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1. IE(CE83 51EH

1. BAFORE
1975 4E, Dyerberg O3, HFEEEZ TR ETH 7V —0 T RO A& Tl LEBZEO Mt
PRORBERME, MERE LIREEZ RT EOFEEEZHE Lz, Bang b1, 2 b0FEFEES
V—2F 0 ROANAx OIIMPICAaFIEIRE CH S A 24X Mg (=g X X =20 - EPA)
DEREICFAEL WICT 7% RUBRITKRE CTH D Z &3, BREZFF OO TIZR W EHER LT,
FNLIE, A Py Mg & AeREER OB ER SIS Lo IXh o,
HAKEMR ST 1980 45, AT OA VX Mgad o F LT 2T LT 5 2 L2k v &l
FEVHERIT 2 2 LITkEh L, #HEFUCOEERT, 3G E L CORB ARG LT,
1981 4FICFFH BB ASAE & B AKERR ST A 292 Mig=F /L (EPA-E) Z[E#Hf &
LU CHFEBFR T 2 Z L ICAE L, FrHREESERAS I, B AKER S X0 IR oG 2517,
TUHI O OfFT, KBRS 2 G LT,
F D%, PRSI, =37 — 5 70 300 1288 T 1981 AR ICTHEEME D MET (3 1
FREGARRBR) %, 1982 G |CENIRAE LML B O IR REIZ BEE 9~ 2 /MR EEEE . 1My i B S O SKER 211
INTRA—H ORI LB BEOBRBI ATV, THEENE & /N e 1 F 5 0 B R S FR 2
FEHZMER LTz, S 612, 1982 F L 0 BEEIRPAZEIE 2 x5 & L CRaRRBR 2B L. 1985
EIIE ZEE RGBT 2 i, FAZEEEIIREE(LIE (ASO) DOREERIT L THAME & 224
PEDSHERR & 4v, 1990 4E 3 A 30 HfF T [PAZEMEEBNIRAEE(LIEIfE 5 1. MR X O RO W E )
DEIE AR S iz,
F 7, BIREE L ORI BEMED @ WERRIN O —2>Th D ARIMIEIC R LT 1982 £ XV
KRBz Bias Lz, AidoE#EHEORF CIX, MEMEO T E~—h —ThorRalL AT r—
N A(TC) BEIORY Z V&Y R (TG) OWTFHIZH L TH, 1800mg/day 35 L OF 2700mg/day #
HTIRTHRRED T,
& 52,1985 ££121F 1800mg/day # L T 2700mg/day £%5- T 5 # & Ehleak B 4 £ L .
TCIZOWTIE ZHEM THMEIZZITRO bL7e > 725, TG IZOWTIE, 2700mg/day 5
NEVEDTHDZ ENEO B, 1989 LV HE%A 2700mg/day (ZF%E L., FHIMHE _EHER
beERBR 2 Sl L=, 24D ORFRFRBROMER, BRI I3 2 A RER LR a2 iR
AU, 1994 710 A 5 BT TEARIMIIE] OmEISEE BN S iz,
TNTF—/VF 7 300 1% EPA-E % 300mg & A7 2R 18mm, FAK Tmm ORAE M EK
BOEH T RAFITH Y, BEREL TV D0 7 BARE L L CIHRAREWEHICAS Z &
Mz, FORE - AEIZ 1ENC 2~3 W 7L 2RAT AL Lo TnAED, IRAKDOSK
BOBEND -, 22T, RAO LT I 2BE LIRS 437, 1992 4 L 0 BAth L7z
HIFIFRE FOMREFHER A S &2, BEAK 4dmm OERE O 7w K2 BMAIR L L, AKX
TRT =)L H 7L 300 & OEYFRIRIEMENGEA S, 72, BIBMAEBRE &2 xR & LK
RBICBWTZOEIMEB LOLZEMEITRABRE TH DL Z LAVRESNZZ b, 1998 4 10 A,
FIRGBANESR S, & L CEARB ST,
£, =T =B 7R 300, =857 —)L 8300 B LT 8T —/L S600 (X, WL [TEE
MfE | OhRE- R OFIZT U 7V 'Y ROBREZ 2T 5551215, T OREIZL Y 1 [\ 900mg,
1 H3EFETHEETED] OFE-HEAZIHFF->TWS, 900mg OIRHOEA . &R e B
IZBWTIE, flix DEBZEHFLTVL5EEHEL, ENOOBETIIRAT2EAIORE LS
Weh, ar 7oA 7 AN EOBEEY . 1 5E=1 BRAEE 725 900mg 53 tih & HEE,
2004 4 2 HIZHGR S T=,
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WX T,
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DOIEENRE/ ST A—213 1 H 3\ (§] « B - Br) LHEELLTWD 2 EDRMER S, ZO% IR
JE (B R Y Z 0B D RIE) Z2x8 & L CHER IS IMEAEBMIELHERBRICEIY, 18 3
Fl# 5 (600mgX3[A) (Zxf9 % 1 H 2 [AEE (900mgX 2 7)) DOIELVENHER Sz, Z Ofk
Bn, 2012 4 6 ACEIBIMEICEIT S 118 900mg % 1 H 2 [AIfE O #5925 L B INERE
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(T'V. 5. BRARRAEDIA ], TVL 2. JEWEH O ZH)
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O EF EF I, MR, BiFENFED LTV D,
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(2) *4&
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(3) AFRDAXE
ARHFN DR ATEPA-EDEPAIZ 345 T= /35— 1| [ZSmall. Smoothis L USeamless capsuleZ R
[S] 2o 7=b o,

2. —hE&
(1) & (@4%)
A aH_y Mg F L (JAN)

(2) F4 (@mdE
Ethyl Icosapentate (JAN)
icosapent (INN)

(8) RT L (stem)
MMER e L

3. HEXRITRMER
TR N N N N NI N
0]
4. HFRRUHTE
é:l\%ft : C22H3402

45 F& : 330.50

5. £%8 (@) XIEFEHE
Ethyl (5, 82, 11Z, 14Z, 17Z) ~icosa-5, 8, 11, 14, 17-pentaenoate (IUPAC)




6. BRAA. 4. BS.
Bl 44 EPA-E
A aY R XU TF LT AT )L

A AP RGBT T v
eicosapentaenoic acid ethyl ester
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AR L

(7) Z0fthDELREE

i P = () : 1.481~1.491
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i i :0.5LLF
ERyE i :3656~395 7277 LAM20mgE & 0 EBRE1T D
AR : 165~175
2. RS DEEEHETICHEITSHREE
(1) RERESR GOy k)
PRI PRAF AR PRIFERE s R
25°C 36 H ERERERLR JRAEN
FERIAE - MRk, BRM. 2 U RM. WM. ra v e—ERE TR
(2) hEAER 3Ow k)
RS PRI PRIFIERE it
40°C., T75%RH 64 A ERBEBHRRER S JRFEAN

ABRIEE - PRIR, MERRRBR (TIR), MRfli, = 7%, EERE, MRl HEmE 60, ha7=m—L
R, R




(3) wrfaadER (£1A v k)

PR (R AFE A HE )
R 50°C 3h | EE R B Y
. L H GBI L 28 B (2nEa/ ke B T)
1. - 7H I LI EE o285, F OMoIE H Tl
75%RH
NTH-7T-,
e J= g i B
12075 1x * ﬁiﬁﬁfﬂ,&ﬁ R
5 (B
e hr A =y ey
N ESCER A
as e - kP

BRBRIH - IR, FREAER (IR), BRI,

*T )LIKRAINTEST-
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B T4 a9 MR F L) OfER

ERZES N ELI %7 N

AR K OVE BIEIC & D
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1. AR
(1) FRoXH
#h 7 LH

(2) HE|IDOHNEE RO
R 7e 44 T 5 —/18300 | = /%5 —/LS600 | = %5 —,18S900
TGN WEE OB @) 7 LAl
% E KT Amm D BRI

(3) HFHAla—F

T 37—/ S300 : M0209 (43 EliZFeoR)
TR —/L S600 : MO20A (43 ElIZFeoR)
T 37— L S900 : MO20D (43 EliZFoR)

(4) B
HEEFEARR AL Z2 s v, Az aheEREARIFIORERL n L, B ERE 23 B&
RAARBIEICHE L CREBBEZ1TH L &, ZHICEAT D,
B B AR TR LY, HEMREBRE 4T RERBRO L 7 ARNCHE T TRERE
119 &%, ZhICEAT 5,
(5) Zmith
L
2. BE|DOHRK
(1) B GEMRS) OEERUHME

fR7E 8 87 —)LS300 | T/8F—IS600 | Z/8F—ILS900
lah HE lad HE 1a HEF
BT | a8y FBEIF V| A IV FBEIFIL A ISRy FREIF L
300mg 600mg 900mg

NEd: ra7zo—
wal (A en i ¥s5F 2, D-YLVE =L, BFUEY v, 8
SAFVEBHEHRIFIL, NI FFLEAFHR SOV

(2) BRESORE
AR L

(3) BB
AR L

3. ATBEMEDHEBRRUVERE
B4R




4. Fff
A LR

5. \BAT DHAIHEMED & DMWY

6,9,12, 15—octadecatetraenoic acid
ODTA—E
P (Cig:sw3) ethyl ester
P 8,11, 14, 17—eicosatetraenoic acid
i ETA—E
W) (Coo:sw3) ethyl ester
5,8,11, 14—eicosatetraenoic acid
AA—E
(Cyo:4w6) ethyl ester

6. HRDBREFHTICETHIREN
FWRAFRE (25°C, MAXHRE 60%, 36 » ). MR (40°C, AL 75%, 6 » H) KO
B OGEEE « W@ - %) OFEENS ., =357 — L S300 « S600 + S900 DRFIEIZ=IE & L, HiEim Fick
WT 365 HREIZETHD B2 bk,

(1) REAREFHER (S300-S600: 10wk, S900: 38y )

Wk7e4 RAFSRME TRAFHIH] RAFIEHE it R
T35 —/1S8300 25C. 60%RH 365 H 300mgsyedih 7 /L 2wk g
T35 —/LS600 25C. 60%RH 365 H 600mgsyelih 7 /L 2wk g
T35 —/18900 25C. 60%RH 3674 H 900mg 7y el 7 /L < el 3k SN
RERIEE - MRk, BRI, 9 M, BRI, FRWE (TLC, GO). MM, har=u—A58, £k
(2) MFHARKR (3B k)
W5e4 RAFSRME PRAF I RAFERE it R
T35 —/1S8300 40°C. 75%RH 67 H 300mgsyedih 7 /L 2wk g
T35 —/1-S600 40°C. 75%RH 67 A 600mgJyedih 7 /L 2wk AN
T35 —1-8900 40°C, 75%RH 671 H 900mg /7t 7 /b < el 3k N
REREH - Mok, HERREBR (IR, UV), @i, WA, EEWE (GO). Mk, Fa7-o—L &k, E&

(3) FERHAR (£10vh)

PRAFSRAE PRATI0IH] RAFIERE it R
300mg * 600mg * 900mg 4514 P
TR 50°C 3 H FEE T IV 2 sk i
FOES Bk
14 HTH B ALOEALNRD
95°C DAL, i EE AL il 2 B R S
R 75%R\H 3x H 4 (20mEq/kghh ) &72b, k=
Tz —LVEEMET L, £D
i DIE B ITHIAE N,
120 /71x - W () e
Jt hr 10H A ()
LI E W ERER (Jﬁ)ﬁ:) /iﬁ’l‘ﬁljﬁ
AEBRTEHE - MR, BR. ERSEER (UV)., ki, BRWE (GC). MM, rarvzr—L a8, £
*T VI HRA N TEST




10.

11.

12.

ARERVBREORE M
YL

hEl - DEBREELE WEBLENEL)
MM ER e L

B
TR L

5% A%
() EBPDELRS - OF. NELSERLEE - QRISHT SHE
VAR L

(2) a%

(T/3F7—)JLS300)

AT 4w 7 ek 84, 4201
(T/XT—)LS600)

AT 47 aldE 84, 420%)

(T /XT—)LS900)

AT 4y 7 56, 8441, 4204

Q) FiREE
AL L7

4) BHBOME
AT 4T T =T AE

AR SN S EHE
L

Z D
LR




ARICEET 518H

1 AR MR
O MEMEBIEILEIH > A, EHSLUABORE
O BiEmsE

2. PEXEIHNRICEET HEE

5 MREXRIIZRICEET HFE
(BAE MfE)

WA ORIy 72iA 2 %0 L, mIFIE TH D 2 & 2R Lz L TAAI O %2 %89
HZ &,

[fZER] AA| DR OGP IERBTHD Z L BB LRIE LT,

3. RERUVHE
(1) BERUVAEDHEDR

6. RERUVAE

(FAEMHIREILEIZE S B, BESJIUSROBE)
A aPy Mg T L LT, @, A 118 600mg % 1 H 3B, EREZRICKO#
535,
7RE, Fln, ERICE Y EEHEET S,

(S B MfE)
A AP "B F L E LT, @mE ., R A1EI900mg % 1 H 2[A] 1% 1[E]600mg %1 H 3[a], £
BERICREOERST D,
L, MU ZURY FORFEEZETIHHEICIE, TOREIC . 1[A1900mg, 1H 3[A]
FCHETX 5,

(2) BERUVAEDREREE - R
HEER L
(%] TVHBRKEEDNE., SLUVLIOFREDHBDE] SR

4. BZERUVAZICEAET 53R
WREINTRWN

5. ERPRRLIR
() BRT—81\w7r—2
AHER R L
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(2) ERPARZEEGRER

AEMHR (TNAT—LHTELI0TOT—4)
B S CEGERORSHER Y

RERTFA v | HER
x4 fERER A L34
ERBEREYE | NRHOMRES K OV FE R R R A 2 F2ite L HRERR & Il S a7 e A B 1
EpbRAN L | —
AR O $E5-  1200mg, 2400mg, 4800mg? 3 &% 2~3 H DKM % & 1 F
BRI HERE OG- LT,
HGEAR O£ 1A11200mg, 1 H3EL, 14 A MR 0 &5 L7
A T 5k
- R

WIS L1 5 R OSERERE O 5 & B2, 1H1CI8 < OORTZ M o 1= BISMC B IR ZE I3
W BT, ZOFNE S U ERER R, DB, IR, MR, (R
BORMARAIC bR LRI E 725 & 5 BZIERD bh o,

() AAORER S NI IEFIRIE, 900mgE TTH 5,

[8&)] TRTF—ILATEILIVEDLET—4 2

RERT A v K., T ¥ b, 7 a2 F— " — kR
PSES fERERR A B 12044
TR R G L ALY — = TR Tk &I S 307220 ~505% O FERE AR M
N e PO [t e \ A lZ)\ %é_'; ‘Z/\k >
S 7a A e mai@wﬁhm?éy§%®%ﬁ®%5%\%rv RBEDT L L X
— KRG o, EARBUEOBEEROH 5#, 7k
WEBR 5 M AE 2 12 = X — L S9005E T 5. R F — )L 7 /1300
FATE G REO2BECT . HEERICE D7 a A A —R—iEIc L, F 1 H Kk
SR ST CNEIHOBREEZRZ 2ol BEIXZ T HAOCTIHBENENIEE Lz, 72
e B, BIHMEFEIHORGEOME (KEE) T4 E Lz, 29ERE
WE—HNBEOFEZE LS, FD1045#% IZEPA-E L L T2700mg % Hi[al#% 0
¥BhE L=,
FHALTE H ZAaVE, EYEhEe
- FER

TRT—LS9008% 5B TERE D EH MmN 14 (5% : 1/2061), FEEDO Y 7 U N EFA14])
(5% : 1/205)) 1T3BD B, T/F— LB FEA00EERETHELED Y 7 U &) R EH2324
(10% : 2/2065) \ZFRD HALTZA, WIS EER S O Tidze < ELE THEA LT,

(1) AFNOARENI-1EHEIX, 900mgE TTH D,
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Q) AERIFERAR (TAAT—ILATEIL 300 TOT—4)
RERIEHFERHAER Y

REBTY A | EER
PIE A FEIMARSE - BhJREE(LIEE BB 188 f
- A gL Jﬁl‘ijﬁaﬁ‘\fﬁi [/i%i\—ﬂ/ 2201}1g/dl: DS 1\ V7 'IZ U :F‘ {50mg/dL BL
M/ MREEEREDTLED 3 FEHED H 5 1 DL LD HEUEA i 7= 33
S e MDD H 5 HBE, 2> e —) R B OEEMEIRFEEE . EEO
h bHWEEREEDOH L BE, WLERGSIMHE . WiEmod 285 7%E
kBT 900mg/ H 433, 1800mg/ H 433, 2700mg/H 533D 3REIZ /3T, HRERIC
. 16 R 0% 5 L7z,
I MIEREE., /R ReRR AT, MR Pk s, g P AN EeRE R, &Il
SR TEH KO — xR R AR A
S

I35 MR FEA F X O/ IMREREREMIHIER & & blcik LA e P—WRTO%EEZ LD
T ENRHLMNI T2, iz, TOEHIE 1 B 900mg OF 5 TIEIA+4THY . 1800mg~
2700mg DG THREINHI D LB X BT,

(4) HRELAIEER

1) BXMHERIIEER
B P — #% B PR EABR
@ =[5 MfiE
E R INSE B 58 il & kfS L LT, AK| 600mg &% 118, 1H3E (H-&-4) . HREHY
12 12 MR OEE L-BRRBRAIT-o7-, 72770, RV Z Utk ) FORFAZZT 5521, #
OFEFEICL Y, AKI900mg @l 10 14, 1 H3RETHETEDLZ &L L, SREEEIL, F
LWL E AT, 5% (19/40 #) Th o7z, RIWEHFEBUSEEIL, 17. 4% (8/46 f5l) Toh o7, F7eHl
TERIE, FHRIZLONAST « ALT B5H-4 4.3% (2/46 ) TH o7 Y, EEARBERITED Seho
77

BEALLETRERGHAR (T/XT—ILHTEIL 300 THOT—4)

O IE M BIRE LI ©
RRTFFA | T A L. —EER. AR
o VR BRI HEE A 24 1]
\ | PR A A T % B, RS U C i R C B IREAE
ERBRIEE | peem |

LA ) —ERERED D WITRBFUREE . EEDOH® 5 WITEEELZ SO LT
EaRBRA LU | WD EBE, MMM A AT 5 BE ., BEILEOZNEED S FUFLMAETEE O ¥ E
DR B 7 &

1800mg/ H %y 3 & 2700mg/ H4y 3 D 2 BT/ T . B EEZIC 6 MR A&
BRI 5 L7, BBEZAT > CTOWIIERI TIIAEHEEDOES 4 BELL B, g
HEOBRE 1 BB E wash out L7=,
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~—

TIREIC K DR EFHN (HEBISGEE, SdeEk, SRR ek, AHKE
Iz &

A E H FOVPNEBRZ L DUEEEHE (BIEMIOUEE 2 BEHOD T =2 T A F
(L DRI 12X 0 EARBIBIAR A RS

S

AHKN DN MEBRPAZEIE 2%~ D VBB A 72 D NS A RIAEROSCEEHIL 2 HRE CHEEDNE
o7z (Wilcoxon BN FIHRTE), F72. 1800mg/ H &% 5-HE CIZEWERITFRD LR D - T2 DIk
LT, 2700mg/ H#&GHETIZ 241 (15.4%) ICRIEH] (BEDIZ, TEEDEL) RNRO LN
Too HEEZRRWERIZRD bviehroTz,

EEALETRERGHRE (T/{T—ILH T+ 300 THOT—4%)

@ =5 MmfE 7
RBRTY A | T ME, THEMR, HELEGUR
PSES e i IfLJE 8 65 Bl

M DR R, M R BRI IERE LS A O MR AR &
F7p kgL UE WENEMAET, oL AT n—/L 220mg/dL LLEEZ1Z U 7V U K
150mg/dL LA o B

FORBES BRI TE, 7 v —BIEERER E O & v RS AR IE, 7
N3 — L7 LERANTEER 9 5 @R IE ., BEAE DN & 2 VI REE % A 0F

iSRAN A4 . AR
EAWHER 1L cvpme. mikimome ST p BE, ORI, B 0k
Bl R OVESREF], =22 b r— /LR B OBER & O EREF] 72 &
— ?gmgaﬁ3\mmmgaﬁ3®zﬁm%ﬁ\%ﬁ%msﬁ%ﬁmﬁﬁ
T4 SE AN (MIEPEE UGB, /MR RSB ) . G 2R 2 T
S AR o> F RekE BE B AR 2 i
- R

B L AT m— Uk 2205 %, MBI EENE ) -7, MY 7 U 'Y RICkT 5805%
1% 1800mg/ H &z 5-HE L ¥ 2700mg/ H &GN A EIZE N -7 (p<0.1; U ME. p<0.05 ; Fisher
DEHEMERE) , M/ IMREEIC T 2 Bk SEEIL. AEZENE)N -7 (U BE, Fisher OEHE
feR1E) . BWEMICEE L TIE, 1800mg/ HRETITFRD HivE . 2700mg/ HRET, B D T 1 61 M
O D B ERAPE 1 1RO Sz, EERBERITRO bzholz,

