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1.5 ERXEHRROERRUAROER
151 BRIXZZROREK

o b Y HRR G v (BBRES RS : TAK-085) 1XRE AL 7 AEITHY | £ DR
12 2005 SR H 3K S T 2RS4 Pronova BioPharma ASA (/v =—) MHEALA
OHMBEDEHEFEEE L TRESNIBBREOL AT IBHBR-FLTHD (REFREKR
BRFL A AT 3B F LT AT V) , A AF-3 BB TF VI, A a3 N F
N (BLF. EPA-E) RO Kad~FH =BT (LT, DHA-E) Z#EE LI2ERORS
NoERIND,

A XT3 FNADT7 ) —KTH DA A N3 EERIL., ARRAEZEZEBRTS7 ) —
52 REEDA XA v MCBIRFELIEREBR DRV E NI EERENLIRELZWL 22D
MEERLY, INETIMBEREESREEA. L/MREEMFEERSOEBRER S L
DL INTE L, BT, a2 Mg (BUF, EPA) R Fath~xHx B (LT,
DHA) OREBEHER NV 7 V54 F (BT, TG ETERZ LTI LIX, 7y b =
JA, A XROTEEERWIEBRERERARICE O RINTBY, £, £ MIBWTYH
[FE#%(Z, EPA XU DHA 3% TG MAEIZX 3§ DVERIEEZRTHZ LMo TN D,

DX ERED LA AT IBHE=FAVHAIERS L LTHEIN, 1994 £0 )
N —%EE0ICEE, P4V, 75 0Z, REREHR 50 » B LT, [E TG ME]
(—HDoETIX, PR TCILHBEZOBE T O - IRZEFTIERMEERRL LT
AR IRFEE N, FERK 2600 FADOBREFICAFT INEE &ﬁﬁ%ﬁ%ﬁbfw

—J. BRIZBWTIE, EPA-E OA%EH T HRAIN, BEMIEDZ)RE - J%T%Eén
TED\rﬁ%ﬁm&%%?%ﬁ4b74/(mmﬁm)JMTiﬁTGmfuﬂTééﬁ
ELLTHESTLN, ASRTWS, L2LARNEG, BEfFD EPA-E HAIOEEHAED
TGIETERIX, 74 77— Moo= aF UBHFEMCHE L THL . & TG WEIZX T 5 EHRE
L LTOBERH=— X 25222 L TWARW, 207, fh TG 2 RFNICIET &,
BWEEETa 7 s A NVERL, ERFREER R LEV EIEE I D HMG-CoA & TR
FREI (AT, AFFV) LE2ICHFATE A1REREK E LT, TAK-085 ZBEFOEMIGKD
BIRFEO—21ZMx 2 Z &1, ERNOE TG MAEIZXTT 2 EWIREROBRA) = — X 2w l= 7
EExT,

TAK-085 # EN CTHRZET 5 Z L1cfk 5 BEEEIGEXR OB ORMLIT 2.5.1.1 IZFER LT,

1.5.2 FROEER
TAK-085 DEWNIZ Té%%iu.&iﬁﬁbtoﬁk TAK-085 & A L7 BIC

Pronova BioPharma ASA 7> 5 ¥EFMEAGRE ~DOEKBBBICAWZEREZ AF L, %@ =il
IIAAGEHRE ®ﬁﬁﬁﬂkbfﬂﬁbto
LATFIZ, TAK-085 DR AW MmE ., FERRRBRE CBRRARBROBME 2R d, £/,

BB OREELX 1.5.2-1 12K Lto

1.52.1 &H
TAK-085 DJREET, FELERFREE (LUF, MF) ZRRAT2ZLE LT, REOUT X
k%ﬁmlﬁﬁfbéoit\%ﬂ%%mﬁm%%1¥ﬁﬁéﬁfﬁ&w\@ﬂ%%\@%

2
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TR, HIBRERUORBRFE, RERSORNEITo, RAOREEIL, REAGRERBREOM

HRBROMRICBW THBEARZ(LEZRO RN Z 00 [REMET — % OFMICET 25

A RF7A42) (FRR 1546 A 3 Bt EFEEFERE 0603004 5) ITESE, REREFRAR 24 »

BETOBREAVCCEDHBHEED O ORI 2 £ L. 36 » A OZEMZ 7ML

rrzrarEThD LHEIN, LLEoER2> . I

. . RRTFRBRIL 36 v B E THRBREZMBET D TETH D
T TE 2 2| B -

1.5.2.2 JERREREER
FHEERRBRD > b, EEARROEDEERBRIIENCTHRBEEZEBRL7ZHDOO—EHCHEE
AWTERE(ToTz, £7-. BB Pronova BioPharma ASA 2 BEAGRE ~D &R
FICAWEERZRE L,

1.5.2.2.1 FEBERER

TAK-085 IZ[FIFERZh3E D EPA-E & RRE D TG & T/EA %277 L, TAK-085 O EE R FRIEK
43T % DHA-E & EPA-E ® TG R TER b RIBE Th o7z, TG IR TOMF & L THFIRIZE
it BRENGER - TG BERDIET . g5 D TG W OIET, M6 D TG HEDREDESE
DR I Tz,

TAK-085 139 CIZBKK EBEFICRBWTAREIN, TREOEARRNOE MIBITHEE
HERFFICFEHENTWAEZ L, RO AH3EHBF LR NOXBRFBTHHZ &
o HREMIEERABR L FEi Lo T,

1.52.2.2 EMEERR :

[*CJEPA-E (30 mg/kg) RUY“CIDHA-E (30 mg/kg) %7 v bRUA XiZENThiRS
BT CHEROKRET S L, MFFORMKEEERE O Tmax 1%, [“C]JEPA-E TIE7 v PR
£ X E B 5% 9 R Th o2, [“CIDHA-E T i%n%h&“ﬁfﬁé 4.7 KO3 EREITH
72, [“CIEPA-E DA X I 2 RIUIIELNIC K > THMT HEAAED S,
[“CIDHA-E ORIUTIBEEDEEL Z 1T b~ 7=, [“C]JEPA-E I NZ[CIDHA-E T » b

BT HRIUIZEITDMENSD Y R R EFS Lz, [“CIEPA-E Xi :,t[“‘C]DHA E (ZFh%
A 30 mg/kg/day) &7 » MZ1 B 1 BIRERET S &, MEFTORBSEREIZ®ICKRE 2
EHRE CERREBIZEL,

[""C]JEPA-E (30 mg/kg) %7 v MCHEERAKRES T2 &, M, BRI, KE XK OB REE
R ORHETRETR B I % 1 BT, SO LS OMBRT ORBIRRBIRE L, 5% IND
24 B CREBEICELZOBRET Lz, —%. [*CIDHA-E 30 mgkg) % 7 v MIHERERA
BE45E, ABEHRVEECEBOTERS | ERMBICERERREICE L, £/, DHA-E K
O D B SREL S D~ DFE BN R & 1Lz, [“CIEPA-E XII[“CIDHA-E (ZhZh
30 mg/kg/day) % T v MCREROHEE L-BEOBBRNRKNEREMBIZ W T, K8
BEIZLAHRBEB~OBRBIIRDOONTZ L DODZF DHERBIZ OV CITEER AR EDORER L K
L ELbLRdroTz,
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A kY ARKH T EFE AR

[*C]EPA R U“CIDHA ® 5 & A XKt MBI 5B invitro 872 A BFEA FiT 98.7%
UEThHot, E7-. [“CIEPA RU[MCIDHA ®F v b, A4 XKt MIBIT B invitro fLER
BATRIL 2.1% L FTh o7 [“CJEPA-E XII[“CIDHA-E (¥ FH 30 mg/kg) ZIFET v
MZBO®ET S L, TR0 EERDITBIEICBIT LT
EPA 3XiX DHA (2~200 pmol/L) @ CYP FRER OFFEIERAZ. LN ITERA b ITHABR
BFEM L, §TM L7z fER, EPA KU DHA M PR3 D CYP IZ K 2 R & ESUITLE S 57
BEME IRV S HER S Tz,

[*CJEPA-E XIX["*CIDHA-E (30 mg/kg) % T v M E7zidA TR OFBET 5 & BUiEIEE
IR ICHE S =28, 5 168 R TICHEREOPEIIIE T, Zh oBREOK
MNICERBIEET 5 L E2 b0, [“CIEPA-E (30 mg/kg) %W iZ[CIDHA-E (30 mg/kg)
PRALT Yy MIRBROBRET D L, T DHEERRSO—FHITAHITBIT LI

R EERIZ OV TIL, Caco-2 fifaZ AV THST L7723, EPA-E, DHA-E, EPA &
U'DHA O P-gp HHRE~DOMREIER XTI A o 72, E7z, BER T TAK-085 L T S ATREME D &
5 EREERAN O M- A BREBICRIETEEY invitro THATRER, B L FiE L - EH O
—IZ DOV TIE TAK-085 D EIZ L o T A BRAEREHTH 2 & BRI N2,
ZDOREII/NE D o7z, EPA R O'DHA IZ X 5 OATPIB1 %41 L 72 AFlBER ¥ 3A DL EEA
IZOWT b EEEERT AR 2 AV CRET L7246 R, EPA (300 pg/mL) K UF DHA (300 pg/mL)
i OATPIB1 %4t L7ZFIBRER VA Aokt L C—HBREER 2 H LTz,

1.5.2.2.3 HitER

TAK-085 DEKD ThH DA A H-3 BT NVITEL OEMIINET LA TH
5, SREOEERBRICBIT S TAK-085 OREEIL, BMAAEZKE LESHEZHW
B, —EHORBRICBOTUIMOREMEE X IIRER L DEERRENT A ADOAREEL LI
L., BELHFINGEIEBEZENRE(LES R LT,

TAK-085 D5 v F RS X~DOFEAKE TIIL2FEME IBHRFEILA N o T,

BEEERBRICB VW TEEEEEL TR T I RIER. 7y RO~ U AR ARERBRIC
BT HEBREAOEMII o T,

F v AW ERET K - BEROCHAROEETICBET2RBRTIIWTHLOERID
LEREOREIED LN, Ty MNEEHROEALHBRERRICB N THEIER ORI IE
HTHY, AL ETORRROCHERDORE., BECOLRE I 2,00,

7y MEBRBEECETI2RBRCTHEHBBMEORKE-BROVWTROERICHRFE TR,
EFAEIIRD DL o 7,

UYFIR - BIRRHEACET 2R T, SR Y Y IEEEMIE K OB B ORI A
Lbh, —RRENENL L, ChCEELTCERAER CEREBEECEREEZ., FRUEA
AEHCTHRERENEEZ TR L, PEEEOERROELEBEN bR, 2B, FEEAN
NE/ NBEROEEICIIREORE I o7z, 2D D TAK-085 DIRIR~DEEIT, U
PXIERBMTH Y REOMEZESLFERIMNTIEENCZ LW EaERE Lz, B
BRREBEENBOONIBEERTOELTHY, B - BE~OEHEMREZTT O TRRNE
W LTz, £72, T P TRIO LD REMIEFR S 63, TAK-085 2 iEikE MIxt LTV
A7 % RAETRIEEME IRV &l L 7=,
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B k) HRRH T EEMABPRMR

1.5.23 EBEBRR
1.523.1 EPRERUVENPEHERZRE L-ERER
TAK-085 Dt MIBITZEHHEL, BAAORERABERUOCHREBBEERATHD
& TG MUEBE TOMmYE EPA BE K OLEE DHA BELZ AW THRE Lz, £, BHEMHIE
X, EPA/7 7% FUBE (LAF, AA) b, DlIEA XV NEEDOV R T 7 7 4 —D—
2L LT, HHBEERERH D Z ERBESNTWA[2]Z & 2265, EPA/AA LR T DHA/AA (%
RE LR L7z,

(1) BERKABHICHT2EMSERUVENFEMER
AAANDRER A B2 X212, TAK-0852g/H Xix4g/B% 14 BREIRERS L-F1H
B (CPH-001) 28\ T, TAK-085 DEEEICIE LIe_"—R 7 A » (HEREH) 26O
I 4% EPA 85 & O 4% DHA JBEE, AUC (0-24) ., Cmax O#MMBH Tz, 72, TAK-085
DEEBIZG Ui _R—2 T A v (BEFERD 75O EPA/AA HJR U DHA/AA O 7
bz,

(2) BTGIEREICHE T H5EMBHERVEANFEMER
1) % IM#EER (CCT-001)

BAADE TG MIERE ZXEIZ, TAK-0851g/H, 2g/AXid4gR% 12 BAEE LT,
HEhie (2 B LTI, 5% EPA JB B K& UM 4% DHA B 1Y TAK-085 DWW OBIZEBWTH
Week 4 IZI1Z_N— R T A VINLOBMER L, Week 4 LIBIZIE—EOE THRE LT-, Week 12
(B % ME EPA B E R O DHA BRE DX— R 5 1 »inb DL &L TAK-085 DR 5 &
IS Uz gmas & bz,

EAEERICE LTIk, TAK-085 D& EEIZIE U —RXF 1 (Week0) 6D
EPA/AA . U DHA/AA L OSEMM F & 31, & DB Week 4 LAEIZIET—E DE THR LTz,

2) 5 NI #H#REEEER (CCT-002)

BAANDE TG MIERE 282, TAK-0852¢g/A it 4g/R % 12 @RE#HE Uiz, Eing)
BEIZBA L TiX. TAK-085 DR EBITIG UTe_— R T A b DML EPA B E R O DHA
BEOEMMAA LI, ZOMEIX Week 4 IERIZIE—EDETHRE LT,

EAHZHERICE L T, TAK-085 DEEEBIZS LeX—R T A (Week0) 6D
EPA/AA & U DHA/AA L OSEMA F B v, & DE L Week 4 AIREIZIE—E DB THS L7,

3) REIREHE (OCT-001)

HAADOE TG MIEBRE 2RI, TAK-0852g/H Xit4g/H % 52 AMKZS Lz, s
BEI(CBI L TlE, TAK-085 DEERIZIE U —R T A b O BEPA B E Rk UM 4E DHA
BEORMMAA L., £ OMEIT Week 12 LIBITIE—EOE THERS L 72,

WAZHERCE L TiX, TAK-085 DEEBIZ)G Uiz _—R T A4 )>5 D EPA/AA RO
DHA/AA ELDBIMMB F v, Z OEIE Week 12 LIRIZIE—EDOETHBE LT,
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1.5.2.3.2 BA¥hE - REKZRHFL-EHBR
(1) FENHEAEHRERR (CCT-001)

HAANDE TG MAEHRHE 2812, TAK-0851g/H, 2g/A, 4g/A, FId@mEEs LT
TR E 12 BEARE LIERER, BBREREKTEO TG X, TAK-085 O®REEIZL U T,
R—=RF A Pb 55~26.0% (BEFFFEHE) KT L7, £/, TAK-085 DWTFILOREIZE N
Th, BWREZEKRTEROR—ZF 40060 TG bR ABFELEHE) 077 vREE
EOBREHBEITIFE Th o7,

BEHERORBRIT, 77 REE, TAK-0851 g #f, TAK-0852g#f. TAK-0854 g B T*%
NZH 43.0% (43/100) | 33.0% (33/100) . 43.4% (43/99) . 39.8% (39/98) TV, 77
TR L LT TAK-085 EHOERFIZRE REWIIA LN T, £72, TAK-085 DREEL
BEFERORRARIZASHREEZIA SN2 No T,

(2) & U1 E4REEEER (CCT-002)

BAANDE TG MLIEARE 2812, TAK-0852g/H, 4g/H, EPA-E1.8¢g/H % 12 HREHKE
L7zRER, IRREBRERTIROR—ZA 74 060 TG B (FHf FHE) 1X, TAK-0852 ¢
B T-10.776%, TAK-085 4 g B T-22.870%, EPA-E B T-11.234%TH > 7z,

TAK-085 4 g £ & EPA-E # D TG £t (AEEFHFEHE) okEGHMZE (REEHE (W
1 95%CI) ) 1. —11.35% (-15.9442~-6.7637) T& V. W] 95%CI ® L[RIX 0%% T -
7272% EPA-E 1.8 g/ B 51257 5 TAK-085 4 g/ A& 5 OEMMENRI T, 72, TAK-085
2g# L EPA-E#ED TG bR GREFAFHIE) OREHEE (RHEME (MR 95%CI) )
&, 0.37% (-4.2491~4.9830) TH Y, WM 95%CI D _LIRBIELMEERET 272D DFER
FIETH D 1%% TE- 1z,

HEERDORE R, TAK-085 2 g 8. TAK-085 4 g B EPA-E B TZ N F 1 42.9%(88/205) .
36.2% (76/210) | 42.6% (83/195) ThH V., HEHB TRERIZKRERBEVIETALNR) -
7zo FTz, EPA-EBRIZHAT, TAK-085 B TH O NIREEBORWEEFRIT o7,

(3) EHAFEHEER (0OCT-001)

BARANDE TG MIEHBEIZ TAK-0852¢/H .4 g/H EPA-E 1.8 ¢/A % 52 &5 L1-#ER.
BREREKTHOR—ZAT 4 P50 TG LR (HEHFFEHME) 1L, TAK-0852 g BT
—13.944%, TAK-085 4 g #£T-25.517%. EPA-E B£T-12.046% T¥h > 7z, TAK-085 &5 L 7=
WTFHOEETYH, IBREBEHO Week4 205 TG DIET A S, Week 4 LLUE TG (3—7E
DIETHR L, 2RI Week 52 T THRfE L 72, Week 4 LIV N ORERIZIBV T H , TAK-085
4g D TG IETIEMAIX EPA-E B L ¥ k¥ <, TAK-0852 g #D TG [E T/EA X EPA-E & & [H]
BRETH-T,

FEFERORERIL, TAK-085 2 g B, TAK-085 4 g # EPA-EE CTZ L1 83.6% (138/165) .
86.0% (147/171) . 89.2% (149/167) Th v, HEHM THRERICKERBWIIA L2 M
o7, F7z., EPA-E BEICHAT, TAK-085 BHETHOLNIRBREORWEEFRIT RN -7,



RBREE
—RIE R FFE
BUH B O T
RAIBAR OfRAE
RIF
2 JGES
H 7
FELRRCERENE |EE
LA
BREROMERT LA
TEMRER R
A
HE D EEMIT R
e | EMENERER
RiEREFEERER
- BEMERER
DAFEMERER
ATH R B IERR
B CPH-001
FEIHERAR CCT-001
Ll FURRRAE AR CCT-002
IR 5 R OCT-001

ST

1.5.2-1

REOERER

NALENHE NSO

BHOXENTHBOEERIXEHD o1

HSREEE
HSEUFTHEAT



15 BREXIIERDEEBRURREDRER KERAIERASH
A by AR D TR EFE AR

153 PETHAMEEXX TR, AZRUAR
. FEERIRBRBR R UMERABR OB L Y . TAK-085 DFEZhE, RN ERINTZ &
MNh, PEEXITHER, AEERCHEZUTO LB &L (F1.53-1) .

