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722l MU ZUEY RORFEZETLHHEICIE, TOREIC . 1[E1900mg (34 7k /), 1H
3ME THETE S,

(2) BiERUVAEDHRTERE - 1B
[V5EEKRBEDIE. BLUVI.I.MPEEDHBODIE] B

4. AERUVHAEICEET 3EE
BREIN T2
5. BEERAE

1) BBERT—4%/\vs5—
MR L




(2) ERPREEER

PR
HAF L WEHZORSRE Y
RKEBTFHFA | EEH
PO RN B34
TR UE | NRRORS M OV R IG PR RS 2 S0 UAdERE & Il S A7z o N 554
£ 7Bl e —
AR O EE 5 - 1200mg, 2400mg., 4800mgM 3/ &4 2~3 H DIRIEHIM % & 1T
B 715 HER O &5 LT,
MR O SE  1[E1200mg, 1A 3E, 14 H REGR O &5 L=
FFAMTE B T A
. HER

AR OB G- K ONEeRE O #G-L bz, 18I TE S QOFZNH > 72PN B RIERIZE(LITER
DHIT, EOMIM S N EEA R, OB, RERE, LR FOMRE, E4E L PrRE
K ORBRE RAEIC bR LR L 725 K9 B ITBd b7,

() AFIOAFE S - 1EHEIX, 900mgE TTH S,

(%] T/XF—)LS300 - S600DT—% ?

BTV A | B, T ok, 7 A A — =R
PO fatFE Rk A B 204
7RG TE A U —= 0 R Tk & S 30 7220~505% DR 5B 1M
AL il & DNEEREEDH DVIIE D FEDOH HE . BB, ERBHEDOT LY
h — KB A FOF . WHRBUEOEEOH 5F, 7Y
BB & A 2 |2 = /X7 — LSQ00 AT ¥ G- e V= /X7 — )L 1 7 /1300
FATHRGRED2BEC T EERIC XL D7 0 A A —_R—JEIC kv B 1Kk
Sk BN oG 2B 2o, #5 T T HEOCIHZNZN1EE L, 72
e B, B IHEENHOREORME REIIR) X148 E Lz, 2wy
WRI—NEDOEZE LR, FD1045%ICEPA-EL L T2700mg % H[E#R 0
BE LT,
FFAMTE B LAetE, SRYEhhE
. HER

TRT = LS008 GRE CHREE D S AN 1B (5% : 1/2061) . HEED N Y 7YY R EFA1H

(5% : 1/20f51) |

BB, T RT =LA T AR ERETHEED M) 7 V&) R EF26)

(10% : 2/2045]) IZEBD LN, WITNHEELR DO Tl < BALE CTHK LT,
(F) AFNOARIN=1BHEIX, 900mgE TTH D,
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Q) AERIGERAR

AERICFERFAER
KRBT | EEM
PoE-d FREMARSE - BRAE( LR B AR 188 f
rerxgpaiye | RS L AT R0 220mg/dL Lk, U 27U £ D K 150mgldL BLE,
e M/ MREERE D TLHED 3 HED 5 B 1 DL LD el 7=
AL LD SN D B 2 BE . 2 b a— /LR B OERIERIRIEERE . EIEOHT
h HOLNEIEREEDOH 2 BFE ., WERGS 0. Km0 s 5 8F R E
Sk 900mg/ H %73, 1800mg/H 433, 2700mg/H 773D 3HEIZ /31T, BRERIC
e 16RO 5 LT,
S MIEREE., /MRS, MR s, M sE P AN ERfE AL, &
S VB K O g AR i
- HRER

MIENE AR FEH I X O/ IMREREREMIHIEN & & bl LA e U—NR 7O EE L5
TZERHLMNT o2, £2. TOEMAIIE 1 B 900mg OFEETIEAR 45 THY . 1800mg~
2700mg DHFETHEINDI D LEEZ BN,

(4) tREERIEABR

1) BINERFEAER

REALEATRHEREGHR
OFAEMEARMELIE ©
RBRTH A | T A, ZEEMR. HEHEERR
PIE- 182 B IR EAZEE B 24
. , VORI BRI M ES 2 5 2 B, JRAI & U Tl & iE IS CEIREAZELRAT
e
LA —IEERE D D WVITBER RS, BIEOH® 5 WIXEEELZ AL T
FRBRAERE | WORERE . MR A2 F T 2 BE . BIED BT O AR ML O
IR B 7 &
1800mg/ A4y 3 & 2700mg/ H 43 3 O 2 BEIZA3 1T | R E I 6 3 B 1 #%
HER 15 5 U7z, BHAMELT > CTOTIERI TIIARRIED LS 4 BREILL B, K
HOEE 1 EMLLE wash out L7,
FIREIC K 2 GFHn (B BISCGERE, SRYGERE, MHEL2E, A HE)
FEAmEE H EOVNEBRIC L DWEEHE (BIEFOUGEE L BROT T —AT 4 K
WL M) 1S & v R A T

AHN OB REHZENE 2%~ DVESSE /N7 5 N H RIAEROUEEMIX 2 HE THEENE
2o 7= (Wilcoxon BN FIHRTE), F72. 1800mg/ H &% 5-HE CIZEWERITFRD LR D - T2 DIT%S
LT, 2700mg/ H#5HETIE 2 ] (15.4%) ICRIERIARED bivlz, 2 BIOWNRIL, BE OIS
LHEEOELTH T, EERBWERITRD b iknroT,
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fR4E & L3 TR E RIGHER

@ = 5 fE
RERT A v T MM, ZEHEMR, HELERR
R 5 & g i B 65 il
REMAE R B, IS PR BERIP . R A O s IR B G &
ARG | OEIRMAET, B3 L AT r—L 220mg/dL L EEIZRY 27U R
150mg/dL LA b o B
FURBRBEREIR THE, R 7 v —BIEMERE/2 E OB 6 23 RIS AR IAE, 7
7R Jba— L LERANCR K3 2 @i e, \EEOH & 5 WIXE REE 250
" L CWB R, HIMEmORD STV 5 BE ., DAFREZE, M2E T o
B} OVESEF], =2 b m— LR B OBERIE Kk OEGEF 72 &
N N Yo SN fa ALl Q) b/
Sk ?gmyaﬁ3\wmmyﬁﬁ3®2%hﬁﬁ\ﬂﬁ@hsﬁﬁﬁmﬁﬁ
SEE H SGEE RN (MIENE BB, /MR RELGEE) | BEEL RN IC T
Sl AFHK > EAH B BAGR % et
- AR

Mo L AT o — VT B80T, WEERICA B ZEZN ) 7208,

FUZ VY RIZxT 2505

1% 1800mg/ A & G- L ¥ 2700mg/ A HZG-HENAEIZEm N> 72 (p<0.1 ; U ME. p<0.05 ; Fisher

DEFEMERE), M/ EHEIZ T 2 S SERE X, AEEVNE) -7 (U RE. Fisher OERE

e==E) o BIWEANCES L Cld, 1800mg/ A RETIIREH B9, 2700mg/ HHE T, B O T 1 4 &

OMRFE OB EATRE 1 I8 bz, EEZEIWERITERD behoiz,
() AANOARBINTZHELZ BRERIIRAKET S, TH D,

EAE MERR

O FAEMEBARFELE O~
1EVEBYIRPAZEIE B H 246061 (O L PAZEMBIIRBE(LAE B 10441]) Zxf5 L LT, AHI1[E600mg 1%

900mg, 1H3ME (F - & - 4).

BEETELIIBEEESE., IBAERICT~I2HME &S L

T THEEREAER 2 3 ORARRR 21T o 7o, RMILTREE IS X D185, LR R Om ke

A3 % PHIEVEBYIRIE(LAE LS * 4 5 A PRI,

1, 800mg/ H #EH-HIZF T, HHLLESS. 9% (52/93

fil) . o LA 88, 2% (82/93%1) Td -7, PHEEMEBIIREELIE BH ORIVEHSBBEE X, 6.9%

(7/10141) TH o1, EREIEHZ. BEBL -

W i K OVE AR 452, 0% (2/101481) T - 7=,

HERBERIIRD S LEN ST,
(1) AROARSNI-RIEZ, RERICEAKRGT S, THD,
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ENEE I H K% U5 MR ER
@ =[5 M fiE
T R UE AR % 5 e & FR AR SE - BhARAEAL MRS AR 650 il 2%t 5 & LC, AHl 1 [5] 300mg, 600mg
XX 900mg, 1 H 3\ (Ff- B -4) | BREL UIERKIC 8~52 BN EL L —EEMit
R 2 B OEIRRBR 21T o 7o, WIRMIEIC K95 2B X, deE bl I 43. 8% (163/372 ) |
R EELL |- 68. 0% (253/372 ) Toh o7 10719,
EH%G-RE (24~52 ) TIE, ik L 27 e —/L (B5AE 220mg/dL BL 137 ) 1% 3
~6%, MyE F Y 7 Ut Y RN (E5AE 150mg/dL BLE 97 f]) 1% 14~20%, FH FAUE T L7z W09
RIVEF S BUBERL X, 6.0% (36/603 i) Tdh-oiz, ERRBIMEMIL, Els - N, B AP O
{BEZHEIR 3.3% (20/603 f5]) T -7 1079 EEARBEMIZRD SR -T2,