(E) AROABSNZMEZ, RERICRAKRET L, Thod,

ERFIHERER (TN\T—ILHTEIL0THT—42)

O FAE M ENIRIE 1L fE

12 B REAZERE AR 24601 (5 & PAZEMEBIREE(LIE B 10441]) Z x5 & LT, AAI1EI600mg I
900mg, 1H3ME (- B -4), HRFPE LIIIERER, IBREZICT~162HFREO&ES L
7o ZHEBEMRIIEGBR 2 B OIKRBR 21T o 7o, RIEMPEREEFIC X 21855, ZZHRERE K O KA
A5 B FEME B IREE AV IE 1S 69 2 A M. 1, 800mg/ H & 5-Hlc 3T, A HLLES5.9% (52/93
fi) . oA HLL 88, 2% (82/93%1) T o7z, PHEEMENIREE(LIAEBE DORIVEFFEBUEEIL, 6. 9%
(7/10161) Toh-olz, ERBEMEMIE, B - EH R OVEEARES2. 0% (2/10141) ThH o7z,
HEZBIERILRD S NEN- 72,

(1F) AAIOAB SN MAER, RERICEARGT D, THD,
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ENSEIHERUVENRRE (T/3TF—ILH T+ 300 TOT—4)

@ =5 MmyE
R MUE B & & e K R IMARAE - BhARME LM RS 650 il 2 x4t L LT, AHAl 1 [A] 300mg,
600mg 1% 900mg, 1 H 3[a] (W] - &+ %) | BREEL UIEREZIC 8~52 AR O£&L L=
EERILERARZ & OHEKRREIT o2, BIEIEICKT 2 S WEE X, L 43.8%
(163/372 i) . #REECLELL | 68. 0% (253/372 f4]) Th o= 217
EW 53R (24~52 ) <lE. MR a L 27 a— (EEFIE 220mg/dL L 137 f)
1% 3~6%, MyE ~Y 7V tY N (B5FE 150mg/dL UL E 97 fil) 1% 14~20%, ENZHIETL
7»: 13) ~17) .
BIVER S BAMEE 1X, 6.0% (36/603 ) T o7z, LERBIERIZ, Bl - UR, B EAPLELE D
THAEESIEIR 3. 3% (20/603 i) T -72 2717 EELRBWERITRD bR o7,

(8) AFNOARSNI-MEZX, AERICEROEST S, Thb,

EENB_SEREBRER (T/{7T—)LH TEIL0TOT—4)
OFFE M ENARFEILfE ©

BT A | TUA M, THEER, G, TR
. PAZEVEBNIRAE(LIE K OV — ¥ v —J CUOR I LIPS S 2 A9 5 BE
PSES
187 131
. . VORI PR M S 2 A 5 5 B3, A S Ui & ik Ic CEIIRPA 2850
Fo RS A LY
ERBEIEE | e g
. . EIEDA - BEEARE, HIEROH D B, BEDOHZNERD 5
7B bi . . .
ERIAIEE e oo s e 7
HTNH I —iE
Q= RF— 1 E5/E - 1800mg/H %4y 3 (FE 4124 600mg) (2T 638
R A 5
AR 1k QT 7 v vy &K E5RE  500mg/H %45 3 (54 200mg. /& 100mg)
12T 6 MR &KE
HIVEHE 21T > COTERI Tk, AMEHEE T 4 B B, BYRETIE 1
R LLE wash out L7=,
S FIREICE 25 (CHB DIk ERE, SRGERE, SHELE2E, K &k
AR WINEBSICEAHE QREEAON F— A5 4 RIS BEf)
- AER

FEIRENHE Lo S UcEE, 22 R O HEICITmBERICA B2 TR 5o
7= (Wilcoxon NERZFIFETE) .

T NT — L O PASEVEBY IREELIE L 6 - D i UE Ot R (KL £)1369.6% Th o7,
TNRT =GR (N—V R 2 a ) ORWEMFERBEIL 10.8% (9/83 fi)) TH Y |
BEARE, I\, B2 SORWERADNA LN, HEERRWERITFED bhinoiz,
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EEHNB_EEREEBREB (T/57—ILH TEIL0THT—4)

@ = 5 MJE 12
T A T AaMb, CHEHEMR, FEHETR TR bk
e R IMAE B 253 Bl (= N\F — L HRE 1286, 7V /) 7477 — hgh
BE 125 1)
T L AT L 220mg/dL Bl EE 213 R Y 27U £ Y R 150me/dL B E
- A gL < JRAIE U CHRAIBGANC 4 B EICh 7 0 BFEENM TR TV 5 BE
- - HIBEHIICR T L AT B — VRGN Y 7Y R Y RRZEL TO S EH
- 20 Ll 1
FOR IS EEIR TIE « 7 v —BIEGERER & OB &2 ZREEARIAE, 71 =
— L7 LA R 3 2 @B IE, SBEHED & CIR Al e EF] . &
7R RO LZVIREEOAHELIITOHEDODH HEE R OTDENDH 5 EE, BEIE
- OEIEDESE ., HifER 72 5 NCEDORR DO H 5 B, Hren i F 7= i3/
MOBEEE 2 il 3~ D 3AN & B G o B, FIRE TE L TV D EE, D%,
B ZE D FTREG S OVEIEG], = v b o — LR B AR R OVEE (7 &
BIZEHM : 7oA % 4 lHEHRE LT,
TR (X TV H 2 —1k)
AR 715 O T — 58 0 1181 900mg % 1 H 3 [al, 16 # kR0 &5
@7V )7 47— ERE 1 200mg Z 1 H 3[E], 16 #@ERk O #%E5
BB . 7oA E 4 BB LT,
FEAThTE MIEREE. BMAEAER, —REERRER ORIE- 2 &
S

ENEMSE IR 5 8 F — L DERA ML 2 V) ) 7 4 75— F e REEITI R -1 (U
€. Fisher OEEEHERE),

TARF =V OERGEE BT D [th#E) U EOSERIT 50%, MELZLEICBT 5 (74T
HD| LR SNTIERNE 92% Th o7, BERIMERE S (220mg/dL LI L) oz 27

— UL 5%.

MUV ZUEY RIZ13%IETFL, AERIETEZ/RL7 (Wilcoxson 1 fEARKE),

*7-. BHEAIX 10.5% (12/114 ) 12RO B T-, WNiRIE. BB LI OWLT, £ 24, B
b, BiE, S5o&, LUK, 1 74 7%, AOFERNEER - 20, IFEREREERS &
OILkE « JRIED ER. K 1HICThotz, BEEARRBWEAIIROD N oTz,
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1 B 2ERED | B 3EREICNT HESMRR (T/AF—ILhH TLIL 300 TOF—4)

@ =[5 M JE 1819
[ PN 265 AR R
BT A v Zhtiak i, 7o M, ZEHEMR, WTEER g
A RV ZUEY R (TG) IERE 476 {5
(1 B 2EFEE5E 241 6], 1 B 3 [BIEHHE : 235 fi)
. . AIREEOUEREZZ T T 56 TG MAELSE T, 1iE TG E (ZEEH)
TR g AL UE R . s N e
2% 150mg/dL LL | 500mg/dL AKjifi T 5 20 kLA b 75 mAil DA R BE
T bRa e
< YL - HELOEE- M
FAiE BB (/%5 —/L s 7 &L 300) % 18] 900mg, 1 H 2 [A] (5 -
&) HAHWE 1A 600mg, 1 H 3[E (- & -4), EBEXIC
BN 12 HER ARG Lz,
BT & 1 H 1800mg
- TR
TEBRSEEE AT 8 WRIRTEIR 21T - 7214, 18534 12 BRERE L., £
D% 2 W OBRBIEEIT T2,
[(FET RARA ]
o - BHENEREA - TREREEE S 12 BB T 2R GEIER ) D oM TG
A RN S o
A=
< RAAVEFE - B 5% O FES

D1 H 3 RIEERECHRTT D 1 H 2 B GREOIESLME
900mg X 2 [fl/H # H-#£ L 600mg X 3 [Bl/H & HHD 12 W#HOME TG Z(bFiX, ZhEih-
12.62% &% 1-10.65% TdH 0 | ZALZRONEEIEDZE (FHEEF) 13-1.46% Th -7z, Wil 95%(F
FEIXE [-5.60,2.67] @ LR (2.67) DHERICERE LEIELPERME 10%% Tlal-7=2 &
25, 900mg X 2 8]/ H 58D 600mg X 3 [Bl/ H &GRS 2 A8 (Mg TG 21e%) o
HELMEDRHER S NI,

16




BRTHICETSBR5HEN NOME TG ZLEDN 1 H3EESHICXT S 1 H2REEB5HOESM

Mg TG BGRE 51155 EHME | YR | YRR | H/ME o fE KA
Lol 1R 2mEEERE | 230 256.7 78.23 5.16 140 247.5 886
B 5 i :
1 H 3 [ 5HE 224 249.4 67.52 4.51 144 233.2 452
|l 1R2 : 2 219. . 4. 210. 4
P H lﬁl&“%jf 30 9.7 69.50 58 93 0.3 69
1H 3L | 224 220.2 76.40 5.10 76 203.3 572
AV R 1A 2EHR5R 230 | —12.62 | 21.926 1.446 —66.9 | —14.32 78.0
(%) 1H 3EFELR | 224 | —10.65 | 23.893 1.596 —55.2 | —13.50 | 171.9
1 H 2 EfGE s NN
1 B 3 [l GREORER b aGdei
INE K BLE H SN NS SRy5 F i p fii
JE it frk
B (E%%”ﬂﬁ 1 11429.98 | 11429.98 | 22.81 | <0.001
BERMEH S0 :
{36 TG 25 j&'@ﬁ"ﬁ B2 1 241.97 241.97 0.48 0.487
Eb 451 225963.97 | 501.03

MRHET L g TG 2k =Bo (GIF) + B1 (MiF TG RE-FIE) + B2 (REHE) +iHE (EHM)

1 H 3E&EGEIZT 2 SEHE D TR 95% 15 & X
1 H 2 [E5#EOIESMHE (FREW) TR PR
& TG B5-RifE* T L= miE TG 2% D
B H-HER] O EHE O %= —1.46 —5.60 2.67
(1B 2E%58 — 18 3SR

TR PME O (R Ol 95%(FHEIXE  ERE<10
X BG4 AT, 2 WAL OS 0 O RIEE O FEE (mg/dL)
KK 1038 % S OV 12 38 $2 OREE O FEEE (IR O 555 1 3R T RE R e 2 IR s D JEE O FHE) (mg/dL)

@ atE
BWERRBIHIL 101 900mg % 1 H 2 [B[#5-H 25\ 1[0 600mg % 1 H 3 [B[%5- T, ThZFh
241 FIF 9 B (3.7%) KU 235 I 9 ] (8.8%) IO LNTWVD, WTIMDOFERT
2Ll BB UZRIER X, (R, WML RE. ALT (GPT) EH TN G HEES D\ (i
FECTHy . 1 H3EBHIHR L T1H 2EHE TR T N EEROENTRD bhenoT,

ILEMERRERE (WIThhDIREHT2HLL)

BIVE 1 H 2 [BE5RE 1 H 3B SR
g ﬂ%& %E%Eh FEHLH %%’é%% if%& %%’é%% FEHLR %%%%
%k %k (%) B35 B2 B2 (%) H35
£ K 241 9 3.7 15 235 9 3.8 10
8 Fi 241 2 0.8 2 235 1 0.4 1
HILAR R 241 1 0.4 235 2 0.9 2
ALT (GPT) #H4n 241 1 0.4 235 2 0.9 2

HFEREE MedDRA/J  Ver.14.0
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2) REMRER (T/NXT—ILHATEIIL 30 THOT—4)

@ =[5 MAE

WEBEOHE

B B - B IMAE ISR~ 5 = RT — L ) B IL300DFNFIT DN T, —AXERAR RS ER D
A = SRR LIRET LT,

R EARME R 1874
BRWPERRMNT IS« 1631, VR %52« 1736

BEHE =T =L FEN300%2, T00mg/ H ., 24~52RER 05 L,

EEMEIER - fRUGERE. MG R 2 Y Y NISHT A ERR, Mo L AT o — skt
T HWER

2 &t BIEASREUEEIRI73E T 11E] (6. 4%) (2RO S WD NERIT. BRiE R &

OLDHD L5 261, a5, TRiDTe < A, ZEZEHERE. B, B EBAPUER. IR MAm R,

T HfL - HERPE - BE, KB THoTm, EEREBIERIZROD Lo T,
B %
OB BMYE =Xt HWHOS FERI RN EE
BnEE (%)
0 50 100
| 1 1 L | | l 1 | | |
Iafy BENE Tz =ik
n=71 23.9% 33.8% 8.5%
BEWEMLE
57.7%
I bEY 21.2% 19.7% o—1.5%
n=66
BEWEMLE
78.8%
V& 18.2% 182% |9.1%
n=22
BEWENLE
72.7%
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OmF I Ut FIZHT HHEDR

(mg/dL)
0 -4
||J ok
. —50 *% * *%
6 A Kok
LZ ek
£ —100 -|
it mean=S.E.
5 Wilcoxon 1 2AIRTE
s% 1 p<0.01
(HEFiEICHT 2EES)
—150 T T T T T T T
0 4 8 12 16 28 40 52 (38)
# 5 88
97 90 89 87 86 94 87 67 (f5I%0)
Om:FErYT UL FITHT 2EEEINREDNR
BRAER (n=47) FREESER] (n=16) EER (n=4)
5 RifE #5RifE #5ifE
(mg/dL) 150~299mg/dL 300~599mg/dL 600mg/dLLL
0 L |
—23
'\ —50 — (_1 0%)
Y
5
V)
£ 100
"J{ —-103
z5 (—24%)
% ~150
o -172
—200 () W‘ii{ti%mj’ (_1 2%)
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OmEFEaLRTFA—/LIZRT 2HEFHE

(mg/dL)
0 -4
B sk
2 —10
T sk o *k
O
[ kK
sk sk
%{ —20 |
I mean+S.E.
= Wilcoxon 1 244 TE
- %% 1 p<0.01
(BE5RifEICH T 28EE)
—30 T T T T T T T
0 4 8 12 16 28 40 52 (&)
58 HE
137 131 125 125 123 131 118 94 (1%

OMFILRATO—LIZHT HEFEEINHEDHR

BAEH] (n=49) ZEAER] (n=29) EFEHI (n=16)
#®5ai1E ®5aHIE ¥5wiE
(mg/dL) 220~259mg/dL 260~299mg/dL 300me/dLElE
0
- —6
7 oz (—2%)
2 10
=
O
|
% 18
20 Py
it (—6%)
==
e ( )AREERERT =
(—8%)

BE - FERER
AR L
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(6) ;AEMER
1) FEABERAE (—5 ﬁmmﬁﬁﬁ HEMEARERAE. TARBLEERAE). HEhTEgT—42N

—XAE. HERFTEREBRABROASE

OFERARERE

FAGREHH OFEU M LV = RF — L 71300 & 2 8F —)LS300 « 600D A A I, Rl b

R S L 7=,

TRT — )L T T V300 D F AR TR A IZ 1995451 A 2 51997412 A £ ¢, 21, 23256 :% 2> 5

7, 65001 3L I LTz,

19984E10 H IZHIRLE NN & Fu7- = /35— 1-S300 + 600 D F Rl AT 12 20004E 10 H 2> 5 20024E9 H &

T, [EPN2620i% 0> 51, 588BI HSNEE Sz,

ISR :1:/\7»—/1/737‘{2/1/3002:::/\Tv—/I/SSOO 6001%, KGR E CORKHERIZI VT, Wi

R OREME R OFNEILFRZETH Y | EMFOREE MBI TND Z & Fio, &6k

%ﬁf@%%%ﬁ@ﬁ%% ERECTH -T2 &0 n, HHBEREICK T 222K OER)
FIZBE T DRI MR OEM 2 AH L CiTo 72,
ll4%ﬂ1;%%92%@MWI%§%L7SBMﬂ%px&$%$%d%ﬁH:b 6, 902151 % A kAT

xHEfp & U CTRETEIT - 12,

RIE R FEBUEGIZRIE6. 01% (480/7, 981%1) & BHISEXME D EIVE I BUERFIZRT. 31% (34/46541)

WL, BHENo T2,

BRWEICOWTIR, BIFRERMETIT Tas) DLEAY4. 2% (182/412f5) Toh - 7-DIxt L, AL

RIS D ANESIHE (REUGEE TdeE) BLE) 1355.1% (3,803/6,902%]) Th o7,

QHARE (REKSE)
19954E1 H 7225 19984E3 H £ T, /37— /L 7130012 T H sk 7 Uz L v 24 5.0 7 1 2
7T 7R (BRI 1) %M S, RER22UER D 52, 057THIAEE S vz,
L MERRAT R GUER 1, 9246112 31T 2 BIWE R BLEFIZRIX, 8.06% (155/1, 92441) Toh -7, Hl
TER O BRI 4 $ B-BRIA 1A & VELURE TR - 72356 BIER D80% LA L3 B-BHIA 14
DINOFRBLTH Y | RG> TRWERSEINT 2 mITE80 bivien -7,
HMEICOWTIE, MIEEE Barvxra—L, N ZUtY R) OHBELERNIEL 2 7-5E
Bl BICat Lz, oL xga—1, MU ZUED RELHEE3y ARIITAEEIETL, 24
H A#%ETIRTERIEFRRE L T, 240 AR OZERIL, oL AT ra—/b (BiAARE220mg L I
DOFERF) —10.4%, bV Z VTV R (BAGAREIS0mgLL EOJERF]) —25.4% CTh Y . MIEIREE FIE
Mz rY 708U RIZE 0B Ao, BEHEGICBWTHIRPHRFcE 5 LE2 b,
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Qmir#%#AZE (JELIS: Japan EPA Lipid Intervention Study)

BEICEFRE ATV, MER D L AT 1 —/ LE23250mg/dLEL T, HMG-CoAE Tl P EAIIC &
HIBENMEE L S5 EIEMGERE (ZFE LTV AR NEBA RS 25T 19, 466/ 4 .
HMG-CoAiE ST R ILEA] (7T NN AZF 2 10mg/ H T o N AZ F bmg/H) & =35 — )L
1,800mg/ H DHFHIZ L 2165 (=37 —/LEE) UFHMG-CoAR TuREH L EAI D A L DR (of
FRRE) ICHEAELICEI D )72, FEER T T4 6B U - A0 FEMix 5218, 64561 (=35
—/UHE : 9, 32601, XHRREE 1 9, 31961) ICTBWT, D E A N b (ZEIROIRAE, BB OFEEL
FEME O EZE, RLEEPIME, OMEHEMN) X, =87 — LRET2620 (2.8%), *IHREET324
B (3.5%) IZFRD HAv, NP — NEIT0. 81 (95%BEFIXH : 0.69-0. 95, LAFIEER) ThHbH, =3
T NABECHBICED Uz, DIESE (ZE8RDIRIE ST BEEME D AFEZE) 1%, = 37 — LREET29
Bl (0. 3%) . RTPREET31H] (0.3%) . P — FE130.94 (0.57-1.56), $IETIL, =/ 3F —/LEET
28651 (3. 1%) . xtHEEET26501] (2.8%) . ~¥— KEIE1.09 (0.92-1.28) THY ., WITNHLAE
ZIBO SN o T 2,

RERT A v i) & VR4 L IR B i i sl iR
A AARANBIEMEEREICRBNT, = XF— LEHEENEEIIRA N2 TR

HahoE Rt Lz,

i H AN B R MLE B3 18, 64541
(ea v 27 a—n250mg/dLEL B, BIE40~T755%, ZoPERARRE ~T755%)
FFREE9, 31941, EPARE9, 326 M2BFIZ 4y, T Ro ik BR AN & &5 LI 54EH]
OBEFRA, FHEiZ1T - 72,

Py SHERE « A X F U RIEK (FT N2 ZF o 10mg/ A £33 /XA X F L bmg/

H) ##5 17,
EPARE : REFURHEK (FTNRRAEZF o 10mg/ B EZILT N RAEF 2 Bng/
H) +x=/37—/1,800mg/H Z#%5 L7-,
SEfF MmiEARE DAL, EPA/AALL, THEEIRA X2 O RBBERIER~DOEE (55
e fE), AEFRRYL

XEREE 9,3196

b
18,6456l EPAZE 9,326

EEEPARA]

HSERD
EHEEE
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O MFEENELE

(%) ANOVA
107 [ niegey xgmps
B EpAEE l:- 26| = 150mg/dLfl

p<0.0001

TC LDL-C HDL-C TG TG

@EPA/AALE

1.4 AAITTF B

1.23

1.2 4
1.0 4
0.8
0.6
0.4
0.2

0.60 0.59

Erxx>\>T1um

SR T H SR ETHS
XHIREE EPA &

(n=4,854) (n=4,970)

M BEFROBERIT, EPARE25. 3%, *TREE21. 1% Th -7z, EPAREICEIZRO b AE
FRIT, BBEE, K5 - T HOEREOREERR ETH o7z, HRBETIER. B

G B CThoTz,

KTRREE (n=9,319)  EPARE (n=9, 326)

HEFRROBE (%) 2,004 (21.7%) 2,334 (25.3%)
FERAEFEL BHLEE 155 (1.7%) 352 (3.8%)
BTG HE R 65 (0. 7%) 160 (1.7%)