#1531 PHEXEIHR. BERVER

AR7E4 B h YRR TN 2g

58 A A H-3 BEIAEE = F ¥

B35 X 2 ERAERES (1) AR EAERSY

Zhae X X %h 5B = B I E

RIERVHEE BEBRAKIEAATIEHBRFALELTIE2¢g2 1B 1R, AREEZICED
BETH, 2L, NI ZVESA REEOREIZLY 1H2g, 1A2EET
HETED,

WA A3 BT F i, BHTERTIREATHY, AL LTda b a7 =0—-L28ET 5,

1.5.4 BBRHEBEOER

TAK-085 DRRFIZE L., UTOXNEEZTo 7,

I | . I |
I, - % . [ - c .
[ A || N |
[ pbdse 0 kdauoe | [
I = 52 L 7= [ [ O ) -
L NN 000 EPREYiMEESaN e
B34 2 7 & £ L7

0 ES Bl R [ GENESNESEE |

0 EEEl B 0 ([ EENEDEEE |

e B2 Bl R [ [0 GENESEsE |

=1 . 20ES I

vl EE ] ERE 0 EENEESEN |

el ES E R 0 GENEEStE |

155 FFORHMKEUHERAE

® TG MAEIL, & LDL-C MR fERE, FERMA &Iz A CHEBIRESE (BT, CHD) #jE
DRBRAFO—2Th 0, CHD OREL THT 50 IfEREF L EET 52 L NEET
b5, ZOB, EEBEOUBEETHACEETERVEAL, BRI TEREND
EREATLERTILEND Y. AT ARECENMMEEEASCLHACREL, %2
Mo, HHREEEEBRT 5 LERD S,

TAK-085 i%. & TG MEREE S L THR 50 » BUECTERAERS L LTURESNTE
D, BRICERBIN TV 2BERFEAZE»OL, BWEREET a7y ANV ERT DI LD
BENTVD, Sbi, EE, FA Y, 770 A% E—HMOETIIHE TG MIEIM X T L
BEOBRETHLWIPRELBREL THY, CHD BRETHEE LTHERICEDNLTND

N DWBIMT I B B A RBR R OV P C S S - BRBRRBR O B> & 7R S 17 TAK-085
DEBEOFBMEIIU FTO LB ThH D,



15 BRXIIHERORERUVFAREORZE KEXRI KA
B kY AHKD TN EFR AR

(1) BARADE TG MERF TRV THREMN>ENT TGERTIEREZET D

2) BVWEEMTuT7rANVERL, AFXFULRECHATEIREEBRKLERVED

(3) BEfF? EPA-E BKIL B L 1 BREREN D 2L FIEEORWIEEREEDOIRRKE
R LB ERHFBTED

(4) BAREE(LERD 27 OBBAHHTE S

(5) BV RZOIEERELEREICH L CHD REY X7 DEBSR/EFFTEX D

PLENS, TAK-085 3B &M L ZE2MOmE N b & TG MIERROFR2FEATH L1217
TR, REWRIEEREEDHREBREFI THIRIF UV ELRBICHATEDIZ D, B
BREBEOBROBEREXIBTAZIENTEHE TG MIEICKHT AREBERII 2D EE X
LbILd,

1.5.6 %W
[1] BIARBE(LMERBTFBEN A KT 4 (2007 FhR) . B AREMRE(LFES
[2] Nakamura T, Azuma A, Kuribayashi T, Sugihara H, Okuda S, Nakagawa M. Serum fatty acid
levels, dietary style and coronary heart disease in three neighbouring areas in Japan: the

Kumihama study. Br J Nutr 2003; 89: 267-72.
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L6 NEIZHITAERKRFICETLEH REESIEKASH
B kY HRKD TR EEmRBEIR

1.6 NEICEITH2ERRRFICEATIAH
(1) NETOHEARUERRKR
TAK-085 X, 1994 € 9 B2/ VD = —THH TERB I, BRIZ, HE, PV, 7T &,
KE., BE% 81 » BB \WTIE TG MiE] (—HOETIE, IOHEEOHER TH)) O -
PREZATIERAERLE LTARIN TS (2012445 ABE) . (K161 .

%* 1.6-1 SETORIIERT OB

EH4 AR B4 FHY BB BEE - DR FREAR
KE LOVAZA L&) lgh7Er | BAOEES TGME (TG: = 2004 4= 11 A
7 500 mg/dL) BEICBITH., REHE
NAI R AHBREE LTo, TG D&
‘F
B+ | Omacor L/ lgh 7N |1 & TG mEE* 1994 49 A

77 | Omacor/Zodin | 7z

% BERIETTHORDENED LA (/=

NL-DN e N —) DABE. IE

;?E@W®@%TGmﬁ%ﬁmﬁk AT
N B2}

. HFIERO IVEEELESESE |
L35,

- AFFUBREBEORTIEITG &+
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do net include all the information needed to use LOVAZA
safely and effectively. See full prescribing information for LOVAZA.

LOVAZA (omega-3-acid ethyl esters) Capsules

Initial U.S. Approval: 2004

INDICATIONS AND USAGE ----==--=r==nrmranann
LOVAZA is a combination of ethyl esters of omega 3 fatty acids, principally
EPA and DHA, indicated as an adjunct to diet to reduce triglyceride (TG) levels
in adult patients with severe (=500 mg/dL) hypertriglyceridemia. (1)

Limitations of Use: The effect of LOVAZA on cardiovascular mortality and

morbidity in patients with elevated triglycerides has not been determined. (1)

------------- ---DOSAGE AND ADMINISTRATION -----s-assnenna-

e  The daily dose of LOVAZA is 4 grams per day taken as a single 4-gram
dose (4 capsules) or as two 2-gram doses (2 capsules given twice daily). (2)

e  Patients should be advised to swallow LOVAZA capsules whole, Do not
break open, crush, dissolve or chew LOVAZA. (2)

--------------------- DOSAGE FORMS AND STRENGTHS ----=csez-neee

1-gram transparent soft-gelatin capsules. (3)

CONTRAINDICATIONS --------==-u-ememmeeen

LOVAZA is contraindicated in patients with known hypersensitivity (e.g.,

anaphylactic reaction) to LOVAZA or any of its components. (4)

----------------------- WARNINGS AND PRECAUTIONS-------=--==c----

e  In patients with hepatic impairment, monitor ALT and AST levels
periodically during therapy. (5.1)

e  LOVAZA may increase levels of LDL. Monitor LDL levels periodically
during therapy. (5.1)

e  Use with caution in patients with known hypersensitivity to fish and/or
shellfish. (5.2)

ADVERSE REACTIONS ----sesnonssnmannanannn

The most common adverse reactions (incidence >3% and greater than placebo)

were eructation, dyspepsia, and taste perversion. (6)

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS «--ssmsmssmmammuananan
Omega-3-acids may prolong bleeding time. Patients taking LOVAZA and an
anticoagulant or other drug affecting coagulation should be monitored
periodically. (7.1)

e  Pregnancy: Use during pregnancy only if the potential benefit justifies the
potential risk to the fetus. (8.1)

e  Pediatric Use: The safety and effectiveness in pediatric patients have not
been established. (8.4)

See 17 for PATIENT COUNSELING INFORMATION and FDA-approved
patient labeling.

Revised: December 2010
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

LOVAZA® (omega-3-acid ethyl esters) is indicated as an adjunct to diet to reduce
triglyceride (TG) levels in adult patients with severe (=500 mg/dL) hypertriglyceridemia.

Usage Considerations: Patients should be placed on an appropriate lipid-lowering diet
before receiving LOVAZA and should continue this diet during treatment with LOVAZA.

Laboratory studies should be done to ascertain that the lipid levels are consistently
abnormal before instituting LOVAZA therapy. Every attempt should be made to control serum
lipids with appropriate diet, exercise, weight loss in obese patients, and control of any medical
problems such as diabetes mellitus and hypothyroidism that are contributing to the lipid
abnormalities. Medications known to exacerbate hypertriglyceridemia (such as beta blockers,
thiazides, estrogens) should be discontinued or changed if possible prior to consideration of
triglyceride-lowering drug therapy.

Limitations of Use: The effect of LOVAZA on cardiovascular mortality and morbidity
in patients with elevated triglycerides has not been determined.

2  DOSAGE AND ADMINISTRATION

e Assess triglyceride levels carefully before initiating therapy. Identify other causes (e.g.,
diabetes mellitus, hypothyroidism, or medications) of high triglyceride levels and manage as
appropriate. [see Indications and Usage (1)].

e Patients should be placed on an appropriate lipid-lowering diet before receiving LOVAZA,
and should continue this diet during treatment with LOVAZA. In clinical studies, LOVAZA
was administered with meals.

The daily dose of LOVAZA is 4 grams per day. The daily dose may be taken as a single
4-gram dose (4 capsules) or as two 2-gram doses (2 capsules given twice daily).

Patients should be advised to swallow LOVAZA capsules whole. Do not break open,
crush, dissolve or chew LOVAZA.

3 DOSAGE FORMS AND STRENGTHS
LOVAZA (omega-3-acid ethyl esters) capsules are supplied as 1-gram transparent soft-
gelatin capsules filled with light-yellow oil and bearing the designation LOVAZA.

4 CONTRAINDICATIONS
LOVAZA is contraindicated in patients with known hypersensitivity (e.g., anaphylactic
reaction) to LOVAZA or any of its components.



5 WARNINGS AND PRECAUTIONS
5.1  Monitoring: Laboratory Tests

In patients with hepatic impairment, alanine aminotransferase (ALT) and aspartate
aminotransferase (AST) levels should be monitored periodically during therapy with LOVAZA.
In some patients, increases in ALT levels without a concurrent increase in AST levels were
observed.

In some patients, LOVAZA increases LDL-C levels. LDL-C levels should be monitored
periodically during therapy with LOVAZA.

Laboratory studies should be performed periodically to measure the patient’s TG levels
during therapy with LOVAZA.
5.2 Fish Allergy

LOVAZA contains ethyl esters of omega-3 fatty acids (EPA and DHA) obtained from the
oil of several fish sources. It is not known whether patients with allergies to fish and/or shellfish,
are at increased risk of an allergic reaction to LOVAZA. LOVAZA should be used with caution
in patients with known hypersensitivity to fish and/or shellfish.

6 ADVERSE REACTIONS
6.1  Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed in practice.

Adverse reactions reported in at least 3% and at a greater rate than placebo for patients
treated with LOVAZA based on pooled data across 23 clinical studies are listed in Table 1.

Table 1. Adverse Reactions Occurring at Incidence >3% and Greater than Placebo in
Clinical Studies of LOVAZA

LOVAZA Placebo
BODY SYSTEM (N = 655) (N =370)
Adverse Reaction* n % n %
Eructation 29 4 5 1
Dyspepsia 22 3 6 2
Taste perversion 27 4 1 <1

* Studies included subjects with HTG and severe HTG.

Additional adverse reactions from clinical studies are listed below:

Digestive System.: Constipation, gastrointestinal disorder and vomiting.

Metabolic and Nutritional Disorders: Increased ALT and increased AST.

Skin: Pruritus and rash.
6.2 Postmarketing Experience

In addition to adverse reactions reported from clinical trials, the events described below
have been identified during post-approval use of LOVAZA. Because these events are reported



voluntarily from a population of unknown size, it is not possible to reliably estimate their
frequency or to always establish a causal relationship to drug exposure.
The following events have been reported: anaphylactic reaction, hemorrhagic diathesis.

7 DRUG INTERACTIONS
7.1  Anticoagulants or Other Drugs Affecting Coagulation

Some studies with omega-3-acids demonstrated prolongation of bleeding time. The
prolongation of bleeding time reported in these studies has not exceeded normal limits and did
not produce clinically significant bleeding episodes. Clinical studies have not been done to
thoroughly examine the effect of LOVAZA and concomitant anticoagulants. Patients receiving
treatment with LOVAZA and an anticoagulant or other drug affecting coagulation should be
monitored periodically (e.g., aspirin, NSAIDS, warfarin, coumarin).

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C: There are no adequate and well-controlled studies in pregnant
women. It is unknown whether LOVAZA can cause fetal harm when administered to a pregnant
woman or can affect reproductive capacity. LOVAZA should be used during pregnancy only if
the potential benefit to the patient justifies the potential risk to the fetus.

Animal Data: Omega-3-acid ethyl esters have been shown to have an embryocidal effect
in pregnant rats when given in doses resulting in exposures 7 times the recommended human
dose of 4 grams/day based on a body surface area comparison.

In female rats given oral gavage doses of 100, 600, and 2,000 mg/kg/day beginning 2
weeks prior to mating and continuing through gestation and lactation, no adverse effects were
observed in the high dose group (5 times human systemic exposure following an oral dose of 4
grams/day based on body surface area comparison).

In pregnant rats given oral gavage doses of 1,000, 3,000, and 6,000 mg/kg/day from
gestation day 6 through 15, no adverse effects were observed (14 times human systemic
exposure following an oral dose of 4 grams/day based on a body surface area comparison).

In pregnant rats given oral gavage doses of 100, 600, and 2,000 mg/kg/day from gestation
day 14 through lactation day 21, no adverse effects were seen at 2,000 mg/kg/day (5 times the
human systemic exposure following an oral dose of 4 grams/day based on a body surface area
comparison). However, decreased live births (20% reduction) and decreased survival to postnatal
day 4 (40% reduction) were observed in a dose-ranging study using higher doses of 3,000
mg/kg/day (7 times the human systemic exposure following an oral dose of 4 grams/day based
on a body surface area comparison).

In pregnant rabbits given oral gavage doses of 375, 750, and 1,500 mg/kg/day from
gestation day 7 through 19, no findings were observed in the fetuses in groups given 375
mg/kg/day (2 times human systemic exposure following an oral dose of 4 grams/day based on a
body surface area comparison). However, at higher doses, evidence of maternal toxicity was



observed (4 times human systemic exposure following an oral dose of 4 grams/day based on a
body surface area comparison).
8.3  Nursing Mothers

It is not known whether omega-3-acid ethyl esters are excreted in human milk. Because
many drugs are excreted in human milk, caution should be exercised when LOVAZA is
administered to a nursing woman.
8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established.
8.5 Geriatric Use

A limited number of patients older than 65 years were enrolled in the clinical studies of
LOVAZA. Safety and efficacy findings in subjects older than 60 years did not appear to differ
from those of subjects younger than 60 years.

9 DRUG ABUSE AND DEPENDENCE
LOVAZA does not have any known drug abuse or withdrawal effects.

10 OVERDOSAGE
In the event of an overdose, the patient should be treated symptomatically, and general
supportive care measures instituted, as required.

11 DESCRIPTION

LOVAZA, a lipid-regulating agent, is supplied as a liquid-filled gel capsule for oral
administration. Each 1-gram capsule of LOVAZA contains at least 900 mg of the ethyl esters of
omega-3 fatty acids sourced from fish oils. These are predominantly a combination of ethyl
esters of eicosapentaenoic acid (EPA - approximately 465 mg) and docosahexaenoic acid (DHA
- approximately 375 mg).