() AFOERESNEHEL. BEZRICROEET S, Tho,

(&) T/8F—JL 8300 - 600 T—%4 1617
IR ME 2560 5 & L7 BRRRABRIC IS 1 2 i B I, A dGELL | 47.5% (19/40) TH-
72,

EEAMNB —_EERERSR
@ FAZE M ENARTE L fE ©

AT YA FoAAMb, “HEEKR, EEIR, IR gk
. BAZEMEENIRAE (LAE Je OV — ¥ % — 5 TR P MBS 2 A 5 2 B
PO
187 4
. . PR BRI MBS & A 9 2 83, JHAlE Ui &R IS CEIREA 28500
ERBEIEE | e g
. 5 BEIEDOAT - BEEASMAEE. HIERDOH 5 EBE. EFXOHLNED B
a5 Y A A N
BRI | bt o 7 7 R o R 7
TN ik
D= 37—/ 55E : 1800mg/H 247 3 (#1845 124 600mg) (T 6
EifYuE 22
FRBR 51 QT 7 oy % E5RE : 500mg/H %43 3 (§14 200mg. & 100mg)
(2T 6 MR NS
HIBE & 1T > CWIZERICTid, AAEHERE T 4 BN E, EBYPEETIT 1
LA E wash out L7-,
i TIREIC L Dl (TE B BISGEE, SRdEE, BEEeE, AHE) &
: - VINRERIC L AHE BEINOD T —AT A4 RIZESL BGEEE)
. fER

TIREHE Lo R SCGEE . AL 2 R OA I EIIImBERICAEBZITRO bienoTe

(Wilcoxon NANZFIRRAE), /37 — /L D PAZEMEBIRTEALIE (26§ 2 R CEE odER (B
LIE) 1369.6% Thole, = T =GR (N=Uy —HBELET) ORIWEMFEHREELIL
10.8% (9/83 fil) TH YV, HEAEL, WK, 55 FORWEANALN, HELEIEHIX
PO BRI T,
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ERAN B _EFREEER

@ 5 M fE 10

RBRT A | T ab, THER, FEHEGR WATHER g

B IMIE BE 263 B (= XF— A& ERE 12861, 7V /) 7 4 77— h&ES

A5 BE . 125 #)

oL 27—/l 220mg/dL BL EE 1 Y 2 U & Y R 150mg/dL B L
< JRANE U TR ERTIC 4 BB BIch 0 RS NMfThn T\ A HBE
CABEMIEICR 2L AT e — VROV N 7Y RBZEL TWDHEE
- 20 LA R

EAp ARG

FLIRBRPEREAR TAE « % 7 v —BIEMRE 2 & OW & 272 "R PEmIRIE, 7 /v =
= LEFNCERNT 2 @l fiE, REMRIED A TIRE AT RERBIER], [T &
DWVEBEE ORI TOBED H 5 BE ML DRNDH 5 BH, BHIE
O EDBE . M ER 72 & N ZDRR O H 5 BF . Hrkei s £ 723
HEEtE 2 M3 5 AN 2 e G O BE . FE2TEL TWDEE, DFFEZE,
Jisd 2 b D K VB, =22 b v— LN BRI M OVEAE Bl 70 &

T rnBRoM AL YE

BB . 7o v A% 4 8B E LT,

TRIFEHIN (X7 g —k)

ARk O F— 5/ - 1101 900mg 2 1 H 3 [5], 16 #RER 0 &5

@7V 7 47T — &R 1[H200mg 2 1 A 3[E], 16 AR 05
BBIZEWN . 7o AR E 4 BRRS Li-,

aHmEE H MBI AfMRER, —BRERRRE R CRIMER 22 &

LTS

R ME kT2 = T — VDR FRAMEEZ ) ) 7 4 7T — N EFBEEITEN T (UK
&, Fisher OEFEMIEIE),

TANT =V ORRYGEEICKIT 5 [thE] L EOWERIT 50%., #ELZR2EICB TS ZeT
b5 LEM S TIERNL 92% Th oo, EERMERFF] (220mg/dL LA E) Of=a L A7 1
—/UHEIZ 5%, MU ZUEY NIZ13%ETFL, ARRIKTFZ/ 7R L7 (Wilcoxson 1 FEAMIE) .
F7o. BWEAIL 10.5% (12/114 ) I[Z@BO bz, Wil 2B LU0, % 2461, 5o
bot, Bl 5620, LOTUE, 1 74 Z&, OFENEEE - 53005, RSB X
OB - JRIED EH. & 1B Th-o7z, EERBERITRD b2l
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182E#%50 18 3 EREICHT HIELHEHER

O = 5 fE 1819
(= PN 45 T FE AR
BT YA gk, 74 sk, “EHER, WITEEMLE
s RV ZU®Y R (TG) MAEHRE 476
(1B 2F&E/E: 241 %], 1 B 3[EIBGHE . 235 i)
. . ATEEHIEOWEIRE 2% T TV D E TG MERE T, MiE TG E (Z=2EH:)
AR UE N R : s e g
2% 150mg/dL L _E 500mg/dL Aili T 5 20 kLA b 75 s ATl Do R BE
EEbAN Y —
< HE - HEE O S5-3I
FHVE VBBRER (/5 — L 7L 300) % 1151 900mg. 1 H 2 [A] (& -
&) HHWE 11E600mg, 1 H 3[E (F - & - %), KFEBEEZIC
s 12 AR S Lz,
ATk A& : 1 H 1800mg
- IRER A
TRBRR R Balc 8 HRTEIER 21T - 7214, 1AL 12 BREREG L, <
D% 2 B OBBIEEIT -T2,
[EFET > RARA > K]
- < FOWERHN - JRBREER . 12 RN A BEGRTE ) & o1fliE TG
REAmIE H Ifp o
< RV - BEHBR% OB EER

D1 A 3EEGHIZHT 5 1 B 2 EEGHOIESM
900mg X 2 [ml/ H £ 5-8#F & 600mg X 3 [Bl/H & 5-#ED 12 #k O Mg TG Z{LFiL, -

12.62% K (*~10.65%TH 0 . ZALEOFHMEDFE (

FEE) 13-1.46% ThH - 7=, Ml 95%13

FEIXH [-5.60,2.67] @ _EFRE (2.67) DNEATHIHE LIZIELPERTE 10%% FRl>7-2 &
735, 900mg X 2 [Al/ H #5800 600mg X 3 [al/ H # 5-REZ 69 5 AME (ML TG Z21bR) @
LM ST,
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BTRICET5R5HMEN - OILE TG Z1ILED 1 H3ERSHICHI S 1 H2BRREHDES

i TG B HRE Bl SEME | AR R | YRR | RIME A S ON
Lo 1H2EHESRE | 230 256.7 78.23 5.16 140 247.5 886
e LA -
1 H 3 [ 5HE 224 249.4 67.52 4.51 144 233.2 452
ol 1m2 j 2 219. . 4. 210. 4
P H IEH&L-?%\? 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 3E#FGRE | 224 | —10.65 | 23.893 1.596 —55.2 | —13.50 | 171.9
1H 2 EEGHEE FIANT AN
1 H 3 B8 GREORER b AR
BT B H SEJ5FR SERE S F & p &
B it frde
D Og%%”ﬁg 1 11429.98 | 11429.98 | 22.81 | <0.001
BERME* S0 :
9% TG 2 (b &“54’# Be 1 241.97 241.97 0.48 0.487
s 451 225963.97 | 501.03

MATET V- Ll TG 2 b= Bo (BIF) + B1 (MVE TG &GHME) + B2 (REHH) +32E (ERDTN)

1 H 3EESREICxT 3 LD T 95 %15 #E X [H]
1 H 2 [ 5HEDIES M GLEES) T RRAE -PRAE
% TG #5-aME* CTHHEE L- Mg TG £tR0
BERER O ED —1.46 —5.60 2.67
(1B 2@E%58 — 1 H 3EHES5E)

FHARER  EHEDZE FHEERE) Ol 95%EHEXE  LRE<10
¥ &5 4HRAT, 2 EATEOS 0 B ORIEM O FEHE (me/dL)
¥O% 510 H1% KON 1238 % ORITEM O SEEE (P 1EFI OB A 15 FTRE 7o ik 2 RS ORIEE O FHIE) (mg/dL)

@z et
BIEHZEHEARIT 1 M1 900mg 2 1 H 2 B 5-&H 53 1[5 600mg 2 1 H 3 B G T, £t
241 Bl 9 B (3.7%) MO 235 il 9 #i (3.8%) ICROHILTWD, WTNNDEEGHET
2 DL ERBL LRI, R, JHERE. ALT (GPT) EHTWIFI s HEED 50T
JETHY 1 H 3ERECHEE L T 1A 2FFE TR T N E BRIZEWVITREO b ho Tz,

FTLEMERAREE (WFhhD/REHT2HLE)

mI1EH 1 H 2B 58 1 H 8 [EI&58
T ﬂ%& %’%iﬁ FEHLER %’véfﬁ ﬁ% %véfﬁ FEELR %’véfﬁ
%k %k (%) G %k %k (%) G
2 K 241 9 3.7 15 235 9 3.8 10
& F 241 2 0.8 2 235 1 0.4 1
NEL Y= 241 1 0.4 1 235 2 0.9 2
ALT (GPT) #hn 241 1 0.4 1 235 2 0.9 2

FEREE: MedDRA/J  Ver.14.0
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2) REMHR

@ =[5 MAiE

WO E

B B SRR MIE T 5 = 5 — L 7B L300 DN FAT O T, — iR R ER A ER D
R & R LR LT,

xR EARMmE R 1874
HRNVERRAT RIS« 16301, Z2VEMAT 42 « 1734

®BEHE =T =)L FEN300%2, T00mg/ H ., 24~52 R 0% 5 L7,

FEMEIER - fRUGERE. MG R 2 Y v Y PISHT HiE R, Mo L AT a0 — Ik
T HWER

22 M BIERREBUEES I LT3E P L1 (6. 4%) 2R Bt P~ PNERIE. Bl &

OLDHD L5 &2, WRA, FHRDTe < A, ZEZRMNENE. BRI, B EBAPUER. IR L.