K JE 180 (2. 0%) 144 (1.6%)

tH i 60 (0. 6%) 105 (1.1%)

Vil A AT A1 322 (3.5%) 378 (4. 1%)
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(i) EfRH >

IEM T THHA 6FBB U 7oA 2h R xt 5218, 64561 (= /37— LRE 9, 32661, *FHEHE : 9, 319
Bl) 12BN T, FUZUEY K (TG) IFEPARECHERIR T 2388, EPA/AALLITFRBERIK TR
VN CEPARETRI2R5IC EH L=,

B, DMEA N b GLRZEIRIE, EAEE K OFEBSENE L 2E | R EPROE , I T At
AT MM B WITTEEBNNR A 2SR 1, =T — L EEC262451 (2. 8% ) | R HRTE T 32441 (3. 5%)
WD BTz, DIESE (OERZEIRIE SULEIENE L AFEZE) 1L, =/ 37 — LEET29%1 (0.3%) .
KEFRFE T3 (0.3%) TH Y | FITTIL, =37 — LRET286H1 (3. 1%) . *FFRRET265M41 (2. 8%)
ThoT,

EPAH

N — L 0.81 -
(95%C10.69-0.95)  CL ¢ TR
P=0.011

RAEHFHEE O + \ )\ RE IR
n

~
o

—

o 1 =2 3 4 5
Years
SHERIEBI

*HEEF 9,319 8,931 8,671 8,433 8,192 7,958
EPA%¥ 9,326 8,929 8,658 8,389 8,153 7,924

(BEREHR) TETZIRA AN FORBREXR~DFEE (Kaplan-Meierdi#R)

(i ) Y- TR
- —RFBEHDIELISY JfRHT 2
JELISZEMEHT O 5 b mBIRE B OBEE O 72—k T B 14, 981451 (= 37— LRE « 7, 5034,
KTHREE : 7,478%)) TiX. fERKTF (HBa L ATFo—LiE, WG, & Y 2 U+EY R (T6) i
it F 72 IFERHDL = U A7 = —/ L (HDL-C) i, BESRIF, @ifE) O oHn & FEREEh R~
N FAESR - & o B EHER) 72 BEEME TR B AL, LDL-CLUAADOERRIA O EAEIZ L 0 | FEHE
BIARA X NEERERNFINCEIIN U7z, 720> THARHDL-CZ& £ 9 & TG (HDL-C<40mg/dLK& ONTG=
150mg/dL) X WERRIA - ThH -7,
TORT—VRETI, fERRIA T OBUCBIR R < . HRERIC R EEEENRA X NIRRT
S 72, RHDL-CZ A 5 @mTCDE U A 7 FETIX, =37 — /L 52 L0 EESEERA <> MSIER
1E53% M S A7z (HR : 0.47, 95%CI : 0.23~0.98, p=0.043),
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(%)

B HR:0.47 r
= 95%Cl: 0.23~0.98 et
B 404 P=0.043 =
% -53%
il
1 .
S CI : [EHEIX
5 HR : A RE
% G, PER, WL, REIR,
% e L THEE
i
gfﬁ
(%)

- LT

*HER# 475 444 432 414 400 392
EPABY 482 455 443 427 413 403

(BEER) STCRMEIDL-CEICE (T 2ETEBEARA N FDRBREE~ADEZE
(Kaplan-MeierHhif#i)

- ZRFPBHEHDIELISY TR ?
TWRTBERE (RE LRIt IR A O 3, 66401 (= 8F — LR 1 1, 82341, %t FREE < 1, 841
Bl Tk, FEFIIRA X2 MIT 8T — L1680 (8.7%) . XTHREETIIME (10.7%) 1238
S, SRR AR T R — LRET23% A B2 L7z (R EHR: 0. 77, 95%C1 : 0. 63~0. 96,
P=0.017, NNT=49),
HENRA o 2 —_ 23 (PTCAE 7213CABG) DBEEFEAE AT 5 HFE-ISE] (= 85— /LEE : 462
B, RTHERE : 4331) OfFHT CTlx, =/ 37 — A O FEHEBIRA N> FHAER (14.7%) [TxHR
Bt (22.0%) ICH L CTHBEIZIE > 72 (MEHR : 0. 65, 95%CI : 0.48~0.89, P=0.007, NNT=
13), DAFEZEDREE A AT 51, 05041 (= 37 — LR« 54861, xFIREE : 50241) OfENT T
X, =T = AHEO FERBIRA N FREAER (16.0%) 13 EE (20.1%) I L THEIC
o7z (FHIEHR : 0.73, 95%CI : 0.54~0.98, P=0.033, NNT=19), DHHEZEDOEEDH 5
TENRA > &2 — v g VA TR SITE] (/X — VEE 29061, xRREE - 24761) (I2HBW T,
FEFEIRA N FRAERITIT T — LB (15.2%) PTMREE (24.7%) X0 AEIE) -7
(HHIEHR : 0.59, 95%CI : 0.40~0.87, P=0.008, NNT=10),
NR—=Z T A OIMIFEFEPA/AALL (AA: 7T % RUfR) OFEIMEEE $0.6TH 7=, ZDHIT
RFRBETIIZL Lo 2y, =T — UV BETIXIERICL I ER L, Btz oL~
WZAR T2 4072 (P<0. 001 : ANOVARR TE) o BLEIHE T HFODEPA/AALL Z I I RIS O3BEIC T 12 & 2 A,
FEGEEIRA N FFEART, EPA/AAE REE (=1.06) ORFICHWTRIEE (=0.55) O
FEZH U TIRD s 2R E BT o 1o, DIRIE £ 72 1L FEZE DI AR 1X, EPA/AALL D i
EOREZ BV TRIKMEDOREICE L THREICE > 72 (IEHR=0. 58, 95%CT : 0. 34~0. 97, P=
0.038),
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(ZRFElROLEH)

20

A ERRY

EPAEF

B0 O - v O, N REEINE

HR=0.77{0.63~0.96) P=0.017
NNT=49

0 LELILELELE BLELELELEL N IR ELEL AL LA B
0 1 2 3 4

HZHR

s )

Y27 D BEFIE
IARAF 1,841 1,727 1,658 1,592 1,514 1,450
EPAE 1,823 1,719 1,638 1,566 1,504 1,442

(%)
30— (MIBEH /1 s— N taH1T)
x
= C
= HR( ) : ~HF— Rk
- isEE =
}‘ﬁ; 20+ o (95%EFX )
~ NNT : L EEIRHREL
-
s R, MERI. MR, BESRIE.
;x; 104 EPARY i I "G AR IE
)
%
&
HR=0.59(0.40~0.87) P=0.008
o NNT=10
0 1 2 3 4 5(F
g EAR

D270 & 5ERME
FOgicE:2 247 218 205 196 182 171
EPAZf 200 268 258 240 227 217

(BEER) ZRFBHRZOLEFARVLHIEE M) BEEETS
A= R a3 UBTHICETAEERIHRAARNY FOZRBRIEE~DTE
(Kaplan-MeierHh#3)

- INZE R FEAE (S D ULNT D JELISY T »®

WA P EEE DO ISV TRE Z 0% (—kTE) KOEIE (CRTEH) 127,

AR BA A

DO fERKF CHIIER . Cox Y — Rk Z AW THNAE R 3 IE (2D W T JELISO 3 7 it & 3 L

7L A, —IRTPBHENCEBT D I2EF OISIEIL.
JUEETTS, 84141113341 (1.5%) TH V., WEERHIZ

SFFRETS, 86201 1140 (1.3%), /87—
BERETRD LR T, —F. KT

BEBINZ 3T B INZa T O B3 1L, RHREECT457HI 4861 (10.5%) ., /37 — L RET4854 1334
(6.8%) THYH ., T/XFT —/LEHZBWTIMZEFT OFEFED20% M6 7z (HR : 0.80, 95%CI :

0.64~0.997, P=0.047),

15+
M pofiich:
zi - CT : FFEXM
2 NNT @ BRI S
= e, PRI, mE, FERIAE.
2 a PR G E
Sk EPAR
NH—KH  0.80 (95%CI:0.64~0.997)
P=0.047 NNT=27
0 T T T T I
0 1 2 3 4 5 (%)
e 4515k B
SRE 457 425 406 389 361 334
EPARE 485 459 441 419 400 378

(BERHR WEPEREEPICETIRERAAY FORERERADZE

(Kaplan-Meier%)

26



- BRBEESHE I LR T AO—JLIEIC I+ B JELISY T 29

PEAGHEE (TGM) B3 OBEIR P AR S OV BRIRE AU 72 130886 1 H 12 I Z2 G IR B 110mg/dL LA
AR U2 EBE) 4, 56561 & MBEIE R (NG) 514, 08041 & OO EEHENRA < M RIEL A
PRE U7z, BEACHE R AR CIRMmpE EF RS JHERA N AP — R FEICE L, b
R B Ol B 5 RIS SR E T EBIRA X RBIED Y A7 [X@noTz, =T — L
Bz X0 | FEREEBNRA N M IIERIIE R F#E T22% (HR: 0. 78, 95%C1 : 0. 60~0. 998,
P=0.048) . MM IEFHAETI8% (HR:0.82, 95%CI : 0.66~1. 01, P=0.062) {K T L7-, fafEH
BENRZVHARANCBW T, /37 — VIR R B O EEEEIRA < N FRSAE SRS
HhTHDZ ENRD BN,

7.0

I N

2 60- Pkl 1—22% NG : Ifi i E 5

Woaol oM : IGM : BG4

' HR:0.78 (0.60~0.998 N . .

‘? ' A= FEEROPEL, Flin, 250,
R 204 yoren U EBREROBE R UL
£ 554 CHlTIE

;’E .

= NG EPA B

% 107 HR: 0.82 (0.66~1.01)

P=0.062
0+ T T T T T
0 1 2 3 4 5 (4E)
faail
ASEERE 2,262 2,146 2,075 1,996 1,923 1,835
IGME#
EPARB 2,303 2,173 2,000 2,014 1,940 1,867
ASEREY 7,057 6,785 6,506 6,438 6,270 6,123
o EPAZ 7,023 6,756 6,568 6,378 6215 6,057

(BEER) ERBEEH (IM) RUMmMBEEH NG IZHITS
FEBHRARNY FOBRBRIEE~ADFE (Kaplan-Meierdi#z)

- RAEBIARE S (PAD) BFICH (T BJELISH TfEMT »

JELISO SR EBF 18, 645410 5 B 223FINKIFBEIRIE L (PAD) HBHEH Th o7z, xtHED F 2
BRA N2 BIEAESIT, PADA DA CBEke2lr) & OPADFTHLZW Bl 3T FEPADMGIIC ELig
LCHEIZE -7 PADAUHIHR : 1. 97, 95%CI : 1. 04~3. 39, P=0. 039 ; PADFHZWHIHR :
2.88, 95%CI : 1. 13~5.98, P=0.030), PADBIZDWTIE, RHBEEE Ll Lo RF — LB ED -
ZFEIRA X2 b — FHIZAEZEICELS (R @ 0.44, 95%CI : 0.19~0.97, P=0.041), x/¥
T —/VISPADEBF T 1T 2 HEEBIIRA N MIEEZ A BT S E T,
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(%) =K 0.44
250~ 95%Cl019~0.97
P=0.041

SR
20.04 NNT=11 42.9/1,000 A - &

15.0 o
6%

CI : FEXM

— NNT : TRV T
17.3/1,000 A « £ NP — R OAINE, AFln, PER.
W e AR R 0D AT M OV LR
THEIE

HHHFdE- 2 RS EE

SERER

(BEZEHR) REBIREE (PAD) FIZHITHEERERARNY FORBREE~ADZE
(Kaplan—Meierfti#s)

2) RRFHELTERFEDABERIEEM LI-AE - HEROME
AR

(7) 2ot
AR L
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VI. ¥EhEEICEET H1HE

1. EEZHICAEHLLEMXITILEYME

cFru vV UERE, Ju Y R VARBE, vaxAZ2Y—, TAEY L, U A RNT VT
TTIA, RXTT AN RN UL BRI VT — NERIE

V)T 4T T—b R_XY T4 TT—F, T2 )T AT T—F, VURRETF U TINRRAET
RU DA, T RNREF UL T AR, CXNRAEZF AT A, BANRZREF L TR
FI73Iv, aLAFIK, =%V ba—, YusJa—)L, =2T5RALXZ—FY =¥ FIT FAH-3
NGz =F v

HE  BEO S 2bEMORRE - DIREFIL. BHOBRMN CGEELZRT L &,

2. EBEER

(1) YEFRERGL - 1ER%F
1) EPA-EIZ/NG CTHL= F Ak % 51 F TEPAICARE &=k, B Co@E Tl e L THLE &
DRI S, 28 oImEClEgR7e & OMBED U U IEEICER Y IAE ., T ORI LA 5 %
D
MR A MLER « ML/ M OMIBERED 72 23Tk, RIEMEY A A 72 EOFEAIHRNC L0 RIEZMZ 72
D, barARIFV A (TXA) . TRAX T TV 015 (PGLs) & 720 M/iE %%?ﬂ]xéiﬁk EPA
IS EIERMRBEICERYIAEND Z &2k, ZERIERZRET D,

@O MiFY REAICERYAEN, VREAORHEEZEETD (T v F),

@ X7 vy —LZBmYiAEN, FEDOEGHK - pWEMET5 (T v ),
@ M/ MRBE Y SRR A £, o/ MREEE 2 HIHI S (T ),

@ IMEEECHY IAEN, BROMAMEZREFT S (D HF),

- — BRI B
Il\ﬂﬁ—-(musvun @ @ EPAIZEYET
\/ :EPAIZ

N
& \@
’ 0 \Fe

IERER D VLDLHKOZAE
& B SRR (DUPSUZENT O
SREBP-1c|STGA R T ZHEE t 2)
PPARa! =B {1

Small
J dense LDL

pEi!

\LDL\

mEEENREER

2) SREBP-1c, PPAR o (2} IF ¥ 522

EPAIT. NEEA HGR DORERESE OIEM: 2 5 L T\ D ERE K1 SREBP-1c D&Mk & SREBP-1c H & D& /x
FEEBEZIHIT 5D, F7-. EPAIX. PPARa mRNATRHLEZHENX w3 20~
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Fl% g aiui;%t
A ;

PLA, [ [EPA PLA,
p- ™ lp P TP
; i Y i s,
[AA] |[EPA| [AA| |EPA|
§<—cox—>§ §<—cox—>§
PGH, PGH, PGH, PGH,
v v v v
[PGL|  [PGL| [TXA|  [TXA|
/MR m/hir /R [FEAE
R SEES HEER 1EAIL
(+++) (+++) (+++) ()
/MR 4 A

(2) EMEEMTTHREBREAE

1) mEREEREER

OEBMEEEOMERLILATA—)LEVUMER) VUL FEZFEICETSE SV,
MiER = L AT 2 —1220mg/dLLL B, £/ U 7 U & Y R150mg/dLLL EDBFE ZxtGe L L, =3
F =)L 7R I300%& 1EI3H . 1TH3E (2,700mg/ B™) Z24WPL b, HE2EE THRE L
L2 A, iR L AT e —L (FE5RME220mg/dLEL F13761) 133~6% (8~17mg/dL). IfLifF kU
7%V R (&5RE150mg/dLLL EITH]) 1214~20% (51~78mg/dL) =N ZHIK T Lz,
) AANOSIRMAEIZ BT A AR S - L - A&, @%. A 1E900mg% 1 H 2[8] X 1[51600mg % 1 H 3[a],

T, M7 U®Y FORFEETDHHEITT, ZOREIZL D 1E900mg, 1H3EIE THETE L LR

TW5,
BREH] (n=49) P EHERH (n=29) EEH (n=16)
B ERE BERIE B5RIfE
(mgf dL) 290~ 259mg/dL 260~ 299mg/dL 300mg/dLEA £
:' —6
L
L o (—2%)
5‘-
T
% 5
= .| —18
T (—6%)
=

_30 L

(—8%)

( YRBFEEERERT

BrETERR (EEER) OBIALATAO—-ILOELLE
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FBEAEDI (n=47) PHFEH (n=16) EAERH (n=4)

=5 ATl =5 Al # 5 ATl
(mg/dL)  150~299mg/dL 300~ 599mg/dL 600mg/dLELE
T 1]
y —23
S {—10%)
g
1
+
1)
£ —hor —103
it (—249%)
&
—150 |-
- —-172
. ( YRIFELEERT o

BREFMERR (BEER) OL)TUE) FOELE

@ULL+ > )REB (RLP-C) K Usmall dense LDLIZRIFZT &
o QB PRIFE FBE 2 6 B3 /5 —/1900mg/ H X1 1800mg/ H %3 » H 4% 5 L, IMIERLP-CIZ M IE 9
A RE LT, MR EPA/AAIZ = RTFT — VB BE#ICHE (p<0.01, Wilcoxson signed-rank
test) (ZHMNZ R L, IMAEEPA/AALLICHERE L CRLP-CAA A EITHA L7z (r=—0.516, p<0. 05,
Least-square method) %,
- UARE PR 2 S 0F U7 2B R FRE 2041 & b B2 = 37 —/11800mg/ H 75:12 e AN
ESSeRTIIEE f%%{@b/ﬁ%ﬁﬁwTLDLﬁ%%4 RHEWPE LT, = _T7 —VEEHIC . /MREAE L
72LDLKL W A ROUGEERNRD bz ?

c MR L AF Y R Y REAKROERELDL (0x-LDL) 3@\ B HT B 38 & MEVE 24 12 2BE 2 DT
BT 35— 11800mg/ H &, 2BEICIZ 7 TR F N3y AREEG L, LA kY TE
H. Ox-LDLZWIE L7z, FD%3» HElOwashout i Z 5% ). FEEICHIE L., VAT MY RE
H.Ox-LDLOHES 2R Uiz, =T — L HIZXL Y L AT U REAKCPOx-LDLITAE (£
NENp<0. 01, p<0.05, t-test) ITILF L., ML A ML RARENKEI N, £To, =XF— )L
D ZOEMIZwashoutiZ L D H EITHHATWAZ Enb, ZNHDERAIFZRT—1IZL B L
DRI STz oY,
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FABRY vy Ru— BRI A4 A R R & LT ﬁ%ﬁﬁ% lem 87—y
1800mg/ H % f/EF L 7-EPARE & B H58E O DR HREE . K22 MEVEL 2B ) 1 T3 A s
L7z & 2 A, EPARETIZ R G-AINC EL#E L Tsmall dence LDL, rHi/#%2 CRP & zé) CHBIIE T L 2,

(mmol/L) small dense LDL (mg/dl) EREEECRP

0.6 04r
- @ XTHREE
- EPARE

4T 022 Mean =+ SE

02F *: P<0.05, #:p<0.01 vs & 5#
0:2r 0.1 1§_ Stundent’s t-test
0 ——yn e 0 ;
% 5 A0 3nA =

EPAMsmall dense LDL&CRPIZXES 52248

Q@EALATO—IEHGAESZRSEMESY (S b, DY), hEAVEEHAHBZEHSLIE
PS4 FUOBRSEMET Y b, SHICIE, EERBATHIYW (v b, NLRXRZ—) [TEWNTHH
IEEETERAZRL: ¥~

@5y MRO\’ET L, VREAREPASEAEML, . YREADOMPH D DELIEE
Thbd,
(I UREBDHRICRIFTHE (Sy k) ®
EPA-E 1000mg/kg/day %1% =2 L AT 0 —/LEB L 1% a3 — VEEE A m 2 L AT o — LB E 1
Z v MCABEBE AR OES Uz, SRR G244 (SR U CooBE, FH8L U 7= i 3wkt 2
HEEAEIC I D UARER (VLDL) 5y 2 HH L7z,

« VLDLH %5 1 o> flg M ki ik

B L AT o —LEREHRE Z >~ b OVLDLE 4y FPL, CEF K OG5y O IS EEHLAL 2 Mgt L 7=,
EPA-EF¢ 5-BE Tl BAE (EPA-EFEREE) 1Zhble L C, EPADSPLIE /> THIT%. CEMEIZy THRIOF .
F 72, TGHES TRILFICHEM LTz,

ZDOZ NG, BHEINEEPA-EIXY AREHIZEPAL LTHRVIAENRD D EE X LT,

5w NVLDLE 5> 5 & D RS RAELHE AL

PL (mol1%) CE (mol%) TG (mol%)

B —imm earRGR | XUGR | PPATEGE X DA LR

Cpiyn—6 8.7E0.1  6.3£0.3%%  2.6+0.1  1.4+0.1%%  1.740.1 1.4+0.1 **

Cowisn—3 0.4£0.2  2.7+0.2%¥*  1.0£0.6  86+0.4** 0.7£0.3 7.9+1.0 **

Cpion—3 1.620.04 1.1£0.1%%  0.03£0.03 0.3£0.1°%  0.40.03 0.9+0.03**

n=>5, mean*tS.E.
%3k P<0.01 (XFHBERICKITAAEZE, Student’ s t-test)
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(iIMAILRTFA—LI YT SVRIZRIFTEE (S k) P

