,
# 1.8-1 A\ OFEZRRME
KN 3
EIPA5 I AR RPN 12 3 5 4% 5- 557 (NK-104-4.01EU) BERR
(NK-104-PH-01) (NK-104-
BeBRE DR 4.02EU)
NK-104 NK-104 .
1 . — - e 7S5 &R | NK-104
e e & £ & (N=27) | (N=112)
(N=7) (N=7) (N=26) (N=27) (N=26)
PRE(H)
7 7 26 27 25 26 108
FH (%)
(100.0) (100.0) (100.0) (100.0) (96.2) (96.3) (96.4)
I FHY(%) - — ! ’ : : *
(0.0) (0.0) (3.8) (3.7) (3.6)
a): [EHMC 2o <,

1) NK-104-4.01EU J T8 NK-104-4.02EU Ti%. FH ®ZW
Y. NK-104-4.02EU (2B T, NN D FH %%iﬁz
FH A& #IC

DRI FLAE L BRI L HEZ
N EnG ., RITL PO ERAEEHIC
— YT XL

Source: [2.7.3 % 2.7.3-7]

FEE LTS 108 4 Tik7z< 1094 TH D,

A TIHRL< 1074 THDH, FHEEXIZHFEFHAETHDL Z LT
REL TRV L REREKRDOMEROMPIEELRNWEEZDL
LoREROETEL L,

WO BHiT,
fE%‘J’\

iEEﬂﬁ#ULﬁ&ULfﬁ%”\Lﬁﬁ\ﬂﬂb‘ bhT
I= Fili ) T (2

X% FH EFHIX 109
IR LD TH D Z L, KRGk

BEIEL 2ol
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# 1.8-1 A\ OFEEHEZRRERE X)

MR = 14
EIP5 I AR RPN 12 3 5 4% 5- 557 (NK-104-4.01EU) BB
(NK-104-PH-01) (NK-104-
BeBRE DR 4.02EU)
NK-104 NK-104 N
1 2m 1 m 2m 4m 7 7EA | NK-104
e & & £ & (N=27) | (N=112)
(N=7) (N=7) (N=26) (N=27) (N=26)
PERI(4)
7 7 12 10 14 12 54
(%)
(100.0) (100.0) (46.2) (37.0) (53.8) (44.4) (48.2)
14 17 12 15 58
(%) - -
(53.8) (63.0) (46.2) (55.6) (51.8)
A fis (7% )
12.0 11.6 10.5 11.1 10.3 10.4 10.8
¥ fE(SD)
(1.4) (1.8) (2.75) (2.87) (2.66) (3.26) (2.96)
W X7 (£)
9 11 12 11 42
6~9 1% (%) — —
(34.6) (40.7) (46.2) (40.7) (37.5)
. 7 7 16 14 14 14 61
10~15 5% (%)
(100.0) (100.0) (61.5) (51.9) (53.8) (51.9) (54.5)
1 2 0 2 9
16 7% (%) — —
(3.8) (7.4) (0.0) (7.4) (8.0)
& £ (cm)
HH(SD) 145.14 149.96 149.7 152.0 145.6 145.7 148.8
(12.55) (13.12) (17.98) (15.21) (15.69) (16.92) (16.19)
R (kg)
HH(SD) 40.44 41.70 46.5 47.6 39.5 40.5 45.0
(11.24) (9.62) (20.88) (16.62) (12.11) (16.36) (17.00)

a): EffilC & Wi ks<, ™
1) NK-104-4.01EU } 0" NK-104-4.02EU Ci. FH OZWHZ T ERTHIK &R EE 2R A5 T

Y. NK-104-4.02EU 2BV T, ZNEND FH BERICREANRRBD b, ERHEICXL D
FH BHEFITRICHHE L TV 5 108 4 TIER< 1094 TH Y | B F2Hic L5 FH B 51% 109
A4 TIHR< 1074 CTHDH, FHERENIZHEFHRBETHL Z L FRBMNRLOTHD Z L, KGR
DOIBPFEE R OFRAFLFEIZHEE L TN L KRR EEOFEFROMPUTEE LN EE XD
Nz Enb, RIZUYOEMAWIZLIBEFHOETE L L, BIELRNoT,

— YT 2L

Source: [2.7.3 % 2.7.3-7]
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# 1.8-1 A\ OFEEHEZRRERE X)

MR = 14
ERNEEEY: B
EIP5 I AR RPN 12 3 5 4% 5- 557 (NK-104-4.01EU) BB
(NK-104-PH-01) (NK-104-
BeBRE DR 4.02EU)
NK-104 NK-104 N
1 . - - . 7 J AR | NK-104
e e & £ & (N=27) | (N=112)
(N=7) (N=7) (N=26) (N=27) (N=26)
BMI
19.02 18.34 19.7 20.0 18.2 18.3 19.62
¥ 4E(SD)
(4.35) (2.16) (4.92) (3.76) (2.83) (3.52) (4.441)
~_— A F A > LDL-C(mg/dL)
%152 (FAS) 7 7 26 26 24 27 112
245.4 269.6 231.4 223.1 240.7 240.5 229.7
J-¥fE(SD)
(68.1) (51.2) (45.45) (35.85) (54.25) (68.98) (53.62)
a): ERIIC X 22 iES<, ®

il:EFﬁ#'JU?&U\ BIRFRZMAHWHRT
BRRD BT, EANH T

) NK-104-4.01EU O NK-104-4.02EU TiZ, FH O 2
Y. NK-104-4.02EU 2BV T, RO FH BHEKICAR
FH BE T RICTEH L TND 1084 TIERL 1004 TH Y, EiaT2Wic ks FH %%%}Mi 109
TR 1074 THD, FHETNIEFHEFETH DL Z LIFERRNR O THS Z &, KGR
DOBPRFEWE R ORRAEEICHEL TRV E LOEREEROEROMPRICEBLRNEEZD
NizZeinh, RIFLBYOERMBPBICLESEEHOEEL L, BELENoT,
— T2 L

Source: [2.7.3 % 2.7.3-7]

1.8.1.2.2 BN E MAHE&(NK-104-PH-01)

10~15 5% D /N B+ FH 38 % % 52 NK-104 1 mg B M OV 2 mg BEIC HEAE A B4 L,
NK-104 1 mg(l mg $E& N7 7 B AREE), ik 2 mg(l mgHE288)% 1 H 1 [\, sHARFIIC
S2EMEOFEE Lz, 2mg#ElE, 1 mg OG5 2B L, 4 B%ZICHE L, (ZhE
B IR M1 b B RO AT R R AR