R HL - HERPE - BiE, KBl TH o, EERBIERIIRO Lo T,
|5
OEEMEIZxt 3 BWHOR BRI £ AR REE
HEE (%)
0 50 100
| 1 1 1 | | 1 1 |
I afY BEWE % =
n=71 23.9% 33.8% 8.5%
ZEWEL
57.7%
I bEY 21.2% 19.7% o —1.5%
n=66
BEWELLE
78.8%
VA 18.2% 18.2% | 91%
n=22
BEWERLE
72.7%
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OmF I Ut FIZHT HHENR

(me/dL)
0 -«
Ii\ sk
?j. —50 - *% ok . *k
sk
-5 *%
,“: meantS.E.
= Wilcoxon 1 AR TE
= %% 1 p<0.01
(BEREICMT 2 HEX)
—-150 T T T T T T T
0 4 8 12 16 28 40 52 (3E)
5 8B
97 90 89 87 86 94 87 67 (flE0)
OmEFRYIT LY FIZHT 2EEENREDR
BER (n=47) AR (n=16) EAEF] (n=4)
%5 aE 5 HilE 5 HIE
(mg/dL) 150~299mg/dL 300~599mg/dL 600meg/dLLl &
0 L]
—23
|\ —50 (_1 0%)
)
g
)
£ 100
'f: -103
o (—24%)
% —150
L —172
o ( )REEEEERT (—12%)
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OmFaLRTFA—ILIZRT 2HREE

(mgrdL)
0 -
.| ek
5\’ —10
T sk sk fall
O
[ %% L
ke
% —20
1t mean*S.E.
= Wilcoxon 1 {2418
= *3% 1 p<0.01
(BEFECHT 3 HEE)
—30 T T T T T T T
0 4 8 12 16 28 40 52 (i)
588
137 131 1256 125 123 131 118 94 (%)
OMmFEaLRATO—ILIZHT 2 EEENRENR
BRER (n=49) chEEREM (n=29) SEIER (n=16)
#5a1E H5ai1E #5a1E
(me/dL) 220~259mg/dL 260~299mg/dL 300mg/dLEl £
0
- —6
L (—2%)
Z 10
ES
m}
|
Zﬁl{ 18
%2 —20 -
it (—6%)
=
e ( VAR ERERT _og
(-8%)

(5) B - HEHHBR
YR L
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(6) ;AERIEH
1)&%&&ﬁﬁ(—&ﬁﬁﬁﬁﬂ§ BEFEARERE. FRARBLERE). 2ERFTRT—4AN
—RFE. WERTERERABROAR

OFERRERE
SR OBV L Y = 8F — )L 7R L300 & 3T — 18300 - 60000 RS T 1L, B2 D
IR FEh L 7=,
T RNF— )L A 7R 300D BB AT 13 19954E 1 H 22 H 19974212 H £ T, 2E 1, 2320652 5> B
7, 650 MNEE STz,
19984F10 A IZHIBRLB N & #1725 —L-S300 « 600 DA F AR A A8 A 12 20004E:10 H > 52002459 A F
T, [EN2520iFE ) 5 1, 588HI NNEE ST,
BB, = ANF— LB FEI300L 57— 1S300 « 6001, KGR E TORKRRIZIB T, Wil
B DM OE MRS TH Y | AW FRSEE DR SN TS Z & Fio, & A
TE OB OFE R BIZIFFETH o122 b, HRABREREE ISR T D 22k OER)
PEIZBI T 2 ahE A OIER 2 55 L TIT-o 72,
A[EN, 484JitF% 1> 9, 238BI DNNEE S Hu, 7, 981451 & e M MRHT R 5 & L. 6, 902451 % A 2hitk AT
*Ep & L TREHEIT o 72,
BIE R S BUE R 136. 01% (480/7, 981451]) & BHFS BERE D RIVE IS BUAE BT, 31% (34/46541)
L, BTHED T2,
BEWEICOWTIL, BAFEERPETIT Tdk) DL EAv4. 2% (182/4124]) ToHh o 7=DITxt L, AL
RIS D ANEGRE REUGEE Tdeg) BLE) 1355.1% (3,803/6,902f]) Th -7z,

QAT (REKkSE)
19954E1 A 725199843 H £ T, /37— /L 7130012 T H sk sk 7 R L v 26ERi 5.0 7 1 =
RU T 7R (IR 1) %M i, RE2215R ) 52, 05THIAMUEE ST,
LR MERRAT R GHER L, 92451123517 2 BIWE I BUEFIFIE, 8. 06% (155/1, 924f1) Th -7, Al
VER DR BN 2 B 5-BRAG 1A LLN & VLIRS CRY) - 7854 BIEA D80% LA B3 Fe 5-BRAG 14
DNOHBTH Y . BFE G X > TRIERDZ T 2 LR Hivie o7,
BRI OWTE, MERE Bavxre—n, NI ZU&Y R) OHBEZ2ERNIE L X 72E
BRI Lz, o XT7ue—/L, M7 URY RELEL3 ARIITEEIZIE T L, 24
H A#%E TR TERIEFRRE L T, 240 ARBROE(LERIL, oL AT r—/b (BRAAFRE220mg A |
DIEF) —10.4%, U ZUEY K (BAAAKF150mglh EOSER]) —25.4% TV, MiBNEEE FE
HIZ R 7V 8D RIZE VB ABIL, REIRGIZBWTORNHERCE 5 EEZ 2 67,
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Q@miR#&#ZE (JELIS : Japan EPA Lipid Intervention Study)
BRI SR 24T\, M = L AT B — LA 23250mg/dLEA BT, HMG-CoAlRt TERESEBR 41T &
DEFNNE L SN D EIEIERSE (LE LTV DEMIEOEBAIHES 28T 19, 46661%
HMG-CosE JTEEH L EHER] (7T 82X F v 10mg/ A XY v /N A X F Ubng/ A) & T/3F — )L
1, 800mg/ H DHF N L DVEHE (/37 —/LHE)  SUTHMG-CoAiZ TuRERFLEAI D H1Z K D165 Gkt

PRRE) ICHERRy I

1V 172,

B F T4, 64EBHR U 7= A2 e 58218, 645451 (= 35— LRE 1 9, 3261, xHEEE 9, 319
B IZERNT, DAEA X2~ (ZEROMESE, Bt & OFEESEIE DI SE . R EP0ME, D
A PR 1%, = 37— LRET26201 (2.8%), XFREET32441 (3.5%) IZiBOHAL, ~P—F
FEIX0. 81 (95%EHE X - 0. 69-0.95, LAF[AER) THY, =/ 37— LB THEICED Lz, O
B (ZERDMBSE X T BEME DIEZE) (X, =/ 37— LEET2941 (0. 3%) . *FHEFET31451 (0. 3%) .
AP — R0, 94 (0. 57-1. 56)  FRFET 1, =37 — LEET286/41 (3. 1%) . xFFERET26541 (2. 8%) .
AP— REIEL. 09 (0.92-1.28) THH ., WIFNHLABEEITRD SN2 -7 2,

RERT A v A X BEAEZ L IE B IR iR
A HARNEMBIIERE BNV T, = TF — L E#R S NEERA < hTREIC

B &R LT,

s H AN B G MLE B 18, 6454
(ea v 27 a—n250mg/dLEL b, BHE40~T755%, 2o BARRE ~755%)
St HERED, 31941, EPAREQ, 32661 D 2BEIZ/r ). FroilBRIEAl 2 ¥ 5 L HI54EH
OIBEBFAAE, FHIZ1T -7,
XPHERE © X VRIEA (T TN : ol QA 7S :

5 pagjiehiss 2FUREHK (FFNAZF 2 10mg/ BEITT L /NA K F 2 bmg/

H) 2517,
EPARE : AXFLURHEH (FFNRAFF o 10mg/ HETI1FS /N A X F 2 bng/
H) +=x/35—/11,800mg/ H &5 L7=,
SR MIEAEE DAL, EPA/AALL, WEINRA <> F O BBFIER~DHE (5
N fEw) . AEFRRL

EE
18,6456 EPA® 9,326

XEREE 9,3196

H5EROD
EMEE

EEEPASIE
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OMmEREENELER

(%) ANOVA
107 o e s
O EpaAz: ’_- 245 = 150mg/dLBl

p<0.0001

TC LDL-C HDL-C TG TG

@EPA/AALL

1.4 - AAI TS X KB

1.23

1.2 1
1.0
0.8
0.6
0.4 -
0.2

0.60 0.59

E>x\>1Tm

SR TR S8 BTH
Paliitid EPA#

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

M HERGORBRIL, EPARE25. 3%, XfHEEE21. 1% Tdh > 7=, EPARRIC EICRRD DA F
HRIT, BGEE, RS - TR EDREERR ETh o7, SHREECIER. 915

[EE72 U CTh o7z,

*HEREE (n=9, 319) EPARE (n=9, 326)

BERZ ORI (%) 2,004 (21.7%) 2,334 (25.3%)
A ERLE HEEE 155 (1.7%) 352 (3.8%)
B R AE R 65 (0.7%) 160 (1. 7%)

KU 180 (2. 0%) 144 (1.6%)

H 1. 60 (0. 6%) 105 (1.1%)

Vi A R T A B 322 (3.5%) 378 (4. 1%)
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(i) EfEH >

EERM T T4, 6B U 72 A 2R 2218, 64541 (/35— LRE 9, 3261, *IHARE 1 9, 319
B 12BN T, R ZURY R (T6) IFEPARECTHEZRL T 2788, EPA/AALLITRERE THHCE
VN CEPARETRI2REIC R LT,

B, DMEA N b GLRZEIREE, EAEME K OFEBSENE DA 2E | RZ2EPOE , I T RART
ATV Mitd D WDITREBIR S A 7S ZF) 13, =37 — VEEC26241 (2. 8%) . xf BRHET32441 (3. 5%)
WZRO BTz, DMESE (LIRZEIASE ST BAEIE LA ZE) 1L, = /37 — LEET2961 (0.3%).
XTHREE T3 (0.3%) TH Y BIETTIE, = /857 — )LEET286H1 (3. 1%) . *FFREET265H41 (2. 8%)
ThHoT,

EPA

NF—FH 081

RAHEHEE O~ \ 2 -\ R
n

(95%C1 0.69-0.95)  Cl ¢ IFHUXF
, P=0.011
()0 1 i T T Al
o 1 2 3 a4 5
Years
I E&RAERIE