HeZ7 v FEHAWT, 1%a L AT — LB I % a3 — VIREA &2 L AT o — LR C4H [
B L. FHAMICEPA-E 1000mg/kg/day %38 H &% O 5 U7z, W& HKR 5 O3B %I LT,
R EIZ LD yE Y AEAE S (d<1.210) ZEEL, 5V REHADTCH60mg/ kg & 72 % &
IR L, BNCHE LI BAE T » MIEIRNEES L-, U AREAES#7EL 5, 30, 60, 120
BLO2UOSHICHRIL L TY REAOEE L L CIMIETCEZHIE L, & SIC#EOEICE Y, ik
Z b Ed<1.006 (VLDLEE43). 1.006<d<1.063 (LDLE%y) 35 TN >1.063 (HDLIE4Y) (24347
K& OHEFOTCERPE Lz, VAEABSHIRNEGZOMETCOHRBIX, HH10%OK %D
23 DTC (100%) IZkT HFE (%) THLL,

U AREAFEISHOMIETCIX, EPA-EIER GBI IR Y RE QR GFHIREE) Tik243+
10mg/dL, EPA-Ef G- Bk U AN ER A §FERE (EPA-ERGHF) Tid233+£9mg/dLCh v MifERH T2
X oo, UAREAERGHE (73x1mg/dL) (LTIt EH Lz, sREER IO
EPA-E¥: EBED MIETCIX, & 1TV AR A5 AR I L7223, 30, 60, 12035 kOt
240531 21%, EPA-B& S EEO MIETCA S BRERIC I L CHEICIE T Lz,

ZOMIETCOETIZV READIZ VT 7 ADTHEZ R LTEY, 2D EHEPA-ERET v
FOVREAIZERSLS T v POV REAICH LAHZZTRTVWEDOEEZ BN,

100
| o Himnt
80 o EPA—ER53F
I
Sw
| 4
o
I 40 +
~
NI
M oop4 & &#n=5, meantSE.
| * % © P<0.01
0 CHERFIZ 4 2 a2
rT T T T 1 1 _
15 30 60 120 240 Student's t- test)

) AR EEHE 5 B OB (min)
M LRATFA—=ILY YT S VRICRIZTEE

ZDEEDOENESY RNEAWSBNCTHND & EPA-EFRGRETIL, VLDLE 4y 0603 L 12405514 .
F7-. LDLE 330, 60, 1203 K UN24050% DOTCHO X REFEIZ L L CTHEICIR N L7z, —J5. HDLE
FITEWTIE, MEICEITRD bvkro T,

DI EMNLEPA-ERG T v FOURERDO I VT T2 ADOTLEIZVLDLES L OLDLIE 4y D24k C
HDHZENRHLDTR ST,
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.g’i 100 7 d<1.006 o e
T s EPA—E#58
50
Y -
A ol 3 =+
n [ T T *I* T |**
g 100 - 1.006<d<C1.063
2
|
250 *k
o #%
§ B *% S
n 0 - T T T 1
3 100 - 1.063<d
= ##n=5. meantS.E.
?,: 50 4 % % ! P<0.01
N (HHERR I T 2 HRE.
R : . Student's t-test)
15 30 60 120 240

U AR A 5O (min)

mMPALRATA=ILYI YT I VRIZRIZTEE

GOBEMNLD [YC] Z#Ha LA TO—/LIRIINE], FFHMG-CoA reductase;E NG|, B+ F~DaL
ATFO—)LELHREBEEZDERETRLE (Sy k) ¥,

©® kYTt FOBED D ORI K TOESBIEEIIFE & G, o 053 iHE ., S5I
(F. m¥EYREBY/A—+t (LPL) FUHTEFOERAZTT (v ),

(i) RDT)EY) FIGERINUCRIFTEE (Sv k) P

HEZ > bz A, EPA-E 1000mg/kg/day % 7 H [l H £ O 4% 5- U, Sl 524 A 12 0 =
2—LEFHFALEZ, RWT, 5%7 7 BT I LKERICHE L7250% (W/W) ©=— > iH10mL/kg
EROEE L%, 2BREIC24 E T Y U EE R L, Vo NIERHEB IOV V%
HITGHR E 2 7 E L7,

a— MR O EEZO Y VR, EPA-ER G2 L > THxHREE (EPA-EFEEE) L EITRD 5
FARAY TN

KHBED Y NIRF OTCHRE 1L = — il 5 ESCIC EF U, BH4A~6REMZIC Y — 27 2R
Lictk, WKIR T Lz, ZAucxt L, EPA-EEGEED U 2 SR TGHRE EE 1LV T O£ EURE R 12 88
WTHRRBECHEEANTREZ R L, AR — 2l 5-6~83 L N6~ 18FRFf1Z I2381T 5l D
EIIH SN TH T,

PLED X 912, EPA-EDRBE S U v 7P ~D TGy 2 il L= 2 &b . TOR & W i/
AEETHZEPHLNE -T2,

(FFRDT) Y FEEGRBGEHICRIZFTEE (Sv k) ®

HEZ > b Z&HVY, EPA-E 1000mg/kg/day 7 H [ H AR D5 L, o 5 18IFfI% ICERZ L, |
HIZHFg 2 H L. microsomeZy Z£E L7, Z DT » M fmicrosome 4312331 A C-oleoyl-
CoADTGIE 43 ~D HL V) 1A 5 FEE & fRrit L7z,

EPA-E#% 5-H£ Tl1336. 81 3. 3pmol/mg/min T ¥ | *FHHE (EPA-EFEHLH) 052, 3£3. 2pmol/mg/ min
WCHERTHEEBEIZIET L7 (Student’ s t-test, p<0.05),
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(FMDDRYT) Y RRBIZRIZFTEE (Sy k) @
HEZ » k& H, EPA-E 1000mg/kg/day % 7 H [H# H AR O 5- U, Sk G242 12 b7 14 b
WR—1339®2600mg/kg & EIRNEE G- Lz, N7 A b UFRIRINES-E AT L OG0 % 2 ERIfL L TiE 7z
135 DTGHEFE & I E LTGHy W= (TGSR) #HH L7,
T A b UFEIRNE G % OMPTCH R X 0 RD7-TCSRIZ, EPA-E#&5-#£ 0. 90+0. 03mg/min,
XPPREE (EPA-EFEH5) T1.05%0. 04mg/minTH VY . MBI THEICIE F L7- (Student’ s
t—test, p<0.05),

(iv) ) REE Y /S—EEHICRIFTEE (Sy k) ®

HeZ >~ b Z MV, EPA-E 1000mg/kg/day% 7 H [ Bk OB G L, &G 24tz Iz ~" ) >
10U/kg % RN IZ 5 L. D 10458 (21 LIIE L 7=, PHLA (post heparin lipolytic activity)
FoOURERY X—F¥ (LPL) &R X OFFHY X—F (HTGL) &S NIE7 e % I v ik%E
N7z, PHLAEHTGLIEM: E OFEEFH L, LPLIEMEE LTz,

AR EER O MAELPLIE X, EPA-EREG-HECTxRREE (EPA-EIERG) Ik L CHEIC LS
L7ce —J7, MAEHTGLIEMEIL, EPA-EFG-HE &t RRHE & ORI AT O b o7z,

LPL HTGL

&n
=
1

50

##n=>5. meanXS.E.
) % I P<0.05

. 1 (R 2 ERE,

Student's t- test)

a4 #giEE (mU/mL)

i 0-
*HEEF EPA—E *HEEF EPA—E
HH5E B

migY REB ) N—EFRICRIFTHE

2) fudn/MR4ER
OFEME Y. BIRELCERBEEICE T, BAORSEER &L 2M/MRES ZHIH L. /MR
HERE D RARICIIHIT 5,

(i) I/MMREENFEER (ex vivo) ?

AAEMmARYE - BIARAE MR RS (ASO%E) (ZEPA-E 900~2700mg/day Z 8 A& G- Lz & =
A, aT7—45 (1.0ug/ml, 1.5ug/mL), =7 Y 2 (0.5 g/ml) AEIZ K DM/ RERE T
AEIHH ST,
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m/MRESEINSIER (ex vivo)

Sttt R REFEE (%)
BBl 4% S
1.0 g/ml 60. 34-20. 7 47.8430.4 44.9428.7
. (97) (91) (74)
aT—r v
* % *
1.5 g/ml 67.9%11.5 59.7421.9 62.2+17.9
(78) (76) (72)
47.8421.9 48.5423.0 48.8424. 3
AP 2 0ull (100) (90) (87)
T *
E s S 0.5 g/mL 56.3219.5 52.6422.0 49.8425. 1
(78) (75) (72)

mean+S. D.

() PUERIEE B

*ksk sk 0 P<0.001 sk :P<0.01 sk :P<0.05 f :P<0.1

(FGHICKRd 5 HEZ, Paired t-test)

(i) M/MRFEEREMFIVER (ex vivo) ¥

BFEMARTE - BIIREE(LIERBEE (ASO%%) |ZEPA-E 1800mg/dayZ 16 IR OG- Li-& = A,

i /NSRS A BEI

Bl L W AAE (p<0.01, Paired t-—test) ZHIH| 4172,

@F & LTIVMRIZY VIEEHRDEPAREZEME €, I/MRIEALDT 5+ FUBKBEHREMIC
BEYTDHEICEY FAVARFH UALEEZIGFIL, M/MrRESZIIFETSEZZIOND,

(i)M/MREEY) Y BEE hDEPA/AALL ERER (945 ¥)
EPA-E 30% 721%300mg/kg/ H O4RMFE ARG LD . UH-Fif/MEIEY I8 OEPAG & L O
EPA/AALLIZ. AEICIETE L CHEEIC ERH L-, 2B, MEEICIIELEZRD o1,

EPASH & (1 g/10° cells)
=)

*%k

[ :ePA
20 - {EPA/AALL
*kk
*kk
=/ "
*i@#H  EPAE EPA-E
30mg/kg/day  300mg/ke/day
BE5# &5

T
o
(4]
EPA/AALL

q 1.2

EPA (/3% RN
AA I TISRRUEE

- 1.0

£ 8n=10, mean+SE.
*:P<0.05 *xx:P<0.01
(HBHEICHTIEREE.
Student’s t-test)

M/ RAE ) VREE R DEPAS & U'EPA/AALL E R 1EF
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(i) b YURFH UALEAMFEER (Y9 2
7 XL/ MRIMEE (PRP) O =27 — 7 U BHEREFREO ha U ARFH 0B, (Fa AR ¥ U A0%
EREPEY) PEAEIL. EPA-E 30F 7213300mg/ke/day D4 IR O£ 512 L 0 . A E I S v,

60+

504

40

30

20+

ra R+ B, E 4R (ng/mL PRP)

il

Y XPRPOD IS —4 U kk

Pl

EPAE EPA-E

30me/kg/day 300mg/kg/day

5% G5B

@AT—7UITLBM/MREEZINFIT S,

- I/NRESRINGIER (9%, ex vivo) ¥

£ #n=10, mean=*SE.

*:P<0.05 *x:P<0.01
(RHEBEFIZXI 9 BHEZE. Student’s t-test)
BREEEWME Q-4 6ug/mL

EROIXBELEIZRIZTTEE

25— 6 g/mli X A I/ MREEE IR, EPA-E 30F 7213300mg/kg/day D4R O ¥ 512 X v

il s,

@Sy b, 99X, BEUEMIEWT, a5—5>, ADP, 75F FUBIC & B IM/MRESE % HNH

93 (in vitro),

in vitrolZ® |1+ B M/ REEINGIER
7YX D LI/ MRIE (PRP) D25 —4 2 ADPBEIONT T 3% R UERIC X 5 i/ MRS IZEPATR

I & vl shre,
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G5y FEHBKEBRMEETOD TAR I YA VEYEBELEDFEL L LENAZEOH SN TV,
TOREY A5 ) UME (PGL,. PGL;) EAER (Sv k) 9,
Zy MEEREIRMAERECO T o A Z YA 7 ) UAEMBEFEADARE R W LA RD b TW5,

FEAEIN O s 10

EPA-E 60mg/kg/day D 8HRIFE A #4512 L W . RIA, BioassaylklZ k5T v MR KENRD 7 17 %
LA 7V KRB OEAT, AEICEMLE,

B, TRV A0 U AEWE LI, PCLEB I OPCL EEZHND,

Fokok

401 [:] . Bioassayiﬂ)
m% % - R|A513)
§§ 30
\ o
23 | L
N E
Do 20
™ E
X
s £#n=10, mean*SD.
n %% 1 P<0.001 *: P<0.02

e (RBECATIEEE.
Student’s t-test)

*EREE EPA-E
60mg/kg/day % 5 B

ED 7 v MEEKEIAR1Omg OFIRE) T & 1004 > Fa—h Lz &0
TuRAEYA Y AREREA R

W2) TaAZY A7V ARWEE b il MRS R THIE

3) TaRZ YA 7V ARE DR ERBIED & RIANZ TRIE

MEKEARD TOR G A0 ) UERYEEEICRIZTTHZE

3) JEAREEL{ER
OEIARDE A RIFER

(i) HXEBROBEEREER (V¥ ©
EPA-E 30mg/kg/dayZ 1% a L A7 — L&EAEF UV FICI2HMKRAKE LA, 2L AT
o — VAR X VKT Lo REIRO MR TAFICmE S, SERfAE v Y X oKk
ERIFOMEEZ RS T2,
Tbb, AL AT = VBEEIC XL DR KEIRONE EFICET DR E R & O WA IL, EPA-
Efe G X0 ARl &,
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107 oTBEAMAEH(0=10)
eSOl RTFO—/LEIEE (n=6)
0EaLRTFO—ILEBRE R

99 +EPAE 30mg/ke/dayiR 58 T
(n=10)
8 =
Sokok
" st
6 -
### mean*SE.

###:P<0.001 ##:P<0.01

KEARA R ERE (X Vo) E

5 L (BEEMBERCHTIERE.
Student’s t-test)

4 *%x%: P<0.001 **:P<0.01

#it (BaLRATFO—LBRAERICHTIEEE.

34 Student’s t—test)

7 NEOmmHg(ZH T H KEIRMBEZV L.
e EREICHITERBRAETLES
29 ZORHELTERR,
##
1 T T T 1
0 50 100 150 200
KEARAE (mmHg)

REBRAOEEKE & NEDRERK

KEWROMEMEIZ, M KEVRN I KrebsfEER 2 EA L2 & & OBRNIEZHIE L, E iR
ELTEL,

(i ) IREERE (PWV) [ZRIFT 82

» TAAT—IILOEIEME F = ISFAEMEBAREILERE~DORYPR S (T KRBIRAREERE (PW) B
DLEFZEMHE L1z 2,
BT, FARMAE, FERIE. JRE. BN AR BiitE R B 2 & B IREE L AES8f], BhRaE
AEPESR FB % G 7ok BRIE268 1, B BIILIE & 72 1 X PAZEMEBhIREE (L IE 2 & 0F L 7= BhIReE LAt I =
T —11800mg/ H A B4R G- L 72 EPATR G-RE6501 2 5 5210, BIEEHI T h AHERM O THED
CITPWARIE LTz, 72, EBICHAE L7-PWICEE Y T 2 MAEER & g OBEROZE L
PWage & L7z, APWA & 3R D 7= [BURFREE, <t B b U BhARGEALRE 23K 1. OfiF iV VAt CHfE
B U7, —J5. EPAREIIATIREEZ Tlal DKW AR CTHERS L, BRI LA L IISEE DA B2
i,
F 7o, PWO AREAAENIISFL, SHIREE+ 1. 05k, BIARGEALEE +7. 25812 %F L, EPAREIE — 3. 07k
TENVIREE(LRE & DFEIT—10. 2B TH - 7=,
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(m/sec)

12
08 |
PWV 3
A4 04 - oo FE{LEn=58 4)EZ=0.330
L o--0 ¥EBE¥n=258 %)E=0.170
»=—a EPAEfn=65 %)E2=0.040
0r Student’s t-test
I I I I | 1 * p<0.05(EPAEE vs TEILEE)
0 1 2 3 4 5
2R (F)
XTEBEE. BOARTEILEE. EPAREDD APWVODIRBHIERS
(%)
20 |
a4 ! .
g 10 i .../ L /—.
i i
i o
" T g g~ APWV age
or oo FLE REER BERE=+72
o--0 XEBE BRAEM BEMKE=+1
== EPAR BEEH BEHE=—3
0 1 2 3 4 5
AR (4F)

XHEREE. BIAREEALEE. EPARE D ARE Fin DREFFHERS

- BEMEREADI/NT—ILREIZEY ., baPWO LEMHEHMNED STz 9,
B IILE FBE % e HR 4445 (FPAFERR G5-HE) & EPAR G- HE4061 (/35— 11800mg/ H) D2EEIZ
T 125 ARG U, HGATE #5125 A%ICBML, fF, 298 R, miENEE . baPWV (1
Mo« & B RAREGERS) ZE L7z & 2 A, EPARECTldbaPWAL DA & 722 LS4 23580 ST,

(cm/sec)
60 -
)
=
o
o 40
=
o
i
< 20
5 EPABE
c (n=40)
S o0
S pofiicki
= (n=44)
& -20f
(:U (mean+SEM) 3 (p<0.01 vs XfHEEE)
P L (General linear model univariate analysis)
@ mk ’

EPAR 5RTE %5120 B#%DbaPWNDZE{E
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- KBRS & UKEBEIROARKERE (PW)., XEIROTETEHHREE. T5XFUEERU
TEGMEDOEHEILATO—IILERBICRIZIZE (%) @
EPA-E 30 721%300mg/keg/day % 1% 2 L A7 v — /L &HE U FIC2HEBKROEG Lz 2 A,
AL AT R — )LEAMICEDPWOEKIETKRENIRS L OKBREIIR & b I27 B2 S
(p<0. 05~0. 001, Student’s t-test)., % DOPWEITE @R E VIR L IZIZFEEETH -
Teo T2 EPA-EIZKEINRD A7 & T RIFENRICEB N TS 2 L AT 1 — L& EIZ L HPW
DRI LINHIZN R Z A L, KW IME 2 SGES 5 rTRBIEAS RIR STz,
Flo, 2L AT — AV BETICL Y | KREWRHP BRI R X O ES 7 25 5 H %
IR R A E RIS LAEICHAD L (p<0.05~0.01, Student’s t-test). “Eig# A ol
oL 27 0 — L OB LD LAY, EPA-E 30F 721%300mg/kg/day# 5-12 L 0 A& I2H)
Hl &7z (p<0.05~0.01, Student’s t-—test),

- KEIIRAREEE (PW) DEXOINE & EBROPBEEZTOMHNBD N (DHF) ©
T FICERELL R (EfES. KEA, SalbT o7 0) KO AT R U UiEAMIC X
VAERL L 72 EREEIIRELE 7 v &2 V. REVIRIREEEE (PWV) . A5 Bl R Ho 52 oD S v A7
fa k Ofifast~ Y v 7 2088, E&, K OMIEEE D HEPAO BRI E A 2 M L
7oo EORES, EPA (EPA-E 300mg/ H# H#2 O #65) (ZIXBGHEAR R 2 40 L. PWVoOR RS
RO LENREIERSEE D HLE M2 DIERO®H D Z L VRIB ST,

PWV : K B BB B B

(m/sec) 2r
—e LERE

0—0 WiLAEE

i A BERE+ LY RUMETFILI00me/ AR5 B

£n=10 Wilcoxont® &
mean+S.D.  #x:p<001 (E{LRBEIIHTIHEE)
L
0 30 60 90 120 150
BE(B)
APWDHEFE

QmERNE. NI - hEICRIFTEE
(IMEREICRIZTHE
- NOEAEIZRIZTEE (in vitro) *©
b AR S S i P R AR (HUE) % FHV N CEPANOPEAIZ BIE 9588 % Fimd L 7=, 0. 3mM EPA-
EFRIMZ X0 . NOEAITAEEIZ ERH- L7 (p<0.01, Duncan’s multiple range test),

s FEFILA) UFEERARKEENERRERIGICRIZTHE

T5%LL L ORZE 5 A9 5 B RE BB E 1061 &2 X Gl = 87 —/11800mg/ H 3% A M5 L.
M8 N RE~ DB Z Rt Lo, mBhfREEEE Tk, 7 F a2 U VRN AR AR
PEARSIIE T LTV a2y, = _XF — 510 L 0k Lz, Z O RIINOS plBE & L E
FIL-NWMALZ & 0 il S dvfz, L EX D | =37 — LdNOpEA 2 L, A& N RE 2 o L 7=
LoLEZLNT,
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- ERERF. BREEEERFICRIZTEE (in vitro), RUTS—HDOEREEL., T5—9~
DIH/OT7—OFRBICRIFIHE (RHR) @

b MENEAIK (HUVEC) 27 7% Fufg (AA) E7-I3EPAZ & ieks i TEs38 L 7=, EPAIC &
V. INF- o ORPEIC LY EF U785 R+ (VCAM-1, ICAM-1) OmRNAFEHLMH| sS4, b RE
BRGEALIEPEIR 7 (MCP-1) 206 b & du, MENE~D~ 7 87 7 — OPEEMflIZEPALN RS
HEFpLEZ BN,