The empirical formula of EPA ethyl ester is Cy;H340,, and the molecular weight of EPA
ethyl ester is 330.51. The structural formula of EPA ethyl ester is:

The empirical formula of DHA ethyl ester is C,4H360,, and the molecular weight of DHA
ethyl ester is 356.55. The structural formula of DHA ethyl ester is:




LOVAZA capsules also contain the following inactive ingredients: 4 mg a-tocopherol (in
a carrier of soybean oil), and gelatin, glycerol, and purified water (components of the capsule
shell).

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

The mechanism of action of LOVAZA is not completely understood. Potential
mechanisms of action include inhibition of acyl-CoA:1,2-diacylglycerol acyltransferase,
increased mitochondrial and peroxisomal B-oxidation in the liver, decreased lipogenesis in the
liver, and increased plasma lipoprotein lipase activity. LOVAZA may reduce the synthesis of
triglycerides in the liver because EPA and DHA are poor substrates for the enzymes responsible
for TG synthesis, and EPA and DHA inhibit esterification of other fatty acids.

12.3 Pharmacokinetics

In healthy volunteers and in patients with hypertriglyceridemia, EPA and DHA were
absorbed when administered as ethyl esters orally. Omega-3-acids administered as ethyl esters
(LOVAZA) induced significant, dose-dependent increases in serum phospholipid EPA content,
though increases in DHA content were less marked and not dose-dependent when administered
as ethyl esters.

Specific Populations: Age: Uptake of EPA and DHA into serum phospholipids in
subjects treated with LOVAZA was independent of age (<49 years versus >49 years).

Gender: Females tended to have more uptake of EPA into serum phospholipids than
males. The clinical significance of this is unknown.

Pediatric: Pharmacokinetics of LOVAZA in pediatric patients have not been
established [see Use in Specific Populations (8.4)].

Renal or Hepatic Impairment: LOVAZA has not been studied in patients with renal
or hepatic impairment.

Drug-Drug Interactions: Simvastatin: In a 14-day study of 24 healthy adult subjects,
daily co-administration of simvastatin 80 mg with LOVAZA 4 grams did not affect the extent
(AUC) or rate (Cyax) of exposure to simvastatin or the major active metabolite, beta-hydroxy
simvastatin at steady state.

Atorvastatin: In a 14-day study of 50 healthy adult subjects, daily co-administration
of atorvastatin 80 mg with LOVAZA 4 grams did not affect AUC or Cpnax 0f exposure to
atorvastatin, 2-hydroxyatorvastatin, or 4-hydroxyatorvastatin at steady state.

Rosuvastatin: In a 14-day study of 48 healthy adult subjects, daily co-administration
of rosuvastatin 40 mg with LOVAZA 4 grams did not affect AUC or Cyax of exposure to
rosuvastatin at steady state.

In vitro studies using human liver microsomes indicated that clinically significant
cytochrome P450 mediated inhibition by EPA/DHA combinations are not expected in humans.




13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

In a rat carcinogenicity study with oral gavage doses of 100, 600, and 2,000 mg/kg/day,
males were treated with omega-3-acid ethyl esters for 101 weeks and females for 89 weeks
without an increased incidence of tumors (up to 5 times human systemic exposures following an
oral dose of 4 grams/day based on a body surface area comparison). Standard lifetime
carcinogenicity bioassays were not conducted in mice.

Omega-3-acid ethyl esters were not mutagenic or clastogenic with or without metabolic
activation in the bacterial mutagenesis (Ames) test with Salmonella typhimurium and
Escherichia coli or in the chromosomal aberration assay in Chinese hamster V79 lung cells or
human lymphocytes. Omega-3-acid ethyl esters were negative in the in vivo mouse micronucleus
assay.

In a rat fertility study with oral gavage doses of 100, 600, and 2,000 mg/kg/day, males
were treated for 10 weeks prior to mating and females were treated for 2 weeks prior to and
throughout mating, gestation, and lactation. No adverse effect on fertility was observed at 2,000
mg/kg/day (5 times human systemic exposure following an oral dose of 4 grams/day based on a
body surface area comparison).

14  CLINICAL STUDIES
141 Severe Hypertriglyceridemia

The effects of LOVAZA 4 grams per day were assessed in 2 randomized, placebo-
controlled, double-blind, parallel-group studies of 84 adult patients (42 on LOVAZA, 42 on
placebo) with very high triglyceride levels. Patients whose baseline triglyceride levels were
between 500 and 2,000 mg/dL were enrolled in these 2 studies of 6 and 16 weeks duration. The
median triglyceride and LDL-C levels in these patients were 792 mg/dL and 100 mg/dL,
respectively. Median HDL-C level was 23.0 mg/dL.

The changes in the major lipoprotein lipid parameters for the groups receiving LOVAZA
or placebo are shown in Table 2.



Table 2. Median Baseline and Percent Change From Baseline in Lipid Parameters in
Patients with Very High TG Levels (=500 mg/dL)

LOVAZA Placebo
Parameter N =42 N=42 Difference
BL % Change BL % Change
TG 816 -44 .9 788 +6.7 -51.6
Non-HDL-C 271 -13.8 292 -3.6 -10.2
TC 296 -9.7 314 -1.7 -8.0
VLDL-C 175 -41.7 175 -0.9 -40.8
HDL-C 22 +9.1 24 0.0 +9.1
LDL-C 89 +44.5 108 -4.8 +49.3

BL = Baseline (mg/dL); % Change = Median Percent Change from Baseline;
Difference = LOVAZA Median % Change — Placebo Median % Change

LOVAZA 4 grams per day reduced median TG, VLDL-C, and non-HDL-C levels and
increased median HDL-C from baseline relative to placebo. Treatment with LOVAZA to reduce
very high TG levels may result in elevations in LDL-C and non-HDL-C in some individuals.
Patients should be monitored to ensure that the LDL-C level does not increase excessively.

The effect of LOVAZA on the risk of pancreatitis in patients with very high TG levels
has not been evaluated.

The effect of LOVAZA on cardiovascular mortality and morbidity in patients with
elevated TG levels has not been determined.

14.2 Other Clinical Experience

The effects of LOVAZA 4 grams per day as add-on therapy to treatment with simvastatin
were evaluated in a randomized, placebo-controlled, double-blind, parallel-group study of 254
adult patients (122 on LOVAZA and 132 on placebo) with persistent high triglycerides (200 to
499 mg/dL) despite simvastatin therapy. Patients were treated with open-label simvastatin 40 mg
per day for 8 weeks prior to randomization to control their LDL-C to no greater than 10% above
NCEP ATP III goal and remained on this dose throughout the study. Following 8 weeks of open-
label treatment with simvastatin, patients were randomized to either LOVAZA 4 grams per day
or placebo for an additional 8 weeks with simvastatin co-therapy. The median baseline
triglyceride and LDL-C levels in these patients were 268 mg/dL and 89 mg/dL, respectively.
Median baseline non-HDL-C and HDL-C levels were 138 mg/dL and 45 mg/dL, respectively.

The changes in the major lipoprotein lipid parameters for the groups receiving LOVAZA
plus simvastatin or placebo plus simvastatin are shown in Table 3.



Table 3. Response to the Addition of LOVAZA 4 grams per day to Ongoing Simvastatin
40 mg per day Therapy in Patients with High Triglycerides (200 to 499 mg/dL)

LOVAZA + Simvastatin | Placebo + Simvastatin
Parameter N=122 N =132 Difference | P-Value
BL | EOT | Median % | BL | EOT | Median %
Change Change
Non-HDL-C | 137 | 123 -9.0 141 | 134 -2.2 -6.8 <0.0001
TG 268 | 182 -29.5 271 260 -6.3 -23.2 <0.0001
TC 184 | 172 -4.8 184 | 178 -1.7 -3.1 <0.05
VLDL-C 52 37 -27.5 52 49 -7.2 -20.3 <0.05
Apo-B 86 80 -4.2 87 85 -1.9 -2.3 <0.05
HDL-C 46 48 +3.4 43 44 -1.2 +4.6 <0.05
LDL-C 91 88 +0.7 88 85 -2.8 +3.5 =0.05

BL = Baseline (mg/dL); EOT = End of Treatment (mg/dL); Median % Change = Median Percent
Change from Baseline; Difference = LOVAZA Median % Change — Placebo Median % Change

LOVAZA 4 grams per day significantly reduced non-HDL-C, TG, TC, VLDL-C, and
Apo-B levels and increased HDL-C and LDL-C from baseline relative to placebo.

16 HOW SUPPLIED/STORAGE AND HANDLING

LOVAZA (omega-3-acid ethyl esters) capsules are supplied as 1-gram transparent soft-
gelatin capsules filled with light-yellow oil and bearing the designation LOVAZA.

Bottles of 60: NDC 0173-0783-01

Bottles of 120: NDC 0173-0783-02

Store at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see USP
Controlled Room Temperature]. Do not freeze. Keep out of reach of children.

17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (17.2).
17.1 Information for Patients
e LOVAZA should be used with caution in patients with known sensitivity or allergy to fish
and/or shellfish [see Warnings and Precautions (5.3)].
e Patients should be advised that use of lipid-regulating agents does not reduce the importance
of adhering to diet /[see Dosage and Administration (2)].
e DPatients should be advised not to alter LOVAZA capsules in any way and to ingest intact
capsules only [see Dosage and Administration (2)].
17.2 FDA-Approved Patient Labeling
Patient labeling is provided as a tear-off leaflet at the end of this full prescribing
information.

Manufactured for GlaxoSmithKline by:



Catalent Pharma Solutions
2725 Scherer Drive
St. Petersburg, FL. 33716-1016

Accucaps Industries Limited

2125 Ambassador Drive

Windsor, Ontario, Canada N9B 3R5
Banner Pharmaceuticals Inc.

4125 Premier Drive

High Point, NC 27265

Distributed by:

@GlachmithKléne

GlaxoSmithKline
Research Triangle Park, NC 27709

LOVAZA is a registered trademark of the GlaxoSmithKline group of companies.
©2010 GlaxoSmithKline. All rights reserved.

December 2010
LVZ:6P1
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PHARMACIST-DETACH HERE AND GIVE INSTRUCTIONS TO PATIENT

PATIENT INFORMATION
LOVAZA® (16-va-z3)
(omega-3-acid ethyl esters) Capsules

Read the Patient Information that comes with LOVAZA before you start taking it, and each time
you get a refill. There may be new information. This leaflet does not take the place of talking
with your doctor about your condition or treatment.

What is LOVAZA?

LOVAZA is a prescription medicine, called a lipid-regulating medicine, for adults. LOVAZA is
made of omega-3 fatty acids from oils of fish, such as salmon and mackerel. Omega-3 fatty acids
are substances that your body needs but cannot produce itself.

LOVAZA is used along with a low-fat and low-cholesterol diet to lower very high triglycerides

(fats) in your blood. Before taking LOVAZA, talk to your healthcare provider about how you

can lower high blood fats by:

e losing weight, if you are overweight

e increasing physical exercise

e lowering alcohol use

e treating diseases such as diabetes and low thyroid (hypothyroidism)

e adjusting the dose or changing other medicines that raise triglyceride levels such as certain
blood pressure medicines and estrogens

Treatment with LOVAZA has not been shown to prevent heart attacks or strokes.
LOVAZA has not been studied in children under the age of 18 years.

Who should not take LOVAZA?

Do not take LOVAZA if you:

e are allergic to LOVAZA or any of its ingredients. See the end of this leaflet for a complete
list of ingredients in LOVAZA.

What should | tell my doctor before taking LOVAZA?

Tell your doctor about all of your medical conditions, including if you:
e drink more than 2 glasses of alcohol daily.

e have diabetes.

e have a thyroid problem called hypothyroidism.

11



e have aliver problem.

e have a pancreas problem.

e are allergic to fish and/or shellfish. LOVAZA may not be right for you.

e are pregnant, or planning to become pregnant. It is not known if LOVAZA can harm your
unborn baby.

o are breastfeeding. It is not known if LOVAZA passes into your milk and if it can harm your
baby.

Tell your doctor about all the medicines you take, including prescription and non-prescription
medicine, vitamins, and herbal supplements. LOVAZA and certain other medicines can interact.
Especially tell your doctor if you take medicines that affect clotting such as anticoagulants or
blood thinners. Examples of these medicines include aspirin, nonsteroidal anti-inflammatory
agents (NSAIDS), warfarin, coumarin, and clopidogrel (PLAVIX®).

Know all the medicines you take. Keep a list of them with you to show your doctor and
pharmacist.

How should | take LOVAZA?

e Take LOVAZA exactly as prescribed. Do not change your dose or stop LOVAZA without
talking to your doctor.

e The usual dose of LOVAZA is 4 capsules:

e Take all 4 capsules at the same time, or
o Take 2 capsules two times a day

e Take LOVAZA at the same time or times each day.

e Take LOVAZA with or without food. You may find it easier to take LOVAZA with food.

e Do not take more than 4 capsules a day. Taking more than 4 capsules per day may increase
the chance of side effects.

e Take LOVAZA capsules whole. Do not break, crush, dissolve, or chew LOVAZA capsules
before swallowing. If you cannot swallow LOVAZA capsules whole, tell your doctor. You
may need a different medicine.

¢ Your doctor should start you on a low-fat and low-cholesterol diet before giving you
LOVAZA. Stay on this low-fat and low-cholesterol diet while taking LOVAZA.

e Your doctor should do blood tests to check your triglyceride and cholesterol levels during
treatment with LOVAZA.

¢ If you have liver disease, your doctor should do blood tests to check your liver function
during treatment with LOVAZA.

¢ If you miss a dose of LOVAZA, take it as soon as you remember. However, if you miss one
day of LOVAZA. do not double vour dose when you next take it.

e Ifyou take too much LOVAZA or overdose, call your doctor or Poison Control Center right
away.

12



What are the possible side effects of LOVAZA?
The most common side effects with LOVAZA are burping, upset stomach, and a change in your
sense of taste.

LOVAZA may affect certain blood tests. It may change:
o one of the tests to check liver function (ALT)
¢ one of the tests to measure cholesterol levels (LDL-C)

Talk to your doctor if you have side effects that bother you or that will not go away. You may
report side effects to FDA at 1-800-FDA-1088.

These are not all the side effects with LOVAZA. For more information, ask your doctor or
pharmacist.

How should | store LOVAZA?

e Store LOVAZA at room temperature, 59° to 86° F (15° to 30° C). Do not freeze.

¢ Do not keep medicine that is out of date or that you no longer need.

o Keep LOVAZA out of the reach of children. Be sure that if you throw medicines away, it
is out of the reach of children.

General information about LOVAZA

Medicines are sometimes prescribed for conditions that are not mentioned in patient information
leaflets. Do not use LOVAZA for a condition for which it was not prescribed. Do not give
LOVAZA to other people, even if they have the same problem you have. It may harm them.

This leaflet summarizes the most important information about LOVAZA. If you would like more
information, talk with your doctor. You can ask your doctor or pharmacist for information about
LOVAZA that is written for health professionals or go to www.LOVAZA .com.

What are the ingredients in LOVAZA?
Active Ingredient: Omega-3-acid ethyl esters
Inactive Ingredients: Gelatin, glycerol, purified water, alpha-tocopherol (in soybean oil)

LOVAZA is aregistered trademark of the GlaxoSmithKline group of companies.
PLAVIX is a registered trademark of Sanofi-Synthelabo.

Manufactured for GlaxoSmithKline by:

Catalent Pharma Solutions
2725 Scherer Drive
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St. Petersburg, FL 33716-1016

Accucaps Industries Limited
2125 Ambassador Drive
Windsor, Ontario, Canada N9B 3R5

Banner Pharmaceuticals Inc.
4125 Premier Drive
High Point, NC 27265

Distributed by:

@GlaxoSmithKlEne

GlaxoSmithKline
Research Triangle Park, NC 27709

©2010 GlaxoSmithKline. All rights reserved.