BEMEOFEFMEE Th L% 5 8 WL 12 KD X—2F A 76 D LDL-C
EALFE O HIE(SD)IL 1mg & 7 £ T-24.70(9.93)% M 18-27.75(10.34)% CT&H YV |, 2mg A 7
4, C-33.56(11.94)% K% (8-37.04(7.34)% T > 7=, £72. LDL-C N— R T A & L& L
L7c$ b 8 IRE o TN 12 R O 0k LRINER I ST OFER AR—A T4 b D
LDL-C 2t D fig /s —Fe 315 1 mg BEA3-27.258(95%15 #E X [H: -34.003,-20.513). 2 mg
REM-34.273(95% (5 FE X [H: -41.018,-27.528) TH V. WL b _X—2 T 4 Vb HE
KN %R L72(p=0.000), RIGBRTIX 2mgHELNAETHLIGAEDOHR 1 mg HOMEZIT
IMATFIEZ A NCEEEZFE LN, Img X 2mg & b A E7 LDL-C K T4 R %
AT ERHRTE T,
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72, 52 KFD LDL-C 2/t D K-HIE(SD)IE Img # 7 4 T-24.32(10.25)%. 2mg Ff
7 4 T-32.22(5.94)%CT& Y . LDL-C & F2h R ITMeRE S iz,

BEREGRRBIFEIL, 1 mg FET 100%(7/7 44). 2 mg BETIX 71.4%(5/7 &) TH -7, Hl
ERIZ, WPFhoREHETHLERD bR hoT-, £, EEENEE) LHESNE
Lot BESAEEERERIL, Imglo 1 4 TRO LN, IBBRIE L ORE
BRIIEGES N, BEROHIEICE>TZHERERIIZ D SRR -T2,

1.8.1.2.3 ExM 12 ;&8 % 55 ER (NK-104-4.01EU)

6~16 %D FH % & e lFE B FIED B W NI K +BF ZHRIZ, NK-104 77 &R
BE. Img B, 2mg BE, 4mg BEICBEAE 2B L, NK-104 1 mg(1 mg & XX 7 7 & R §E),
2 mg(2 mg $E XL T T REE) UL 4 mg(4 mg $EXIT T T v AREE)E 1 B 1[0, §IC

BRREOES Uiz, 4 mg BEIE, 2 mg OG- ZBG L., 4 BRI L, (i
e [[/] 77 & Ao BEEVE 2 ZE 5 BT HE T AR

5 12 BER(LOCH)IZ BT A5 _X—2Z2F A 5O LDL-C ZLHRIZHOWT, R—R T
AV LDL-C R OVEn &2 b8 & B2 R & Lol 21T 8, Aatto £
FEIMIEE ThHHX—RZ T A M5O LDL-C ZEAbHR O /N e O F2HEE (1mg.
2mg, 4mg) & 7T B AREEE DEITENZI-24.5(95% 15 HE X [ -30.3, -18.6), -31.1(95%
fEHEIX ] -37.0, -25.2) L (R-40.3(95%(E #H X [H: -46.2, -34.4) TH VD W T HOREIZIB N T
HAHE To > 72(p<0.0001), F£7-, LDL-C Bt F D e/ " F F151%, 1 mg B 26 £, 2 mg
FE264 4 mgfE24 4 KOV T B ARFE 27 44 TEIEI-23.5(95% 15 8 X [H: -27.6, -19.3),
-30.1(95% 15 #EH X [H]: -34.3, -26.0), -39.3(95% 5 #EH X [H: -43.7, -35.0) &% % 1.0(95%15 #E X
ffl: 3.1, 5.1)TH Y, TRTOEEEIZBWNT, X—ZX7 A4 25O LDL-C Z{LFED
e/ TIHRSEEIIA B Th o 72 (p<0.0001), FRFEMFEAN & L C%EHME L7~ LDL-C X— X 7
AR LEREL LS 8RO 12 D K LRIER LS AT OfE R, 75
TR EDET 1 mg B T-24.6(95%(5 FEHIX [H]: -32.1, -17.0), 2 mg FET-25.5(95% 7 #H X [#:
-33.0, -18.0), 4 mg HET-39.8(95% (5 #H X [H: -47.2, -32.3) TH VD | EMEHT & RERIZWT 1
DOHETSH LDL-CIR TR NRE O b,

AEFRFEEFIL Img B 2mg B 4 mg BEAX VT 7B R TEINEI 69.2%(18/26
4. 59.3%(16/27 44). 42.3%(11/26 24) T 55.6%(15/27 4)Toh > 7, BIEAIL 1 mg
B, 2 mg BE. 4 mg BELR OV T B REETENTIL 15.4%(4/26 44). 14.8%(4/27 4).
15.4%(4/26 )% N 14.8%(4/27 4)Th - 7=, EELRAFEFLIL, 2mg D 1 4 TH
LIV, TREBRIE L ORIEBERITE nzézmio HILIZE S T2 A HEFRIL, 2mgHET 1
AH(EERAEFGIEFA)L RN 4mg HET 1 AICRD LR, WTHIRRE L ORISR
BIMRIIEBE SN, EEHIIRD BN o Tz,

1.8.1.2.4 ER M R IR 5 B’ (NK-104-4.02EV)

MRIN 12 3 [ # 5-3BR (NK-104-4.01EU) D> & DA THER E M OB UL 22 AU B %
RHIZ, NK-104 1 mg(1 mg $E). 2 mg(2 mg $£) X% 4 mg(4 mg #8)%& 1 B 1 [A], #iZ 52
HEEOEL Lz, MlAANONT-HRE T, BEICELRPoT- 14 ZRE, 1mg
MO ZBM L, &5 4 B O 8 B EFO 228 LDL-C OfE % 212 4mg ¥ T &
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L., MBS U CHE Lz, (ZhuskItE 52 @ IEE Mk i 5-5080)