*HEEE 9,319 8,931 8,671 8,433 8,192 7,958
EPAZE 9,326 8,029 8,658 8,380 8,153 7,924

(BEREHR) ETEREBIRA N2 FORBRER~ADEE (Kaplan-Meierdfi#g)

(i ) B JRHT

- —RFHEZEDIELISY TR 2

JELISEMEHT D 5 b B IRE B O BEE O 72—k T B R 14, 981451 (= 37 — /LR« 7, 5034,
KTHREE  7,478%5)) TIX. fEBKT (B LA Fo—/LidE, B, s hU Z U &Y R(T6) I
it F 72 I ZARHDL = b 27 1 — L (HDL-C) e, FERF, M) OO e FEmEBhRA -~
N RIESR 5 & ORI E R 72 B 23388 541, LDL-CLUAA O ERRIA 7O EAEIZ L 0 | FE5HE
BhRA R DRIERDNFIIZEIN L 7=, 72T HIKHDL-CZ& £ 5 & TG (HDL-C<40mg/dL} TG =
150mg/dL) [ZFRWERRIN - TH -7,

TRT —VEETI, fERRIE 7 OBUCBIR R < . xFIRBEIC R R EEEI R A X R RE R
o7z, RHDL-CZ& ¥ 9 ETGO R YV A 7 FETIL, =37 — L HIC L0 FEFEBRA <2 MEIER
1153% il &= (HR : 0.47. 95%CI : 0.23~0. 98, p=0.043),
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N HR: 0.47 L
= 95%CI1:0.23~0.98 =i
7= 404 P=0.043 I
2 4 -53%
7 pafict=a -
! )
T CI : {5 HE X
& HR : A~ H— R
3 G, PR, BRAE, BEIRIA,
% e L "C R
$
(%)

HHEREF 475 444 432 414 400 392
EPAZY 482 455 443 427 413 403

(BEER BICRWEIL-CEICHITHIEEBERANY FORBRERADEE
(Kaplan-MeierHif#f)

- ZRFBEFEDIELISY TR 2
TRTBEERE (LE LT O BA BEG) 3, 66401 (T XF — LRE 1 1, 82301, i RRE 1 1, 841
B TlEk, FEFEPRA X2 NI 8T — L1580 (8.7%) . XTHBEETI97#] (10.7%) 123
SAL FRBEC LR T T — L BET23% A E I L7z (IEHR : 0. 77, 95%CI : 0. 63~0. 96,
P=0.017, NNT=49),
HENRA > #—_X 3 v (PTCAE 721XCABG) DOREF A2 H 3 5 BE895f5] (= 37 — LEf : 462
B, xREEE @ 43361) OfENT TIL, =T — VEEO FEEEIRA N2 BRAER (14. 7%) 1T5HR
BE (22.0%) IZHELTHEICIE D > 72 (FHIEHR : 0. 65, 95%CI : 0. 48~0.89, P=0.007, NNT=
13), DARFEZEDBEIE A2 AT 5 A1, 05041 (= 37— LHE : 5481, xFRREE : 50241) OfEHTC
1. =RF = BEO FEHFEFNRA X AR (15.0%) 1THEEE (20.1%) ICHELTHEEIC
&2y 7= (FHIEHR : 0. 73, 95%CI : 0.54~0.98, P=0.033. NNT=19), DHHEEOETOH S
FEERA 7 — X g UHEITEESITH] (/37— LHE 29001, % RREE @ 247H1) ITB W TH
FEEENRA N MRAERIT T ST — LB (15.2%) DRHHREE (24.7%) XV AEIE -T2
(#H1EHR : 0.59, 95%CI : 0.40~0.87, P=0.008, NNT=10),
NR—=2F A OMBEPEPA/AALL (AA : 7T 3% RUBR) OSHITMEE s $0.6 THo7-, Z DI
KTPBEECIIZAL Lie o2y, =T — ARECIZIERICL 3IC ER L, BT ZoL~L
(AR T2 4072 (P<0. 001 : ANOVARRTE) . BLEIHK T HFODEPA/AALL Z I RIF RIS O3B 1= & 2 A,
FEGHEBEIRA N> FIEARIT, EPA/AALD REE (21.06) OREICB W TREE (=0.55) O
FECH U TR D o e D E BT R o 1o, DBSE E 72 1O ZE DR AE SR IX, EPA/AALL S fe i
EOREZ BV TRAKMEDOREIZ I L THEIIE > 72 (B IEHR=0. 58, 95%CI : 0. 34~0. 97, P=
0.038),
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(%)
304 (ZRFHMEOLEE)
E
3
o>
"
4 20
~
b
S
2] .
R pofsich:
## 10
z
= EPAR#
HR=0.77(0.63~0.96) P=0017
NNT=49
L R B B I
0 1 2 3 4 5 ()
M
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 (MIBERE /1 %=~y H51T)
x
3
5
B on A RERE
T 20
~
p
b
@
;ﬁ 104 EPAEF
ki
c3
3
HR=0.59(0.40~0.87) P=0.008
NNT=10
O AELERELELEN BLELELELELE BUELELELEL N BUEL L BB B
0 1 2 3 4 5 ()
FRZLEAR
D270 & 5ERME
FOgicE:2 247 218 205 196 182 171
EPA®f 290 268 258 240 227 217

(BERB) —RFHHRAROEEFRTDLHEE M) BREFEZETS
AR —=RaVBTHICE T2 EEREBIRA N FORBEREE~DEE
(Kaplan-Meierih#g)

- ZERFEAEIZ D ULNT D JELISY J M 2

WS P DA RISV TRE 205 (kT ROEIE (ZRTE) 2o,

HR( ) : ~"¥—Flk
(95%{EHE X M)

NNT : L BTREEL

ARlEn, PERI. WLEE. OBEIRE .

& I T IR

AR B A

B DfERIKF CHIIER . Cox Y — REbZ AV CTHZE TP R IE 2DV CJELISO U 7 fif it & 320 L
722 A, —RTEHFNCET DRMZEE OFRAEIL, KFREETS, 86261 H1 11441 (1.3%), = /375 —

JVRETS, 84141tH133%1] (1.5%) TH V. MEEREIC

DI 36T 2 M As h D FEFE I

BRETRO NPT,

—J. KT

st REAETA57H 484 (10.5%) . /37 — L EET48541 H1334)

(6.8%) THY, =T — VBTV TIMZEF OFFE120%I0H] 7= (HR : 0. 80, 95%CI :

0.64~0.997, P=0.047),

15~
. Fof:izE:cd
g CI : (EAE
g NNT @ ABETEHHL
b3 i, MR B,
5% " BT
~ 94 EPAR
NHF—FLE 0.80 (95%CI:0.64~0.997)
P=0.047 NNT=27
0 T T T T T
0 1 2 3 4 5 ()
e BEAM
WgE 457 425 406 389 361 334
EPAEBE 485 459 441 419 400 378

(BERHR WEPBREBICETIMERAAY FORBEREEADZE

(Kaplan-Me

BEDRIF |

ierik)
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- EABMERESHED LAT O—)LIEIC &1+ B JELISY T

PEAG A (I6M) BE BRI A K ORGSR E 721308 8k6 1 A 1212 22 IR RF L BE 110mg /LA
AR UTZEBI) 4, 56501 & MPEIER (NG) B 14, 080%1 & DO D EEHENRA N> MRIER A
Pl U7z, BEAGHIRE I CIXIBEEE R, JERA N2 b — FHEAAEICE S, b
RS CIIMbs R BRI e R EEEEN R A X RRIED U R 7X@ oTe, =T — 8
HAZ R0 | FEEBINRA N B IERITHEHRHET22% (HR: 0. 78, 95%CI : 0. 60~0. 998,
P=0.048), IFELEFAETIS% (HR: 0.82, 95%CI : 0.66~1.01, P=0.062) & F L7z, faiEH
BENZVHARANIBNT S, =7 — VAR EE O EEEEBIIRA N2 S AERMHNI
A THDZ ENRRD BT,

7.0
Es
% 6.0 pofiictad 1—22% NG : IfihEE R
L IGM : BERFH R
B HR: 0.78 (0.60~0.998) o .
~ 4ol P=0.048 EPAB# HR( ) : ~Y— REb (95%f54E X M)
T AP FEROPBIE, i, PRI
& 301 oo R BRI OBECE R O LE
Z 20- THIIE
= 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

CRE  oan 7,023 6,756 6,568 6,378 6215 6,057

(BEEHR) HABHERH I RUMBEEEH N6) ZHITH
TEBBRA AN FORBEREEADFE (Kaplan-MeierhifR)

- RIEEIARAES (PAD) BHEICH I+ B JELISH J it »

JELISOX G BF 18, 645610 5 | 223FIAN KM EREEE (PAD) BFE Th o7z, tHREED FE
FRA N2 B ISR, PADG O] (CBREkIRFZ2IT) K& OPADETBLZZ W Bl 3\ T, FEPADMIIC bL ik
LTHEICE > (PADESPEHFIHR : 1.97, 95%CI : 1. 04~3. 39, P=0.039 ; PADZFTHIZWrHIHR
2.88, 95%CI : 1. 13~5.98, P=0.030), PADBEIC DWW T, XHREEL I L7 XF— LB EDE
BUHENRA X2 b — FHIZAEICMELS (HR @ 0. 44, 95%CI : 0.19~0.97, P=0.041), —/¥
T —/VDPADERFE 1T D B ERENIRA N MRIEEZ A EICIKR T S/,
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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 -
6%iE >

CI : {54 XM

— NNT : TR
17.3/1,000A - & A= R ROV, i, PERI
WL | SHE RN IR R oD BEAE M O i
CHIE

HHHFdE- 2 RS EE

SERER

(BEZFR) RKEDIREE (PAD) FIICHETIEEBHRAN FORBRER~ADEE
(Kaplan-Meiergi#g)

2) ABEHLELTRBEFENDHNERIER LI-FAE - HBROME
AL L7220

(7) Z it
AR L
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VI. ¥EhEE(CEI SH1HE