F7o, BIRELET L~ DU A THDHA poERE~ T AZHEFER (0. 15% 2 L AT 12 —/L+15%
MEYG SN2 — ¢ St IRRE) E 7 IXVETER +H5%EPA-E (EPARE) Z 13MR#E L, HiEMREE(LIEH %
et L7z, EPAEEEIC XY . BhRAE(LSE (Sudan TV @)@ém#mﬂéntoit 7T —
7 DaZ—7y EERHRAEEN L C, 77— OREDBHER S, EDBICTT—7 ~D
77m77~9@§ﬁ%mﬂénfﬁb\%Eﬁ%ﬁénfwézkﬁﬁﬁénko

(iMEAE. PEREBEICRZTEE
- FERD JBEETILORNBEEEZMHEH Lz (09F) ©
RV ZF Vo 7% XOFHBIRICES L, HEE, 0.5% =2 VAT o —/L&, KUEPA-
Ef 5 (600mg/kg/ H A% ) DA MEIZ L0 AREIZ ST, EPA-ED AR K 35228 4 5 BRAH
NG L T2, IR IL, B 7 S5 EENR O REWE CEHE S s T SRMERR IC P £ -
Bzt 2 NIRmFE O L) O TR FEIZ 6T 5 NIREAE O b | ZHEHEIC LTz, E OFER,
PR IXEPA-EIC L 0 R & 7=,

06 03
05
*%
R o2t
fE
E
=
B o
B AIYRUNE B A aYARURE ’ X AU HE AIYRUNE
(n=19) IFIL (n=18) IFIL (n=19) IFIL (n=18) IFIL
(n=16) (n=16) (n=16) (n=16)
L 1 [ L1 [
TER aALRAFE—LE TER aALRAFE—ILE
mean+S.D. *p<005 **xp<001 vs XEIRE)
HNEERICEEN TV SEE FIREREICHT S2HNIREBEDL

[TX ¥ HRIEEED L

- NIEEBHMBEOEBENEER (Hyx) 2
EPA-E 300mg/kg/day %1% 2 L A7 o — /L BfE U XIC12EMREO#EE Lz &2 A, KRk
JESEE NI 5 B D H UBEEE U 7= 29 0 A e oo S5 3 il S vz,
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e FPA-E¥X 58
30- o—o I %t RERE ‘—_,—o-____o

A% (X104)

RE5B#

EaALRATO—-ILBHREIYXIZE TS
RIE T B i HERA | = b 9 2 HESE 4 46 AR

- TEHIARIMT B UbaPWVIZ R (X T 222 5V

T NT—/L1800mg/ H ¢ 5-8f (EPAREG-#E) 3061, FEF 5-HE306 o0 28 pE R I FR 3 T2, 14D
BRI ICSHENRIMNT, baPWARIE L7= & 2 A, EPABRRGRECAEICIR T Lz, EREFRZHTO
fE S, EPASR G ESHENRIMT 2 A EICSGE T DML LR+ Th 5 Z R bivTe,

mean IMT/& max IMT/2 baPWV/E
(mm) (mm) (cm/sec) s
0.05 0.05 100 - BH - EPAIRS#
[: EPAFEIE S B
0 0 S0
0
—0.05 —0.05 mean+SD
_50 -
—0.10 —0.10 Student’s unpaired t-test
—100
—0.15} —0.15 —1s0L
| E—
—0.20 | —0.20 —200 p=0.21
| I L
p=0.029 p=0.0008

BARMEILERIC X9 HDEPAD IR
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@Z Dt
- BEREE A, BELDL, 7T 4 RY A hhA . SRRECRP, PWV, CAVIICRIFTHE @

AHERY w7y Rua—AOEREFERHE, T2 7 MMIT 3T —)L 1800mg/ B 5-8E (n=46) &
KPHRE (n=46) (ZEIV 11, 30 A% OFEREEGH. B2{LLDL (SAA-LDL), 77 4 A% A Nh A
. EEEECRP, PWV, CAVIOZE LA MFT LTc, =T —AEEICLY, N7 Uk'Y RN, &RE
CRP, SAA-LDL, PWV, CAVIZ A E D &8, 7T 4 RRx s FreamgicEmstsz (FV 7Y
VU F:2.68+0.2—2.00%0. Immol/L, p<0.01, @EEECRP:1.57+0.2—1.16+0.2 u g/nL,
p<0. 01, SAA-LDL:48.6+5.6—40.4+5. 0 g/mL, p<0.01, PWV:1400+39—1321+32cm/s, p<0.01,
CAVI:7.87%£0.2—7.59%+0.2, p<0.0l, 7T 4 AR F>:6.99£0.5—~7.53£0.5u g/nL,
p<0. 01, paired t-test),

(SAA-LDL : MyE7 2 v A RA-LDL. PWV : KEIRIRIEHE (Pulse wave velocity) . CAVI: /il
EEIMEFTE# (Cardio Ankle Vascular Index))

4) EBBARFAZMEREETIVICRIZTEAR B
PEHBGICED 7 7% FUBRFHEIC X 2 AR RIC SRR (T v b) 28l L, Bk v
v FoMmEERZE (7Y 8. =7 VUEHERLE (V%) (O MR A Lz, £,
70 ) VERFFEARMEIH (T v b)) OETZ 8 Lz,

5) RAIME & B D% N IR e
DmIMREEIF R (in vitro)
O X LM/ MIILE (PRP) 0515 — 4210 1 g/mLiC X % L/ MREEEEIZEPA, DPA, DHAG 1~ 3mif
BN & T4 B0 S e

QISTUBMBEEMBRETIVICRIZIEE (WHx) *
Al & L CODTA-E, ETA-Eds & TMMA-E, 3 & L CEPA, DPA, DHANF ONZ |45 (b s OxEPA-EZ
ALZEIN300mg/kgZ = 7 ¥ e 53R AT LRI O & 5- L 7=,
fRHMEPA, DPAJS J ODHA D it JE Al I XEPA-E & bhiig L o089 < . AHEODTA-E, ETA-ES X
OMAA-ENE TN HR I 251 b it D OXEPA-ED AR FEBAM B IXEPA-E & ELEE L TR D 530 & & 2 BTz,

(3) ERISIREE -
AR L
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VI. EMEIREICRET HIER

1. mAREDHER

(1) BE BT DRRE
PR L

(2) BRI CHREIN-OLTRE

1) BEESHER (TAT—IILh T/ 300 2BEE LE-EWEHRSHEHAR) 2
TERERR N 20 &35t L LT/ m A4 — N—IKIZ L W ARK & = F—vH 7L 300 0
Hal#E (EPA-E & LT 2700mg) L. &5 72 Fp#% £ colh EPA EEAZ T Lz, AH
2700mg (1 A HICERE DT 7 /LA 45 7+ (EPA-E & LT 900mg) % &iesyalin X3
W) R 10 SRICHRERR O& G Lo iR E I, &5 6 RFE%ICHKREE 153.7 1 g/mL
WCELZ, £72, RfRIC= X7 = 71 300 (1 77 FIZ EPA-E 300mg % & A9 5Hk7H
TRNXY BT EN) b LR M PRI E 6 RFHE% I RKkSE 1565.4 1 g/mL TH Y |
AA & T RT— )V 7L 300 L IFAEMFHICFETH D &l <z,

() AFOAKB SN HIEE, REZETHY . 1 EHARIL 900mg FTTH 5,

( §i g/mL)
250
——I/5F =S
weeGren- TINT — JbH T IL300
2004
L
th
lE: 150
A
%
100
50+

012 4 6 8 10 12 24 48 72(hr)

M EPA REQFHEDHE (FHELS.D.)

EMBEERRNS A — 4
EPA 2NERNICBEIZIFAET 2R TH Y | FEAMER X OWIUIZEAZER K& W), I
HMREET OO DFT Y TULID L Z LITITEENH L L E 2, BHENSEH L,

Cmax AUCO-72h Tmax MRT
(1 g/mL) (1 g+hr/mL) (hr) (hr)
I/NTF—IL S 153.72£61.20 |4221.37+=1257.83 | 6.60*+=1.85 |31.84*1.42

I/AT—)LHhTHIL 300 | 155.43+67.89 |4328.24+1053.27 | 6.70+1.87 |31.72*=1.64

mean+S.D.
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) REFREHR (ZAT—ILHTEILI0DT—45)
AT /T—ILH T+EIL300 (600mg/[E x 3E]/H. 900mg/[E x 2E]/H 8HR) %5

TEEERR A B R RS = /85— L & /13004 1[R1900mg., 1 H 217 (i« 47) & 5 M i&1[[1600mg,
LH3E (5]« & - &), ‘RIERICSHMKER &5 LT,
1 5EHEPARR FE 13 e 5 B HUCHE N R 2 IS ER L. WFNLOBHIZE W T b #5-5~6H HIZEF IR
BICELT,
1 A 2B G-FEDCy, o D FEIEIL L A 3[R 5-FE O FEEIE & FLl L T0. 93(% . Cos, nin® FEIfEIF0. 99
. Cos,ave M OAUCo o DFEIENEO. 9TRE, 1D FEHEIXL. 1065 TH Y | 1 H 2[00 57 D i HE H1EPA
DIMBRE T A — 4131 H 3 GRE 2P LT,

EPAD EMBHE/NS A — 2 DERIREE

S 1 5 SEEME D

JOPE | msw |G| ome | L | R | s | ROkl | minesos i<
TRRME | ERRfE

Cas,max LR2[EEERE | 8 75.98 | 15.133 56. 4 83.00 90. 8 63. 32 88. 63

(1 g/mL) LA3E#EHE | 8 | 81.76 | 12.325 64. 6 78. 80 101.0 71.46 92.07

Cas min LH2EEGRE | 8 | 60.36 | 14.231 40. 9 63. 25 79.0 48. 47 72. 26

(1 g/mL) LA3EHERE | 8 | 60.99 | 13.566 35.0 60. 10 75.3 49. 65 72.33
Cas, ave LA2EFEEHE | 8 | 62.955 | 13.9994 | 44.38 | 67.245 | 80.25 | 51.251 | 74.659

(p g/mL) 1H3ESRE | 8 | 65.086 | 14.0522 | 40.64 | 64.365 | 81.74 | 53.338 | 76.834
AUCy s LA2EFERE | 8 | 1510.93 | 335.999 | 1065.1 | 1613.85 | 1926.0 | 1230.02 | 1791.83
(pgrhr/mb) | IA3EFEEHE | 8 | 1562.08 | 337.258 | 975.3 | 1544.75 | 1961.8 | 1280.12 | 1844.03

T IH2MEE# | 8 | 65.09 | 20.852 38. 4 61.05 109. 6 47.65 82.52

(hr) LH3EIHRGHE | 8 58.91 11.517 45.1 60. 15 74. 4 49. 28 68. 54

Coomax : EHIRABICIS T B B AP R B

Cosmin : EFIRRBIZI T B AR M P e

Cosave : TEHIRABIZISIT 2 EtY A P 2 P

AUCq g4 : BE5-8H H OELG-BARD D 245184 F T oD A A i 5 — MR R~ A
i o HLHE P A 08
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- .
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; 1’1:8/%&5‘%%
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0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204 216
BE%ER (hr.)
@®:182E% 58 O:183E1%58#
MmiFHEPAEEDHETS
150
&
£
S
8100+
=
e
'."E o
g et TP —
-LEU- 50 S |
e
& S+ R R 2
n=8/%- ¢ 5t
oL
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
BE&BER (hr)
@ 1A2E%B58# O:1H3EFEEH
MmITFEPAREDHTE (IR588HLUK)
- et

AEFRITIIAER G TIIREO bR o7, LH2EEGEETIX3T. 5% (3/861, 414) (2588
STz, WFRIL. ALTHEMAS3FI3M:, ASTESIN S 1BIETH 0 . FREE 1T CRLE /2 < [l LT-,
ETCOAEFZIIRHE L OREEESEETE T, BWER & HE I,

EELAERSG, BEELAEFZENERER G HILICE > TEAEFRRITEO N0 T,
uiﬂX:k#%\IKMM/H%IHHJ(%\ﬁﬂ bHHWEIEE (], B, ), BREZICSHHE
KIEHE LT & & OB R OEEMEICHEITR D b o T,
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@I /RT—ILH FEIL300 (600mg/[E x 3[E]/H. 900mg/[El x 3E]/H 28HF)
B N B =T — L 7R L 300% 1800mg/day (844) £72132700mg/day (744) %28 H ]
AR DG (BREHE (BE305LIN)) Uiz, I e 138 540 1 R #% C e keI E
L. EFEREITHEIRGREO K EREDOKL 5~2(FTh o7,

(pg/mL)
300 -
250
200 -
150
100 -
50 - —— 1800mg/day
==== 2700mg/day
0 B T T T T T T
Eita=ai| 24hr 1w 2w 3w aw
e
EREBOMmMIEREPAREDEAEDHT
B 581 24hr i 2W 3w 4w
mean 46. 16 66. 78 189. 50 163. 50 198. 16 197. 76
1800mg +S.D. +21.1 +31.3 +78.4 +49.3 +66.6 +73.9
(f511%%) (8) (8) (8) (8) (8) (8)
mean 33.33 62.33 159. 79 172. 37 125. 61 188. 33
2700mg +S.D. +25.0 +27.1 +46. 8 +46.6 +25.0 +44.5
(F1%0 (7) (7) (7) (7) (7) (6)
(p g/mL)
(£ pg/mL)
240
220 -
200 -
180
160
140
120
100
80 -
60 -
40 -
20 4 3 — 1800mg/day
0 === 2700mg/day
-20 B T T T T T T
P50 24hr 1w 2w 3w dw

TR
EHRSEOMTEHREPALRRE (C—Cpsm) DHEFR
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B E5AI 24hr 1w A 3w 4y

mean 0. 00 20. 61 143. 34 117. 34 152. 00 151. 60

1800mg | =S.D. +0.0 +25.4 +70.5 +45.7 +67.2 +69.5
(B1%0) (8) (8) (8) (8) (8) (8)

mean 0. 00 29. 00 126. 46 139. 04 92.29 153.22

2700mg | =S.D. +0.0 +22.1 +31.8 +31.6 +42.1 +30.9
(B1%0) (N (7) (7) (7) (7) (6)
(ug/mL)

E) EPAIZ Z N Z2ELRMEBINT 5 2 LI LD AFRICFEEL TV IENRBRTH D, HAOREEDE N
WZHI 3T 5 ML HEPAIRIE DE WA IET 57201, B HOFRMOEPARE (C) Mo, BERIORE (Cy
si) BBIWTEEE (C—Chyy) & AW TR HER 278 LTz,

BN, BRRMBLAN S AT G EDO—DOEE L L TEPA/AMER L Anbhd, £ 2 T
e GO F — & )y HEPA/AALL A B U7, IMSEPEPA/AARRIE, B5-1EM#EICITL. 02 %,
AT I L1 2~1.5F T EH U, mAEFEPASREWIE & [FIRFHCHIE L7727 7 % KBk (AA)
BEIZIIREREZEFTRD N2 ho T,

— 1800mg/day

_Ag 2.0 1  --=- 2700mg/day
1.5 4
2 S S (S e i
= 10
0.5 -
0.0 4 T T T T T T
500 24hr 1w 2w 3w aw
IRFE
BRI 525 1T HEPA/AALL D HEFS
HE5RI 24hr i 2W 3w 4w
mean 0. 331 0. 497 1.127 1. 151 1.495 1. 429
1800mg +8S.D. +0.12 +0.16 +0. 28 +0. 35 +0. 60 +0.42
(F1%0 (8) (8) (8) (8) (8) (8)
mean 0.215 0. 408 1. 009 1.202 1.210 1. 315
2700mg +8S.D. +0.09 +0. 07 +0.13 +0.12 +0. 18 +0.14
(F1%0 (7) (7) (7) (7) (7) (6)
(pg/mL)
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(e gg/mlL)
300 -

— 1800mg/day
==== 2700mg/day

#&é il 24Ihr 1w 2w 3w aw
TREfE

EHR S RO MEEPAARE DR

#5801 24hr W 2W 3 4w
mean 141. 71 133. 99 167. 29 144. 58 144. 98 137. 05
1800mg | *+S.D. | *46.9 +33.2 +59.3 +26.9 +65.0 +28.5
(%0 (8) (8) (8) (8) (8) (8)
mean 146. 19 148. 97 160. 10 143. 81 104. 17 144. 20
2700mg | *=S.D. | +£49.5 +50.2 +49.6 +38.5 +16.4 +33.8
(%0 (7 (7) (7) (7) (7) (6)
(ug/mL)

(3) &
MR L

(4) BE - #AEOEE (TAAT—ILHTEIL 300 DT—4)
BETHLICERTOMmMFRE Y

RN B %344 \ZEPA-E 4800mg % HA[AIRE 11 4% 5- L 7= 1% O A Hh R B 130@ i OB R T Clri#& 56
H%%F"ﬂ?& :ﬁ%ﬁ WZEEL (70. 49# g/mL) ., 24FFfEIZICIE, IZIFHEERIMEIZR > 72,
F7o. MEPAAREE O EHRIZEPAICEE L/ANS WA S G, BHE OFR F ClFEOHB 2R L
77 _%L TERLZBFEFTOAMORIUZL DD EF X LI,
EPA/AALE & EFEPAJR EE & [RIERIC B L @ OFR T Tl 5-6W % IR @ E0. 520%& 7~ L
77
Mo T CTORBRICEBWTIE, MAEFHEPAIERE D EHITITE A CRO LN o T2, AFNITEMWE
BRICT, IBEWINE, FICY 3R &2 5 UCTERTEERICBAITT 5 2 E B ER STV D03, @ﬁ
TIZEBWTIAEFEPAIRE D LR NRBO S22 > T2 DIL EPADIGN G U VR ~DBATIZ
ARAHER DY B D ORI NHEKRE LTHRETH DD EEZ LN, B, &5%%%
M OAMBEEOERE FFITRERDYBNEELEZ-bDEEZ NS,
() AFOAZE S NTHETRBEZTHY . 1EIHEIZIO0NgE TTH S,
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BHEKRSRERICH TS MIFREPAERE. AMEES K UEPA/AADH#EFE

B 5aT ohrig 4hrig Ghrig 8hri% 24hri%
EPA 41.62 55. 48 60. 05 70. 49 67.15 51. 50
- (1 g/mL) +13.82 +18.13 +17.71 +21.93 +18. 40 +10. 60
gé AA 96. 82 110. 08 117.98 129. 68 129. 35 113.74
- (pg/mL) +21.92 +24.96 +18. 62 +26.20 +26.97 +17.86
0.415 0. 493 0. 495 0. 520 0. 505 0. 447

EPA/AA
+0. 050 +0.073 +0.079 +0. 058 +0. 043 +0.026
EPA 36. 13 39. 52 44, 26 41.6 46.10 40. 96
" (pg/mL) +10. 71 +13.84 +14. 60 +14. 64 +18. 40 +13.87
%2 AA 106. 33 113. 11 118.27 110. 55 119. 28 130. 26
- (1 g/mL) +12.63 +19.11 +17.78 +21.91 +16.23 +15.84
0.344 0.343 0.373 0.372 0.363 0. 301

EPA/AA
+0. 112 +0.122 +0.129 +0. 133 +0. 130 +0. 088

n=3, meansS. E.

2. FMEERI/S A—4
(1) BHA®
GG R L

A4

(2) RULEEEH
MR L

(3) HEEEER
MR L

(4) SUTFFUR
AR L

(5) HEH
AR L

6) Z0Ht
AR L

3. B&H (REaL—Lav) @i

(1) BBA7 5%
LR L

(2) INSA—RLTEER
MM ER e L
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4.