EHENZEBT D5 28 WL D _— R T A L/ 5 O LDL-C 2163 O ¥ E(SD)I,
B 528 FKE 81 4, 40 BIF 76 44, 52 WKF 74 4 LY 52 #IF LOCF 112 4 C, £ %
A1-38.1(10.48)%. -38.1(11.67)%. -37.5(11.45)% K% (X-37.8(12.07)% C& » 7=, LDL-C {&
THRITEHMICOIZ > THELTEBY, ZO0HRIIVWTINOHETLED b,

AERERGORBFEIL 67.0%(75/112 4). FIEHREBLERIT 8.9%(10/112 4)Th > 7,
EELAEFRIIIA( mg & 58, 4mg BHICFRD L2, RBRIE & O R EBELR I
WESNT, TIICESTAEEFRIT 1 LQ mg HEH, 2mg BH) TR L, REREK
EDRBEBEBNEE SN2 oTz, LT T2,
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1.8.2 A% - AE(R)RUVZDORERR

1.8.21 A& - AE(X)

RFN OB AGB L HEI DD ARBHFICBOTBR LEETZ TR TRT,
A% - A=

S LATFO—)LIME

W, A EAARAEZF ANy A LT I~2mg% 1 H1ERAOES TS,
k. EE, ERICXVEEHEB L, LDL-2 L AT 0 — L EDOK T AR5 EEI1C
ITHETZLODN, RAERGEIZ1IH4mg ETET 5,

RiEEEa L AT O—)LIE

RN L RS E X ARAEZF AL T AE LT I~2mg & 1 H 1 EZEO#&EST
Ay

¥, AR, JERICKVEEREB L, LDL-2 L AT 0 — LEDEK FR R+ REE1C
T ETXDADN, RRKEHEEITIH4mgETET S,

AR B 10 LA EO/NRICIEE X RNAXF UV A E L Clmg & 1 H 1 [AlFE
A543 5,

B, FERICEVEEREB L., LDL-2 L A7 0 — LD TR 85 10 13 &
TEA20, AESEIF1IH2mgEFTET 5,

<HB#* (U "o >

DN

B lmg | $E€2mg | $E 4mg

Eal AT a—)ViE
FEtEE a L AT a — )L E
/J\IE'

[@}@]
OO
OO

B lmg | $E€2mg | $E 4mg

oL AT a— )L E

IOI\
Ol
[

FIEMEE o L AT v — L fLdE
O : ARHAE - HEHY  —  KBZRL
<£%# (Y31 oD #E) >
BPN
OD# | OD&E | OD §E
lmg 2mg 4mg
2 VAT a— )V E O O O
FZiEtEE a L AT v — )V IiE o o o
NG
OD & | ODEE | OD§E
lmg 2mg 4mg
VAT v — /Ui iE = = -
FIEMEE O L AT v — L fLE O O -
O : ARHE - HEHY —  KREZRL

10
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1.8.2.2 iz - HE(RE)DRTERK
(L)t

THET, BCK TN FH O S IE B MAIE T 8 5% VUL 10 7% Vb &1 53R
B DPEBGFEL T a3 2ARGEonTWaEhofc L Bbh b0, ITFIE
8-10 i & T HDONEMICR>TWDE EHERENS P, 72, BCKTIIfho A Z F %
WA PNRE MG LE LIS E2A L TREY . 18217 TEY ., BBLR 10N
EHARE L 72> TN D,

= 1.8-2 i X & F L R EH| D g s T D/ R i A

P NE| I ([
0 ANAKF L O 10 5% 10 7%
T RANRZREF ) 10 7% 10 7%
SRR K F O 10 7% 10 7%
TG NRNA KT D) 8 % 8 %
TIVINA K F o 1D 10 7% 9 1%
g R KT 0 10 7% —

— YT =L

K E A 2V TiE Drugs@FDA . FRIN (3 [E)IZ DWW Tik
eMedicines Compendium 7> 5 [F# % AT L 7=,

Source: [2.7.3.4.2 % 2.7.3-19]

ZOXIBRRMEBE L, A CEM L-ENE I FHRBRNK-104-PH-01) Tl 10
L B 15 UL F /N BRE xS L U, Z OFERMETEIC I T DA K OV e & T
MTET,

UEXY, RPEFETIT 10 Eo/NE FH ISR T AN BMNR#EY & & 2 5z,

Q)5 &

10~15 WO H AR NS 7 FH B3 2 5510520 L 72 E N 11 AHHER(NK-104-PH-01)
[ZB W T NK-104 1 mg REDO 5 8 ¥} OF 12 # B O LDL-C (L3R (X-27.258% TH v |
R—=ZATA U NERFANICHEERIKETFE2/R LT, £72 2 mg D LDL-C /b=
-34273%TH Y, 1 mg FHEL Y HIZHRWMER MEAMZ R L7Z, Z® X572 LDL-C K %)
BAXRIN 12 38 [ #% 5 i BR (NK-104-4.01EU) TH RO b 7= (F 1.8-3), £ 7-.
NK-104-4.01EU Tkttt 2 W72 & OSBIR ORET 247\, #EEHIC A B 72 B
JEMEN R &tz [2.7.3.2.2],

11
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# 1.8-3 EINE I HHRBR(NK-104-PH-01) X OBERN 12 3 R #% 538

(NK-104-4.01EU) D EfRHTHE R

[E N T AH A BR RN 12 38 F] #2538
(NK-104-PH-01) (NK-104-4.01EU)
1 mg 2 mg 1 mg 2 mg 4 mg 77 'R
A SN R A ek G2 451 7 7 26 26 24 27
LDL-C 1k -27.258 | -34.273 -23.5 -30.1 -39.3 1.0
5/ 3 H5(SE) (3.064) (3.064) (2.09) (2.11) (2.18) (2.06)
LDL-C Z2fE s 245 31.1 -40.3
B —RFIISE) B B (2.94) (2.96) (2.99)
TITRREDE
S T— [-34.003, | [-41.018, | [-30.3, [-37.0, [-46.2,
o -20.513] | -27.528] -18.6] -25.2] -34.4]
P=0.000 | P=0.000 | P<0.0001 | P<0.0001 | P<0.0001
BN %, —: YT — XL
W) BN AR - X—2F 4 205 O LDL-C B{LR D i/ — 3B D 95%(5 HH X [H
Mol 12 B ERER : X—2F 4 05D LDL-C BALRO /N R/ EH)OEIREE L 7T R EE
L DZED 95%(F HE X [H]
Source: [2.7.3 3+ 2.7.3-8 —# k%]