1. EEZMICEEH L LEYRILLEYE

Fru O UERE, Ja R VAERE, YuxZ Y —)L TR, U Ta A RT LT
FTIA, RZTaRA NN A PRI VT — NERRE

TV )T AT TI—h N, R_RYET4TTFT—F, T2 )T 4T T—b, YONRREFT U TANRRETF )
MU DA, T RRAEFT UV T BKFIY), X NAZF AN T, BANRAE T TR
FIIv, ALAFIR, =Y hR—A, FaTaA—A 2FIRH—F, EFIT, FAH -3
il s a2

HE  BEO® 2bE MO - DIREFIL, BHORMIEFELSRT L2 L,

2. REHER

(1) YERRSRGL - VERMERF

1) EPA-EiF/NME Tl F AL Z 51 CEPAICA S =%, B P otk e L CHLE &
DRI S, BH O MECELR 2 & OMIAED U VIEEICER VAL L., F oM EE 5 2
2o
A0 H MER « M/ MR OFIFEED 72 03 CTlt, RIEMEY A A 72 EOREAIRNC L W RIEEZMZ 72
D, FEUERIFH A (TXA)  TRRZ 750001, (PGL,) &7 f/MEEEE N2 570 &, EPA
RS ESERMIBEICRVAENS Z LICLY ., ZRAENZRET S,

@O MmiF Y REAICERYIAEN, VREAOR#EZEETD (T v F),

@ 7 wvy—niZiinidEhn, IREOEGK - SWE2MET 25 (T v k),
@ I/NEIEY AFEICE D A E R, M MREEE ZE S (7)),

@ MERECIYIAEN, BIROBMAOVEEZRFFT 5 (THF),

s,

—  ENAREE LA EAL
INBE —-(ﬁ%nsyuy @

{1 epazsyET

Small
dense LDL

[0 VLDLEHR DT 4 Eﬁ!tLDL@
& RN, S REE (PUPTIZEATOTL
SREBP-1c| = TGE R FA- TSR 2
PPARat=pERLT

mEREENEER

2) SREBP-lc, PPAR o |ZMIF T %8

EPAIE. NEE A AR DREEESE DI 2 5 L T 2455 K -SREBP-1c DAl & SREBP-1c B & D i&{n
THRG A HIT 5, F£7-. EPAIX, PPARe mRNARBLEAMIE S 20~
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FlH — s&uiﬁ
r N i
PLA, PLA, > [EPA
p- T ) P T p
i P Y ; ;
[AA] |EPA| [AA] |EPA|
§<—oox—>§ §<—cox—>§
PGH, PGH, PGH, PGH,
v v v v
|PaL|  |PalL] XA, [TXA|
/i /i /MR 1FEAE
AR R EE NI BEER tEARIL
(+++) (++4) (++4) (%)
/MR Ve

(2) EXhEZEMFITLHHEBRE

1) mFREEREER

DOEENESENMERILATO—LEVIE RS )t REFEICETEIEZ1V~19,
M= VAT 7—/1220mg/dLLL £, 721X NV 7 U &Y R150mg/dLUL EDOBF Zxtgel L, =3
F—)LH FE300& a3 H . 1H3E (2,700mg/ H™) A240 LA |, fEEE CTHEE L
L2 A MERa L AT e —L (FE5FME220mg/dLLL E13741) 133~6% (8~1Tmg/dL). IiF + U
UtV K (E5HiE150mg/dLLA_EITHI) 1314~20% (51~T78mg/dL) N ZEIKTF L7,
) AANOERE A 31T DGR AL/ L - &I, @% . BA1E900mg % 1 H 2[5 XX 1[E1600mg % 1 H 3[=],

T, M ZURY RORFEZZT2H41CIE, TOREICL Y 1E9900mg, 1H3EIE THETE D Lo

TW5s,
EFHEM (n=49) th Z 5] (n=29) E5EHI (n=16)
BEmE BERIE BERE
('“;’/ dl) 290~ 259mg/dL 260~ 299mg/dL 300mg/dLLLE
= —6
L .
ATk (—2%)
2
T
%;‘IE 18
O (—6%)
=

{—8%)

{ YREFELEFEERT

BERERR (EEER) OBIAILATO—IILOEILLE
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BEEHI (n=47) FFREH (n=16) HiEH (n=4)

& 58l 5 AR & 5Afll
(mg/dL) 150~ 299mg/dL 300~599mg/dL 600mg/dLELE
T ]
—23
}~ -
) _sol {—10%)
i
)
+
)
R —100 |-
—103
% {—24%)
2
—150 |-
i —172
. ( )Wfiﬁ‘ft$i’m_§' (_12%}

BERERR (BEER OMYTYUEY FOELLE

@QLLF v b)REB (RLP-C) K Usmall dense LDLIZRIFT HE
o QRHE PRI FBE 2 6 BT /85— /1900mg/ H 1% 1800mg/ H %3 » H El#5- L, MiERLP-CIZ M IEd
ARSI LT, MIETREPA/AAIZ = T — L 5 ICHAE (p<0. 01, Wilcoxson signed-rank
test) (ZEIMNZ7R L, MAEEPA/AALICARRS L CRLP-CONA EICHA L7z (r=—0. 516, p<0. 05,

Least-square method) 2,

- UREARHET 25 0F LTC2};F£%E<%A%%LZO{§U%—f;ﬁ%&::t/\o?»—/]/l8oomg/ A% 1208 ERE L.
B 51t CESIKENE L IV CLDLR 794 X&2HE LTz, =_F—AHECX Y | /IRFAE L
TZLDLRLF-4 A X OS2 Btz ©,

cfEER L AT B U REA KR OEELDL (0x-LDL) 23 @\ BT B 3801 2 /4 12 2Bk b lT . 1
BEIZIZ = N5 —/11800mg/ H %, 2BEICIZ Y TR 2 FnEn3y AMEE L, LA+ MY RE
H. Ox-LDLZHIE L7, FD%3 % AR DOwashout I 2%, FERICHIEL., LA+ MU KRE
H.Ox-LDLOHERE # B Lz, =T — W HIZX D L AT b U REAKDOx-LDLIZAE (£
FLE1p<0. 01, p<0.05, t-test) [ZIEF L, LA F L RRENSGESNTZ, o, = F7— L
O Z DOYEMIZwashoutiZ LD b LIRS TWAHZ EnD, ZNHOERIFT AT —IcL bz &
DRI Sz 30,

30



c AXRY w7 vy Ra— AR T T 2RBE IR B AR xS L LT, BRREREIC D T — L
1800mg/ H % ff ]l LU 72EPARE & B4R E DO L OXFIREE, K226 E/EAIZHI Y ©1F T3 » A R#L2
Ltk_éjmﬁfiﬁﬁm_%ﬁbfmﬂl@meWLm@EUWk%_ﬁﬁ_ﬁTLt3%

(mmol/L) small dense LDL (mg/dL) =L ECRP
06 04r

~o- 1 R EE
-+ : EPAEE

0.22 MeaniSE

02F *: p<0.05, #:P<0.01 vs & 581
0.1 1%_ Stundent’s t—test
0 L —_ L Il 0 3
S 3nA =

EPAMsmall dense LDL &CRPIZXd B E2E

Q@B LATA—IEAHAEFRESREMLESY (v b, VX)), HEA EFAHRTEHLNE
b3 FUFERBIEMES Y b, SHICE EREFEFHY (Sv b NLAREF—) [2EWLTHIAH
FREETHERERLE P9,

@y MEOKRETHE. UVREATREPARENEML, . YREBOMFP N S DHERINEE
Ind,
(D) UREADHEKRICRIZTEE (Sv ) ®
EPA-E 1000mg/kg/day %1% = L AT B —/Ld8 LT % 22— /W& A i = L AT v — VAT 7 1
MZATE B B O #G UTe, MR 524 # 18Rf UC oo, F8Y U 72 i il skl 2
SE LI L VARER (VLDL) By 28R L7z,

« VLDLE} 53 H O R I A #E R

oL A7 o — LEEHRE F »~ N OVLDLE 4 PL, CEF L OMGHES D JENEEF R & i Et LT,
EPA-E#% 5-8F TILkHREE (EPA-EFERE5) (Zhbif L C. EPAMSPLEE ) THRITHRE. CEMIZ) THIOfE.
F72 TCHEZ TRLFIZHM LT,

IO ENG, BEINZEPA-EIXY REHICEPAL LTHVAEND D EEZ BN,

S v RVLDLE 5 # 5 B 0 BB B B&HA Ak

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

s SHHRRE  BPA-BRR ¥ XIHRRE  EPA-EHE 5B SHHRRE  EPA-EAR ¥

Cowiyn—6 87%0.1  6.310.3%%  2.6£0.1  1.4+0.1"* 1.7£0.1 1.4%+0.1 **

Cpis n—3 0.4%0.2  2.7£0.2%%  1.0£0.6  86+0.4"*  0.7+0.3 7.9+1.0 **

Copis N—3 1.6%0.04 1.1+0.1** 0.03+0.03  0.3%0.1%* 0.4%0.03 0.9%0.03**

n=>5, mean=S.E.
k k0 P<0.01 (RIREEICSKIT 2 A E 7, Student’ s t—test)
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(iIMHPIALRATFA=LIYTSVRIZRIFTEE (Sy k) P

HeZ v FEHAWT, 1%L AT e— LB IO %2 —/VEREG A Ea L AT a— VAR G40 [
B L. [FA#IFEIZEPA-E 1000mg/ke/day %38 H % 0 4% 5- UT=, Wik 5 03 B4 IS BRI L7,
i OEIC L MY REAES (d<1.210) 2L, #5 U R REHDTCH60mg/kg & 725 K
IR L, BNCHE LI AE T » MOFIRNEES L-, U ARE BB #7EL 5, 30, 60, 120
BLU2USHICERIM L TY REAOHRE L L TIMETCERIE L, & SCBEMEICE Y, ik
%l Ed<1.006 (VLDLHE4y) . 1.006<d<1.063 (LDLE%y) 355 T >1.063 (HDLME4Y) (Z434F .
K x OHEFOTCERPE Lz, VAREAESEIRNEG%OMIETICOHRBIX, BEH10% 0% % D
H53DTC (100%) (ZxFd D (%) THRLIZ,