AR

(%]

o>k 59, 60)

<H@EHEE>

- MAPRE
KR L OMEZ o~ MZMC-EPA-E 30mg/kgZ HERR A4 G L7z & & | ik L O U REiR
FEVXMERE & BT ORISR @B a2 R L, DM CIR T L7, mAEH i sE O v 2 -0
HIIHET o fH11. T3 KOV B AH33. 615fH . MET o #H6. 935 LN B AH24. TR TH - 72,

#%HE ( g eq EPA—E/mL)

24
B (hr)
v F30mg/keBEERFOFRESHRICH TA2MAD S & U MBD RS EERE

- ) URhiEE
HEZ > MZMC-EPA-E 30mg/kgZ H[AIRE N5 Lz & & U 2\ AR RER L 13 iz B 5
L. 2B R ISR IS L, DIBRERITIR T U7, Sl R IS E U7 M R R 00 134
frlm<, —ROESENER & FEIC, B LTY R E3 N L TRERICBITT AL &
EZz oz,
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#0 (g eq EPA—E/mL)

BEfE (hr)

HSy FEERESHRICE TS ) v/ RRSERERE

- EERINE
HEZ > N ORSEEGE NIZC-EPA-E  30mg/kgZ& ¢ 5- L 7= & & D M HH U BB IR B 1RSI 12
EfEZ R L, 2451 OB E A7 134, 6% LK< . EPA-EDGE 7> 6 OWRIIE95. 4% & |
BliFcHhotz,

* REID IR T F IILAEIZDNT
5% 7> B ORI R AR D TEWZD, BEOEE- SHEPA-EIZEE LCTMEL LR iz n Tt
ITFNALESND EBEZ LN, —H8Y 3 E AT RIS TT 5 ATREME D & 2 EPA-EIX IR b
L<EMBIZB W T R=F bIn b b O EH#HEIND,

<R#EHS> P
HEZ > NZYMC-EPA-E 30mg/kgZ 1 H1FII2H MMV B LZEOHRE Lz & &, migd s L O
R REIR BE IS TR 52 T EFIRBEBIZE L, 1RG5 Z OBREORS. TEB L U2 9% ThH

-7,

157
3
2 e AT VT
|, 10 -
= R
S 7
g 0
X 5 J‘r
2 *
F 4
0 T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12
IEFfE (day)

B>y FREZORSHRIZE THMRE L VMBEP RS EERE
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@1 X
HEA XITMC-EPA-E 30mg/kgZ HAMAIRR O 5 L7z & & MM i Be s B 138 52405 4% 1 e
EzER L, DBERIEH o FH16. TRFRTIS KOV B #H81. 6IRFH D248 TR T L 7=,

5. o
(1) Ii%k—mXBIPT@dtE

B R L

(5%&]

O@7 IR
MC-EPAZ FHWTC, ~ U AN AR L. MMM 2 B4 5 S mat Lz & 2 A, “C-EPA
DI ~BAT LT e DR SN, T2, YU AMNAED R — M EHWEBRECIE. N
%Wﬂfﬁ#é%ﬁmﬁw&ﬂWA@&%ibfﬂf%b\%mm@%&97€NAkﬁ%K
M A B P 2 B I EIEd 5 2 & AR Sz oY,

®e>v

7 v MIEPA-EZiE A5 L, IR PRIyl 2 JE L7z & 245, FEEFRIIZEPARS LY
DHA%Y [} D |55 23 fesB S v, BPA-E D I i I BE P i 23 =i S vz 2,

7w MZMC-EPA- E%fﬂm&ﬁb TP RR Sy T 2 F 7= & 2 A 1 [RIRG-24 R 1% T, i
SHEMEAYEPATS K UDPASY B ZHERR S V72728 . BBERIF 5-24 5] 36 L DM 682 121X, EPASY
B3/ EF A0 AN DPAMUDHA/\ \CHORRE DS HERR & A7z, BPAL IR MBI M % i3 L C M
N IBYNEF gW kN DPA%J:U\DHA&&FG.;ET%%%_&b>ﬂ*ﬂ*"éﬂf: 6

KN TDRERRERIHE >

o>k
HC-EPA%Z T v MAIBNEIEA4BZIZ, BN ~ORV AZIRREEZBIE L2 L 2 A, BEHEEDIZ
tmgmwmuyﬁgmﬁﬁbfwtmﬁm JH[E L TIH9% LMFIEL T BT, Z Oftl
B &{t.% = \F CDPASPDHA, & DD RN~ R s TWie, —F ., IMNICZ S FEL T
LRGN DIFECTEH 5V I F U OWTHRBRIZBIE LTI 2 A, ZD56% 0N/ V I F U
% ETIMIN Y VIBEICIFE L T2 Envn, EPAIIIMN TES I A7 L= B Rk &
ZAFRT BN ME N E B 2 B oY,

(2) iM%k —Ra AR @A
AR L

(%]
@EF~DFETHE (TY b)
IFR12 A OMEZ » FIZUC-EPA-E 30mg/kgZ B[R O 5 L1z 3,
FEAFH OFCFHRERR L 13, &5 1R I I REMAE PR E D 1/10TH » 7228, IREM#EICI1/2
LR 4B CRmME A /R L, REERIMAEFIREDL IF L o T,
JEA% R O JR ST REIRE b [RIBRIC B5- L, G245 IS i 2~ L, REER AR R o0 3. 6%
oo, FKOEEITREMAEFIRED1/100 F F2L Lo Tz,
JEAF1VE Y 7= 0 2R AT 2 T BE 1 T B 5 U RE D 0. 008 % & 1K »> 7=,
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IFIR19H OMET »~ MZYMC-EPA-E 30mg/kg% HAAIE O 5 L=,

FRAFh DR RERR LI, B 5- 1R I RERMAE IR EE D 1/50CTd o 7228, 9RFf##£12131/2
L7p 0 | 24WFEIE ClemifiA s LU, REERIE IR EE D1, 615 & 7e o 7o, $& 5-48IR¢fH] 14 Tl 24
W% ORE L VKT L2, BERIEFRRED2. 35 Th o7,

FEAF DAARREANIRE L, B 5 1R TIXWT I b REER AR E D 1/20LL F CTh o 72, 591
% CIIFA B RE DL 252 R L, IEORE LY SECTh o7z, £2, RFOMMI
REERAN & 0 BIREE Ch o 7203, MO FFARR PR EE (355 7~ 2 REERFARR O IREE X 0 (Ko 7, B
H-24RE[H% CIEE MR IR EE 12O 3740 D ORERIAZ OIRE L 0 o0md o 7223, ik % B & REEk
MR K0 @& < | R 2 REENERR DIRIE X 0 Ko 72, B GASKERI 14 Tl 972 b 2485
BOWE X VKT L2, Mk L Ol Cldsehind 2 R OIRE L 0 @mhvo 7,

e ds K OVEIK O BUR REIR BE 13 5-9RF & IS w2 7= L7223, WL s REER A iR 2 &
VAR > T BRIFLIE S 72 0 IZFRAFT 2 U BRI G RE D 0. 44% & 1R - 7,

(3) HA~OBFHE
DR L

(5%&]

AP OMES > FZUC-EPA-E 30mg/kg % HIERE O 5 L7,

FUFHE N OB P BER A 3R 56t L v BH U, 24 IR @ EEZ R L, REHIHEIE
U 7= Mg A REIR FE D 1445 & mHE T o o 72, & 5-96IFZ 11X 24RFREI % OIRE D 1/512 F TIK
TLE 9,

(4) BEBRANDBTH
DRI L

(5) ZDMDIEHAN DI
AR L

(%]
QHEEIKE
<EZHB~ORH (Tv b)) >
AV
UC-EPA-E 30mg/kg% H[EIFE O 5 L1z *,
BRI Tk, HIBEZRE . IFORERRbE<, RNTLTH o7z, MO T
WL IMETRE L VIRETH -T2,
B H59REfEIL Tk, HILE ZRZAIE RN &R b <. IRWTHF, B, Bifid KoM EEN 23 M
HEFRIRE D25 L, EDORE AR LT,
B H-24K5[E% Tk, BAEMRRbE <. ROTEIE, X OEH TR o7,
B A% T, BB EIRE 2R L TR Y, MIETREDT2. 205 Th o7, 7=,
M. BERERT. B d K ORI EIZ24MF % ORE LV EF Lz, —J7, mikHiREx
MAEHRPRE LV @2 R L72Ay, ZAUEEPAY L < 132 ORI 2 M ERAR 4312 U > R A%
oy LTHRYIAEND =D EEZBND,
BE WL TIE, WO W TS DAMEZ ORE X VART L, SO i ik Ry
IZH UL K, Bk KON & B CREBENIR B ITIRE Ch o 72, —F . I CITBEHREDTH
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KITB - 23, 2RO SN AR EFENIERNE S (T A~TD A E i, U EE ORERL
R &R DTed LEZBIND,
MR MRIE, BIEMIEZE CTIF, e, RBIORETEHIETH T,

WSy

MC-EPA-E 30mg/kg# HA[AlFE G- L7z *9,

B HOREEIZ Tl WHILE ZRERIE . ®aElilk X OHORENE <, RWTTFEE, H
PR, AL ML BE, B INRBIOEHTEWREZ R L,

B 5245 Tk, R, BIE. M. BB, IPRB IO CTEIREZ R LT,

B AR T, BB, AalEl,. BalElis L OEROREN o722y, K. Bk,
. AEAERE L OURRE 2 B < oMM TlE, Wi bEREICH U, AERNRE K
T L7,

HERRN AR 1 & RIBRIC B 28 U CF. HEIE . AR LR E CRfETh - 7=,

<YonRfHLvmEH ) REB~ADDH (v bH) >

EZ >~ RIZYMC-EPA-E 30mg/kgZ BRI A5 L7z ©,

BRIt TV LSRR T4, T% N A v 2 7 v il 24. 0% DVLDLIZ /04 L 7=,
M P RT3 - 1R #% CIE49. T% B A 1 2 7 1 2, 23. 0% 23VLDLIZ, 18. 1% ASHDL
XU EHEO Y RNEABERSICHMA Lz, BE5IRHETIEIIA 2 I 7y VLDL~DO5AAIL
ZNENA3. 2%, 12.3% KT L, HDLKL Y @ik E DO U ARE HE 7y ~D 55411329, 6% & ¥
L7z, SHICEG2U4FRFMZ TIIANA r I 7 v VIDL~O53A1335. 9%, 7.5% KT L,
HDLE » S EO Y REAE S ~DS5F1T42. 0% SN LT, T742bb, &5 S U7ZEPA-EI
A7t LIIVIDLIZE D A E L, U o %/l Ll IcBiT L%, FEf o
i E &b IV @EEEED Y REA~ITT D EHEE Iz,

<Y UNHEBE~ADOHT (Tv k) >

W= >~ N IZYMC-EPA-E 30mg/kegZ HilnlEE A& 5 L7z ®),

PG ORERIt: £ T2 U o XHRICBAT LT BEIX90. 2% 28 U 77U & Y RIZHAA L. 7. 0%
UUNREIZ AR L=y, a L AT a— L= 27 )V K OWEBEIR IR S ~D 0 A RT3 /1T
ol

<MmFEHEE~DRT (Tv k) >

Mt~ RICMC-EPA-E 30mg/kgZ HilAlFE O 5 L7z 9,

B H24RFH#% CiX, U Z U &Y RIZ35.0%., U HEHEIZ26.9%, 2 VAT R—/LTZ AT )L
(221, 7%, WEFERERAERIZ2. 0% 534 L, Z OO Z3IC b 14. 4% 5040 L7z,
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OXEHRE
<ZMBA~ODHE (Y F) >
HEZ ~ MTYMC-EPA-E 30mg/kgZ 1 H1[E12H MR K U O#EE Lz %,
AH MR IR LR O G LT- & & O 524051t OB REIREE X, W hoffkick
WTHEEERHC AN TE LS, BB RB L OARIERE -T2, S50 K LEE
ZAE T DICHE > CHRRRPERE X ES-L, 12 H R0 3K L5 ClE. 1R 512~ T3.5
~ASREL 720 | BRICHE. B L OVE AR OWRE O LR RERE o T,
12 A K LES O A% TR, B L OB ORENF G T24r%Z LY EH L7
2, OB TIINTI IR T Lz, 12H G O3 % T, i L OVEBE O E 13K
L., OIS HITRT LA, M, Bk, ik, Bk, =, Sk LOoaaiElic
BT B HEREDTE R IT M OMARIZ LBy - 72,

<MBPFHEE~DHH (Tv ) >

M7~ MIZMC-EPA-E 30mg/kgZ 1 H1[EI12H [k 0 K LR OG- Liz ©)

HEZ > b O1EE G 1R T, mSEP AT N U 77U &Y RIZ82.0%, U U IBEIZ5. 7%,
L AT R )V ATV 5%, BEEEIRAAERIZ2. T% 04 LTz, #59R% ik, hU 7
Ut U RIZE7.0%, 2 L AT a— )L A7 /L|223. 0%, Y UHEEIC17. 5% 5540 L=y, EEE
JEMARIZIXIZ E A ERBO N0 o To, S HICHEG24E/I% TIE, MY 77U & U Ri243. 4%,
IV AT E— LT AT I25. 3%, U UHREI223. 6% 5040 L. EBERRIAER 11X & A EFR
HIIR Do T2, EPA-ED 1R O 52 K 2 Mg S RE D AR X R & & I b U 7
VU Ra~OBARNFED L,V VEERB LN L AT o — L= AT )L ~D 5 AR L
oo —7. AR, 12HMEHEGREN/EMLTH, U Z VY R~O/0fiRix1m#E 524
BB L IEE AL LEDLL RN, 2L AT a—/Lx X7 )L ~D S RED 5y A R i
U, U U REA~OSARTIEM U, EBEIRRR XN TDOSA BIZE A ERBO LR
ST, B2 7 VY RV VR Y REGLZOMOE /Sy ~OARITR A ML, 120
5 1A% TRk E o T2,

B, MFEHR NV Z7UEY FHEOBSMERNY 708D ROESET, 1BEE1, 98 X U245
M# T, TNEHN5.55, .51 L 0.37% TH Y, ¥V VIRE T OHKEEY Y IRE O RIX
FHNFEN0.06, 0.27TB X N0. 17% ., Mz L AT o — L AT )VHOBSHEa L A5 1 —/)L=
ZF VD HRITFNFH0.05, 0.563 L000.38% Th-o7=, 40, 12HE & &G D
MELHIZRY 7YY RBEQRY UREFTOBSMHIEEOLFEFHEM LN, a L AT
— VAT IVTIIEL Lo Tz,

<ZBHEBPEE~DLMT (TY k) >
HeZ » MIZYUC-EPA-E 30mg/kgZ 1A 1A12A MY RLUEOEE L 9,

FF : 1R GORFI R 8 L URAR % 245 &, U VIREA~OSHAFEITI N 7V 'Y R~y
HFRLYEL, BFHOREBE EBICRY 7 VB Y RS RIZHD L, U U JEE~D 5510
EBREM LTz, 2 L AT r— /L 27 )V X OEBEIEIEE ~D S RE D A RIT DT Th
ofz, Fiz, ARRM, RAMEEEREOEMEEBIZN) 7YY RAODHRITS HIZ
WU, U IR R X OMERERR AR~ D3 A =R L 7=,
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BEER : W T ORERFFIZIBWTH5. 6% LA FY 77U & U FIZHfhL, oIz
FF LA LR BN o T, — IR ATENENT & L CTIRIMMIC Y 70 & Fo
ETRVIAEND Z L5, EPA-EIZOWTHZO—ERITESEN & L CTIEIHERIC Y 1A
Fnsb0LEZLND,

D 1A GNP d L U4 TH 5 & U UIRE~OpmRnE < ok & &b
(CEEEEER. N U 27U RO AiEsRIEEd L, U UIRE~O MRS L7, 12H
AR 0 I LI G-% TIEWTORERFIC ISV THIL 9%LLEA U IREIS 00 LT,

C DT ORIERFRNI IV T H NI EED90. 0% L1 A Y R o0 A0 LTz,

BOAR : 12 F [ Y O U Be 5245 % CL BIIRNITREIZ B U 77U B ) RI245.3%, U UIEH
(235. T% oA L7,

<Y VIEEBEIANDZT (Tv k) >
WEZ » MICMC-EPA-E 30mg/kgZz I H1AI12H Mgk 0 K L ARG Lic L &0 U U JE 5y
~OBEHBED A &R LT 9,

FF : #5905 £ TICF Y UIREBEICE IAEN TS EEIX, 74 AT 7 F O H )
— T2 /ﬁA;%9%\7¢x77%/w:)/ﬁﬂgw7%\ﬁbtoﬁﬁﬁ@ﬁm®
Bl L OREGFREOEME L QI T A AT 7 F V)V H ) — VT I UG ~O AR RIT
ML, 74A7 7 Foral VHES “@AﬁﬁiWQfé@ﬁ#m@%ﬂﬁo@k 7
AT 7 FUNEY VEHGBEIRT A AT 7 FINA )V —VElGy DRI, WT O
HEFEMICBON LN THY, 1FEAEBIL LA oT2,

'Dﬁ%ﬂﬁﬁ%i?’7¢X77?9w15/~w7iV@%K%5%\7?%77%9
3V VEIZ62. 0% 5340 LTz, #5105 ORFE ORGE R L OB G EEOEME & HIi27 + A
Ty FUNTHE )T I UG SOBREREDGAARITEML, 74 A7 7 F Y U

DSTRITBD LI P E BRI 7+ A7 7 F OB VESBLIO 7+ A7 7 F 2L
A b= VEIS DS RED 3 iR T T 0 Th o 72,

ﬂﬁﬁ%ﬂﬁﬁ%if THAT 7 FIONTE ) —)LT I VEGICA0. 4%, T+ AT 7TV
Nl ESTIT28. 5% 5340 LT3, Hki@ukiﬁﬁ@7ﬁ177?/wkj/ﬁ . 7
F AT 7 FUNA )Y N—IVEIGEB LN OMOBESIZE ZIE 8. 2,8, 08 LM 8%y
i LTce P L OV & RIERIC, H G- DR ORI L ORGEEOEME & HIZ 7+ 27
7FONTE ) =T X EGSOBRED S ARITEM L, 7+ AT 7 F U Sy
SOSFRIFTBAD LIz, 7 A7 7T V8D VHEIGA~OSMA LM LT,

PLEDZy MEOBRGEFED Y AR M E 5 ~DoAifE b, H%EiEkLT7ﬁX77
FONAY VEY T AARAT 7y FIONTE ) —)LT S VEG SN IATEND D LB S
Yl
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(6) MITEBHEE
EEER L

(%]

HEZ v MZYC-EPA-EZ HEIRR A& G Lz & & BH 1, 98 L O24RRI% o & A5 FI1%,
30mg/kgfe 5-TILZF N ZH95.1,96. 55 L 1M98. 5% TH ¥ . 1000mg/ kg% 5 Tl F N E4186.7,.93. 8
BX098.8% CTH o7,

HEA X1230mg/kgZ HRIRE OB H L7z & & O MMEE AR GFIT, & 598 L U4tk T2 TN
96. TR L N98. 7% TH - 7=,

PUEDXHZT vy bBIOA X & HIMEFHFREO K SITMERA & B LTz P,

6. X#H
(1) RBIEREL R ML R

EPA-EDOWIERT, R o iER XL OFEERR, WO in vitroll BT 2 REHER%E %25 2 0fd
Ll BICRT L9 GRS HEE Sz, 778 h, EPA-EIVNBICB W T F v b %57
7ote. N7 VR RV UIRESEOHERIENEEE LCTIRVIAER, Vo "B OumEa#m LT
BMfEA~BITE, L LMo EL LTI har R TIZBWT BB L W 72 F/1CoA
IZE TREE AL, TCARIBEIZ X » TIRIEH AL L OUK E 2o TRAMTHEIN S L D, — 5, —8BIE S
7Y — MMIBWTRBHOME KGR X OREFEE S IZ & 0 DPAR L UDHAIZR# S d b D
LEZ6NT,

S 51T, fUHIDPASCDHA & A AEHOIZ X, E#ED L < IXEPANEHA S L7214, B IR{bds K OMTCARIEE (2
KO REETT A LRI SN D O LRI,

COOH

DHA

T BNl (4

COOH

DPA

I BRI pEE

COOCz H5 COOH

EPA E EPA
/ ‘ 3204

Acetyl —-CoA -+—— |

!

CO2+H=20

!

e

EPA-E #E TE 1 BHIR B
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(2) RBIE5T 3EE (CYPH) OHTFH, H5E
AR L

(3) NEBEHROERRVZOHE
MR L

(4) REMOFEOERRUELRLL, FIEHE
TR L

(5%&]

FRT TV UEHER ML TET I =223 (EPA, DPA, DHA) 2 BT OB E L& 2 A,
SHHREE COflZ MARTEREL N ZR D B L= DIz xt L. EPASE 5-EE 24, DPA, DHAE 5-BE CTENE N3
W UDNMARTERR NGO BRI o 72 Z &b, R b MR ARIMHIER 2N & 5 = & R
=nr 9,

7. it
A L

(%]

ORF. EhBLURESFADHM (v b, 4 X) 59
7 v MZ 14C-EPA-E 30mg/kg # HRIRE O &G Lz & &, &5 24 Bl ECToRF, #EFE
L O~ RIL, fETENFN 2.0, 14.8, 39.6%. MiTZhFh 2.5, 13.5, 42.7%
Thote, 72 %5 168 il £ TOHRIERIX METENE I 2.7,.16.7,44.4% (3t 63.8%) .
Mz 3.3, 18.3. 51.4% (i 73.0%) TH -7,
A X TiE, #1524 Keffl% £ TITIRFIUZ 0.7%. #EFIZ 16.8% 03 gk v, #5168 KEftk
FTITRFIZ 1.0%., FEHIZ 19.2% 23 PRl S 417z,
UL ED X 912 UC-EPA-E # 544, MSfEIZE L L O PIcHe S =28, Zhid Bisbs
L ONTCA BIFEIZ L » TIREAH A L KICRFIEn D Z LickdtEZDNRD,

@B+ ~DHEEM (T k) 59

14C-EPA-E 30mg/kg Z HialiE A5 LT v FOBFHICiE, &5 24 KE#% £ Tlos
HHEED 0.18% M HE D IZI| E e o T2,

L7=Mo T, #EHAPE SN ED £ <13, RO 14C-EPA-E ([CHkT DD EE %
b,

8. FSUARKR—E—IZHHT B1ER
BRI L

9. BEMFICLDHBRER
BEERR L
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10.

11.

HEOBREAT HAE
B L

Z Ot
MR L
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. R£H (FRLOFES) ST SHHEE

ZERNBEEFDER
RESHN TV

B2ENEREFOER

2. BER (ROBEIZEHRELLGNI L)
2.1 Hifn L TwWa & (AR, BMiEMEsshE, HLE TS, IRESHIM, Wi, A5 H %)

(MBS NEEL 2D BTN D5, ]

22 I7xFURARY - IVTOR =L ERGROBRE [10.1 BR]

5.