December 2010
LVZ:4PIL
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2 Bi&k-HARk

o IRIRBALRRMIZ NV 7V TS A MEZERIIFHET 22 L, NV 7 VT4 FEEOMER (B,
FERR, FRIMSEETES Z3ER) 28EL, BUICERTIZL -8 (1) %

; BROZ L],

o  FEEARNCEUZIEERTRICK 2EFRELITV., FANCKDBRT S Zh etk 5

L, BERBRTIIASTL LHIIAAIERS LT,

ARORAEIZ1 B 49 TH5DH, 1 BFARIT4g1E @G Hh78N) BEEIZ2g9gD2E (1A
2E% 2 7EN) BEONTHTE KUY,
BEIIIAFNZZOEEMAT LI L OB ETLZ &, WS BV ZH-TRITZY ., 25L7%k
D, BPLEEY, WATIERER,

3 4K - 1
LOVAZA (A AH-3-=FALTRFNA) A EARNL. WEAOMBRKEIN-ERRY 7 K
BIF o7 1g & LTHEENTE Y, LOVAZA OEFHBHIFEIN TN,

4 RE
AT, LOVAZA (4 4385 F L= A7 1) SR E DU T DRSNS L CRCE (51,
TFI7 47X V—RIE) EFTSBREIIERTH D,



5 BERUERLDIE
514 £=41) Y : BERRE

FAREREE 2 9 BE CIRAFNC K BWBEP, 77=v T b 702 7=5—% (ALT) B
YOTARGEUVEBETI ) v A7 27— (AST) OEZEHICE=F IV U IT5H &,
ALT ER ER3 223, WATLTASTEA LR LLR2VWAELRD LN TV,

BEIZ X Tk, AT LDL-C R LH T2, FANC K 21BE T3, LDL-CEL EHRNIE=
VU TTBHL,

AFNC & DIRREFITESOICEERREEZER L., TGHEZHET LS Z &,

52 RA7LLX—

FENIEB OB L FR LT A MBI A A H-3 5B (EPA RT'DHA) =F LT 27 /L
EERT D, BAEIINT LT UAX—2FOBERERR~DOT VAF—RIED Y A7 D3S@n
EIMTAL M TRV, RNEICBBKGEET 2B IIEELTERTLZ L,

6 El{ER
6.1 EEFREBROFEARR

EEARRBR I 4 2R BT CEMEIND 12D, HHEFNOBKRR TR SN -BIERARERRE
BN OEERRBRORBRR L BT A2 LI TE R, TR EFEET TAON S RKEE
ERMTHHDOTHR,

23 DEFRABROOER LT — X ICES&, RAITHE LIEED 3%UL, 7 78R
DEWVWETHRESINTZEERIIR 1 0@BY TH 5D,

£1. ZHOBKERTI%ULEN DTSRI YBNETREL-EER

aH T mfi& @353

RIfER* o % o %
BLO 29 5 1
HIE AR 22 6 2
TR AR 27 1 <1

* WREITIIHTG BRERB LUEE HTG & 2 a5,

FERFAER THER SN T DMDOBHERIZRD LB TH D,
HEE% « R, HILERE, IEt

KRR OREREE : ALTE EH. ASTHE LR
K& B P



6.2 WREOERAER
BB Tl SNIZBHER DI, FRIOERBBEA LN - TEREZRET D, Z
O XD ZBEWERIIFIEIRE CERVWEMMNLDOBEBE TH LD, TOHEEZHEITFHEY
DT EIETEY, EEANRE L ORREREZ FITHILTE 2D TR,
WEINERIIT T 74 7 F G, HMFRTH -7,

7 ¥XMHEEHER
71 RBEEEITRECEET SHt0EHR

A H-3-FERANTENL OORB T, HMBERAOERSERINL TS, ZALERTHR
HEEIN-HOEFOERIIEFHEZ B TRLT, BRAOICERRHOLEREZ L1-0THDT
X720 tz, ABIROOERT 2 UEREROIER 2 +oIRETT 2R BT Rbiv Ty, &4
E BB SUTEE I CRET A B R T A RETIE, EMNICE=F2Y 7 T5Z L (f,
TAEY Y, NSAID, ULvozr Vv, 7<UV),

8 WERBA~ADOEE
8.1 %

FRA 7 ) —C  fEmERR L L@ THIl BB I ERBRIIMToh T2y, K%
R E Uiz & ZORBE~DOFEED 2 W ITEHEE~DOREBIZONWTIEHAL LTIV, BED
NRT 4 v NPRBRR~OBENRY A7 % LR LHBF S NZBEICRY . AR 2 ERP I A
LTk,

BT —3 : AAHI-BF VAT VI, BRERICELHHETE FOHERETHS 49/
B 7 EOBREEICHYTIHBEZEET v MaEET I L, b BFEZECIELERARR
bl

M Z v MIAZRO 2 BERTA S 100, 600, 2,000 mg/kg/B 2R 05 L, HIRE UL G
e L7=0, BAER (BRERICLAHKT, 4g/A%ROKE LEHAOLE FO2FIEEED
5f%fHY) TOHLAREEBERGNIHE SN T,

$E4E 6~15 B % T 1,000, 3,000, 6,000 mgkg/H ZEOHRE LT v b T, HERGIERD S
o ((REERBICL 2T 49/ 2ROBELEHEOE NOLFREED 14 FHY),

5% 14 B H 5190 21 H $£T 100, 600, 2,000 mg/kg/H & A& 5 L7=F v b T, 2,000 mg/kg/
B (AEEHEICLIHET, 49g/B2ROBELEZEOE VOEFIREERD 5 FHY) THLHE
ERIRD bgdolz, LirL, 3,000 mg/kg/B (REERIC X 2HET, 49/ EROEE
LiZBEa0e N\O2HRBEED 7 FHY) oRAEZAVZHERERR T, HAERMEL

(20%38) . £t% 4 B BOEFRLED o7z (40%5),

fI4% 7~19 H & T 375, 750, 1,500 mg/kg/B # RO 5 L7z ¥ % T, 375 mgkg/B (ERiE
FEICEAHET, 49/ ZROBELIHEOL NOLFBEBEED 2 FHY) REHITLIBFIC
BERGNIERD bRRhoTz, L L, BARTCREBAEEZ RTIET VARBD N (K



REREICL DT, 4g/A2RAKELZBEDOE NOEFIRTEED 4 FHN),

8.3 LB
FRAHBFETFNZRAT LD ML FA~OBITIZ OV T LTI, £< 0EAFD e
FELA RIS T T B0, AFEBRILIBICRETAHAIITFOEETDHI &,

84 MR~ADF|E
INRICHRIT D BEMER AL S THRL,

8.5 WEhEE~ADRE
AHNOEEHERERITIT 65 A BZ 5 OWRENVEBFEINTL, 60 e B2 HWRERICRT
BEEMB I OERMEL . 60 BARMOWREHDOZN L IENTRD o Tz,

9 RMER - EMKF
AN IRMELF UL RBER & b 72 b TERIZRRD bh TRy,

10 ARBE5
WEEE U5E . SHERE CIREE TV, LB UT, — RN IEEELEGTS 2 L,

11 #AR - R

AFNIEERGHGR T, NRAICERZFRE LAV T LTI TWD, KEIEE
1g b 7N AMEREE LT 54 A F-3EHB=TF VATV ED2 L H 900mg EF T
%o iz A TH R 2 UEE (EPAK 465 mg) =F )L A7 VRO Rt~ L EE (DHA,
375 mg) TFALTRAFLOEHTH S,

EPA =F /Lt AT ND453FRIT CopHas0a. 43 FEIL 33051 TH Y, BERIKOLBY TH

DHA =F LT ZF VD4 F UL CoaHae00 0 FEIF 356.55 TH Y, BERIIKRDOEBY TH
Do
s R P o)

= =
= 0/\\



I P ENBNIRORERRS bETr to- a7z a—b4mg (KEMOEET) OiFh, £
SFr, TV Eu—AVROMAK (BTN 2 VOREST),

12 ERFRIEE
121 {EFMF
AR OEABFIITEIBRAI N T D DT TiEhWn, FRISNA1ERBF L LT, 7 ¥V CoA,
Thbb12- VTV TVta—AT N T AT 25— EORE FcHTHI has N
U7 ROV AF T — bhDOR—ZERM O, FFBICR T 2IEEEENS, MY K5 17
VR—PEEOHERAR YN D, EPA KODHA [ZIZ bV U254 REKEZE D BERIIHT S
EE»R DL, thofshBEo = X7 ALERET 57290, FFNIFRTO TG Gz #flT2 b
DEEZLND,

12.3 EPRHLE

REEEERNE M) 7V 54 FIFEBRFIZBWT EPA KO DHA (X, =F LT xF e L
TRARET 3 EMN SNz, TFLT AT E LTRE LA A H-3-Bi%, &Y IEE EPA
EREBEOEE N OAEERENZEMEZFR L), DHA EFEOHEIMIZIIEEERTII2L,
FBERFEELRD M7,

BEMRM :

FW  AFNEERCR T AME Y Vs~ EPA k' DHA BUAEX, FE L IZEBBFETH-
7= (49 BRTE vs 49 LA L),

R MEIXBAEIC AT, EY VIRE A~ EPA BUARNZVMERIN A LTz, £ DR
EEMIR L TR,

INR  NRBEICBT AAROERMEEBIIFESL STV ARy [FEEA~DR5(8.4) 25RO
el

B EEIEE XISATHEEES | A B HREREE IR EDBE 2 5 & LRI FE
INTN72RN,

EpMEEER !

SUNRBF L 24 BIOBERAGRE A XTRE L2 14 BRIOEBRT, £l 4g LR
25 80mg % 1 B 1 EHARE LEES, EFRETYUAREZFUITIEEERBVTH S
BE RrF v/ ¥F D AUC I LU Cmax IZEEIT o Te,

7 FMILINR B F 2 50 BIORFERARRE IR E L2 14 BEORBRT, KAl 49 &7 bv
NAHEF80mg % 1 B 1 EFEAKE LIZHE. EFRETT MAARREZF L 2-E Frxy
T RARZREF U T 4—E FuaF 7 MANREZF 0 AUC B LU Cmax ICEEIT o Tz,

BRNREAF L : AB FIORFERAEBRE 3t L Lz 14 BEIOEBR T, &&l 4g L m AR
2F40mg & 1 B 1 EHARE LIZHE,. EFRETr AR ZF 0 AUC B LT Cmax (2




BRI 2o T,
v MNFIZ Yy —2%FAVW in vitro RERT. EPA/DHA AFIC X V BERANICERZ2F b7 o
A P450 24 LTZHENE P TIIRE LW ERB I,

13 JEERPREME
131 ERE. RRERFE, EEEF
100, 600, 2,000 mgkg/H DEABREIZ LS T v MEEMRERT, Bt 101 B, X 89 &
WA AT BEFNVTRATVEERE LILL 25, BBEORBRRII EFIIAONRN-T (BFRE
FEICL AT, 4g/B2ROBELIEBEOL NOLFBEED SFITHYEET), vVAZH
WA R R ARSI 2BREANA ZT v A I3E R LR o7,
FATI-BZFATRATNE, FXIF 7 AHE (Salmonella typhimurium) & VK5
(Escherichia coli) %R\ -#EZREM (Ames) BT, REEEOFEIZ»H» DL T, BRE
FHEOIREEREFREPZDLNT, FrA4 =—ANAAF V79 ffliaXize ) /7R
ERWEREERET vEA THLENLIEIRDONR DTz, FATZBZFNLTAT T in
vivo v U R/PMET v A bR TH o T,
BOBEIZE DT v MEFERER T, BEXZZRERT 10 BN, MEIRRE 2 BRI Dk, RILME
T 100, 600 & 1r2,000 mg/kg/ B ## 5 L7z, 2,000 mg/kg/H (AREREICKDLET, 49/ %
BOBELEHBEOE NOEFRBERD 5 FHHY) TEREICHTIAEERITRO LN -T2,

14 EREREER
141 EEO®FY T ES4 FIE

N ZUETA REREDODTEVERA 84 il (KRFI 42 4], 77X 42 ) xR Lz 2
DD MET T ERBRCEERETHAR T, £&I1 B 4g OBREBEIT LT, N—RTF
ADNY Z VBT A FEDN 500~2,000 mg/dL DEE % 6 BRIDORER & 16 B ORBRICEE L
e ZOWBREOLFY SV ETFA REKRD LDL-C EOFREITZNZEN 792 mg/dl BT}
100 mg/dL T -7-, HDL-C EDF RfEIX 23.0 mg/dL TH o7z,

K2 ICAFBER LT T RBREROE R ) RE VI BEDNT A — B ETT,



%2 TG{ENZEHLHTELESE (500 mg/dL LlE) DIBE/ISA—FDR—R5( hR
HEER—=ZRSL M LDEILE

ZAF 77 &R
RS R N = 42 N =42 =
BL ELE (%) BL R (%)
TG 816 -44.9 788 +6.7 -51.6
Non-HDL-C 271 -13.8 292 -3.6 -10.2
TC 296 9.7 314 1.7 -8.0
VLDL-C 175 -41.7 175 -0.9 -40.8
HDL-C 22 +9.1 24 0.0 +9.1
LDL-C 89 +44.5 108 4.8 +49.3

BL= X—2F A (mgldl), BALE (%) = R—RTA U nbORIEPRIE, ZF = FFH BRPRE (%)
- 77 AELRFRME (%)

AAE| 49/BIXT T ERICHA, X—R T A D HOD TG, VLDL-C % T non-HDL-C H RIEZ K
TS, HDL-C HfEx LR SE7-, ELDTEW TCEEZIET S 25 B TIThIIAANIC L
518 T, LDL-C {E& Ut non-HDL-C fEAS ER-3 5 #%8R#E b\ 72, LDL-C EBAEIZ EF L2
EO. F=F VU TRITHI L,

TCEMRZ LD TEWVEBEICIITDHRD U X7 KT 2AFOHRITRET STV,

TG EAEVEE TOLMETER DML ER BRI T D AR OZRITHEL S TR,

14.2 T OHOBKER

VURAREZFURBECHBEOLT Y 7Y BT A NMERFHERAICE L (200~499 mg/dL) FRA
B 254 Bl (BRFI122 61, 7 IR 132 ) 2XRRICLIZT U F M7 7 B R R _EERIAT
HRERT, VURREZFU~DBMEBRE LTORE 1849 OMEERF Lz, 7257 MMED
BTz 8 BRIFEER T TV /"2 FF 1 B 40 mg VTR L, LDL-C fE2* NCEP ATP Ill @
HIEEZL 10%ULBA VWL ICERL, RBTP O EOHELZHRF LT, YU RIF LD
8 MEIDHER T TOIWRERE, BELAA 1 B 49 I7 7B RICEESIZEIO i, 5128
BRI VN RAZF U BRRIEE T 72, THHBRERONR—ZAFA L TORN) 7 VBT A R
ER O LDL-C HREILX, FhEh 268 mg/dL KTt 89 mg/dl THhotz, FH_X—ATFA 1D
non-HDL-C 1 4u{E % O HDL-C FREIXZ 4 138 mg/dL K U045 mg/dL Tdh -7z,

F SRR+ VU NRARIF UL T TR+ NRRAEFUBOER Y RE NI EEON
T A—FWRBETRT,



£3. FUSTYESA FEINELEE (200~499 mg/dL) [SHEWTI VIR EF 2 40 mg/
BOAMICEH 4 g/HEEMLI-BED R

KE| + SUNRNREF TR + VUNRRETF
nTAE T EZT TR n EST TR 2 | P
& (%) (%)
Non-HDL-C 137 123 -9.0 141 134 2.2 -6.8 | <0.0001
TG 268 182 -29.5 271 260 -6.3 -23.2 | <0.0001
TC 184 172 -4.8 184 178 -1.7 -3.1 <0.05
VLDL-C 52 37 -27.5 52 49 7.2 -20.3 <0.05
Apo-B 86 80 -4.2 87 85 -1.9 -2.3 <0.05
HDL-C 46 48 +3.4 43 44 -1.2 +4.6 <0.05
LDL-C 91 88 +0.7 88 85 -2.8 +3.5 =0.05

BL = X—27 A A (mg/dl)., EOT = BT (mg/idl). ZEfLRDRE (%) = X—RT7AMDHLOEK
bR RfE, % = AFOE{ERRE (%) - FT7ERORLEFRE (%)

7 Z AR TAEAF 1 B 49 Ti&, non-HDL-C, TG, TC. VLDL-C XU Apo-B fEZ ~— A
T4 VIPBERIZET L, HDL-C XU LDL-C fEiZ E&H L7z,

16 2K - FERUVIEKVLEOIEE

RE (AT -3-BECF VT RAT)V) AT ENENL, BREBOWMATESN=FERRY 7 bES
FrhTENL1g & LTI SN, LOVAZA OEBBEIFIN TN D,

60 1 7E/NVAY DEZR . NDC 0173-0783-01

120 1 7BV A Y DFEER . NDC 0173-0783-02

25°C (77°F) TiRTFE. 15~30°C (59~86°F) ¥ CiifFA#ifH [USP FEIN=ZEREZSR],
BRESERNI L, NNREOFEOENWE ZAIRETHZ L,

17 BE~DOHRAKER
FDA RRFELEZER S~V (172) 2BROZ &,

171 SBERINSR
o ANE~OBBRIEXIIT VA —RNHI2BEIEIEELUERAT A& [(BELEERE (6.3)
%iﬂﬁ]o

o BHEASHAOEGIZL > T AFRELETT IEEESBRDRRVWLS>HETHZ LA
% AE 2) 2RI,

o AFFDOATENEEDLIRFETHN, B TIRLT, RROIFEVDREEL DX *
CIRATA X ETAZ L [HiE - HE 2) R,



17.2 FDA X2 XA BERAS AN
ALNFEROBRBICTVRVBB AT —T Ly "R3HAB, FREBEERT~NVE LT
‘L TV B,

IR5E 7t GlaxoSmithKline #£ Th v . BETIIROEETH 5,
Catalent Pharma Solutions

2725 Scherer Drive

St. Petersburg, FL 33716-1016

Accucaps Industries Limited
2125 Ambassador Drive
Windsor, Ontario, Canada N9B 3R5

Banner Pharmaceuticals Inc.
4125 Premier Drive
High Point, NC 27265

BR5E T
GlaxoSmithKline
Research Triangle Park, NC 27709

LOVAZA iZ GlaxoSmithKline 7' /\— 7" & DBRBZIEHETH 5,
©2010 GlaxoSmithKline. All rights reserved.
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R IR 2 IV RO | ERABAEZBEICET Z L,

BE RN
LOVAZA® (16-va-zi)
(AAHIBIFILIRATI) hTENL

LOVAZA 2f1D TIRAT 28BS, E-HELL ENEBE. TOHMEZ0EIRMAIN-EER
EHAFHATLIEEV, FLWERPIZBH INTWAEN L LIVER AL, 2O/ 7 Ly MIFER,
BRICET AR YUE~ORRORDL VIR LDOTIEH Y A,

LOVAZA & ?