U AREAFELISHOMIETCIX, EPA-EFER GBI R Y RE QR CHIEE) Tik243+
10mg/dL. EPA-E¥: G-@i ik U ARE A ERE (EPA-EFE 51 TI1%233+9mg/dLToh V) WL T
W72 oo, UAREAREEGEE (13x1mg/dL) (2 LTW b R Lz, BRI O]
EPA-ER HEED MIFTCIX, & HI2 Y ANE A EES 5y ARV L7223, 30, 60, 1203 L OX
2405341 21%, BPA-E& HRED MIETCOA X IRARIC L L CHEICIK T L7,

ZOMETCOE FIZV READZ VT 7 ADTL#EZRLTEY, 2D Z EHEPA-ERET v
FOVREAIIEESG T v FOUREAICH LR#EZZTOTWHDO EE X B,

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)

) HEEHE 55O R (min)
MAIALRTFA—ILI YT SVRIZRIZFTEE

ZDLEEDOEMNESY RNEAWSBNCTRD & BPA-EE5#ETIX, VLDLE 4y 06035 L 1240531
% 72, LDLHj43 30, 60, 1208 X U24045% DTCORHRERICH L CTHRBICIK T L7z, —J7. HDLHE]
FIZBWNTIE, MBS EITR O bhienoTz,

DT ENLEPA-EREG Ty OV REHDOZ VT 72 AOTLEEIZVLDLES X OLDLI 43 D284k T
HHZEDRHLNI ST,
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.g’i 100 7 d<1.006 o R

T o EPA—Ef58

50

Y -

A ol 3 =+

n [ T T *I* T |**

g 100 - 1.006<d<C1.063

O

|

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)

MBPILATA—ILI YT I VRICRIZTEE

BOBEMNLD [*C] ZHa LR TO—)LIRIRINF|, FFAMG-CoA reductase;ETEHNH]. B+ ~DaL
ATO—)LELHHEEZEDERAZRLE (Sy k) ¥,

®rVTUE) FOBED S QRIINFI O TOEESBGEEINH G LU, 505 mIF., &5
(. m#EYREB)/N—+F (LPL) FUHTEFOERAEZTT (v ),

(i)rUTYE) FBERINIZRIZFTEEZ (Sy k) P

HEZ k&, EPA-E 1000mg/kg/day % 7 0 [H8 0 £ O£ 5 U, ol 524 % (& 1o =
2—LEFHFALZ, RWT, 5%7 7 €7 I LKERICHE L7250% (W/W) ©=—H10mL/kg
RO L%, 2RI 24 M E TO U UK AR L, U U ERB L OV Nk

PTG BE & HIE L7,
a— RO EESEHO Y R RIT, EPA-EEEIZ X - THXHEREE (EPA-EIERE) L #1330 5
Y AWAY LN R

KTFBRED U NP OTGIRFE 1 2 — i % ESCNC B L, B H5A~6REHZICE— 7 2R
L7c#, WRIK T L7z, ZAUSk L, EPA-ERGHED U o /R PTG BE IR W T I O FREURE 2 35
WTHRIRBECEEARNTRMEZ R L, FFIC 2 — il 56 ~83 L N6~ 18KE 2 IC8B1T Hitid @
EIXHL N TH T,

PLED X DI, EPAERIGE DS U /R ~DTCr b Al L7- Z &0 B | TCHE W BN HIE
AzETHZERHLNE -T2,

(GOFRDT)EY) FEBRGERICRIZTIEE (Sy k) @

HEZ > b &MV, EPA-E 1000mg/kg/day% 7 H [H# H X D5 L, Sof&f 5 18R % ICER L, &
Bl Z i L microsome® 4y ZEREL L 72, Z DT v kiFmicrosomel@ /21T 5 "C-oleoyl-
CoADTGH] 73 ~DHX V) IATHEE Z it LTz,

EPA-E#% 5-H£C1336. 8+ 3. 3pmol/mg/min T v | k}FEEE (EPA-EFEREH) 0052, 3+3. 2pmol/mg/ min
IZHARTHBEICIE T L7 (Student’ s t—test, p<0.05),
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(MDY T YY) KOBICRIFTEE (Sy k) @
HEZ k& H, EPA-E 1000mg/kg/day % 7 H [H# H AR (35 U, Bk G245 %I N7 14 b
WR—1339®600mg/ kg% RN G L7-, b T A b IR G ERTR L0600 %I B L TE7-
IMIE DTG EE Z I E LTG/r W3 (TGSR) AR H L7,
T A b UFIRNEE%OMPTCH & X 0 RD7-TCSRIL, EPA-EF&5-£T0. 90+ 0. 03mg/min,
KTHRRE (EPA-EFE£H) CT1.0520. 04mg/minTH Y | KHBLIZLE R THEIZIK F L7 (Student’ s
t—test, p<0.05),

(iv) g REB Y NA—EFHICRIFTEE (Sv k) ®
HeZ >~ b &MV, EPA-E 1000mg/kg/day% 7 H M A& O PG L, &P G240tk 12 ~" ) >
10U/kg % §IRN L 5- L, £ D 1053 %% (ZER 1 LIE L 7=, PHLA (post heparin lipolytic activity)
PO U RERY X—F (LPL) I&EMHE X ORFHEY X—8 (HIGL) {EHEOSRNIE T v % I v ik%E
7z, PHLAEHTGLIEME E OZEEFEH L, LPLIEMEE LT,
AR CERER O MAELPLIEPEIL, EPA-Ef 58 CxRE (EPA-EFERE ) (bl L CTHEIC 5
L7co —, MAEHTGLIEYEIL, EPA-Ef G-8E &t MHE L ORI EITERD b o 7o,

LPL HTGL

&n
=
1

50

##n=>5. meanXS.E.
% : 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

m#E) REA ) N—EEFEICRIFTEE

2) Hu/hR{ER
OFEME S, BARELERBEREICENT, BROREEEFIC & S M/MMES ZHIHI L. M/
HhIEREL RARICHIGIT B,

Ci) M/REEINEIER (ex vivo) ?
BARMARYE « BORAE(L MR BB (ASO%E) ICEPA-E 900~2700mg/day Z 8B A5 Lz & =
A, 27— (1.0ug/mL, 1.5pug/mL), =ERZ Y (0.5ug/mL) AT XD i/ M
BREICIH ST,
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m/pREESEIFIER (ex vivo)

Bt A RREHEE (%)
55 43 8%
1.0 g/ml 60.3%+20.7 47.87430. 4 44.9428.7
N (97) (91) (74)
ag—r v
3k ok *
1.5 ug/ml 67.9%11.5 59.7+21.9 62.2417.9
(78) (76) (72)
47.8421.9 48.5423.0 48.8424.3
ADP 2.0uM (100) (90) 7
T *
TEXRT Y 0.5y g/mL 56.3+19.5 52.6+22.0 49.8+25. 1
(78) (75) (72)

mean#S. D.

() PUEREREBIEL

%k %k : P<0.001 3 :P<0.01 % :P<0.05 f :P<0.1
(FEGRNIRTTHAEF, Paired t-test)

(i ) M/NRFEEREINFIER (ex vivo)
B FE ke - BiREE(LIEZR R (ASO%) |ZEPA-E 1800mg/dayZ 16 AOEE LI-L 2 A,
f/IHCEEEREIL, 8% L W AE (p<0.01, Paired t-—test) (ZHIH SN/,

@F & LTIVMRIRY VIEEHRDEPAREZEME €, M/MRIEA DT 5+ FUBKB EHRE/I
BEYTD CEICEY FOVRFY UALEEEZIIFIL, M/MRESZIIFETEEEZ OGNS,

(i) M/MiREEY VBEE T OEPA/AALE ER/ER (99 X)
EPA-E 30% 7-13300mg/kg/ H DB O HIZ L 0 . Wi/ MREY VIEER OFPAS &1 L O
EPA/AALLIE., AEICIEFE L CHBEIC ERH L-, 2B, MERIZIIELEZRD o T2,

1.2

EPA [ A2H < B

[J:epPa
AA I TSRFUEE

20 1 IEPA/AALL L 1.0

T
=4
[4,]
EPA/AALE

EPASHEE (ug/10° cells)
o

ook
& Bn=10, mean+SE.

*: P<0.05 *kx*:P<0.01
(HEBEICHT HHEE.

Student’s t-test)

L

*EREF EPA-E EPA-E
30mg/kg/day 300mg/ke/day
&E5# e

=g

Mm/MREE ) B8 M MEPAE & UEPA/AALL R4
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(i) b URFY UALEENFER (DUX) @
XL MR IISE (PRP) O 21T — 7 VBRI Fa U RSB, (Fr U RS A0
EREPEY) FEAE L, EPA-E 30F 7213300mg/kg/day D4R O F 512 L 0 | A BT S vz,

60+

o |

40+

304

*k
201

&8n=10. mean+SE.