[fRER] 2.1 AANIPUI/IMEIER 2/ 3562 X0, il L TS BE~OEGIXIEMANE L 705
BEIWRH S,
22 727V ALy - IVTBRAN=)V (RIEH AT 4 —ACRY ) OETFIRLED
AWK, I 72T VAR s YT EA ML EOPAICEIT A B 2 BN
L7,

MEER I RICEAET 5B L TDER
(V. 2. eIV RICEET 2 FEE] 2RI o52 L

BZERUAEICEET 538 L ZDEH
BRE STV

EEGERMIE EZTDEH

8. EELEAKRMIE

(FAEMEIRFELEIZFE S BE. BRBJIUARDOEE)

8.1 IRIRICHT- o TIREAE T+ ICBIZE L, AAITHRNAA LN WEEIZIE, &52HIEL, fi
OFEICEVEZ D Z &, T, AFEGPIXEMIICIEREZITH 2 ENEE L,

(S5 MIE)

8.2 H 0 UOEIRMIEIGROEARTH 5 RERIEZITV, BICHEEREECEIMTE - BES O i
PR OY AT 7 7 7 X4 —OSE L+ BET D2 L,

8.3 BehH LM AR E & EMIRICIRA U, 16HICKT 2 SRR SN2 WA T TG % ik
THZ L,

[ﬁﬁ]81$ﬂ®%%&@ﬁﬁﬁ§fW$T%é’&%%ﬁbﬁﬁbko
8.2~8.3 "H¥ T 4T T —h, VUNRRAXFUEICHELHEH SN TV D EHBMLE A SR
DB OREELRIEAEEFEHTH Y | 2&%’ iob\f oD i AE ME AN HE U |
[FRRICREE LT,
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6. BEOEREAT 2BEIHT 318
(1) &fHE - BEEZOHDEE
0.1 BftE - BEESOHLEE
0.1.1 HEBET 2HZLDOHEEE
() ARgMbOBRS
(2) HIEAOHSEE
(3) FHEPELTLNRES
[ARER] 9.1 1 AFIHLI MEIER & A5 = & L0, 1D b 5 B ~0 513 i %
BETHBENND S,

(2) BHuETERSE
BRE STV

(3) FTHEaelE= RS
RESN TV

(4) kGERe%:ET 5E
RESN TV

(5) 44

9.5 tE4m
PRI SUTAEIR L TV D ATREME D & 2 AMEiid, 16K Lo AR etz LRl S &l s s
SR DOREETH L,

(fEsR] BWEER (T v b, 7YX [ZBWT, EaHBIEMTREO G TWhiangy, BRHERICE
WTRIRIZ RIS T I T AEN RN &b, FiRom#FELE, (X, 2. (5)
AERESE A TEERER ] DEBR)

(6) RELIF

9.6 17
W L AR ORI O A 2 PE & 58 L, ETLOMEREUT TR & RFT 5 2 &, Bk
B (7 B) CRIFTICBITT 5 2 L ARE Sh TV S,

[(FRER] B ER (T v b)) I2BWT, AHHT~OBITNED HAILTWA DY, SEEE RO E &%
HHITE FTHAFDOIRIZBITA2EERRHATHLZ EhHRELT-, TVI. 5. (3) %
H~OBITH] omE BH)

(7) MR

9.7 IMNR
INRE TG & LTe AR O e 2 F5E & U TR RRRBR I3 520 L Tuh7ewy,

[FEER] (CHAAEIE, BraAlg, AR, SR XT/NEEE %S & U lE R T2V &n
5. EERom&E L,

(8) S E
RESN TR
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#7. HEH%ER

(1) GtREREZNER
10.1 GHREZE BHALAGWI &)
FeH4 & BRAREAR - 518 7 1E . e USRS
ST 2TV AM IV TR I T 2T AR I VTR R| A a YR MBS TF L O
k— b= VI X DB i O FR L | /N ARAE RS &0 I s B 5R g
AT =Ry NELT L BEND D D, LBENWHRD D,
[2.2 ]

(fERII 7= VA IV TaRA =) (JRFEH : AT 4 — TNy 7)) OEFIRLEDOEEM
RV, I7=27 VAP YT ERX ML EOHRICET 23R 2 BN LT,

(2) HREE L ZDER
10.2 HREE (BFRISEEI S L)

SRHN 4 FEERIEIR - HY @ 5 1E HEF - falRN -
PrkEE Al WM %2 2 7= 78200 H | A 220 Mgz uidd
Ve DI D SN R IMRIERZHB 320D T, bk

\ B A LN 2 S
/A 4 S
VB A L D EF I - D RIS

TAEY HI RN RT5 525
A RAE o,
FruvY R

AR —) A&

8. ElfER
1. BlEA

ROBWERDH oML ZENH LD T, BEEZT5IATV, BENRO bR HEIZI3THkE
IS 57 CEO R EEIT Y 2 &,

(1) EXBEMER & HEK

1.1 EXLEMER

11.1.1 FF¥EERESE (EEAH) ., |E AEEARH)

AST. ALT. Al-P, y—-GTP. LDH. B UL YL %ED & 209 FFEEEREE . HBERH Db
HIENRDHD,

[fRER] HIRZ ORIERSRE IRV T, EEZRIFSIERE SR X OSE 238 L ER N ERE I
ZEhBiBEFL L, (20134F 10 A)
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(1)

& Al
W] {f}ﬂ@am 1A+ & _—

i (o) e 5 1 Rt K QML
T e fE B 900me X 2/ H AFKIBAE D9 5 H Al EILFED=H, =7 L1/ (50mg/H) #5BRAA,
505 A% | (BHBIRSEZE, 210%15 AFIBHLEDT % A i EIEDT=D, A 232 K (1mg/H) #5BRA,
EYIINERY) AFKIBHEED 112 B i AST : 26 IU/L. ALT : 17IU/L. v -GTP : 40 IU/L,
ALP : 145 TU/L, #E VU /LEY : 0.9 mg/dL,
AHFEE1HE SHEIMTRIE IS THAEDRRD D29,
MAREFBL 7= 8, AFI900mg X 281/ B AR FHBH A,
AHHZ5253H H AST : 31 IU/L. ALT : 20 IU/L. v -GTP : 44 IU/L,

ALP : 203 IU/L, #EVU/LEY : 1.0 mg/dL,

KA 54420 B
(%&A)
[AAIBHAGRI 12 5 A ]

ERAVE: I b

AST : 56 IU/L, ALT : 29 IU/L. y-GTP : 177 IU/L.
ALP : 244 TU/L, #E UL EY : 1.4 mg/dL,

AHIBRAEKI 1485 5 A

22N IEHL,

g L C7 =X V7 = VU 207 L, S,

AHKI$ 5603 H H
[AHIBR 4B
148 A 4]

BAIET, HEARE, (REBD (8kg) 258 LT,
BRI TR S 52 e,
AST : 767 IU/L, ALT : 869 IU/L, v -GTP : 1149 IU/L,

ALP : 411 IU/L,

A5 5-604H B
[AAIBH AR 18 % A ]

AHFIFIEZ2IER, =L L, A U E RS REGHkSE,
ARFNIFELISOMLE - 7oL, ABE: 72 L,

AFIH 13 H #% 2, BEIKTR L OHBAPEOMEEZMRE L.,
RE B 1kgHEN,
FECHE RIS T 2 el L, s &),
AST : 131 IU/L. ALT : 139 IU/L. ALP : 355 IU/L.
BREVULEY 0.9 mg/dL,
PR . =7 L /v AV HRIF
- B 5q0 ®E5t k%
¥ 5112880 % 52538H 54428 H 56038 B k3R
AST (GOT) (1U/L) 26 31 56 767 131
ALT(GPT) (IU/L) 17 20 29 869 139
vy —GTP(IU/L) 40 44 177 1149 -
ALP (TU/L) 145 203 244 411 355
Be v ey (ng/dl) 0.9 1.0 1.4 — 0.9
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(2) ZDthDEIEA

11.2 ZDHDEIER

0.1~5% AT

B A

BB P
i W IR, WAL REHL,
L, T
iz A
L. T 1 | I, AR, O, DB,
Wik T, THL R, | Sa
WA, M
AST - ALT - ALP -
e v-GTP+LDH - v
Gy YA e D bR
O RFHkAEREE
i BUN:- /7 VL 7J=
NN
L Wk, R
o S - R, 55 | HEL. A, IR
KRR o Lon
o N NN
(2D Y )
PRI JRER 5. CK | @M. 13T 0 . 3628, BT,
Z ot O L5 B SEEEE. TUE 5. L

L. HiG FEIT. S
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SEHAEERARBBER VBKREEEE—

BE

=
QEIEFARTHH
FAZEMEBARFEL iE S M iE
T/AF—ILH Tl 300 TAF—LH T+l 300 T/47—)L S300 - 600
B # s ) {EFRAERE B ) {EFRRERE it - RS ) {EFRSEERE _
AEEET | (PR243A | B | REBHET| ERIELA EmEEET | A |FRHEC| (FR12F0A | Lo &t
DBEEREER ~ DREFREER ~ Commam || DHEER ~ = e
Fr84E3A) TRE9F12 A) o FH14%9 A)
B EE B 15081 423 5736 6159 419 6602 476 7497 46 1379 1425 8922
EREE R 665 28 105 133 26 378 18 422 8 102 110 532
BElERARREGEHK 882 41 133 174 32 488 25 545 11 152 163 708
BIEFRFKRAEGIE 4.41% 6.62% 1.83% 2.16% | 6.21% 5.73% 3.78% 5.63% 17.39% 7.40% 7.72% 5.96%
Bl R & E
(MedDRA:PT BIYEFADEERFRES (HH) = (%)
Ver.15.0)
BPES L UFERE 1(0.01) 1 (0.02) 1(0.01) 1 (0.01)
IRAEERS 1(0.01) 1 (0.02) 1(0.01) 1 (0.01)
MAEH LV 2/ REE 34(0.23) 6 (0.10) | 6(0.10) 21 (0.32) 21 (0.28) 7 (0.51) | 7(0.49) | 28 (0.31)
=il 26(0.17) 4 (0.07) | 4 (0.06) 16 (0.24) 16 (0.21) 6 (0.44) | 6(0.42) | 22 (0.25)
GFERERIE INYE 1(0.01) 1 (0.02) | 1(0.02)
[ I B 1 0 dE 2(0.01) 1 (0.02) | 1(0.02) 1(0.02) 1 (0.01) 1 (0.01)
IR M BRI INGE 1(0.01) 1 (0.07) | 1€.07)| 1 (0.01)
HinERE [Hmgm] 4(0.03) 4 (0.06) 4 (0.05) 4 (0.04)
RESLUXRERE 17(0.11) | 3 (0.71) | 4 (0.07) | 7 (0.11) 9 (0.14) 9(0.12) 1 (0.07) | 10.07] 10 (0.11)
=ik 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
BhUSYE) FiluiE 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
= PR E& M fiE 2(0.01) 1(0.02) 1 (0.01) 1 (0.07) | 1€.07| 2 (0.02)
{EH 1 o LidE 1(0.01) 1 (0.02) | 1(0.02)
BRR 12(0.08) | 3 (0.71) |3 (0.05) | 6 (0.10) 6 (0.09) 6 (0.08) 6 (0.07)
fREHEE 2(0.01) 1.(0.02) | 1(0.02) 1 (0.02) 1(0.01) 1 (0.01)
kg 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
TERSE 1(0.01) 1 (0.02) | 10.02)
HRREE 40 (0.27) 12 (0.21) |12(0.19) | 3 (0.72) [19 (0.29) |1 (0.21) | 23(0.31) 5 (0.36) | 5(0.35)| 28 (0.31)
BREHE 1(0.01) 1 (0.02) | 1(0.02)
i o 3(0.02) 3 (0.05) 3 (0.04) 3 (0.03)
Igligfi,g;%o%] 14 (0.09) 5 (0.09) |5(0.08)| 1(0.24) |7 (0.11) 8(0.11) 1 (0.07) | 1€.07| 9 (0.10)
SEER AR R 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
S (EBfE. BEER] 13 (0.09) 3 (0.05) | 3(0.05)| 1 (0.24) |7 (0.11) |1 (0.21) 9 (0.12) 1 (0.07) | 1(0.07) | 10 (0.11)
BEHK [LTN] 4(0.03) 2 (0.03) | 2(0.03)| 1 (0.24) 1 (0.01) (0.07) | 1(0.00| 2 (0.02)
{EER 4(0.03) 1 (0.02) | 1(0.02) 1 (0.02) 1 (0.01) 2 (0.15) | 2(0.14)| 3 (0.03)
REL 1(0.01) 1 .(0.02) | 1(0.02)
ERIEE 6(0.04) 5 (0.08) [1 (0.21) 6 (0.08) 6 (0.07)
&S 2(0.01) 1 (0.02) |1 (0.21) 2 (0.03) 2 (0.02)
BRERZAE 2(0.01) 2 (0.03) 2 (0.03) 2 (0.02)
0 i 2(0.01) 2 (0.03) 2 (0.03) 2 (0.02)
DIEEE 7(0.05)| 1 (0.24) [2 (0.03) | 3(0.05)] 1 (0.24) |2 (0.03) 3(0.04) 1 (0.07) | 10.07] 4 (0.04)
iF 7(0.05) | 1 (0.24) |2 (0.03) [3(0.05)| 1 (0.24) |2 (0.03) 3 (0.04) 1 (0.07) | 10.07[ 4 (0.04)
mEREE 7(0.05) 3 (0.05) | 3(0.05) 2 (0.03) 2 (0.03) 2 (0.15) | 2(0.14)| 4 (0.04)
Eal 2(0.01) 1 (0.02) | 1(0.02) 1 (0.02) 1 (0.01) 1 (0.01)
mE 2(0.01) 2 (0.15) | 2(0.14)| 2 (0.02)
i 1(0.01) 1 (0.02) | 1(0.02)
IFTY 2(0.01) 1 .(0.02) | 1(0.02) 1 (0.02) 1 (0.01) 1 (0.01)
FIRgE, WS L UHRES 11(0.07)| 1 (0.24) |1 (0.02) | 2 (0.03) 8 (0.12) 8(0.11) 1 (0.07) | 1€0.07] 9 (0.10)
1%z R 2(0.01) 1 (0.02) 1 (0.01) 1 (0.07) | 1.07n| 2 (0.02)
SHim 7(0.05) | 1 (0.24) |1 (0.02) | 2 (0.03) 5 (0.08) 5 (0.07) 5 (0.06)
fhitEEE 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
NER PR 71 38 % 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
[ R MR EE A Pk 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
*BIER O 5%4 . BIVEAIE MedDRA/J (Ver.15.0) D3R E BIR 0 HE, FEAGE & FIVVCFRoR,

[ ] Wiz, EEmmHE M

FEZRLEL LT,
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FAZEMENARFELIE S MmiE
B T/AT—)Lh FEIL 300 I/RT—I)LH TEIL 300 T/87—)L 8300 - 600
A wit ERRHERE i ERRHERE . SRR i
RERWET | (P23 R | BEt | RENET| FRIELA | Wy oo | agy | FERET| FRIZEA | L. A&t
. - BINRRET &5t = &t
EERDIESE DEGERERER ~ DEGERERER ~ DESEAE DEGFRERER ~
T8 4E3 A) FrR9E12 ) TRk 1449 A)
BiREE 234 (1.55) 16 (3.78) |52 (0.91) [68(1.10) [13 (3.10) [128 (1.94) |8 (1.68) 149 (1.99) | 2 (4.35) |15 (1.09) 17(1.19) | 166 (1.86)
REER AR % 49 (0.32) 4 (0.95) |5 (0.09) 9(0.15) | 3 (0.72) |34 (0.51) 37(0.49) 3 (0.22) 3(0.21) | 40 (0.45)
RE B R i 11 (0.07) 1 (0.24) |1 (0.02) 2(0.03) | 2 (0.48) |4 (0.06) 2 (0.42) 8(0.11) 1 (0.07) 1(0.07) | 9 (0.10)
&% 8 (0.05) 1 (0.24) 1 (0.02) 6 (0.09) 1 (0.21) 7(0.09) 7 (0.08)
LREEE 15 (0.10) 1 (0.24) |4 (0.07) 5(0.08) | 2 (0.48) |8 (0.12) 10(0.13) 10 (0.11)
FERR 1 (0.01) 1 (0.02) 1(0.01) 1 (0.01)
OE# 2 (0.01) 1 (0.02) 1 (0.02) 1 (0.02) 1(0.01) 1 (0.01)
fEfH 12 (0.08) 1 (0.02) 1 (0.02) 8 (0.12) 3 (0.63) 11(0.15) 11 (0.12)
T 47 (0.31) 3 (0.71) |10 (0.17)  [13(0.21) | 3 (0.72) |27 (0.41) 30(0.40) | 2 (4.35) |2 (0.15) 4(0.28) | 34 (0.38)
OMEZIE 1 (0.01) 1 (0.24) 1(0.01) 1 (0.01)
SHIER B [B+e(+] | 18 (0.12) 4 (0.07) 4(0.06) | 2 (0.48) |6 (0.09) 3 (0.63) 11(0.15) 3 (0.22) 3(0.21) | 14 (0.16)
HLUV [1Fo5] 2 (0.01) 1 (0.24) |1 (0.02) 2 (0.03)
EEE 1 (0.01) 1 (0.07) 1(0.07) | 1 (0.01)
FHha [E] 1 (0.01) 1 (0.02) 1(0.01) 1 (0.01)
BiE5 1 (0.01) 1 (0.02) 1 (0.02)
B# 3 (0.02) 2 (0.03) 2 (0.03) 1 (0.07) 1(0.07) | 1 (0.01)
BEEE 2 (0.01) 2 (0.03) 2 (0.03) 2 (0.02)
sl 1 (0.01) 1 (0.02) 1(0.01) 1 (0.01)
mp=3;-¢r 1 (0.01) 1 (0.02) 1 (0.02)
A L7 [F] 2 (0.01) 2 (0.03) 2(0.03) 2 (0.02)
B 66 (0.44) 8 (1.89) [19 (0.33)  [27(0.44) | 1 (0.24) |32 (0.48) |2 (0.42) 35(0.47) 4 (0.29) 4(0.28) | 39 (0.44)
Om% 3 (0.02) 1 (0.02) 1 (0.02) 2 (0.03) 2(0.03) 2 (0.02)
Mg it 11 (0.07) 1 (0.24) |5 (0.09) 6 (0.10) 4 (0.06) 4(0.05) 1 (0.07) 1(0.07) | 5 (0.06)
SHIEEEENAE 1 (0.01) 1 (0.02) 1 (0.02)
IDE AR 3 (0.02) 1 (0.02) 1 (0.02) 1 (0.02) 1(0.01) 1 (0.07) 1(0.07) | 2 (0.02)
i 1 (0.01) 1 (0.21) 1(0.01) 1 (0.01)
BEE 1 (0.01) 1 (0.02) 1 (0.02)
OD§EREE 1 (0.01) 1 (0.02) 1(0.01) 1 (0.01)
FFREERES 42 (0.28) 3 (0.05) 3 (0.05) 30 (0.45) |2 (0.42) 32(0.43) 7 (0.51) 7(0.49) | 39 (0.44)
FFEERE 28 (0.19) 2 (0.03) 2 (0.03) 21 (0.32) |2 (0.42) 23(0.31) 3 (0.22) 3(0.21) | 26 (0.29)
RERHAT 1 (0.01) 1 (0.07) 1(0.07) | 1 (0.01)
FEE 13 (0.09) 1 (0.02) 1(0.02) 9 (0.14) 9(0.12) 3 (0.22) 3(0.21) | 12 (0.13)
RES LUK THEE | 77 (0.51) 4 (0.95) |20 (0.35) |24(0.39) | 3 (0.72) |40 (0.61) 1 (0.21) 44(0.59) | 1(2.17) |8 (0.58) 9(0.63) | 53 (0.59)
RIS # 1 (0.01) 1 (0.02) 1 (0.02)
x5 1 (0.01) 1 (0.07) 1(0.07) | 1 (0.01)
2 9 (0.06) 3 (0.05) 3 (0.05) 4 (0.06) 1 (0.21) 5(0.07) 1 (0.07) 1(0.07) | 6 (0.07)
HIbE 1 (0.01) 1 (0.02) 1 (0.02)
)il 6 (0.04) 2 (0.03) 2(0.03) | 1 (0.24) |2 (0.03) 3(0.04) 1 (0.07) 1(0.07) | 4 (0.04)
% 5 FEE 25 (0.17) 7 (0.12) 7 (0.11) 14 (0.21) 14(0.19) | 1 (2.17) |3 (0.22) 4(0.28) | 18 (0.20)
%t 1 (0.01) 1 (0.02) 1(0.01) 1 (0.01)
L33 33 (0.22) 4 (0.95) |9 (0.16) 13(0.21) | 2 (0.48) |15 (0.23) 17(0.23) | 1 (2.17) |2 (0.15) 3(0.21) | 20 (0.22)
TOERRD 1 (0.01) 1 (0.07) 1(0.07) | 1 (0.01)
REim 1 (0.01) 1 (0.02) 1 (0.02)
B35 303 3 (0.02) 3 (0.05) 3(0.04) 3 (0.03)
hEERD 1 (0.01) 1 (0.02) 1(0.01) 1 (0.01)
BRLEES 1 (0.01) 1 (0.02) 1(0.01) 1 (0.01)
= N
Zgggg;a 5 (0.03) 1 (0.24) |1 (0.02) 2 (0.03) 2 (0.03) 2(0.03) 1 (0.07) 1(0.07) | 3 (0.03)
BAETE 1 (0.01) 1 (0.24) 1 (0.02)
HEvE (ERE) 2 (0.01) 1 (0.02) 1 (0.02) 1 (0.02) 1(0.01) 1 (0.01)
BAEI) VX F 1 (0.01) 1 (0.07) 1(0.07) | 1 (0.01)
HEERTHRE [EHE| 1 (0.01) 1 (0.02) 1(0.01) 1 (0.01)
ER]
BEBLURBEE | 12 (0.08) 2 (0.47) |3 (0.05) 5 (0.08) 5 (0.08) 5(0.07) 2 (0.15) 2(0.14) | 7 (0.08)
IRR 2 (0.01) 2 (0.03) 2 (0.03)
SEPR 5 (0.03) 1 (0.24) |1 (0.02) 2 (0.03) 3 (0.05) 3(0.04) 3 (0.03)
E{=]7 2 (0.01) 2 (0.03) 2(0.03) 2 (0.02)
BHEEE 3 (0.02) 1 (0.24) 1(0.02) 2 (0.15) 2(0.14) | 2 (0.02)
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FAEMENARRELiE S ME
& H I/RT—ILH T+ 300 I/NF—I)LH T+l 300 I/87T—JL 8300 - 600
@zt {EFRRERE {EFRSERE mit - me {EFRSEERE
= P REWET | (F2438 | ARt | BEEET| FRTELIA | ormane | as BEEHET | (FRI12E108 | .. &&t
BElfERDTE - - BINARET &&t = a5t
DEGEREHAER ~ DERPREHER ~ DEEHE DEGREHER ~
TR843 A) TR E12 A) e Fri14%59 A)