LOVAZA (IS ERERI L FIEN 2 AR DOBRL L EETYT, ZORIF IO A"RERMOA A
H-3PEMEE T TETCWET, A AN-3BEBITFEICLERME TN, ARTIEDZ LT
EEA

ZOFIMPICEDLOTELEFEND MY VT4 N (B ZEOo3 720, KB - B=
VAT a—VORFRIELAAEDE THERLET, ZOEEKOANC, &5 TEnFRED
BWIESELZ T a0, UTOFEICONWTERESEE LFELE> T &N,

e KVTETHNWIE. KREEXTITS

o EBEEHEOT

o TN NEREEZREOT

o FERFCHFRBROMEET (FRIEEETE) REDRIEBRTD

o —HWOBEERLTA ML AR NI ZUETA NlEEZ EFAROAEBEFAE T 50, b
FIZEET D,

T OETIERIZ L 2 0BRIECERDFHHIRITHR SN THERA,
ZOEIT 18 RUTO/NRIZHTEIRBREIToTWHERA,

LOVAZA ZIRA L TIXGE 5T LA EIX?
KOERICEYTAHANIT., ZOEEARBLTITRY A,

e LOVAZA FEFORSICFLLE—DHEIAN ZOEIEENDTRTOTITOWTIL,
TDNRT Ly POKRREIEL IZEW,
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LOVAZA #RRA¥ ZHICEMICER ZITHhIEE S BN & &FE?
ROBEIZELTHEEEIETNEED. HLE-ORKRETATHEIEIEATT S,

e 1Hay2HEBIDHT NVa—LERATND,

o FERWTHD,

o  FHRBHEETELHENSFRREESH 5,

o FBICEELRD S,

o MHIRICERENRD D,

o AMFILTVAX—NRHD, TORE, ZORZEATEXRVAREERD Y T3,

o IHRTEIIIERETFEL TCVE, ZORBBEICERHDZNE I, HLEATIEHY £

}\/o
o BAEEZTWD, ZOEMPBLICHTT L, Tt NSLRICERZRIETHH LA TE
0 A,

K MFEZELRVE, CHIVE TRV 7D A N EFIRAROEII T THEY
EIfax TLZ&E, LOVAZA & ho—EOSRIIMBEIERT 2NN H U £, FrichikE
EOPIEEMER R & O MEEREICHET 2EEMAL TV IHEE HYEELZOEEZEBATTSIN,
ZHOLEEAOFIE LTTARY v ERATrA RREREEK (NSAD), Aoy Vy, 7<)
V. Z7aERZ LA (PLAVIX®) R ERH D ET,

RAFOFTTATHEL, RASERY 2 F2BTL, EMPEABICRETIES N,

LOVAZA OBRAA &L ?

o MFEN-IBTRVICIOREMATAZ L, EMICHEHER, AEREZEATY, RA%ZF
L TIERWTER A,

o ZOROEBFOEREIZIL I TEAT, ROWTHUPLOFETRAL TSN,
o —FEIZAHTENTRTERE
o 1H2ME2 L7 ENTORA

o 1 EEIZERTe. 1 BEEENC ST TRAET,

o AELIHIBRALTH, BICRALTOLNEVERA, BFL—KICIRATIHFREIS
LIVEHR A,

e 1HIADITELEBZTRALTUIRVERA, 1 BIZ4 T BEVEBZTIRET S L.
BEROFREMNEE D £7

o IZOEIHTEAENITEMALET, KLANCH SV EH 720, LY, BEMLE
D.EATZD LTIEEWTER A, D7 BN EHT LD RVEE, EBEIICHRE LTI,
EIYENLBIZRDIDS LINLERA,

o ZOEAEBIL LB ARE B2 VAT o LORBEERRGALRTIZRY EEA,
ZOEEPRATIMEIEY - B2 VAT o —VORBEREEZRIT TIEIN,
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o IZOEIZIBWHBEFIINIZV Y FETARLI VAT o —/VELHERT D720, MIRRE
BT A,

o MFRERHIBA., ZOEKICLDBRT, FEELHRT I OMKRELITLRT TR
DERFA,

o ZOREHRAGN-HL, TXZETBRALTLESY, 2EL, 1 BR2fAENE
oLV oT, REN 2 EEEZHRATIIVTEREA,

o IDEEZKREBIZMMATLESEA, ELICEMXIIFTHEER LV F—ICEETLZ &,

LOVAZA DEIERELTEA DN BDIE?
BHZL AONAEWERIZ, B BOFHA. BROELTT,

ORI -HOMBREZRICHELRIETBEARH D £, ROBEBILEEBHONDIHE
WY ET,

o MHREZHRTHILOOMEBREDOUL D (ALT)

e LARTu—UEEZTHETH-OORERB DV (LDL-C)

DL WVWEIERASLEIIKBERA P NI, BYEICHERL TS ESw, &BIfEAIX FDA
(1-800-FDA-1088) (ZH&ET 5 Z & b ARETT,

ZOEICEDRWERPUETTRTELIIMY FHA, FFLWVT Lid, HYEF 3 L KA
WZEBRTEE N,

LOVAZA DREFHEIE?

o 59~86°F (15~30°C) DEBTHREL. HREI B TTWITEEA,

o  AHDHROEX I EORBEIZ R EEEFEL TUTWITERA,

o NMNROFOBMEVBRICRELTLESD, Z0EEZBTHEE, NMNEOFPEIRVOE
FTEFELTLEE,

LOVAZA IZB ¥ 5 £ M1

HIFBEMTERDO /T Ly MIEHEINTORWE S 2RRICALFINDIZ L HRH D £7,
MFENTORWFRRICH L CZOEEFERLTIEIRY ERA, £, bRl tFURREND
EWVoT, MACZOEEZEL THEINWTERA, BEREREZBLIBENLHD £T,

DR 7Ly MIIZLOVAZA CETARLEERFERE ELOTVWET, IOICHEMERE
E4 A4, HUECITHRLI I, EREEERTICELNBRICOVWTIHEYEE ZIT
HY IR ERIT 52>, www.LOVAZA.com # Z& L 77 &0,
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LOVAZA [CEEhBAESRIE?
BIRS + A AH-3-BF LT AT )L
REMRS  E5Fv, ZVkr—, fiK o-FaT7zv—L (KEHMBER)

LOVAZA 1% GlaxoSmithKline 2 /v — 7 & D& FFGE T,
PLAVIX iZ Sanofi-Synthelabo D& &FEIE ¢4,

AR 587513 GlaxoSmithKline #t, #&ETIZROEETT,
Catalent Pharma Solutions
2725 Scherer Drive

St. Petersburg, FL 33716-1016
Accucaps Industries Limited

2125 Ambassador Drive

Windsor, Ontario, Canada N9B 3R5
Banner Pharmaceuticals Inc.

4125 Premier Drive

High Point, NC 27265

AR5E7T

GlaxoSmithKline

Research Triangle Park, NC 27709

©2010 GlaxoSmithKiline. All rights reserved.
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Abbott Healthcare Products Limited
Mansbridge Road, West End, Southampton, SO18 31D

Telephone: +44 (0)2380 467 000
Fax: +44 (0)2380 465 350 Abett
Medical information e-mail: medinfo.shi@solvay.com

Customer Care direct line:

Medical Information Fax: +44 (0)2380 474518

Before you contact this company: often several

companies will market medicines with the same active

ingredient. Please check that this is the correct company

before contacting them. Why?

Summary of Product Characteristics last updated on the eMC: 13/03/2008

Omacor

1. NAME OF THE MEDICINAL PRODUCT
Omacor, capsule, soft

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Omega-3-acid ethyl esters 90 ---1000 mg

comprising 840 mg eicosapentaenoic acid (EPA) ethyl ester (460mg) and docosahexaenoic acid (DHA)
ethyl ester (380mg).

For one capsule.

For a full list of excipients see section 6.1.

nt

PHARMACEUTICAL FORM
Capsule, soft.

Soft, oblong, transparent gelatin capsules containing pale yellow oil.
4. CLINICAL PARTICULARS

4.1 Therapeutic indications
Post Myocardial Infarction

Adjuvant treatment in secondary prevention after myocardial infarction, in addition to other standard
therapy (e.g. statins, anti-platelet medicinal products, beta-blockers, ACE inhibitors).

Hypertriglyceridaemia

Endogenous hypertriglyceridaemia as a supplement to diet when dietary measures alone are insufficient
to produce an adequate response:

- type IV in monotherapy,
- type IIb/III in combination with statins, when control of triglycerides is insufficient.

4.2 Posology and method of administration

Post Myocardial Infarction

One capsule daily.

Hypertriglyceridaemia

Initial treatment two capsules daily. If adequate response is not obtained, the dose may be increased to
four capsules daily.
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The capsules may be taken with food to avoid gastrointestinal disturbances.

There is no information regarding the use of Omacor in children, in elderly patients over 70 years of age,
or in patients with hepatic impairment (see section 4.4), and only limited information regarding the use
in patients with renal impairment.

4.3 Contraindications
Hypersensitivity to the active substance, to soya or to any of the excipients.

4.4 Special warnings and precautions for use
Warnings

Because of the moderate increase in bleeding time (with the high dosage, i.e. 4 capsules), patients
receiving anticoagulant therapy must be monitored and the dosage of anticoagulant adjusted if
necessary (see section 4.5 Interaction with other Medicinal Products and other forms of Interaction). Use
of this medication does not eliminate the need for the surveillance usually required for patients of this

type.

Make allowance for the increased bleeding time in patients at high risk of haemorrhage (because of
severe trauma, surgery, etc).

In the absence of efficacy and safety data, use of this medication in children is not recommended.

Omacor is not indicated in exogenous hypertriglyceridaemia (type 1 hyperchylomicronaemia). There is
only limited experience in secondary endogenous hypertriglyceridaemia (especially uncontrolled
diabetes).

There is no experience regarding hypertriglyceridaemia in combination with fibrates.

Special precaution

Regular monitoring of hepatic function (ASAT and ALAT) is required in patients with hepatic impairment
(in particular with the high dosage, i.e. 4 capsules).

4.5 Interaction with other medicinal products and other forms of interaction
Oral anticoagulants: See Section 4.4 Special warnings and precautions for use.

Omacor has been given in conjunction with warfarin without haemorrhagic complications. However, the
prothrombin time must be checked when Omacor is combined with warfarin or when treatment with
Omacor is stopped.

4.6 Pregnancy and lactation
Pregnancy

There are no adequate data from the use of Omacor in pregnant women.

Studies in animals have not shown reproductive toxicity. The potential risk for humans is unknown and
therefore Omacor should not be used during pregnancy unless clearly necessary.

There are no data on the excretion of Omacor in animal and human milk. Omacor should not be used
during lactation.

4.7 Effects on ability to drive and use machines
Not relevant.

4.8 Undesirable effects

The frequencies of adverse reactions are ranked according to the following : common (> 1/100, <
1/10); uncommon (>1/1000 < 1/100); rare (>1/10000, < 1/1000); very rare ( < 1/10000), including
isolated reports.

Infection and infestations

Uncommon: gastroenteritis
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Immune system disorders:

Uncommon: hypersensitivity

Metabolism and nutrition disorders:

Rare: hyperglycaemia

Nervous system disorders:

Uncommon: dizziness, dysgeusia

Rare: headache

Vascular disorders:

Very rare: hypotension

Respiratory thoracic and mediastinal disorders:

Very rare: nasal dryness

Gastrointestinal disorders:

Common: dyspepsia, nausea

Uncommon: abdominal pain, gastrointestinal disorders, gastritis, abdominal pain upper
Rare: gastrointestinal pain

Very rare: lower gastrointestinal haemorrhage
Hepatobiliary disorders:

Rare: hepatic disorders

Skin and subcutaneous tissue disorders:

Rare: acne, rash pruritic

Very rare: urticaria

General disorders and administration site conditions:
Rare: Ill-defined disorders

Investigations:

Very rare: white blood count increased, blood lactate dehydrogenase increased

Moderate elevation of transaminases has been reported in patients with hypertriglyceridaemia.

4.9 Overdose
There are no special recommendations.

Administer symptomatic treatment.
5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Other cholesterol and triglycerides reducers, ATC code: C10AX06.
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The omega-3 series polyunsaturated fatty acids, eicosapentaenoic acid (EPA) and docosahexaenoic acid
(DHA), are essential fatty acids.

Omacor is active on the plasma lipids by lowering triglyceride levels as a result of a fall in VLDL (very
low density lipoprotein), and the substance is also active on haemostasis and blood pressure.

Omacor reduces the synthesis of triglycerides in the liver because EPA and DHA are poor substrates for
the enzymes responsible for triglyceride synthesis and they inhibit esterification of other fatty acids.

The increase in peroxisomes of B-oxidation of fatty acids in the liver also contributes to the fall in
triglycerides, by reducing the quantity of free fatty acids available for their synthesis. The inhibition of
this synthesis lowers VLDL.

Omacor increases LDL-cholesterol in some patients with hypertriglyceridaemia. A rise in HDL-cholesterol
is only small, significantly smaller than seen after administration of fibrates, and not consistent.

The long-term lipid-lowering effect (after more than one year) is not known. Otherwise there is no
strong evidence that lowering triglycerides reduces the risk of ischaemic heart disease.

During treatment with Omacor, there is a fall in thromboxane A2 production and a slight increase in
bleeding time. No significant effect has been observed on the other coagulation factors.

11324 patients, with recent MI (<3 months) and receiving a recommended preventative treatment
associated with a Mediterranean diet, were randomised in the GISSI-Prevenzione study in order to
receive Omacor (n=2836), vitamin E (n=2830), Omacor + vitamin E (n=2830) or no treatment
(n=2828). GISSI-P was a multicentre, randomised, open-label study performed in Italy.

The results observed over 3.5 years, with Omacor 1g/day, have shown a significant reduction of a
combined endpoint including all-cause death, non fatal MI and non fatal stroke (decrease in relative risk
of 15% [2-26] p=0.0226 in patients taking Omacor alone compared to control, and of 10% [1-18]
p=0.0482 in patients taking Omacor with or without vitamin E). A reduction of the second pre-specified
endpoint criteria including cardiovascular deaths, non fatal MI and non-fatal stroke has been shown
(decrease in relative risk of 20% [5-32] p=0.0082 in patients taking Omacor alone compared to control,
decrease in relative risk of 11% [1-20] p= 0.0526 in patients taking Omacor with or without vitamin E).
The secondary analysis for each component of the primary endpoints has shown a significant reduction
of all cause deaths and cardiovascular deaths, but no reduction of non fatal cardiovascular events or
fatal and non fatal strokes.

5.2 Pharmacokinetic properties
During and after absorption, there are three main pathways for the metabolism of the omega-3 fatty
acids:

- the fatty acids are first transported to the liver where they are incorporated into various categories of
lipoproteins and then channelled to the peripheral lipid stores;

- the cell membrane phospholipids are replaced by lipoprotein phospholipids and the fatty acids can then
act as precursors for various eicosanoids;

- the majority is oxidised to meet energy requirements.

The concentration of omega-3 fatty acids, EPA and DHA, in the plasma phospholipids corresponds to the
EPA and DHA incorporated into the cell membranes.

Animal pharmacokinetic studies have shown that there is a complete hydrolysis of the ethyl ester
accompanied by satisfactory absorption and incorporation of EPA and DHA into the plasma phospholipids
and cholesterol esters.

5.3 Preclinical safety data
No safety issues have been identified relevant to human use at the recommended daily intake.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule core:

Alpha-tocopherol
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Capsule shell:

Gelatin

Glycerol

purified water
Medium-chain triglycerides
Lecithin (soya)

6.2 Incompatibilities
Not applicable.

6.3 Shelf life
3 years.

6.4 Special precautions for storage
Do not store above 25°C. Do not freeze.

6.5 Nature and contents of container
White (HDPE) bottie

- 1 x 20 capsules

- 1 x 28 capsules

- 1 x 60 capsules

- 1 x 100 capsules

- 10 x 28 capsules

Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling
No special requirements.

7. MARKETING AUTHORISATION HOLDER
Pronova BioPharma Norge AS

P.0 Box 420
1327 Lysaker
Norway

8. MARKETING AUTHORISATION NUMBER(S)
PL 15905/0001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
22 July 2001

10. DATE OF REVISION OF THE TEXT
March 2008

LEGAL STATUS
P
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1 g #C 9.4989% (3.1708~15.8270) , TAK-085 2 g #£ T 2.1063% (~4.4454~8.6581) . TAK-085
4 g BET-10.9631% (—17.3318~—4.5945) T¥»H V. EPA-E B & LB L C TAK-085 4 g Bl &
DIV TGIETFERZ L., TAK-0852 g BIIRBRED TGIETERZR Lz (2.7.6.5 .