104 *:P<0.05 **:P<0.01
(REEEICx T HHEE. Student’s t-test)
RETENE 2576 ue/mL

a4 B, EA R (ng/mL PRP)

HEH EPAE EPAE
30me/ke/day  300me/kg/day
BsE  B5R

DY XPRPO IS —4 VU ERDOTXBELAICRITTHE

@aAF—7 oIk M/MRESEZIFT 5,
- M/MRBEREMFIER (DY, ex vivo) *
27— 26 ug/mlil X DI/ R EESEIL, BPA-E 30% 7213300mg/ke/day D43 R O 542 L v
i =iz,

@Zy b, X, BRUE FZBEWVWT, a5—4 >, AP, 75 F FUBIC & 5 M/MREEE % 1]
9% (in vitro),
in vitrolZ®H 1T B M/NREEINGIER *
X DOLIM/MRILEE (PRP) O =5 —4 2 ADPBL YT 7% RUBRIC X 5 /s I XEPATR
Iz &0 mfl s,
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G5y FEHBKEBRMEETD TOR YA UEYEELEDRELZLLEMARDLOATINVS,
TOREYA 5 ) UME (PGI,. PCL;) EAER (Sv k) 9,
Z v MEERKEIRMAARE CO T a 2234 7 ) VEEMBEEADRE LW LEMNED 5T 5,

FEAERIN O S 10

EPA-E 60mg/kg/day D81 H#k M 512 K 0 | RIA, BioassayiElIZ L 2T v MEEHKEIRO 7 = 2
HAA 7V AEMEOREAT, ARSI,

B, TRALZYA Y RWE L1, PCLEB L UPCL EB X L,

kK

4.0 1 E] E Bioassaysﬁ)
m;_; % © RIAE3)
ﬁ £ 30
\ o
22 | L
o
Pow 201
o E
K%
oc £Bn=10, mean=S.D.
n sk P<0.001 *: P<0.02

1.0 4 (HRECHTIEEE.

Student’s t-test)

Fofiisis EPA-E
60meg/ke/dayi% 5 &
#1) 7 v MNEEHKENRIOmgDERIREI R 2100 M A v FaxX— R Lot ED
TaRASYA T ) AR E R R
H2) TaRAEIA Y UEEMEE B NI IR PN F CRIE
H3) TaREFA T ) KRB DR EBEY & RIMZ THIE

MEKERD TOR G A0 ) UEMEEEICRITTHE

3) mEAREEILIEA
OFIRDENEREFER
(i) KRBIROBEERFER (D0F) 2

EPA-E 30mg/kg/day% 1% =t LV A7 vu— /L BT VY FIZI2HERE ARG LIz ZAH, 2V AT
B —/VERFIC X VAR L2 ff i REAR O M R A B H S, Sl E v % 0 KBk
&R OMRMEZ IR - 7o,

Tbb, 2 VAT u— VEFRFIC L L HEREIRONE BRI 2 BRER RO, EPA-
ERGIC X ARSI ST,
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109 oEFBEMFEEH(M=10)
* SaLAFO—)LEREE (n=6)
0BaLRTFO—LBMEE
99 +EPA-E 30mg/ke/dayi¥ 58 i
(n=10)
M 87
= Sokok
= o Hi#
2
WG_
% #i# mean*+SE.
I‘«:ﬂ - ###:P<0.001 ##:P<0.01
¥ 54 (EEARERICHT AERE.
E Student’s t—test)
= 4 4% : P<0001 %x: P<001
] it (BALRFO—LBEERIHNTIEEE.
K 34 Student’s t—test)
E:REOmmHgIZHE 1T RBIIRABEEV EL.
i EREETHRBFRAEERES
24 FORERELTRE.
it
1 T T T 1
0 50 100 150 200
REBARAE (mmHg)

RERADOEERE & NEDER

KEIROMHEMEIL, fHKEVRN IZKrebsFRER A TEA L2 & OBARNIEZHIE L, EEihfi
ELTELT,

(i) IEEE (PW) IZRIFTHE
- INNT—ILOEBME F - (SFAEMEBIREILERE~NDRPRE (T REARIRERE (PWV) &
DEREFH L= 2,
I, mAEMAE, FERE. JhE, BN RS B tE O B 2 & O EhIReE L EES8 f, BhRaE
(bR & 7o O R FREE258M . i lIE ME & 72 1 X PAZEME B IREE(LIE 2 & OF L 7= BIIREE L BE IC =
/T —)11800mg/ A Z 54l G- L 72 EPAR 516501 2 k1512 BIEHI T 5RO CLHED
CATPWEHIE Lz, £7-, EERICHAE L7ZPWIZHE YT 2 A ER & 38R O E D %%
PWage & L7z, APW2> 53R & 7= [BUmAREI ., s FEFE LT b U BhIREEALAE DS K91, 9fF i WA Bl CHE
B U7z, —F., EPARRIIXT IR 2 FEl A KW AELCTHERS L, BMIREE(LEE S 133 E N DA E 7S
DTz,
F 72, PWO REFEIISF2 . HREE+ 1. 05% . BYIREE(LRE+T7. 25812 %F L. EPAREIX — 3. 05k
TENVIRAE(LRE & DFET—10. 2 CTH > 7=,
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(m/sec)

12 -
08 -
PWV |
- 04+ oo fE{LFn=58 AJAEZ=0.330
L o--o %tBBEEn=258 4EI=0.170
=—a EPA® n=65 4&1=0.040
0r Student’s t—test
1 L 1 1 1 1 * p<0.05(EPAE¥ vs TB1LEE)
0 1 2 3 4 5
IR ()
XTEREE. BOARTEILEE. EPAREDD APWVODIRBHIETE
(%)
20 +
A e
g 10| o
ﬁ './'/—’
i) T e o
" T il :: ....... e hwall 9__"___;‘:-———"”. A PWV age
Qjpies=s oo EILE BEEEH BEHE=172
o--0 WERH REEH BEHE=+H1
== EPAR RESH BEmHE=—3

0 1 2 3 4 5
BELRE (F)

HEREF. BIAREEALEE. EPARE D AWRE Fin DREFFHER

- BIEMEBEADINT—ILEREICEY ., baPWVO ERMFINEDH SNt 9,
BB MLE B 2 % WA RE4415] (EPAFERY 5-8%) & EPARY 5-8E4001 (/35— 11800mg/ H) D2EEIC
SyiF. 120 AREES- L, a5 129 A%ICBML, M, ZEiERFmpE, MmiGAsE . baPWV (k=
fi » & RRIEGEEE) 2 L7- & = A, EPARETldbaPWR O A E 72 FH4NEIZE 0 A7,

*

(cm/sec)
60
>
=
o
[} 40
X
C
[1v]
5 20
< EPAZE
c (n=40)
S o0
& pof:ich::d
£ (n=44)
& -20F
E (mean=SEM) sk (p<001 vs X{EREE)
(&)

(General linear model univariate analysis)

EPAR SR LR 5125 B#DbaPWNDZE{L
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- KRS & UKEBREIROAREKERE PW). XEBRO TR EHHEREEE. ToXRFUOEERY
TEGMEPOEHEILATO—ILERBICRIFIHE (X))

EPA-E 30 7212300mg/kg/day %1% =2 L AT v — /L &HH 7 X IC12EMRE 0 &5 Lzt 2 A,
L AT — /LEAMIC K DPWOEEKIZI KBRS X OKRBREIR & b2 BEI2HH S
(p<0. 05~0. 001, Student’s t-test), Z OPWEIIE @R E VXL IZIIFEEETH -
7oo T2 EPA-EIZKEINRD A7 & FRIFEIRICBNTH 2 L AT 7 — L&FHEIZ L HPW
ORI LI R 27 L, RIS 2 oo+ 2 rIaetEs mme S vz,

Flo, 2L AT — A RBETICLY | KRERPBECEE M EL LR ES 7 25 5 H %
T E AR BRI LAEICHA L (p<0.05~0.01, Student’s t—test). Vi ol
Bia L 270 — L OERB LD LAY, EPA-E 30% 721%300mg/kg/day$% 5-1C L 0 &I
&7z (p<0.05~0.01, Student’s t—test),

- KEIIRARKEEE (PWV) DEXOINE & BROPBEEZOMHNBD 5N (DHF) ©
U RICEREL R (EfES. REA, SalbT 7)) KO AT KUY UiEARIC K
VAR L 72 ERAEIIRELE 7L 2 AV REMRIREEEE (PWV) . H 5 B AR H 52 oD S v A7
fa Xk Ofifast~ N U v 7 2A0@EL, EE, K OMIEEE D HEPAO BAREE L IHIER 2 #it L
Too EORES, EPA (EPA-E 300mg/ H# H#8 O 5:) (ZITBRGHARFE S 2406 L. PWWoOR KT
RO LENIRBIERSEE D HLE X DIERO®H D Z LR S NI,

PWV : X hBRAR B2k
(m/sec) 2r

—e EERH
0—0 BE{LmmEa
ik oA FRRE A+ A2 AU METFIL300mg/ AR5 B

A P .
APWV 4 & Jﬁu\ﬁ\wﬂ

£n=10 Wilcoxond® &
mean®SD.  x% :p<001(FILMERICHTIHEE)

0 30 60 90 120 150
B#(E)

PWDIHF

QmERNE. NIE - REICRIFTEE
(IMEREICRIZTHE
- NOEEAICRIFTELE (in vitro) *©
b bR ERR SR M4 PN R . (HUE) % FHV O CEPADNOBEAR I K E 9888 A Mt L 7=, 0. 3mM EPA-
BRI L V., NOEEAITAEIC EH L7- (p<0.01, Duncan’s multiple range test),

- FEFLO) UERARKREEMERERIGICRIZTEE
5% L L ORRAE % A9 D B IRE B EBE 106 &2 6 Gl = 85— 1 1800mg/ H 23 % A &5 L.
175 N AR RE~ DR B A WGt U7z, BN BEBE T, 7' T a U VRN R M
PEARERIIIE T LTy, mXF— A5 2 L 0 e Lz, Z OB BIINOA Az P
FIL-NMMALZ L 0 Il S vz, BLEX D | =357 — LIINOPEAE 24 L, IS N RERERE 2 ot L 7=
bLboEEXLNT,
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- EERF. BREEEERFICRIZITEE (in vitro), RUTS—ODEREEL. T5—I9~
DIH/OT7—ORBICRIFIHE (RHR) @

b MiE NN (HUVEC) 27 7% R (AA) E7-I3EPAZ & dekiHh THs#E L7-, EPAIC &
V. INF- o OREIC LD EF U785 R+ (VCAM-1, ICAM-1) OmRNAFEHLANH S, & RE
ERAEALIR IR (MCP-1) Wbl S, MAENE~D~ 27 17 7 — Y OBEMEICEPAZN R
HE¥prLEZExohl,