— 5. NK-104 RELIEO 5% 1 Ref O i E SR IR 1X, 1 mg BE TIE%M 7
fil & LT 20.4899 ng/mL. 2 mg B Ti% 27.9871 ng/mL T&H ¥, 5825 U Tl 38
W E N ERH- U72[2.7.2.2.1], 72 . NK-104-4.01EU T % NK-104 1 mg #f T 14.41ng/mL,
2 mg # T 26.18 ng/mL. 4 mg BT 93.93 ng/mL T& Y . NK-104-PH-01 & Rk, &5
BIZG LT EREA L,

MBI LTI, NK-104-PH-01 TiE | mg BEDOH EELIEERN 100%(7/7 4). 2
mg FETIX 71.4%(5/7 ) TH VY, SHERECHEREROME NS VEIANIIR O b
o7z, NK-104-4.01EU Tix 1 mg B, 2 mg #E, 4 mg RO T T RBETENTH
69.2%(18/26 4). 59.3%(16/27 4). 42.3%(11/26 %)M Y 55.6%(15/27 4)TH Y |
NK-104-PH-01 & [AtRICEHE CTHEFFRZOME NS WEPIIRE O bR h o7

[2.7.4.2.1],

EREon <, NK-104 (I8 5 &2 F] LTy LDL-C K P2 R~ L, HER TL
EHOERIIRO SN2 oT0c, £, MR T 50 FHIZET 2 iaRiEE TIE.
IR FHICH L TR BIEVHEN OG5 2T 2 LEENFRR ST 5 2,

PLEXD AKHFETIEAA 1 mg »26&RGZHMG L., IRA 0O ITREMIC
FlfE L Cll'E 2 mg IZH &7 2 2 &M@Y Rk B b,

B AMTITNRICHT 2R ZTF U REROLZENET —FBPHFEELRNZ LG,
NK-104-PH-01 TIZADOREHAETH D 4 mg ODRF 2T TE LT, AHECHA
BOWS 213D 72D DIFRIT A5 &Il LT,

12
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()51

LD THENRE BRIECH T RIL, MM X2V A7 0MMEEZDE, UAZOD
B LMEIZBIEL VA 10 ERBNE SR TWD Y, 2070, FCRITH TR
HEIRER Y 27 PRV A ARAZBW T, MR Fioxt U TREMBIZ/NRIN D o 3R
MBI N L BRGE IV N EB I NG, Flo, AXTF U RIEHNIMET OB E
DD Z DB TR L CW A A REE D & 2 i NTITEE R & 72 > TV B0, /b
TR NIZH AR TERM? D OFEEMEN 2B LR WAEERB I NS Z &
BEMICEMXIIFE E OB R ERZHEIHELGEER’HDL EEXOND L EE
EETOVNENRD D, 2O LX) R H | EWNE T AR (NK-104-PH-01) D i 1<
BRLCld, ERE2BE L CARBHRAGESIVLE LN EmY) A7/ NRL+HBE%
MRT 22 ERHEEE PRSI, BTorzRtRe L CRBREFERK L,
—J5. FH (I~ EDLRTHEET I2BEEMEERBTHY . HIEEITITBEAERND D 72
D fERICEBNRIE B RIET D U X 7 23D T < . NEHI S BRI I X 2 F
VREROERE LT LT L1 FH BHEELSS, o0 BIN 12 @M SR Bk
(NK-104-4.01EU) Tl b x5 & L TAKOFEMER OVZ MR L TR0 | 4 E
ANT = TixdH 5O/ 1 FHIZRT 2 AR OF RIS HEE S iz,
PLEXY, KBEFETIEHEF FH OAR LT 4+ FH ~O#E)S b BINT 2 LER N H 5
ECHIr L 72,

13
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1.8.3 ERALDER(R)R T OBRERHM
B R OVER () K O ORBERILA LU TSR, GERTOM A L OVER D & A H 75
BV TBRE L @& TR TR,

B2 (ROEFICFERE LGNNI L)

(DAAN D Rk Ui EUE O BEEIE O & 5 B3

QEE LR EIIEMED H D BHE (2D OBFE TIEARAF O 5E i E N EH
L. BIERHORBBEER NS 220 ndH b, -, FEELZELIEIBZAN
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NMEDIEK T AR+ GE TR TE D08, kAES
=X 1 Hdmg £TET 5,

AN GEEL 10 UL EO/NRIZIZE X SR E Ty
vALLTImg % 1 H1ERROELET5,

el ERICE Y EEEE L, LDL-2 L A7 2 —/L{ED
TR TR c& 228, BARFEERIT |
H2mg ETL7T5,

<BE>
B
$E lmg | #E2mg | & 4mg
2 VAT 0 —/LIE @] @] @]
FIEMEE 2 L AT 0 —)LIE O O O
N
$E lmg | BE 2mg | BE 4mg
B2 L AT u—)VIiE - - -
M VAT o —AME | O 0 —
O : KGR - ARy — KRR L

FREDIE
1EEREROEBICITEEICRETH L)

(OAFEE I Z MR D H 2 BE, Tra— L
FH RANZ TR Z < o34 L CHERT 2 O T
fEELPELSEIBENNH D, /-, TLa—L
PEE L, BEEREARIED H & b3 v & Dt
BdH5,]

QB IEE T F OB D B % 3 U BARAE O
WEFDOZ PEHREREL AT H2RETHY, F
7o RO RLARIE 20 > TR B RE O B L3R
HHNTND,]

BV7 AT 7= REHANRY 747 7= F), =aF
VIBEBGHROBRE BHRREED & b hied
W) (TEEER ) OTESHR)

(D FIRBRBEREI FRE D B3 | BABMEDFHIRB@W ¥ A K
07— T OFEIERED S 5 BE | EHIEOH
WEEDOBER O H 2 B BEERIRIEN H & b
RTNEDOHRENRH D)

G)EEE ([ EmEE ~DOE | DTS HR)

OV NR(UNEEE~ DG | OIS )