77 EREL R T . TAK-085 HOFEEZRRERFIIKRERBENZH DN AR o T F T,
EPA-E Bf & lh T, TAK-085 OB EFRBHEFIIREBEWVIL LN 2T, WThD
BY, BRBERORRENE bR, 723, TAK-0854 g #Tid, RMEEEK L THORE
BRMEICERLE D -2, BB, TAK-085 BEOWT DO EEEE T 5%LL EOKBRE IZHKH
L7-E8T, BREER, TR ThHo, 205 H, THIL, TAK-085 DR EEILE U THH
LML (2.742.1.1) ,

#®18.2.2-1 ABEBRERTRICEITIR—RASLohod
TGZELEEETISEREDBREHMZE (CCT-001)

BB > 54 TAK-085 TAK-085 TAK-085 EPA-E?
lg 2g 4g 1.8¢g
FAS (7498 4) 100 100 99 98 101
NR—RFA 0 BT BIE 289.1 283.0 284.5 285.0 287.3
(mg/dL) (B¥ER=E) (102.58) (100.61) (96.94) (101.41) (107.71)
TRREREKRT BT E 288.2 262.3 240.2 205.9 239.5
B ¢ (mg/dL) (FEHEREE) (119.40) (101.67) (88.73) (84.72) (104.50)
R (%) BT iE 0.968 —5.497 —12.890 -25.959 —-14.996
(EERE) (27.2158) (22.4714) (23.9502) (22.6448) (22.7915)
TAK-085 B¢ L R EE - —6.81 -14.10 -27.14 =
TITERELD (FI1Rl 95%CD) = (—13.3838~ | (-20.6890~ | (—33.7371~ =
EROZE (%) —0.2311) —7.5044) —20.5528)
XF Ho AR ZE ° P1E - 0.0425 <0.0001 <0.0001 =

Source : [CCT-001 3 5#—Table 11.e. Table 11.g, Table 11.i)

a: BREL L THFERT TRELE,

b: Week 4, -2, 0 DHRIEHEDFEH

¢ : Week 10, 12 DEEBEOFY (PILERE TIX, FEMATRERERE 2 RAOREEOEE Bz, MR RDORK 2
R OMRS 2 B8 TV AHEEIE., TR RERAORIERE AV, )

d:R=—ZFA4 L DTGEHERL L, BEFHEIMILTHE LS BSTETNVICESE | TAK-085 O&REHL ST
T ARBORBEF A PHEORSHBEC AHEM L ZOmEMA 95%CI & HiH

e FEHBEIL, R—RTA U NOIBRERERTHE TOLELERE 77 REE L TAK-085 B THE L,



1.8 FAXE (8) KBEESITEKASH
B kY HRRD TN ERABEIR

(2) %6 1l MA#REEERER (CCT-002)

AEBBOUEBRELZ T TVWDE TG MEBE EXRIT, TAK-0852g/H R4 g/HDOH
MER VR 2% EPA-E1.8 g/H LB T2 Z L2 BRI L Lo SRR, “EHER,
BAER L, FERFRBICTHELERRE Lz (2.73.1.1.1) ,

FEFMER THOIRBRERERTRICBIT A5 X—254 HE0D TG Bl & x5
ZIZOWTORENHERE R 1.8.2.2210R Lz, BARADE TG MIEBE 2 TAK-0852 g/H .4 g/
H. EPA-E1.8g/A% 12 AEHE LI-HE, BREREKTHROR—ZAF (4 U NHD TG E
bR (BEMTEHME) 1. TAK-0852 g #T-10.776%, TAK-085 4 g B T-22.870%. EPA-E &
T-11.234%TdH > 7=, TAK-0854 g BEL EPA-E #ED TG BbR (ABREAEHME) OB SR
Mz (RHEME (F/95%CD ) X, -11.35% (-15.9442~-6.7637) TH YV, Ml 95%CI D
ERRIT 0%% TRl 5727, EPA-E 1.8 g/ B #5(2x9 % TAK-085 4 g/ H 5 D ERMER &
Wiz, £7-, TAK-0852g# & EPA-E#D TG ZbE ARFAEHE) OoBEHMZE (K
HeEME (R 95%CI) J 1E. 0.37% (—4.2491~4.9830) TH V., W 95%CI O _ERMBIEL M
FRETHIEDOHFRRAMBTH D %% TEI- (2.7.322) , IRREREKLTREON—X
Z 4 76 ® LDL-C Z{b3 i3, TAK-0852 g # T-2.103%, TAK-085 4 g # T-1.077%. EPA-E
B T-4.246%, TC Z{b#i%, TAK-0852 g #T-2.713%. TAK-085 4 g #£T-3.699%. EPA-E
#$T-4.254%, HDL-C Z{b. 3%, TAK-085 2 g # T 2.438%, TAK-085 4 g B T 4.312%. EPA-E
BT 1.635%, non-HDL-C ZZ{L3Ri%, TAK-0852 g B£T-4.195%, TAK-085 4 g #£T-5.929%.
EPA-E # T-5.698% CT& o7z, TAK-0852 g #. TAK-0854 g #. EPA-EH\ ¢ b LDL-C,
TC. non-HDL-C {I_X—ZXF7 A4 X VIETFTL, HDL-C{IX—RX T4 LV EF LTV

(2.7.3.32.2) , TAK-0854 g B£/3 EPA-E #£ & b L C, HDL-C DRX—RX 5 A b DEAL
RITOTMIKE D722, LDL-C, TC, non-HDL-C DRX—2 T A U5 OB{LBICKE 7
BW o T,

AEF UHABERVCEDNTNORTYH TAK-085 DR EBI(ZIG U TGIETEARA LN
7=. TAK-085 4 g #EIZ351F 2 TG IE TEAIX EPA-E Bf & tb TR & <, TAK-0852 g #IT 3517
5 TG TIERIZEPA-EHEFRE Tho7z, AORBLEDOED TG ETERITWTHhOHK
EEBIIBVWTHHARBE TH 7= (2.73334) , IFRERERTRIZBITAN—ZXF7 1
5D TG BLRIZONWT, R—ZF 4 DTG (300 mg/dL Kk, 300~500 mg/dL Hi#5,
500 mg/dL LA E) BROREFUHEROFEICL DMoERETZ2E R L1, N—XF71D
TG 73 300 mg/dL K. 300~500 mg/dL i & O° 500 mg/dL L EDO W DE TH TAK-085
ORERBITIGE U TGIETIERAAA LN, 500 mg/dL L EDBZFE ., TAK-0854 g BIZH
15 TG IR TEAIX EPA-E B & TR & <, TAK-0852 g #2815 TG K T1EMIL EPA
HEMPRRBRE TH o7z, 500mg/dL LLEDBEERE, 300~500 mg/dL A D& Tl
300 mg/dL R OB & X T TG IETEABRWTHRLOKESEICE T H KR & <, TAK-085
2 g &L EPA-E BEDNLERFRNTMIT & B> Tz b DD, TAK-0854 g BE & EPA-E B D
MERRITEMRIT AR TH 72 (2.7.33.3.5) ,

EPA-E #f & lLX T TAK-085 H OB EFELREBRITK X RIBEWIIH b2 - 72, TAK-085
2 g BE K (NEPA-E Bf CII & MHFASR . TAK-085 4 g B CIX EREORIEDHKBAENZE RN 272,
7%, TAK-085 BEDOWT MO EHET 5% EOWBREICHE L -ERIL, BHEEROH
Thotz (2.74.2.1.1) ,



1.8 F{IXE (F) BEESRIERAH
B by HRRATEL EFRREBEIR

¥ 1.8.2.2-2 ABREBRERTHICETAIR—XSAhbD
TG TLE LI EHME (CCT-002)

s TA;(-OSS TAK-085 EPA-E
g 4¢ 1.8g
FAS (3 6104) 205 210 195
S A B 269.0 271.5 271.8
(mg/dL) (EHRE) (77.52) (97.29) (91.53)
BRI S THROME® BT A 237.5 208.8 238.1
(mg/dL) (EHRE) (83.99) (85.97) (99.76)
R (%) BT E -10.776 -22.870 -11.234
(EEREZE) (22.5574) (23.0968) (25.6904)
TAK-085 £ & EPA-E #¥ & RIEEE 0.37 -11.35 -
ODENEDE (%) (MR 95%CI) (—4.2491~4.9830) |(—15.9442~-6.7637) -

Source : [CCT-002 B —Table 11.d, Table 11.e]

a: Week -4, -2, 0 DRIEEDEY

b Week 10, 12 DREMDOTY (FIEHEERE TIX, AR 2 Ba OB EMOEHZ A e, FEMFRER D& 2
A OB 2 BMZB X TV AHA L. FHMAERREFROREEEZ BV, )

=R AL DTG HIERE L WERLIMIEHE L SBOTETMCEIE  TAK-085 D& 58 &£ EPA-E
HEORBEEAEHEOBRERB 2O SHEME L ZORA 95%CIL # B I

(3) REIREHER (OCT-001)

AEBBOXBRELZITTVEE TG MAERE & XHRIC, TAK-0852g/A kT 4g/R Dk
R EHOENIER OREMEZRIFT A2 BN E Lo, SRR, FEEMR. BIERL
B L Uiz, REMBZREFORE T A —FICRIETRELZ RS ENCGTMET 572, TAK-085
2g B, TAK-0854 g HAREL., IBREMPOHBOWBIIITORVWI LI Lz, £z, &
HREFOADNEROZEETFMEITOBROSE LT 570, BB L LT EPA-EHZRE
L7 (273.1.1.2) ,

TG 52 B E COREKEBEERIIRBITAN—ZF 4 NE60 TG EBIbR R EHME (&
TAK-085 # —EPA-E £) I[Z DWW COMITHEREHE 1.82.2-3 1R L, BARADE TG MAEHE
F1Z TAK-0852¢g/H. 4g/H, EPA-E18¢g/H % 52 @RS LR, IBREREK TR O
— AT AL PoD TG ELR (BN TEHE) X, TAK-0852 g #£T-13.944%, TAK-0854 g &
T—25.517%., EPA-E B£T—12.046% Cdh o7z, TAK-085 2 E L7=WTHORTY, InKHHE
B D Week 4 735 TG DIET A& b, Week 4 LUE TG 13— EDE THRE L. 2hHRIX Week
52 FCRE LT, Week 4 LIBEWTHORRIZEB TS, TAK-0854 g # D TG B TEMIZ
EPA-E#£ LV K& < . TAK-0852 g D TG K T/EMIZ EPA-E B & RRRE Th 72 (2.7.3.2.3),

EPA-E B & LT, TAK-085 OB EEFREBERIIKREIREVIETALN 22T, WThH
DL, BRIEAROEERNRbENP o7, 2. TAK-085 HOWTNNDORET 5% L LD
WBHRECRB L-ERIT, RWEER, FKEORE, WERK, F 7 VT FUrRAFFF—
VM, TH., [EIR, HFEERERE. BRK. BETho7 (274.2.1.1) ,

10



1.8 FAXE (R)

EERESIEHASH

OkYAERH T EXEREBER
%* 1.8.2.2-3 ABREBRERTRICETEIR—ASA UMD
TG ZLELEHMZE (OCT-001)
TAK-085 TAK-085 EPA-E
RS 2 g 4g 1.8 g
FAS (§ 503 4) 165 171 167
R=RFAf " B EE 254.7 270.0 264.2
(mg/dL) (BHERZE) (97.80) (101.19) (111.62)
BEREREKTEHOME® BT E 204.9 187.5 219.0
(mg/dL) (IEHREZE) (81.21) (73.61) (102.99)
ELE (%) B E -13.944 -25.517 -12.046
(IBHERZE) (30.3409) (28.1402) (40.2695)
TAK-085 £ & EPA-E B & REEE —-1.8983 -13.4711 ~
OELEDE (%) (WAl 95%CI) | (—9.6183~5.8217) |[(-20.9342~—6.0079) -

Source : [OCT-001 3E%—Table 11.a]

a: Week 0 ORI EHE

b EME AR A 1 B O RIETE

11



1.8 H{AXE () BRESI K4t
B hYHRRKH TEL ER AR

1.83 A& - AR (E) RUZTORER
1.83.1 R - AR (¥)
WE., BACIEA A3 BB FLVELTIE2g%2 1 H 1E, REZICROKST
5, 2L, PV VL4 FEECEEIZEZY 1E2g, 1 B2HEETHEETE D,

1.83.2 R - AROBERA
1.8.3.2.1 Ak

TAK-085 O HFERA)IL, 1 ARFICEREMN 4 mm OFFO# 7L AR 2 72

(TAK-085 & L T2g) #FKELNERTHD, TAK-0854g/AR% 1 B 1 EIRADEHE. R
RENLETHIVBMBEVOREa L P54 7 ARTHREREND 2D, 25X 1B 1
H, 4g/BH51L1 A 2 BOAECTENERRRE £t L 7,

% I ABRRFEEABR C. 1B 600 mg % 1 H 3 53 2% EPA-E #A|O@EEHE & TAK-085
D2g8 (1ME2g, 1H1E) RW4gh (1E2g, 1 B2E) O TGETIERZ BRI L
7o fE R, TAK-085 iX EPA-E #A| & ME XTI ENU EOMRPHER INT-Z L2, TAK-085
ORETIE2g2 1A IEXT2EETEHIERRYTHDL EELT,

BEOEEIZOWVWTIE, EPA-ERFZEAT CRE LEGE. RERTRELEGE LK
~NCMAEF EPABREDO LFIXIZ LA LA LNR WD TAK-085 OENEEKRRBR O 5 FIE
BETRE#EESL L, FEROREZREBRRSICRET S L L L, B, REI%KE
REBRICBOWTRE S A I U7 BI0RBHIES 4glt §i+4, B+4. BI+B, 2g# : 8.
B, #) #FEMLRER, FREEEKTRICBITDIR—ZAF A4 0D 0 TG E LR (HEIfF
EYME) (X, TAK-0852 g #, TAK-0854 gL bICWTHORES A I 7 THRIEKDFER
ERIBRD TG IR TIERASHR sz (R2.7.34-1) ,

INOENBEREBROBE LY, RIEDE - IR Th 2 ®IBMAEIZXF 2% TAK-085 O HIE
i, 1E2gA# 1 H1EXE2E, AEEZEORABRE LTI LRBEEITHS LELT,

1.8.3.2.2 HFAR

TAK-085 D 1 BAE%Z 1g, 2g, 4g L LEFNMBRRT, IBRERSKTHROR—RF
AUED TG ELR (BHFEWME) X, 77 EREET0.968%, TAK-085 1 g # T-5.497%,
TAK-085 2 g B C-12.890%. TAK-085 4 g #T-25.959%TH Y, TAK-085 DHEEREITE U
TGIETERAOEMR A LN, £/, Z2RBETH D EPA-EHOIRREREKLR TRON—2
FAUNBD TG ELR (B TEHME) 13-14.996%Th D . TAK-085 4 g D TG K TEMIX
EPA-E# L W k&<, TAK-0852 g B D TG IKTIERIL, EPA-E#MLRABETHLLEEZXDL
hiz, BEUHRBROBEN D, & TG MIERFICK T 5 TAK-085 DERKARIT. | BREE
LLT2gXiddg LEESNT,

UEOENHRBROBREZEE 2. BRAELRIET 5 BROTEM L 725 1 FRFERAR
Tid, BBREFERTHRON—2F 4 b0 TG bR (EHFTEHE) 3. TAK-0852¢
BET-10.776%. TAK-085 4 g #£C-22.870%, EPA-E B T-11.234%Tdh -7z, TAK-0854 g &
& EPA-EHED TG BLFE (AEFAEHE) oRGHMEZE URHEME (MR 95%CD ) ii.
—-11.35% (=15.9442%~—6.7637%) T& ¥, W 95%CI O _ERIT 0%% TEl->TEKY . EPA-E
1.8 g/ BEE KT 5 TAK-085 4 g/ B B 5 DEBMED R I Tz, £72,. TAK-0852 g # & EPA-E

12



1.8 HAXE (F) HBEESIEH(ASH
B k) HHKD TN ERAMRR

O TG E{LR (FAEEFEATHIE) OG5 HEZE RHEEME (MR 95%CD) 11, 0.37% (—4.2491%
~4.9830%) TH Y, Wl 95%CL D ERNVIFELEOHFERMETH D %% TRz, 28,
TAK-085 L SN D ATREMENBE WA F F U R OF BN BRIEH 21T o 1o iR, 1RBRE
BERTRHICBITAR—ZATA VLD TCEE L A F UHFAOFEDERICHARERE
REGERIEALNT, WThOBIZRIT 2FERLEMTO/BR EWMBERTH 72 (R

2.7.3.3-24) ,

ENEERRABR L Y TAK-085 ® 1 BREE2g Vi 4g OREMZFM LR, WTho
| PR EEBL T2 ERSTREBEIEL 2 hoT, B, RA¥F U HRARFD TAK-085 DEE
I T 2R EBERTF LIERER, R FUERATORSERCOREMET a7 7 A VE, A
2 F o HREOHSERORZEME TR 7 7 AV EBPILTEY, TAK-085 & X7 F & Dff
RIZE>THEMLEEEFERIIFICHAONR P21,