—f - 2HEESIV
S B O BE 31(0.21) | 1 (0.24) |3 (0.05) 4 (0.06) | 4 (0.95) [12 (0.18) 1 (0.21) 17 (0.23) 10 (0.73) 10 (0.70) | 27 (0.30)
|NE 1(0.01) 1 (0.07) 1(0.07) | 1 (0.01)
[t BR A 1R R 2(0.01) 1 (0.02) 1 (0.02) 1 (0.21) 1 (0.01) 1 (0.01)
BE 1(0.01) 1 (0.02) 1 (0.02)
EEmEZIE 2(0.01) | 1 (0.24) 1 (0.02) 1 (0.07) 1(0.07) | 1 (0.01)
i 1(0.01) 1 (0.07) 1(0.07) | 1 (0.01)
BEER [RHOTR] 2(0.01) 2 (0.15) 2(0.14) | 2 (0.02)
Bk 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
SREE (454 358%])| 10.01) 1 (0.24) 1 (0.01) 1 (0.01)
BER 9 (0.06) 1 (0.02) 1 (0.02) 6 (0.09) 6 (0.08) 2 (0.15) 2 (0.14) | 8 (0.09)
FHE 6 (0.04) 2 (0.48) |4 (0.06) 6 (0.08) 6 (0.07)
RAEMEZE 4(0.03) 1 (0.24) 1 (0.01) 3 (0.22) 3(0.21) | 4 (0.04)
08 2 (0.01) 1 (0.02) 1 (0.01) 1 (0.07) 1(0.07) | 2 (0.02)
FRRIEE 203 (1.35) | 4 (0.95) |7 (0.12) 11(0.18) | 4 (0.95) |123 (1.86) | 6 (1.26) 133 (1.77) | 5(10.87) [54 (3.92) 59 (4.14) [192 (2.15)
FI=UT3) h5VRTIS
b (ALT GPT) 1ET) 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
TI3=VUT73) F53VRT15 -
gt (ALT GPD) 8] | 0 (0.30) | 4 (0.95) |1 (0.02) 5 (0.08) | 1 (0.24) [29 (0.44) 3 (0.63) 33(0.44) | 2 (4.35) |5 (0.36) 7 (0.49) | 40 (0.45)
FARINSEUBT I/
FSYRT75—€H| 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
4> [AST (GOT) 1&ETF]
FARANSXUEET I/
FrS YRI5 —HE1H#(33(0.22) | 4 (0.95) |1 (0.02) 5 (0.08) | 1 (0.24) [19 (0.29) 1 (0.21) 21(0.28) | 2 (4.35) |5 (0.36) 7 (0.49) | 28 (0.31)
fn [AST (GOT) Lt&]
YFR R ERBUE N 1(0.01) 1 (0.02) 1 (0.02)
H 1 5 P SEE = 3 (0.02) 1 (0.02) 1 (0.02) 2 (0.03) 2 (0.03) 2 (0.02)
meEYILE > 8 (0.05) 6 (0.09) 6 (0.08) 2 (0.15) 2 (0.14) | 8 (0.09)
Mo LRTa—/UEm | 7(0.05) 4 (0.06) 4 (0.05) 3 (0.22) 3 (0.21) | 7 (0.08)
oy L7 FURRRF
+— i (CPR t8] | 20 (0.19) 22 (0.33) 1 (0.21) 23 (0.31) 6 (0.44) 6 (0.42) | 29 (0.33)
mey L7 F=Em 8(0.05) 1 (0.02) 1 (0.02) 4 (0.06) 4 (0.05) 3 (0.22) 3(0.21) | 7 (0.08)
e T Ry 9 (0.06) 1 (0.24) |5 (0.08) 6 (0.08) 3 (0.22) 3(0.21) | 9 (0.10)
I 2 B R K R B R 1
M [LDH L2] 31(0.21) 2 (0.03) 2 (0.03) | 2 (0.48) |21 (0.32) 23(0.31) | 1 (2.17) |5 (0.36) 6 (0.42) | 29 (0.33)
mEES 3(0.02) 1 (0.02) 1 (0.01) 2 (0.15) 2(0.14) | 3 (0.03)
fueh k) ZY+Y R | 4(0.03) 2 (0.03) 2 (0.03) 2 (0.15) 2 (0.14) | 4 (0.04)
MmrhfR3EEA [BUN {EfE] | 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
mepRF=EEM (BUN £5] | 13 (0.09) 8 (0.12) 8 (0.11) 5 (0.36) 5 (0.35) | 13 (0.15)
I R FREE AN 2(0.01) 1 (0.21) 1(0.01) | 1 (2.17) 1(0.07) | 2 (0.02)
GFERER LIS N 2 (0.01) 2 (0.03) 2 (0.03)
Y INEINETVRTIS
—5t [7-GTP L8] 23 (0.15) 15 (0.23) 15(0.20) | 1 (2.17) [7 (0.51) 8 (0.56) | 23 (0.26)
R T Fo¥ESH 3(0.02) 1 (0.24) |2 (0.03) 3 (0.04) 3 (0.03)
AT RO Yy B 6(0.04) 4 (0.06) 4 (0.05) 2 (0.15) 2(0.14) | 6 (0.07)
PR M5 10 (0.07) 10 (0.73) 10 (0.70) | 10 (0.11)
ANESTOEVHEHD 6 (0.04) 4 (0.06) 4 (0.05) 2 (0.15) 2 (0.14) | 6 (0.07)
BLEEY REARD
[HDL £ T) 11 (0.07) 5 (0.08) 5 (0.07) 6 (0.44) 6 (0.42) | 11 (0.12)
BEE Y REAEM
(HDL + 5] 1(0.01) 1 (0.07) 1(0.07 | 1 (0.01)
iR ERE 1(0.01) 1 (0.07) 1(0.07) | 1 (0.01)
d/NREGR A 2(0.01) 2 (0.03) 2 (0.03) 2 (0.02)
FrIMBRBR A 5 (0.03) 3 (0.05) 3 (0.04) 2 (0.15) 2 (0.14) | 5 (0.06)
[=[inksor 2(0.01) 1 (0.02) 1 (0.01) 1 (0.07) 1(0.07) | 2 (0.02)
B M EkEE N 10 (0.07) 7 (0.11) 7 (0.09) 3 (0.22) 3(0.21) | 10 (0.11)
mn/MREEE M 2(0.01) 1 (0.02) 1 (0.01) 1 (0.07) 1(0.07) | 2 (0.02)
R EABGE 8(0.05) 8 (0.58) 8 (0.56) | 8 (0.09)
mFEF7ILAYRR T 74
— gt [ALP Lg) |20 (0.13) 1 (0.02) 1(0.02) | 1 (0.24) |15 (0.23) 16 (0.21) 3 (0.22) 3(0.21) | 19 (0.21)
FERLER 2 (0.01) 2 (0.03) 2 (0.03) 2 (0.02)
MAARBES 1(0.01) 1 (0.21) 1 (0.01) 1 (0.01)
my L7 FURRARFE

8 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
FT—tiEd [CPKEA]
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9. BRRREFKRICRIFTEZE
RESHL TV

10. BEKRE
FREI TV

11. ERLDZEE

4. BRLDFE

141 ERIRFEFDEE

14.1.1 RANZZEIERFIZER G2 LN ELS R 5O TRERZICIKRHSES Z &,

14.1.2 AANIWEEFTITWASED Z &,

[FEER] 141 1~14. 1. 2 @R AN 2GR REZRE L7 & 2 A, BT TiX, BRETTo®
52l U CRIN A E - 2720, Lo 3% E Lz,

12. ZOHMmOEE
(1) EREREAICE D IER

15.1 ERERGERAIICED < 154
15.1.1 =2 hu— L RADBILERES A L, foHa MR % 0 L HIC 350 C L I st 4
b & DEERD B,
15.1.2 AH & A — AR5 (4g/B™D) &G4 2 MAIDWAERRRBIC BT, LRSI L
B U 27 BIBRD LI L OWERD D, 6
1) BIRIEICE O CARMOAR S NI 1A RAARIE, 2,700mg Th D,

|

(#2571 15.1.2 MEAhCROEE SV TV D ARK L R —FG 2y (f 2~y Mg T /L) ORFIT
Fh U 72 iEERBR (REDUCE-IT 38R 9 (2B W T, 7T REEL i L TA 23~ MR
TFOURET, DEME ULDEHBIOREANFEICE W EORERH D Z b, ELO
m<ERE LTz, (202344 H)

(2) FFEREREAERICE D 1E#
HESH TR
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X. JFEREREERICEE T SR E

1 EKERR O

(1) EhFEEHER

VI FEFPIZ BT S HE | DHSM

(2) REMFEEHAR

HE fEREM % w5AHE ER
— etk L OMTE) ~ A () 4 B FEIIFRO LN Do Tz,
H J8 ) & ~ oA () 10 &0 BT b h ol
A R oL E S — UHERR ~ U A () 10 Y= FEIIRD LN o Tz,
g [T BT ~vA (|| 10| g0 |[EEEEn oo,
@gﬁkz i <w R (W) | 10| @0 |BEEED bRt
;E TEH IR 7w b () 10 | RO |EEEERDORR»o T,
| EE Z v b () 9 A FREVVERIIERD /e ooz,
% frﬁﬁ?f’ﬂﬂ (HEfAwrithingik) ~ U () 10 s FERIERIIRO b ho Tz,
9@ (AR I ~ oA () 10 A AR ERITER D D e o T2,
% | MR IRV ~ U () 10 s AR ERIIRRD D e o7z,
}E EILT TR ~ U () 10 o AR ERITERD o7,
Mk B R THE () | 3 | FEE ([BEERD NN,
BreFAaY > (EE) EAEy b () | 3 | in vitro [EIZRDLNRNoT,
fiete b=r (BEH) Z v~ () 3 | in vitro [EIIRD LN oT,
i Loz xz s (EEE) 7> b () 3 | in vitro |FEIIEOLNRNoT,
% HE s s ([=17%) EAEy b (BE) | 3 | in vitro |WENIZRD NS T,
i E) EAEy N () | 3 | in vitro |EENIEH LN ST,
o | [pimact, (mm) TrEy bk (B | 3 | in vitro |[BEEBDBNENST,
% — (=1H55) YHE () | 3 | in vitro |BEEERDBIANST,
fi‘% (F5) Z v () 3 | in vitro |BEBIIRD Lo T,
N A = () 3 | HIEEE AR bR T,
P RIS R ~ A () 10 £ NI BRI o1,
géﬁﬁﬁw Suh W |10 |+ ;ﬁzgiﬁz;f;ff:;gfk
| H LR Z v~ (HF) 10 wE EETERITR O bl oz,
shay{E ¥ 7> b () 10 | +2460 (PUBEBEEREZES Doz,
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EH EREY | ®E5AHE R
gﬂ%&ﬁwiﬁﬁﬁ\®%H Fw b~ () 3 | ¥R (BT N oT,
B
LR, M, DA, I, . 300mg/kghe 542 LV | IEIR OHRIE R K E
X : 2-3| #
o | L vy IRy e E R b,
5 oDHER NIvEs -2 e
: j’%t’ji[)% :E‘/l/:E*y ]\ (72\_&) 3 in vitro L?E&k;@”ﬂﬁﬁﬂ E!/%lj:utuy)%n
A 2o T,
(3) ZDHDEEFER
EE ERE % | ®EHE R
JRIETT PRV E EEy b () 3 ida JRPTREERIXER D b o7z,
SR TR A E A Ty b (1) 3 2N JRPTHRSERIEERD b o7z,
TR AR s 7w b () 3 | +IENG |REEEO LR o T,
%_%EW% 7 (H) 3 | in vitro [WWIMAERITFED SenoTz,
%imﬁﬁﬂ% 7w b () 10 | TR bR o Tz,
M F v~ () 10 [ g IO LN Do Tz,
PRI & OVEE AR SR Z v () 10 ®o TR bR o Tz,
_ . W T H = 5T K DR IET R
IR > 10 % .
TEIETE K F v~ () 2qn T
2. EMHER
(1) BEREREEMHAER
@2t EMRER O~V
LDsp (g/kg)
£k ic #n BT [t
J >20 >20 >20
<A
? >20 >20 >20
) L g >20 >20 >20
7 2 >20 >20 >15
g >5 —
= 2 >5 —

(2) RIEXRESMHHER
@ F M EMHER
) vk ™

B EHAR - 90 H [

BEEBIOWEREK 0.1, 0.3, 1.0, 3.0, 6.0g/kg/dayfR 05
SERFER C QO FE H R O G L-fE 8. 0.3g/kgbl FOEEIZ LV | [HAEE DK T NED 5
U, 0.3g/kglh Lo EIZ LV /B DR AL-PIEMED EH I ONTAT 2 & O R E

DI & ZAUTHE S “IRIZELE LT R K DR OES

BB BT, X HIZ, 6. 0g/kg
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iz k| BEEOREDZ L (REFINIE], BfEREOHEM, o -7 a7V RO X
Wy -7 a7 ) A EORMNNGERD S, L LRSS R LR EIC L 2B (b ek,
WM ONgES - AR bR G IERT 2 EEIIRO 5o 7,

A REE O T IX A EaFE R I il 2K BER & B 2 b v, EAL-PIEED BRI/ NG
Al-POEEINZEERNT 5 H O TH Y | REFIARIATR T b 5 AREY OWIIFE S AP R EL L5 2
b, £ ML S OMBRYEIZIZ, EPA-ERFER SH, B SNT-BIENZ D F £k S
NnNa37-0LEx20hiz,

2B, LROZBRITRIRIC X v EIEE A E2 R LT,

MR 0. 1g/kg/day

2) 4 X ™

B EHAR - 90 H fE

Beh R O G 0 0.3, 1.0, 3.0g/kg/dayfk %5

FRERRE S - OOH I H AR D5 L7258, 1. 0g/kgPh LB 2LV | MiEOIRHF L O s
BEORTARD b, EHIT, 3.0g/kgD G Tl M L7fikic &5 Z iz ke LT,
2 EDOBAIE. WEREORM, Va7 ) UAEoBEnes L OE mEREOBINAERD 5 v,
F7o. MUMEE OIS K OAL-PIEMED EARRBO bivie, Lin LR 5, KEOBAIE % kR
. WTHROMERE - FERIC L DR G5ICRINT D REIRO Lo Tz,

2B, HEO M/ ML O IME R Z bR . ERROZE(ITARIRIC X 0 [BIE F 721X EEE R 2 R L,
MR 0. 3g/kg/day

Q@2 EMHER
D Syk™

5 365 H

BB IO G/ - 0.1, 0.3, 1.0, 3.0g/kg/dayftOi#%5

ARBRAE 365 H M R O 5- L7250, 0. 3g/kglh Lo #5012 X 0 it FRE O T 235388 S,
1. 0g/kgbh EDOFeEAZ X 0 Al-PIEMED EFHZEB O Sz, 51T, 3. 0g/kgi G2 L 0 | BIKDOR
eSS R L E LTRERS L ORRESE, B2/ r 7 ) UamEoin, HimEkEko
N, AR ERFEREOHINE KOV L SERECEOTD AR Hitiz, MMz T, BEEOWHD | R
HEORA, o -7v7 U U BEOBLNRD b, LALaRs, BRI X 228z
X OV TIOMES - MR LR 5 ICRET 3 EEERED bR T,

INGOEDH B MHFIREOIK TR X OAL-PIEMED R, AR ERR AL D
LRER, REYOKBIER F2I3ABMN R EE XL b,

B, OB EEOMMEZRE, ERROZIMITRIEIC L Y E F 23 REER 2R LT,
e AR ¢ 0. 1g/kg/day
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2) 4 X 74)

B 5 - 365 H

BEEPB LG - 0.1, 0.3, 1.0g/kg/day A5

ARERAER 365 HMIE R RO E U-ER. 0.3g/kglh EOBeEIZ LV . atherogenic index DR
D LM IFE O TR bivz, S HIZ, 1.0g/kgD 5 TiE, < D REOBIKEDN
HAGRD B, W ofiggs - RIS bR B 5 ICRIRT 2 BEITRS bk h oz,
2B, LROZBRITARIRIC X 0 [EE F i RE N 2R Lz,

HEECAS R ¢ 0. 1g/kg/day

() EEBERBR
PR L

4) DARMERER ™™
Y UABEIOT v FEMAWTHG LR, W oRBRIZ W T 6 TS K ONESIER
B L HITEMRGIC L DRI bNT, BARMET RN D LB BN,

(5) HEMEHREFMHAER
1) WEIRATE & CIEIRMHAIR SRR (Sv k) ™
BEEHI - B AELRT63 H B4 X OAEL I
M ASECETI4 A [, ARSI H I KX OMESROR ~TH
B G KOG £ 0.3, 1.0, 3.0g/kg/dayiR A5
REFER T v N OWEIRRTE L ORI &G LR, Bld (F) T, —fikig: LT,
TEEE S — VT ﬁ‘U’D TE)@WEZPI 0g/kglh_EDOREDMEHET | FRIESTED 1. 0g/kg L EDRER X
O3, 0g/keREIZ (2. BRI L OB DIENANS. 0g/keE DMEREICBIZR Sz, it
@KE@ODi%bDﬁD%Uﬁ§@E0>3.Og/kgE¥ fgﬁﬁggﬁ)#id>35f;‘iﬁidxﬁﬁr?bxl 0g/kgLLJ:0)E$0>ﬁEﬁE IR
Do, UL, TOMO—B@mEFE 8RR ot 70, A5 %%@ B 5
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N CE Risk Summary

(20214F:9H4) The available data from published case reports and the pharmacovigilance
database on the use of VASCEPA in pregnant women are insufficient to
identify a drug-associated risk for major birth defects, miscarriage or adverse
maternal or fetal outcomes. In animal reproduction studies in pregnant rats,
non-dose-related imbalances for some minor developmental findings were
observed with oral administration of icosapent ethyl during organogenesis at
exposures that were equivalent to the clinical exposure at the human dose of
4 g/day, based on body surface area comparisons. In a study in pregnant
rabbits orally administered icosapent ethyl during organogenesis, there were
no clinically relevant adverse developmental effects at exposures that were 5
times the clinical exposure, based on body surface area comparisons.

The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background risk of
birth defect, loss, or other adverse outcomes. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage in

clinically recognized pregnancies is 2-4% and 15-20%, respectively.
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8.2 Lactation

Risk Summary

Published studies have detected omega-3 fatty acids, including EPA, in
human milk. Lactating women receiving oral omega-3 fatty acids for
supplementation have resulted in higher levels of omega-3 fatty acids in
human milk. There are no data on the effects of omega-3 fatty acid ethyl
esters on the breastfed infant or on milk production. The developmental and
health benefits of breastfeeding should be considered along with the mother’s
clinical need for VASCEPA and any potential adverse effects on the breastfed
child from VASCEPA or from the underlying maternal condition.
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HARDOEMLED 19.7 INRE | OHOFLEIZLLTO LI TH Y | KIE D VASCEPA DURFTICHE L (35
%,
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H R RLHIN A
KIE VASCEPA @ | 8.4 Pediatric Use
A SCE Safety and effectiveness in pediatric patients have not been established.
(202149H)
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