2EELGERMEE

AENOBERICH->TIE. RO[ITTRITEETSHC

&,

MHSNLDEa L AT o0 — VIERREDOIEATH S
BEEZAITV, WIGEBEESC, milE - S
DOBMEREBOY 27 7 7 7 2 —O@EH 55
BInZ L,

QTR 2 B 5-BRAANE X 0 1208 £ CORIC 1 [FILL
b FRUBRITEFIRCEFIC 1 )T 2 L.
Q)G HIIMPEEEZ EHMITHRE L, BRICT

DR BNV T E G E T 5 &,
3MEER

AFNIAFF b7 1 —2L4 P4SO(CYP)IC L V1T L A ERGH

EHRVNCYP2CY ThHIMIZH SN D),
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(%)

BRAZR@RALENC &)

AL | EBRHORIR- SRR | BT R T
I aARY V| BWIRERERE Ay r AR Y
(Uo7 | D BB RLARAE % O E| 12 K0 AH o L
2 ERAEELREB L ETIREN L5
GA—T ) [0, (Cmax 6.6 fi5.
AUC 4.6 f5)T
%

QEFAGAZR(RAIE LTHALLZWI &)

EHEREIC B9 2 RIS RE RO b b B

TERERIE LTHH LRV & 95,

iR iy

ERRVEHE SN D EAICOAERICHHTD Z

&

A

FRIACHECIR - 57 15

B - fEBR A 7

7477 —F%

FEH
RY T 4T
77— Mg

SRR LA D
RROTRMBIED B D i
90, BRI,
i DFEHL, CK(CPK)

fEMR IR 1 B
HEIZBEJ 2 IR
BREMICEE
RO BNDGH

R MR ORI R A
o By BRI g 2
LT F = EREEDBHE
REOELERDI-HETL
EOIZEGEHRIETHZ
L,

Q@FtRERBRICEET S L)

HI % ERAEIR - PR TR W fERIR T
7 4 77— NR| 2B BRI L A 1 D | B M RE PR O
FEH RO AE S & & b [ &I )b
NPT 4 7 |RT, ARERGGRRE. | 57, WAL b
77— & Wi DFBL, CK(CPK)|H %5 A Fl it i
EH MPRGRFIA| B HRE ST

Ju ey EFIFONTImE WD,
=aF Uk 7 LT F=r EREOR| faRE T B

FERE DIEAL 27RO T 56
FEbICEEETIET S
Z&,

FERD DG

AVAFT IV

AR O i H R EE AR
LAREMERHH DT, 2L
AF T3 v OFE% A+
7RI % B TAAN 2 %
HYBZENEELL,

[l I ¢ -1 &
0 AF D RN
BIKTFS 50
REMED B 2,
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A

FERARAEIK - $5 18T 15

B&FF - e BRIK -

i) I Q= R G4
Ve

ot ey e = e R o)
RS ARE D & B b
LRENNRH D, BRI
RETPIR. B D%
B, CK(CPK) L&, i
EORPIAZ7vE Y |
HI N7 v 7 F=
v EREOB DR
RO TG EITE HITH
HEaRpibdaz L,

ERREANT &
D A H O I i
~D LY A F
BEEEND
HEEZL
N5, (I3
&) DIASR)

DRV

BEAIZ K 0 AHAI0> Cmax A3
2.0 %, AUC 28 1.3 f#i2 1

F LI L ORERDH D,

4.EI1ER

B

TRARIEE TN S - BRI T, 886 #ilH 197 4
(222%)CEWERR RS bz, BEiERORIERIX
50 Bil(5.6%) T, ERERITMER., BB, BEEK, L]
. EHFRETH T, WRRBREMICE T 2EIEM
1% 167 f51(18.8%) T, X722 H DI y-GTP 5. CK(CPK)
5 i ALT(GPT) E&-. 1f{ AST(GOT) 1572 & T
bote, KGR

A RAERA IS ISV T, R RIAER] 19,921 {5
1,082 BI(S.4%)CRITEH DGR Dl (FHEEKT
)

ANGE

EN T FEhE S - BREBRCik, 2F04 BN FEIFER
XD B le oo, WS CEM S N7 BARBR T,
128 il 20 FI(15.6%)NCEHEH @B b, Eieb D
ISP, N8R, AR K Ch otz (HIE - HEE
JN7RGRIRF)

(MEXGRIMEA

1) 4 B0 B AR E (BB AR B AR NR L M DR
CK(CPK) L5, X ORFIA 7 mEy EH%E
R & 9 DR AE N S &b, ZhicfEo
TRAEBRLEOEERBERENRHLbNLD Z &
BHDHOT, ZO LI IERRS HbNLAIC
S AERIET S 2 b,

A NF—HERHR): IFATF—BbHbobild
ZENRBHDLOT, INFRFHAE, AR CE A
72 CK(CPKYD EH-13H b bhi-Haicid# b4 h
T2,

3)FFHEEEREE . EIE(0.1%:A%0): AST(GOT)., ALT(GPT)
DF L ERAS AL H#RERE, BEAH O D
N2ZEnHDHOT, EHMMICITHERES OS]
BhFHIATV, BERRD N EGEICTERE
kL, @EERAEEZITY Z L,

4 /MR A BEEE R I/ MR 2 B b b
ZENRBHDLOT, MBREFEDOBLEE 5712170,
BRBROON-HEAIERE LTI L, WYk
WiEHITH Z &,

S)ME MM EERY): MEEMERS bbhb
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ZEBHHDOT, REIERETH-TH, B %
W, PR R, MO X AR REENRO b HE
Wi IR L, BB EEALVE CAIOREE
DIEIRAEZITH Z &,
(2)ZDthaEIER

0.1%~2.0% 0.1%AN | BHEARY
B OB OES |RB. 2O |HS FIBE
s - Bl B HB. HIERER,
A Je . HEERREZG
o B, RS, AW
Ao % WEnk, frpk
TR, F%, F
i)
AST(GOT) L5 | U v v v |k
P mm)Au«wDLH\ﬁ\nuyix
y-GTP L 5H | |77 —ELEH.
LDH 5 AL-P 5.
Mk, BUN |
& i R, gz vr
F=r kH
ﬁﬁ |—9’5.|”"3) CK(CPK)J:?EP\ ﬁ%}?{iijﬁ\ i j‘ﬁ
e, (e e R
, G - BHERR, |ZhiE0 R, IR
MATER LO%, OFWN R RIR
1. i/ MRIRD .
RIERE . B
R, AFieEk
i b3 W2, HiMmERE
%, /a7y
LR, =i
BRI
TARNRATHRUNTIVRAT B
KT KT, 7/VRA
N 2 Far &,
ACTH k5., =
VFV—L L5
PERRE, PUzht|EhiE, I, |E
TRDGHAL, PRV, 13T
V. B, F
i, FZH. RO
HHox, HEf
T ot RE R, TR
FefiE 5. ik
K L&, Mg P
L5 TR
R