I HENBERRBOEIMEROLZEMOME L Y. TAK-085 DEEKRHAEIX. 1 BREE
ELT2gXiT4gThHD, 2g, g L HICHBABRLTHILEFEYTHDILEE R, L
WoT, ME2g& 1A 1~2E, RERIIEOESTSH, | & L TEARBRELI T, 2
B, BEOBRBIIRBWT, #E»S, ERMOHENICZ VY HIEMNG 4g/B2ERTLI & B
BETHDH DD, TAK-085 1L EPA-E BK| &L A CERKRMNME ST THh L7720, RiE - HEDR
#% EPA-E fIFI L R L T RELORMIMRENTZZ LD, EE., RAKIZA A3
feliBe—=F A LC1EH2g% 1 H1E, REZRCRAKRET S, 2720, b7 VETA
REEOREIZXY 1E2g, 1 B2EIETHEETES, | LEELL,
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1.8 HAXE (F) REESIxHMA=s1
AkRYFHKRDTEL EERE IR

1.84 BERLDOIEE (R) RUETOREHEA
FHEDOER (B) ROREMRILEZ LITIZR Lz, AT TAK-085 DE A TH 5 Pronova
BioPharma #E23MERR L 7= ¥ P L 2EEHR (Company Core Safety Information) 35 X UNES
DM XEL S LT, SRETZICRET 5 TAK-085 DEFRARBREELZBEE 2 CRE L, &
BIlHhleoTiE, [BERAEEJRMNXEOCOTRHREREICOVWT] (FHIF4A25H, 3
#6065, BEES9E) RO ERAEELOER LOFEETHERICOVWT) (FERL9
F£48258, EEE 60T 5) ITHEHLLT,

1.84.1 EE
1.84.1.1 E= ()
[(#£2] KRoBHEICEESLRNZ L)
() Hift LTWa 8% (AR, BMmERESE. HEEEE. REHL, i, HErE
Hiim%) [EMAREER2BENEH D, ]
() AANOF A cxt L CORBREDBEER O & 5 BE

1.8.4.1.2 FEEBOREIRHL
(1) EPA-E ®AIDOEFER EORERICHE L THRE L,
Q) FAHNZEFEIN TV BARMITH L TRABUEDBEEREO H 5 BEICB W T, AANICL D
WBUERED ) 27 BPEL RHARENRH D Z ENORE LT,

1.8.42 MERS

1.8.42.1 MEES5 (¥

1. EERS KROBHEICIEECRSETIZL)
() HfLoEREOBWERE (EEOME, Fil%) [HLEZBIRTIHIBENEHD, ]
Q) PUEEED 2\ W I/ E &SP o EE ( [FHBEER] OESR)

1.8.4.22 WEESEEORN

AEIEEPRIC B AFT L A2 OFEAPMMET T2 eMRH50, MOBERRFIIHT D
B ODREBIIALN TR, A T3 BHEBERE LW O 0BKRRRTIL, EW
HWHEN CTHMLEMOEERALNL TS,

ARENT M REEMBIERAIC XV HREHEZER S5 FTREMAN H 2 0 ¢, HilOfmkRME
OEWEE BIziE, EEONMEOHLBE. FMFHI2VIEFMEROBRERL) KA
ARELIEGA, HLEBRTI2BZENEH D ENLRE LK,

AF) & PEEED 5 WVITHMA/MEE (FlEX, DA77z 0 va, TRV UiRd)
EOFR L7235 E. MR OEENR A LN D, ARAIN HMEEMICAAMA R84 52, Hil
FRETOIBENRHBZENORE LT,

14



18 HFAXE () REESITEKASH
B hYHRKD TEL EEmARIR

1.84.3 EELGEXKIN
1.8.4.3.1 EELZEXMIE (E)
2. BEELRERNEER
ARNIOBERIC DT> TE, KORICHZERT D L,
() BRI+ BELZERL, BELETHL ZL2HRTLZ L,
Q) HOMUDAEFHBOXEBRELIT, BICEME, BE, FERHEOEBHIERD
fERTFOBRHE L +7ICEETDHZ L, .
@) AFBREPRMFIEEBEZ EHOITREL., BRICTTIERBBD ONRVEEIC
EEEDIETH I L,
@) BFTEPIZILDL 2V AT a— B EROFRESERHD7H REFIZLDL 2 VAT
a— /B EHICRET S 2 &,

1.84.3.2 EELGEXRMIMOERTERH

(1) EPA-E ®AIDHER LOERICECTRE LT,

() ZL OIEERFEOIRREICEHEIN TVWAIEREETH 5, BIREELIERB TN A
RZ 422007 iR (AABIRELLFESR) 12L&, IBERFEOHRRES#OZEARFEA]
3, EEBEOUBLITo %, Bx 0BREFEOEBIRKEROMKREF 2 +oIBFT LT
No, EYEROBEIEEBETDEROTNDIIENLRE LT,

(3) EPA-E AIOER LOEZBICHELU THRE L2, DREV/ALNRVWGEAICEBRLFERIN
Bl DI L BT HTZDITHRE LT,

4) ENEERBREE» ST, KRR VBERMOICHBEE 2ABEDIDL 2L AT 1
—VED LRIV EEZ oo h, SAEERRBR T, —HMOEETLDL = L RT
a—EREF L2 E0h, AEORMIEIZIZLDL 2 VAT v — L& EHRICE
=Z VTR ERRESNT, AEBRKRBRAEICE S LDL a VAT n—/VE
FROBEIH U TEERIGA END KD ITRE LT,

1.8.4.4 HEERA

1.8.441 HEHEAR (RV)

3. fHE{EHA

BFREE (FRICEETD L)
HH 4 % B RIER - HB S W - fERE T

PERE UAT7 UL )y | GERCTEEY FOIITO | AR MR E e 2B T
IN- MEDBHERCERT S Z &, DT, THOLESLHHATS L
PLL/MESE TAEY L% Witz BhET2REZNNH 5,

1.8.44.2 HEARHDOERTEHEM
1.8422 TRL7zEBY, FLEBEEEKS D VIIHM/MIE (BIZIX, D77 0B U Th,
TRV RE) EHALEES. HLZBETABEFNLHAZ ENLRE L,

15



L8 FHAXE () REESITEKRA4
B hYFHKD TN B3 AR & hiv

1.8.45 EIEH
1.8.4.5.1 El4EA ()
4. EIfEH

ABRETOENBERRBR CTIIAAVIBHEB-T L E L T2g T4 REINT 948
Bl 91 41 (9.6%) ICERRREMEORE 2 E LRIERANE O b, EREWERIZTTH(2.5%)
THoT,

LT ORIERIZ. ENERRBRS 2 VI E CORBRKRR I OCRERTE®R DT —F I
EILbDTH B,

1~ 5% 1%l SEEARH
1) BEEE" o, BB, o8
2) & @ = I b ¥ A
3) MREREE HEV, FEE RE R
4) mMEEE 1B I JE
5) FRUR g £ i
6) THIL2R T B, B, B8O HIL AR, BB diiE
PR, B, B | RA EH. BBHMm
7) K fgE? s RE R &
(AST(GOT),
ALT(GPTYD + &)
ED oI REAERERTIETE DL,

X2 BRENEOLNEHBEICE, FUTH0VEGRAELITI L, BB, IFEEBRZEOH 2 BFITE VT,
IFBERERRE (AST. ALT%) 21T ZE&REE LW,

1.8.4.5.2 BI{EADERERM
BIEFE COENERRBRICBWVTHRE SN-EWER H 2 WIS E CoOBKRRBRE L O
RgED7T—% (CCSI) YL THRE LT,

1.8.4.6 1w, Ein., RIFFAOERS
1.8.4.6.1 KEWR. EiR. BRILME~OKRE (E)
5. . ERm. RAFE~ORE
() EREF OB EICET 2 REMIIFEST L TWRWD T, EFEUIER LTV 5 TREtE o
5 ANITEELOFRENGREEZ LE b LTSN G/ ICOAKRETSHZ
L,
Q) BILFOBAMEIRE LRV ENRZET LR, R GTRET 56 ICIIFELE
BT EEDZE, [BWRR (T ) TAHFIBIT T BTV, )

1.8.4.6.2 iR, ER. RILBE~OBRSORTEREMN
(1) ARFE COBFEKRBR T, R T 2ERRBRITITEA LR BEMEPHEL L T
WRWZ ENHERE LT,
Q) FHIO b PEAHF~OBITIIRF ST RWD, BRER (F > b)) CTHHHICBIT
FTHIERMENTNEZ ENHRE LT,

16



1.8 FHAXE (F) REESIEEXSH
B kY AR T EEmARRhR

1.84.7 NRE~DEE

1.84.7.1 IMRFEAOEE (E)

6. /MNEFE~DOEE

EHAEBER, HAR, LI, $IRXI/NEICKT 2R 2MITRESL L TRy (5 R
DI7RN)

1.8.4.7.2 INREAOBREORTERA
BEHAKER, H4R, L2, SRR EZHN&RE LERBRIIERL TEHT, T2tk
BEESTL L TWARWVWI EMNHH/RE LT,

1.8.4.8 HMALDIE

1.8.4.8.1 HALOIE (E)

7. WAEORE
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4.2.3.5.2]4.2.3.5.2-1 |TAK-085-10012 ETYLESTER K85: ORAL (GAVAGE) RANGE- _ﬁ A Wl TR
FINDING STUDY [N THE PREGNANT RAT
4.2.3.5.2-2 |TAK-085-10013 ETYLESTER K85: ORAL (GAVAGE) I.WH__ =5 PR Bai
TERATOLOGY STUDY IN THE RAT
42352-3 [TAK-085-10014 ETYLESTER K85: ORAL (GAVAGE) RANGE- I E G B | EREH | 2% |
FINDING STUDY IN THE PREGNANT
RABBIT
4.235.2-4 [TAK-085-10088 ANALYSIS OF SERUM LIPIDS IN RABBITS EEQ B | mAREN | 33
FROM THE EXPERIMENT "ETYLESTER K85:
ORAL (GAVAGE) RANGE-FINDING STUDY
[N THE PREGNANT RABBIT"
4.2,3.5.2-5 | TAK-085-10016 ETYLESTER K85: ORAL (GAVAGE) F 1'ﬂ')§_' &5+ TNEH i
TERATOLOGY STUDY IN THE RABBIT
4.2.3.5.3[4.2.3,5.3-1 |TAK-085-10017 ETYLESTER K85: ORAL (GAVAGE) PERI F I.Q'E E5 HRE ¥
AND POST NATAL STUDY IN THE RAT
4.3 B4
4.3.1 4.3.1-1 TAK-085-10123 Effects of dietary alpha-linolenic, eicosapentaenoic]lkeda [, Cha == = = — |Biosci Biotechnol| %
and docosahexaenoic acids on hepatic lipogenesis |JY, Yanagita Biochem 1998
and beta-oxidation in rats, T, Nakatani Apr;62(4):675-
N, Oogami K, 680.
Imaizumi K,
etal.
4.3.1-2 TAK-085-10124 Changes in plalelet aggregation and lipid Yamada N, - — - —  |J Nutr Sei BE
metabolism in rats given dietary lipids containing |Shimizu J, Vitarninol. 1998
different n-3 polyunsaturated fatty acids. Wada M, Apr;44(2):279-
Takita T, 289,
Innami S.
43,13 TAK-085-10125 The cardiovascular protective role of McLennan P, - -— - —  |EurJ Pharmacol. | 2%
docosahexaenoic acid. Howe P, 1996 Apr
Abeywardena 4;300(1-2):83-89.
M, Muggli R,
Raederstorff
D, Mano M,
et al,
4.3.1-4 TAK-085-10126 Epidemiological studies in the Upemavik district, |Kromann N, - - == —  |Acta Med Scand. | 235
Greenland. Incidence of some chronic diseases Green A. 1980;208(5):401-
1950-1974. 406.
43.1-5  |TAK-085-10127 Cardiovascular deaths among Alaskan Natives, |Middaugh JP. - - - —  |Am J Public BE
1980-86. Health. 1990
Mar:80(3):282-
4.3.1-6 TAK-085-10128 Dietary supplementation with n-3 polyunsaturated [GISS]- - - - — |Lancet. 1999 Aug| %
fatty acids and vitamin E afier myocardial Prevenzione 7;354(9177):447-
infarction: results of the GISSI-Prevenzione trial. |[nvestigators 455.
4.3.1-7 TAK-085-10129 Omega-3 fatty acids and coronary heart disease  [Harris WS, - - - —  |Atherosclerosis. | %5
risk: clinical and mechanistic perspeclives. Miller M, 2008
Tighe AP, Mar;197(1):12-
Davidson 24,
MH, Schaefer
EJ.
4.3.1-8 TAK-085-10167 Dietary fish oil prevents ventricular fibrillation McLennan = = = — |Am Heart J. 1988 Z%#
following coronary artery occlusion and PL, Sep;116(3):709-
reperfusion. Abeywardena 717.
MY,
Chamock JS.
4.3.1-9 TAK-085-10131 Regulatory effects of HMG CoA reductase Chan DC, = — - ~ — |Diabetes. 2E
inhibitor and fish oils on apolipoprotein B-100 Watts GF, 2002;51(8):2377 -
kinetics in insulin-resistant obese male subjects Barrett PHR, 2386.
with dyslipidemia. Beilin LI,
Redgrave TG,
Mori TA.
4.3.1-10 TAK-085-10132 Triglyceride-lowering effect of marine Sanders TA, - - - = |Arterioscler 2E
polyunsaturates in patients with Sullivan DR, Thromb Vasc
hypertriglyceridemia. Reeve J, Biol. 1985 Sep-
'Thompson Oct;5(5):459-465
GR.
43.1-11 |TAK-085-10133 Polyunsaturated fatty acids selectively suppress ‘|Takeuchi Y, — = - — |4 Biol Chem. BE
sterol regulatory element-binding protein-1 Yahagi N, 2010 Apr
through proteolylic processing and autoloop [zumida Y, 9:285(15):11681-
regulatory circuit. Nishi M, 11691.
Kubota M,
Teraoka Y, et
al.
4.3.1-12  |TAK-085-10134 Metabolism and effects on platelet function of the |von Schacky = = = = | Clin Invest. 2%
purified eicosap oic and d h i C, Weber PC. 1985
acids in humans. Dec;76(6):2446-
2450,
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4.3.1-13  [TAK-085-10135 Omega-3 fatty acids modulate collagen signaling |Larson MK, = = |Proslaglandins,
in human platelets. Shearer GC, LeukoEssent

Ashmore JH, Fatty Acids.
Anderson- 2011 Mar-
Daniels JM, Apr;84(3-4):93-
(Graslie EL, 98.
Tholen JT, et
al.

43.1-14  |TAK-085-10136 Fish oil fatty acids and human platelets: Dose- Kriimer HJ, = - = — |Biochem E =3
[dependent decrease in dienoic and increase in Stevens J, Pharmacol. 1996
trienoic thromboxane generation. Grimminger Oct

F, Seeger W, 25;52(8):1211-
1217.

4,3.1-15 |TAK-085-10137 Antiarrhythmic effects of eicosapentaenoic acid  |Kinoshita I, = = = — |IpnCirc). 1994 | Z%E
during myocardial infarction--enhanced cardiac  |[toh K, Dec;58(12):903-
microsomal (Czih-MgH)—ATPase activity, Mighida-Nak 912,

M, Hirota H,
Otsuiji S,
Shibata N.

43.1-16  |TAK-085-10198 Eicosapentaenoic acid improves hepalic steatosis |Tanaka N, — o= == —  |Biochemical B35
independent of PPAR alpha activation through Zhang X, Pharmacology.
inhibition of SREBP-1 maturation in mice. Sugiyama E, 2010 Nov;

Kono H, 80(10): 1601-12.
Horiuchi A,
Nakajima T,
et al.
432 [4.3.21 TAK-085-10113 TATYARFTUETF L (EPA-E)DT v B |G BIE=, & - - - = |EwEiE. BE
A RITHIT B A RPIBY i AN, IR 1987;2:683-702
BB A
ZNEIN

432-2  [TAK-085-10114 TATFARFT BT TN (EPA-EYDHILE |FRIZF=, % - - = R ES L) 5

DAY Rt A A, FR 1987;2:673-681
BE, T
T FE L
N N

4.3.2-3 TAK-085-10115 EFIETENEEEPA - DHAD A (LS & REER = == - - |EERE. 199614-| 55
#3% EPA, EPATF LT AT VO 19

4.3.2-4 TAK-085-10116 Metabolism of ethyl eicosap (EPA-E) in|[shiguro J, - = - — |Chem Pharm Bull| 2%
rats and effect of its metabolites on ellagic acid- |Tada T, (Tokyo). 1988;
induced thrombus formation in the stenosed Ogihara T, 36(6):2158-67
femoral artery of rabbits Mizota M,

Mi hi K,
Ohzawa N, et
al.