FEDZOLIREARIIHREGEERIETH I L,

I 2)BIEZ 3T,

w27 SO RALE 2T 2 &,
T 3RO EARAE O RITBER O FTRENMED 8 5 DT, Bl
a0 ATV, BES CEE AT 2 &,
FETUH L 13 AGRE K O I BERR A O ARt DR L

77

REPRD NG EITRE

27

5EHME~DES
— IR I A RENME T LT b 0T, /IE
FANREBL LG5 IC3BRT 2R CHEETH 2 &, U
BRRRMRIED & DT W E DRERH S, )
65117, ER. BRILAFE~DOERS
(DEESG SUFIER LTV S ATREME D & Dt AT L
RN &, UHRET O 52T 5 eI LT
W, BER(T v )T ORBEM & ORI
3B (1mg/kg L )W\ Tl mi I o itk o —
FFYNC BB O ERRO LN TWD, £2, Ui
¥ TOME R G 3ER0.3mgkg UL )IZHNT
BB ORETHARDLNTWD, T v Mo
HMG-CoA Il EA 2 KBRS LI BEIh
ROBRTENREEN TS, EiCk F T, i
D HMG-CoA & St FHRALES T, k3 » A ETO
MR L7z & & BRI RIEFERH &b
LORERH D)
QAT OIFNITHELE L2 &, (B ERT v
M THHFR~OBITRHRE SN TND, )
7TINREADERE
RIS 285613 T OS8R | CK(CPK)
ERCERL, EEICEGT D 2 b, UNECILES)
DFERCHRE N RSN TREL RBEABH Y,

HEEER S L ohCTVBEARH S,

OURHVE AR, BV, L S 10 sk o /N IS
K9 D22 EVEEHENT L T2 W (ENICEW T 10 5%
A, MEAMZ I T 6 Rl O /N R k4 S
BERIE A2,

8. EALDEE

JEHIZZ A PTP @40 HKHNL PTP v — F 2y LY

LTRAT 2 L 2#RET 5 L, (PTP > — b OFRARIC

E 0 OSBRI L, B E

B LU THRIAREDOEE R GOHEL T 52 & »

WhEISNTND, )

9. ZDMhDEE

(1) HMG-CoA &l R EA 2 F1 1k U T b i3 5T
REfaiTI. CK(CPK)EIME., RAE % D 7RO A D
RS AR L L, Sl c Lo EfE L
ToEVEBEIENE 2 A F— NG Sh T\ 5,

Q)1 X OO 5B Gmgky/ BHLL EE 3 5 AL,
Img/kg/HPA =% 12 % AR THANEOFEENRD &
NTW5, ek, o7 v M, iz T

R HALTVAY,
EMBRE

1BERAZES T SARNENRE

MEERBOREFOLFRE?
A B 7% 6 BllICEZ RAZF ULV T AL
LT 2mg, 4mg & ZEEIRFICHEIRR OG- Lz & &
MAEPICIEEICRE bR E EREPTHDT 7 h
R3S bz, 2mg FHRORE(IRO S B E
RIA—LIFITROEBY Thd, REMKOIEY
BT 2 BEFOREIL, BB HEEEE TITZEE
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5 HA[A] 48 517 He X Tmax O 3EIE & Cmax DI T34 5
N, B%EE L 2R 5 C AUC IC K & 7221

EENRZREZF N T A E LT img Xd 2me 51
ANCHEROEE L &, BE 1 g O PR

RO LN oT, EAEOREITTEDOLEBY Thol,
Tmax Cmax AUC 5 e b 1 W% o i e P B (ng/mL)
(hr) (ng/mL) (ngrhr/mL) 1mg 90.79+11.34
ZEH’EH# 0.8 26.1 58.8 2mg 321721765
£ 18 16.8 >4.3 (Mean+£S.D.,n=7)
(ng/mL) 100 5. EYMEER
R —o— LIRS (1)In vitro §%8& ¥
10{°% O~ miERS B S ANRALF UL CYP Y FREOET VLTS T 5
- %gi‘(, TSR =0 FRE#RERCIL. CYP2C9 OB D LT 4 I R,
20 e CYP3A4 DIEDT A b 27 1 v ORBICHE L7
= S N Mmote, O Fh, EH SRS F L O~ ORY i
°1 I Y HICHBT =4 v b T v AR - g —
OATP1B1(OATP-C/OATP2)3 B 5- LT, v 7 v R
OOTTITE 12 15 20 24 28 32 (hn Ry, =Y R, kR 770k

EaEeRt & L

R AT FATES 23 AY T2 A7 A (2mg) % Bk DDV ZEIIC
HEIREL 3 G- L 7ok SO AR Z AL ol S B

QRELROZSHOMBRE

fEHERA BT 6HIC 1 B 1 BIEBBEZ NAZF U h
N hELTamg & 7 AMERNOEE L L X,
HERE T A—H I TFREOLEY, KEEFIZLD
BTN ES L, T3 1R Cch o7z, ?

Tmax | Cmax Cmin AUC T
(hr) | (ng/mL) [ (ng/mL) | (ng-hr/mL) | (hr)
BH51HE | 17 55.6 1.4 174 10.5
#E7HH | 11 59.5 22 221 11.6

Fio, @l 6 Bl L IEREE SHIC T H 1 RIEZAN
ABF N T AE LT 2mg & 5 HMKER D
HLl7lé &, MEOEYBIRE T A — X |ZZEITRD
SRnmotz, Y
2 AP EEEEE(ICH T HRNENRE
(MIFEEEFNEAT—42)Y
FFREZS 8 12 61 & BERER N 6 Bl B X R AR F 0 7
T LE LT 2mg # HER ARG Lo L&, miE
rf R I3 HE AR T HE L Child-Pugh grade A D 25 T
¥ Cmax T 1.3 f, AUC T 1.6 f, Child-Pugh grade B
DEFE TIE Cmax T2.7 %, AUC T39f54&mR LT,
(2)RBHART >
[ RERE 3 (IRIAAT)6 5 & ITFERE IE R F 6 BlC 1 A
1 BRIEX RAZF AN T LE LT 2mg % 7 HIH
RERARS L &, EYBE~DRZEITD 2 h
ST,
IBHEEREEERICHITHANERE
ERREREE (S 2 L7 F = o I LR 1.5 £ R
3RELLTYA2 AT S Ea L AT n— LIERE 6 6 & &
HERENER e 2 L AT a— VIESRE 6 fllc e’ &2
AZFUHNTTAE LT 2mg % 1 B 187 AMKE
BOh Lz &, B¥EREEORS 7 0 HOMmHE
R R LB RSAE IE W B 12 L Cmax T 1.7 fi, AUC T
1.9 &R LTz,
4NRISEIT BAENENRE
NEFEME S o L AT v — VIEBF RIS 7 il

28

STV IAARNPEES N, ¥
(2)ER PR BR
N aRKRY O
BERABF6HIC I B 1 EEZARREF I
AL LT 2mg % 6 HEIXER &G L, 6 H
HoO#E 1 BRATNCy 7 o AR Y > 2mg/kg % H
ERAHEE LI- L &, EXZAREZF oM
I Cmax T 6.6 1%, AUC T 4.6 ic E5H- L7z,
2)TYROATA LV UHEAT—45)Y
fERER A 18 BIIC 1 H 4[alm U 22~ 22 500mg
6 HREIMERDES L, 4 HHOBIZEZ N2
A F v dmg ZOFHERG L& & BB L L b L
EZ N2 L F O MBEFPEEIL Cmax T 3.6 i,
AUC T28f5IC EH- L7z,
(Y ITFUELVHEAT—45)?
fREERRA 18 B 1 A 1BV 7 7 > ¥ 600mg
Z 15 ARKEROES L, 11I~15 ARIC 1 A 1
BIE X NAX T dmg ZOFAEE Uiz & & Bl
BehH LWL EX AR F o OmiEREEIL Cmax
T20{%, AUC T13 2 LR L,
1T 4 T5— rREFISNBEAT—5)?
TREERRA 24 B 1 B 1 BIE X ANAZF U H Ly
AL L Camg % 6 ARMIKEROESE L, 8 AH
MHT7x2/) 747 T— b XIFXT LT 47V
Z 7 AROHAEE Lzt &, B4R ZFom
EPREAUOIE 7 =/ 74 75— T 12 %,
BT 4TV )T LAEIC ER L,
6.FR okttt
EERAB T 6 IICE A NZREF UL LEL
T 2mg, 4mg ZHERRO&E Lz & & JRpPegx
<, REMIET 0.6%AKT. 727 b AKT 1.3%A0,
HETH 2% KM CTH o,
EERABF 6 FICEZANRRAEF LN T LELT
dmg % 1 A 1[0 7 HARERORE LESE, REL
FROZ 7 b ARORPPEEEIIHIEN S 7 BIH O
HETHMERET, BT L L HITHDITED
L7,
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71’t§!“ﬂ 3)14)~16)

EHNRABF T, BNTT 7 bk~ b, I
D B Bk, %/Jmem@m&Uﬁw7nyM%é
WE A 7 ) A LS L0 RE &, 7 D PRI
% iﬁqjﬁhﬂffibot(7 v kLA X)),

b MZBW T, MiRF CIERE AL O ER# T
D77 MUERRD B, ZOMOREY E LT
T a S UK 8 MK AR TN O BTz,
PR CIIRZEK, F7 AR, Fe ke T o bk,
sﬁm&MW&w’ngmﬁémﬁwa%bf#m
R s, V9

&%%ﬁ&@%“

EHNZZF UL, B MFI 7 vy — A% 07U
RPN ThOT NS, FIT CYP2CY 128D
8 1i7kﬁ§‘fhﬁ§§?ft C 7z (in vitro).

9.MmMEEEHKE
t&ﬂzﬁ%/mmﬁﬁaﬁé$ﬁﬁ<\t%mﬁ&
4% MILIET VT 2 2T 99.5~99.6%.0.06%t b o
PR PERE2E 19 T 94.3~94.9% T & - 7= (in vitro),

B PR A AR
1.ERERN R

BA: @EaLRXRTO—)LMEREESILRATO—
JLIEEET) 7

ma L AT —/ViEREGHEES a2 L AT e —b
MEBRH 2 &) x5 & U R RBR (S Wi
RERE G T, EANRYF ULV T LELTILA
1 [A]4 &% 1~4mg % 8~104 WM H G- L 7= 862 FilDE
FHRARICB VT, IR mIERESEDREBED b
Too #2258 WRFDF = L AT 1 — UK T #(% 28%. LDL-
AL AT a— /UK TRIT 40%, )7 UEY FIETFE
X8 H-RT 150mg/dL Lh_EDJERF]C 26%C d o 7z, Hliing

IR ABREITCIE, Ba L AT e — VR ERIEIEE
FHLOMIZETRD biniinoi, 7

Fio, MV AT B —)VIEBE E %G L Lz 28~52
BRI EGHRE0 B 1B /% 1~4mg 2 5)CEH
W, BRI DR E LT GRS E R 358 &
nic, ? &b, FiEER 2 VAT v — VIEBRE &
RFRIT LTz 52~104 @RI 538k B 1 BIS £%
2mg & 8 WG L, % D% 4mg ITH&E L Tk 5)IZH
wftﬁtbt%:vz?u—wﬁJDL:vx?u
—VEOIKRTRRD L,
NE: RiEEI LR TAO—)LInE "
10~15 BOFREE 2 L AT v — VIEREEIDE
KB EXNAF TN AE LT H I EEA
i Img X3 2mg % 52 H[##x 5 L 72 3R IC BV T LDL-
:vx%u—me—z?%V%%%%kbt&ﬁs
FARE L O 12 SO Y i U RIER L/ BT OfEF
LDL-2 L 2T 1 — VAL RO /N R FHH[95%15 48
XWE. 1mg #E(7 ) T1E-27.258[-34.003, -20.5131%.
2mg BE(7 B) T1E-34.273[-41.018, -27.528]1% & H & 72
LDL-2 LA T v — /UK TEIRE R L (p<0.001), ZD%)
B 52 F CHEFF ST,