43.2-5  |TAK-085-10117 HBTEMREEEPA - DHAD AL F EIEH R x = = = - |EEE 2%
6% DHADH 1996;139-146

4.3.2-6 TAK-085-10119 The inhibitory effect of polyunsaturated fatty acids|Yao HT, = = - —  |Life Sciences. 5%
on human CYP enzymes Chang YW, 2006; 79: 2432-

Lan 8], Chen 2440
CT, Hsu JT,
Yeh TK
433 [4.33-1 TAK-085-10104 The Significance of Polyunsaturated Fatty Acids |Ziboh VA. = = - — |Lipids. B35
in Cutaneous Biology 1996;31(Suppl):2
49-53.
4.3.3-2 TAK-085-10105 The effect of fat level of the diet on general Deuel HJ, = - . = |J Nutrition, 2E
nutrition Greenburg 1951;45:535-49.
SM, Ainsfield
L, Melnick D.
4.3.3-3 TAK-085-10106 Carcinogenicity testing of therapeutics Weissinger J. - - - = |Drug Information | Z%&
Journal.
1992;26(2):133-
40.

4.3.34 TAK-085-10107 The impact of decreasing survival in laboratory Robertson R. - = =~ — |InD'Arcy PFand | 2%
rats on the drug approval process: Industry Harron DWG eds.
perspectives Proceedings of

the first
international
conference on
harmonisation
Brussels 1991,
Queen's
University of
Belfast; 1991,
p-212-24.
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4.3.3-5 TAK-085-10108 Fat, Frail and Dying Young: Survival, Body Nohynek GJ, - — |Human Exp
‘Weight and Pathology of the Charles River Longeart L, Toxicol.
Sprague-Dawley-Derived Rat Prior to and Since  |Geffray B, 1993;12:87-98.
the Introduction of the VAFR Variant in 1988. Provost JP,
Lodola A.
4.3.3-6 TAK-085-10109 Analysis of Dietary Fat, Calories, Body Weight, |Freedman LS, = == - = |Cancer Res. BE
and the Development of Mammary Tumours in ~ |Clifford C, 1990;50(Sept):57
Rats and Mice: A Review Nessina M. 10-9.
433-7 TAK-085-10110 Dietary fat and experimental carcinogenesis: A [Birt DF, = = = = |Adv Exp Med BE
summary of recent in vivo studies Biol.
1986;206:69-83.
43.3-8 TAK-085-10111 The Problem of Pseudocarcinogenicity in Rodent |Roe FIC. = - — —  |Banbury Report | %
Bioassays 25: Nongenotoxic
|mechanisms in
|carcinogenicity.
1987;189-202.
43.3-9 TAK-085-10112 Observation and interpretation of lipid pigments  [Hartroft WS = = = = |CRC Crit Rev 55
(lipofuscins) in the pathology of laboratory and Porta EA. Toxicol.
animals 1972;1:379-411.
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5321 [53.21-1 |TAK-085/00003 |Validation of the bioanalytical method for - zla 7 Z'WH_-| =[] TENER gz
determination of total arachidonic acid,
icosap yic acid and dc h dic acid in
human plasma by gas chromatography
53212 |TAK-085/00018 |Validation of the bioanalytical method for 2'% A 2(.% A - £ HERER B
determination of total arachidonic acid,
icosap ic acid and dc h vic acid in
human plasma by gas chromatography — Long-term
stability
533 BERSEHEPKREGES - —
5331 [533.1-1 |TAK-085/CPH-001 |A Phase I, Randomized, Double-Blind, Placebo- I E EFE EE BN | HEHER | el
Controlled, Ascending, Single- and Multiple-Dose
Study to evaluate the Safety, Tolerability,
Pharmacokinetics and Pharmacodynamics
of TAK-085 in Healthy Male Subjects
5334 |5334-1 |OMA-104 A Pharmacokinetic Interaction Study Evaluating the E EERE E @ r“ TEN | AMER | 55
Effect of Reliant Pharmaceuticals Inc. (Omacor®)
Omega-3-Acid Ethyl Esters Capsules on the Plasma
Pharmacokinetics of Merck & Co. (Zocor®)
Simvastatin Tablets in Healthy Adult Volunteers
Under Fasting Conditions
53342 |OMA-105 A Pharmacokinetic Interaction Study Evaluating the BB Z‘W =5t ERER BE
Effect of Reliant Pharmaceuticals Inc. (Omacor®)
Omega-3-Acid Ethyl Esters Capsules on the Plasma
Pharmacokinetics of Parke-Davis (Lipitor®)
Atorvastatin Tablets in Healthy Adult Volunteers
Under Fasting Conditions
533.4-3 |OMA-106 A Phamacokinetic [nteraction Study Evaluating the 2“}5! 2 A E7 ERER 55
Effect of Omega-3-Acid Ethyl Esters Capsules
(Omacor®; Reliant Pharmaceuticals [nc.) on the
Plasma Pharmacokinetics of Rosuvastatin Tablets
(Crestor®; AstraZeneca) in Healthy Adult Volunteers
Under Fasting Conditions
1535 FoMER RS
53.5.1 [5.3.5.1-1 |TAK-085/CCT-001 |A Phase 2 Dose Finding Study of TAK-085 in Takeda 2'*}] 2'%)5] 50 study sitesin | EFA HRNREF EL i
Subjects with Hypertriglyceridemia Pharmaceutical Japan
Company Ltd.
53.5.1-2 |TAK-085/CCT-002 |A Phase 3 Confirmatory Study of TAK-085 in Takeda W _2'5.!1 69 study sitesin | EP ANER T
Subjects with Hypertriglyceridemia Pharmaceutical Japan
Company Ltd.
53.52 [5.3.52-1 |TAK-085/0CT-001|A Phase 3 Long-term Study of TAK-085 in Subjects |Takeda 2'*}3 E'ﬁlﬁ 50 study sites in | [EP R R B
with Hypertriglyceridemia (Until Week 52 in Pharmaceutical Japan
Treatment Period) Company Ltd.
53.53 [5.3.53-1 |TAK-085/NDA-002|TAK-085 CTDHREITASE (52 % C) Takeda i = - EA LNER Bzl
Pharmaceulical
Company Ltd.
53.6. [53.6.1-1 [PSUR9-Mar2011 |9 PERIODIC SAFETY UPDATE REPORT - 2'@)@ 2'%)3 - L HNER i
for Omega-3-acid ethyl esters 90 (Ph. Eur)
53.7 B#T—F—WkE FEHEE
5371 [53.71-1 [TAK-085/CPH-001 [fEHI—%ER Takeda e - = EA HNEF B3
Pharmaceutical
Company Ltd.
5.3.7.1-2  [TAK-085/CCT-001 |fE ffl— sk Takeda = - = 3] ENEF FFi
Pharmaceutical
‘Company Ltd.
5.3.7.1-3  |TAK-085/CCT-002 JEBI—ER Takeda = = = [E3lg] s i
Pharmaceutical
Company Ltd.
53.7.1-4 |TAK-085/0CT-001 |[#EB]—BR Takeda = = - Er R b
Pharmaceutical
Company Ltd.
5.3.7.2 [53.7.2-1 |TAK-085/CPH-001 |RRARIRZEZ B Takeda - - - El] ErEE BRG]
Pharmaceutical
Company Ltd.
53.7.2-2  [TAK-085/CCT-001 [ERPRIRETEZ B Takeda = = = EA R =i
Pharmaceutical
Company Ltd.
53723 |TAK-085/CCT-002 |GBH R &IE L BIX Takeda - = = A HENRE | #n
Pharmaceutical
Company Ltd.
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5.4-1 = Atherogenic lipoprolein phenotype. A proposed Austin MA, King| - — - —  |Circulation 1990; =
genetic marker for coronary heart disease risk. MC, Vranizan 82: 495-506.
KM, Krauss RM,
54-2 — Major lipids, apolipoproteins, and risk of vascular The Emerging = - — = [JAMA 2009; -
disease. Risk Factors 302(18): 1993-
Collaboration, 2000.
5.4-3 - LDL-aL A7 a—A-OEFHRERICET AL | B ABARE(LE - - = - |BABRELE | —
THRAZ. = SARH
5.4-4 = Plasma triglyceride level is a risk factor for Hokanson JE, L - - — |J Cardiovasc Risk | —
cardiovascular disease independent of high-density | Austin MA. 1996; 3: 213-9.
lipoprotein cholesterol level: a met: lysis of
population-based prospective studies.
5.4-5 == Serum triglycerides and risk of coronary heart disease |Iso H, Naito Y, - = = = |Am J Epidemiol =
[among Japanese men and womern. Sato S, Kitamura 2001; 153(5):
A, Okamura T, 490-9.
Sankai T, et al.
5.4-6 — Fasting triglyceride is a significant risk factor for Satoh H, Nishino = = = = |Circ J 2006; -
coronary artery disease in middle-aged Japanese men. | T, Tomita K, 70(3): 227-31.
Tsutsui H.
5.4-7 = Serum lipid survey and its recent trend in the general |Arai H, = = — = |} Atheroscler =
Japanese population in 2000. Yamamoto A, Thromb 2005;
Matsuzawa Y, 12(2): 98-106.
Saito Y, Yamada '
N, Oikawa S, et
al.
5.4-8 - AZIRY w7 R a—Aup to date. BALZE, LA - - = - |eXREmSEE | -
fEtH. 2007; 136 (431
B 1): 859-61.
5.4-9 = Prevalence of metabolic syndrome in the general Arai H, = = = = |J Atheroscler ==
Japanese population in 2000. Yamamoto A, Thromb 2006;
Matsuzawa Y, 13(4): 202-8.
Saito Y, Yamada
N, Oikawa S, et
al.
5.4-10 - Effect of statins on risk of coronary disease: a meta- |LaRosa JC, HeJ, = = = - |JAMA 1999; -
analysis of randomized controlled trials. Vupputuri S. 282(24): 2340-6.
5.4-11 = Thinking beyond low-density lipoprotein chol I: |Sharma RK, = = = = |Vasc Health Risk =
strategies to further reduce cardiovascular risk. Singh VN, Reddy Manag 2009; 5:
HK. 793-9.
5.4-12 = Secondary prevention by raising HDL cholesterol and | The BIP study - - - = [Circulation 2000; -
reducing triglycerides in patients with coronary artery |group. 102(1): 21-7.
di the Bezafibrate Infarction Prevention (BIP)
[study.
5.4-13 - Impact of triglyceride levels beyond low-density Miller M, - - - = |J Am Coll Cardiol| —
lipoprotein cholesterol after acute coronary syndrome |Cannon CP, 2008; 51(7): 724-
in the PROVE IT-TIMI 22 trial. Murphy SA, Qin 30.
J, Ray KK,
Braunwald E;
PROVE [T-TIMI
22 Investigators.
5.4-14 = Effects of fenofibrate treatment on cardiovascular Scott R, O'Brien - = = = |Diabetes Care =
disease risk in 9,795 individuals with type 2 diabetes |R, Fulcher G, 2009; 32(3): 493-
land various components of the metabolic syndrome: |Pardy C, 8.
the Fenofibrate Intervention and Event Lowering in  |D’Emden M, Tse
Diabetes (FIELD) study. D, etal;
Fenofibrate
Intervention and
Event Lowering
in Diabetes
(FIELD) Study
Investigators.
5.4-15 = Status of lipid-lowering therapy prescribed based on | Teramoto T, - - - = |Current -
recommendations in the 2002 report of the Japan Kashiwagi A, Therapeutic
Atherosclerosis Society Guideline for diagnosis and  |Mabuchi H. Reserch 2005;
of hyperlipidemia in Jap adults: a 66(2): 80-95.
study of the Japan Lipid Assesment Program (J-LAP),
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Investigators.

372(9645): 1223-
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5.4-16 = Prescription omega-3 fatty acids and their lipid Bays HE, Tighe H == = = |Expert Rev =
effects: physiologic mechanisms of action and clinical| AP, Sadovsky R, Cardiovasc Ther
implications. Davidson MH. 2008; 6(3): 391-
409.
5.4-17 - Omega-3 fatty acids and coronary heart disease risk: |Harris WS, = . = —  |Atherosclerosis -
linical and mechanistic perspectives. Miller M, Tighe 2008; 197(1): 12-
AP, Davidson 24,
MH, Schaefer
El.
5.4-18 = $HIE EPA, EPATF VATV ORHB, EFEHE R - - = — |=EE; 1996. 14| —
SHEEPA-DHADAELELICAL 0.
5.4-19 - Metabolism of ethyl eicosap (EPA-E)in |Ishiguro J, Tada = - - = |Chem Pharm Bull =
rats and effect of its metabolites on ellagic acid- T, Ogihara T, (Tokyo) 1988;
induced thrombus formation in the stenosed femoral |Mizota M, 36(6): 2158-67.
artery of rabbits. Mizuguchi K,
Ohzawa N, et al.
5.4-20 = SF6E DHADIH. ABEMAEEPA-DHADE  |IRE&K. S = = = |FEE; 19%. =
{LFLmA. 139-46.
5.4-21 = The inhibitory effect of polyunsaturated fatty acids on|Yao HT, Chang = - = = |Life Sci 2006; 79:| =
human CYP enzymes. YW, Lan SJ, 2432-40.
Chen CT, Hsu
JT, Yeh TK.
5.4-22 = Dietary supplementation with n-3 polyunsaturated GISSI- = - - = |Lancet 1999;354:| =
fatty acids and vitamin E after myocardial infarction: |Prevenzione 447-55, (Lancet
results of the GISSI-Prevenzione trial. (Department |Investigators. 2001; 357: 642)
Of Error)
5.4-23 - Early protection against sudden death by n-3 Marchioli R, - - - = [Circulation 2002; -
polyunsaturated fatty acids after myocardial Barzi F, Bomba 105: 1897-903.
infarction: time-course analysis of the results of the  |E, Chieffo C, Di
Gruppo ltaliano per lo Studio della Sopravvivenza Gregorio D, Di
nell'Infarto Miocardico (GISSI)-P: ione. Mascio R, el al.
5.4-24 = Impact of dosage frequency on patient compliance.  |Paes AH, Bakker = - = = |Diabetes Care ==
A, Soe-Agnie CI. 1997; 20(10):
1512-7.
5425 = EWFciaE L OB M A Rz, @7, Bl E = - — |F%E 2009; =
. 43(8): 871-4.
5.4-26 = Fish oils in the care of coronary heart disease patients:| Yzebe D, Lievre = = — = |Fundam Clin -
a meta-analysis of randomized controlled trials. M. Pharmacol 2004;
18: 581-92.
5.4-27 = Intake of fish and n3 fatty acids and risk of coronary |lso H, Kobayashi = = = = |Circulation 2006; | —
heart disease among Japanese: the Japan Public M, Ishihara J, 113(2): 195-202,
Health Center-Based (JPHC) Study Cohort I. Sasaki S, Okada
K, Kita Y, et al,
5.4-28 - Guidance for Industry Bioanalytical Method U.S. Department - - - —=  |BP; May 2001. -
Validation, of Health and
Humnan Services
Food and Drug
Administralion
Center for Drug
Evalualion and
Research
(CDER) Center
for Veterinary
Medicine (CVM)
54-29 - Distribution, interconversion, and dose response of n- |Arterburn LM, = = - = |Am J Clin Nutr =
3 fatty acids in humans. Hall EB, Oken 2006; 83: 1467S-
H. 768S.
5.4-30 — Serum fatty acid levels, dietary style and coronary Nakamura T, =] = e = |BrJ Nutr 2003; -
heart disease in three neighbouring areas in Japan: the |Azuma A, 89:267-72,
Kumihama study. Kuribayashi T,
Sugihara H,
Okuda S,
Nakagawa M.
5.4-31 = Effect of n-3 polyunsaturated fatty acids in patients  |GISSI-HF - - - = |Lancet 2008; -
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5.4-32 i Effect of fish oil on arrhythmias and mortality: Leon H, Shibata = = |BMJ 2009; 338: =
systematic review. MC, #2931,
Sivakumaran S,
Dorgan M,
Chatterley T,
Tsuyuki RT.
5.4-33 = Effects of a new fish oil concentrate on plasma lipids |Mackness MI, = = |Eur J Clin Nutr -
and lipoproteins in patietns with Bhatnagar D, 1994; 48(12):
hypertriglyceridaemia. Durrington PN, 859-65.
Prais H, Haynes
B, Morgan J, et
al.
5.4-34 - The effects of an omega-3 ethyl ester concentrate on |Borthwick L ; on - =~ |Clin Drug Invest =
blood lipid concentrations in patients with the behalf of the 1998; 15(5): 397-
hyperlipidaemia. UK Study 404.
Group.
5.4-35 - Improvement of serum lipids and blood pressure Grundt H, Nilsen - = |J Intern Med =
during intervention with n-3 fatty acids was not DW, Hetland O, 1995; 237(3):
associated with changes in insulin levels in subjects  |Aarsland T, 249-59.
with combined hyperlipidaemia. Baksaas I,
Grande T, et al.
5.4-36 - Triglycerides and cardiovascular disease: a scientific [Miller M, Stone = — |Circulation 2011; | —
statement from the American Heart Association. NJ, Ballantyne C 123:2292-333.
Bittner V, Criqui
MH, Ginsberg
HN, et al,