2EEEICBITAMPRTOA RRILEVIZRIFTHE
20)
FEfli 70 UL LoE a L AT 0 — LV IUERE 34 6% %t
BT, BEANRXFUHALTTAELTT A1 REISE
% 2mg & 8 WMFE G L7-fER, mMH AT a4 KALE
VNZBWTRHIE L 2 2ETTR O bnpinoTd,
BHERAREHHICH T HHERBRIFTHE
A VAV CIHRAFAREIR R A D E a2 L AT v — v
JERF 3B EXRIT, EANRREF N T LEL
T1HI1EYEE 2mg Z# §HMEL LL 2 A, M
a v b=V RIETREIID 2o T,

b=y B

VA NRNZEF T, AL AT o — VESROEEEESE T

& % HMG-CoA & ilsR 2 HEHAICIE 5 2 &Ik v

g coa L ATFe—AARERET 2, TORE. 1T

&> LDL = ZARORBIAEHE L, K5 6 FFlg~o

LDL OV IALEEIZ L 0 MR = L AT m— LMK T

T 5,

F7-. MFBCOEgHRa L AT a0 — LARRAEIC LY

MK H~? VLDL 703 L, miE Y 70 &Y k3

KT 2,

1.HMG-CoA E B H=MEEER ¥
B RREF UL, Ty MFI 7 a Yy —aEzAniR
BRIZBW T, HMG-CoA It # #EPTAICBRE L,
FHEVER @ 1Cs fEI% 6.8nM T & - 7= (in vitro),

2.aLRTFO—)LERBEEER
EHNRZF 0, B M B RMIE(HepG2) & VM -
REICBWT, 2L AT o — VA RE RERIFAICEH
E LI (in vitro), P £z, NG LIEHAEOa LR
71— VA& BB EE IR CTh - 72(T7 v
Mo

3.MmIERREETEMA >
EHNZAZFUORAFEHIZLY, Rz L AT 2
—, MERY 7)) RIZABICETF LA X, £
ILE Y B,

4 fEEERR URIREEIMS R
EHNRALF 0, BELDL 2 AR Lz~ 17 7 —
V(v U A BLER SRR MR I l/\“C:I L AFa—)LT
XT/I/@BKE%?IU% L7=(in vitro), ) £7-, 05

;Dﬁﬁ%%ﬁ%rw Bl D NIERE 2 A B
il L7z (v7 %), 2
5. 1ERRAF
(1)LDL S BARIRREMER 220
VX NZAZ T 1F, HepG2 MifidlZ #1C LDL 52 &K
mRNA OFEH AL L LDL OfEA & RV AR,
TR B SRENHNN LI (in vitro), > E1-. FnK
B 512 L0 FREAFIIZ LDL B R ORH 22 L
(LT Y B,
(2)VLDL % ME TR 2
EHNR2ZZF o ORAEEIZI Y, VLDL-~Y 7Y
YU ROBWIIEFERIZIE T LIZ(EALE Y B,
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BT HEEFHME 27)FURN(RR)KEP R BT R £ R
— & B X NNREF T A KR (Pitavastatin 28)Kitahara M. et al.: Jpn. J. Pharmacol., 77. 117(1998)

Calcium Hydrate) 20) IR A JEER & IR, 29. 51(2001)
{£%244: Monocalcium bis{(3R,5S,6E)-7-[2-cyclopropyl-

4-(4-fluorophenyl)quinolin-3-yl]-3,5-dihydroxyhept- X#REEK 5%

6-enoate } pentahydrate FHHRICFER OB B S E F L TH Rl ZFFk<
BE=: &N,

cos BUFIRE UL RSN R
ca®" - 50 T103-8433  HUEUHRFR S A ARGANT 3-4-14
, 2 HAEFERASEVNEDE L

2F3: CsoHusCaFN,Og- SH,O

HFE:971.06

% K AEa~HEREOBmKRTH DL, A X ) —VIZHET
12 < ARXUT=H 7 —I1(99.5) 126D TIEITIT
W, FIRERZYE T D, MRS IERRD b D,

B S EEEER TRt F—
EiE 0120-508-514

03-3279-7587
Z AR 9:00~17:00(F - B - FLA ZFRL)

dx
a = BUERGET  BURbRUE AL
UsSedE lmg  PTP: 100 $E, 140 $£(14 $E X 10), 500 §E. BOECE K f A AT = T 4-14
700 §E(14 ﬁ“ X 50) Wk 58 TC BUFnA SRS
7T AT 7 v S00 6 HORRB el B ARHEANT =T H 4-14
UoSufE2mg  PTP: 100 $2, 140 $E(14 §E X 10), 500 FE, s A PEA 2 T bt 2kl

700 £E(14 $E X 50), 1000 &E
7T AF > 7R Rl 500 BE
UoNefE4mg  PTP: 100 BE

FEHER

1) Castelli WP.: Am. J. Med., 76(2A). 4(1984)

2) R I FEIRIEESE, 17. 741(2001)

3) R E AL FEIRIEEEE, 17, 957(2001)

4) BFN(RR LN RE: FFEZS R IS8T 2 R EhhE

5% IaBHh: ERREEIK, 19.371(2003)

6) PR A WA E(Y /SN2 Img - 2mg)

7) BURGER FEN R /N VR R BABR (I N & T AR EAER)

8) Fujino H. et al.: 3KMENRE, 14. 415(1999)

9) Hirano M. et al.: Drug Metab. Dispos., 34. 1229(2006)
10)HE AR 1-fh: ERARZE3E, 19. 381(2003)
IDEFIEOENEE: =) 2u~<A1 20 L OMEIER
12)BFIERAENEE: V7 7 e L OMEIER
13)Mathew P.: %% & #73, 40. 779(2003)
14)Kojima J. et al.: Biol. Pharm. Bull., 22. 142(1999)
15)Fujino H. et al.: J¥EIEE, 14. 79(1999)
16)BLFN(RR) AN R FRERRRA Y TR B I
IR AL BRIKEIE, 17. 789(2001)
18)ff 2 AKJEA: ERERE3E, 17. 807(2001)
19250k Hefth: BRARIE3E, 17. 829(2001)

20) KNRT64: Geriat. Med., 39. 849(2001)

21) I EAE A ERARE3E, 17. 945(2001)

22)SEA R BRIKEEZE, 17. 885(2001)

23)HT 2t BRIRIEZE, 17.915(2001)

24)Aoki T. et al.: Arzneimittelforschung, 47. 904(1997)
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