F7o. BIREELET L~ T A TH DA poERE~ T RZHEFER (0. 15% 2L A7 7 —/L+15%
MY N B — ¢ PBREE) E 71X EPER +5%EPA-E (EPARY) A 13RS L. HrEREELIEH %
FEt L7z, EPABESIC LY . BIREE(LAE (Sudan IVYtd) OERNMEI S, £7-. 77—
7 DaZ—r EERHEHENEN LT, 77— OREPHER SN, DT T—7~D
~/u7 7 —VORMLMEI SN TEY . RESIMHI SN TND Z ERHRE I,

(i MENE, FEREICRIETZE

- BERH JHEEETILORNEREEZNF Lz (D8F) ©

RN F LR 720 XFOFHIRICIEE L, TEE, 0.5% 3 VAT a—/L&, KUEPA-
EF¢ 5. (600mg/kg/ HH#E ) DA MEZ LV AFEIZ 53T, EPA-ED NIRAEIEIZ K F 75028 2 Jps BRAH
SN U 7o, WNIEIRIE L, B 7 S EENR O REWTE CRAE S vz TSR IC P £ 7= m
IR T 2N ERE O] KO THIEERE ST 5 NEER O ) Z465EEIC Lo, T OREE.
PIEARJE I XEPA-EIZ X 0 $d) & iz,

06 03 r

05 [

4 A o2t
i E

2 B o

0 0

=01
m|m

Wi AU HE YASUME B AR ?ﬂﬁ ADYRUNE
(n=19) IFIL (n=18) IFIL (n=19) IFIL (n=18) IFIL
(n=16) (n=16) (n=16) (n=16)
|| | | I e —
EEE ALRFA—LE HEE ALRATFA—LE

mean£S.D. *p<0.05 *%p<001 vs XFH(t#&E)

REERICEEN T SEE hIREEICHNYT SREEBED L
[Zx9 HRIZEED L
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- NEREBH MR OEIEMFEER (D9%) ©
EPA-E 300mg/kg/day% 1% = L A7 n—/L&EH VY FIZI2BME ARG UL 25, REIR

JEJEE AR & HLD HY UER3E U 7 W M e O s 5l L 3 il S e,
o EPAEfR 5B
30 o—o I REEE -’__“O ~~~~ °

Mpaz(x10%)

BEEH

EaALATO—-LBHEEIYXIZE TS
RIE 55 A FRA | = ot 9 2 HEBE 46 6 AR

- TEHIARIMT B UbaPWVIZ R X 822 5D
TR —)11800mg/ H B 57 (EPAL H-8E) 301, FEFe 5-RE3041 2B ps IR 53 (38 T2, 14D
BRI (CSHBNIRIMT, baPWZRIE L= & 2 A, EPARGEECAHEICIK T Lz, EEUFOH O
fti g, EPASR G-I EHSHENRIMI 2 A BICdGE T ML LR+ Th 5 Z &R bivTe,

mean IMT/& max IMT/& baPWV/&
(mm) (mm) (cm/sec) —_—
0.05 0.05 1 100 1 BH - EPARR SR
[: EPASEIR 52
0 0 50
0
—0.05 —0.05 mean+SD
—50
—0.10 —0.10 Student’s unpaired t-test
—100
—0.15F —0.15 —150
—0.20 —0.20 —200
L1

p=0.029 p=0.0008

FIREILERIZx T BAEPAO IR
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Bz 0t
- $EREE A, BELDL, 7T 4 /RY A hhA . BRRECRP, PW, CAVIICRIFTEE @

ABZRY v 7 Ra—LORERHE, 727 NIz /3FT —) 1800mg/ H #& 58 (n=46) &
XPHEE (n=46) (ZEIV fH1F. 30 A% OREIEENH, BE{LLDL (SAA-LDL), 77 4 A% A M A
V. EREEECRP, PWV, CAVIOZE LA MET LTc, =/"\TF —AEICLY, N Z7UkBY R, @EE
CRP, SAA-LDL, PWV, CAVIZAEIZHD &8, 7T 4 RRx s FreFEIcEmssE- (FV 7Y
VU F:2.68+0.2—2.00+0. Immol/L, p<0.01, EEFECRP:1.57+0.2—1.16+0.2 1 g/nL,
p<0. 01, SAA-LDL:48. 6+5.6—40.4+5.0 1 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 ARRZ F>:6.99%£0.5—7.53+£0.5 u g/nL,
p<0. 01, paired t-test),

(SAA-LDL : 137 I = A RA-LDL, PWV : KEWRARE:EE (Pulse wave velocity), CAVI:iCfii
EEIMEFE# (Cardio Ankle Vascular Index))

4) EEHRFAEEREETILICRIFTER =
PEARGIZE Y 77 % FUREEIC XD MRS IS SRIE (T v ) 28l L, #hEFiks v
> FoMmEAZE (v ) =7 U UBmERnEE (V%) IS L. miRERE I Lz, £z,
70V CRFEFERMEHL (T v b)) OEATZHH LT,

5) FfiME K UREMO HEEER
Om/MREEMFIVER (in vitro) ®
oY XL /MR SE (PRP) =25 — 4 10 u g/mLIZ & 5 i/ MEEEE 1ZEPA, DPA, DHAOD 1~ 3mM¥R
INZ &= TH~ Il S iz,

QISP UBMBERMBRETIVICRIZFTHE (Hyx) ©
AHiisy & L CODTA-E, ETA-EF L OMA-E, A & L CEPA, DPA, DHAIf ONZ 3|25k i OxEPA-EZ
ALEN300mg/kgZ = 7 ¥ gt 53R AT B O 4% 5 L7z,
{RHHEPA, DPAZS J ODHA A % A (ZEPA-E & bhiis L T0oR099 < . AHEHODTA-E, ETA-ER X
OMA-ENF TNZ5R 1251 it DOXEPA-ED AR TE A BN XEPA-E & LLEE L TR D 55 & B 2 BTz,

(3) ERARIRER - Frsthsfd
BRI L
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VI. EYEREICBET 5IEH

1. mMAREDHRE
(1) AELAEDGOPEE
MM ER e L

(2) BRRABR CTHRBIN-OPRE
1) EE#%55HER (1800mg. 2700mg) 57
fatBE Rk A BT AHI1800mg (844) E£7-132700mg (T4) ZEEH% (B304 LAN) (2 HERR 1 #
B U7e % o MR 3% -6 I e (24040105, 18 pg/mL, 94.96 1 g/ml) (ZEEL, 24
RFZ X R G-RIEICE LT,

() AFNOAB S NTZHIEZ, BREZTHY ., 1EHEIZX I00mg ETTHD,

(ug/mL) (#g/mL)
180 + —— 1800mg/day 100 —— 1800mg/day
160 4 -=--- 2700mg/day 804 ==== 2700mg/day
140
604
120 4
100 4 404
80 - ~ 20
60 £ S | N | N |
} i 0—
40 4 ||==--s= -
20 4 -20-
0 L T T T T T T T T T -40 _ T T T T T T T T T
#58i 2hr 4hr  6hr  8hr 10hr 1lhr 12hr 24hr #E58§ 2hr 4hr 6hr  8hr 10hr 1lhr 12hr  24hr
rkRa
W[ g 5 0D 1 AE T EPATE FE 0> M O HERS BRI RO MAEHEPA LR (C— Cipp) OHERS

E) FPAIIZ N2 G0 BWEEIRT 5 Z L I2 L 0 ARNIEEL CW DB CTH 5, [HADEEIED
EVMT SR 5 M EPATR EE D& WM IET 5 72012, 55 OS RN OEPAIREE (C) b, &5
AIOWE (Cupy) Z5IWTEEME (C—Cpyy) AW TREFZHER 2R LT,
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- YRR SRR ?
fREFE RN B 1204 255 L LT m A4 — "—1KIC X U RHK & =357 — LS B AR OB
(EPA-E& L T2700mg) L. $5-72FE[#4 £ CTo I HHEPASRE 2 JE L 7=,
AHKI2700mg (177 7 /VHIZEPA-E 300mg% & 3 24k B 72/ X9h 7 /V) ZRIE1053%I12H
B8 e U 72 Rp D A rPyR BRI, $ 5-6WFI12 IS BemifIf165. 4w g/mLIZE L7z, £72. [AERICT
NT =S (IEAHFIZERIE DS 7w Hl455 7 (EPA-EL LTCT900mg) % & desyaldh X 34))
Z 5 U 7o RO I R R VP -6 R R A4 L S B B 153, T g/mL T W | Afl & = XF—1 S &
WEAEMFRICRETH D LB ST,

() AAN DA S - 1B &IF900mgE TTH 5,

(pg/mL)
250 .

—a—TI /T —IJIS

Qe TINT — IV 7 RIL300

@i vmES
g 8

:

&
(=]
1

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

MPEPAREDFHEDHS (FH{ELS.D.)
HEMBRELHINT A —4

EPADSARNIZREIZFET 2 EMEE CTH 0 | e EAiER X ORI E A ZEN K E W=, i
PRI D72 D DET Y TITD D - LITITERENH A &2 ERE»SEH L,

Cmax AUC0*72h Tmax MRT
(1 g/mL) (1 g+hr/mL) (hr) (hr)
I/NT—ILS 153.72%+61. 20 | 4221.37%1257.83 | 6.60%1. 85 |31.84=F1.42

I/NTFT—I)LATHEIL300 | 155.43+67.89 |4328.24+1053.27 | 6.70E1.87 [31. 72+1. 64

mean4S. D.
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2) REH®REHR

AT/RF—ILH TEIL300 (600mg/[E x 3[E/H. 900mg/[E x 2[E/H 8HAR) *%
fatBEpl A B BES ] 1C = R — L 1 2 13004 1[E1900mg., 1 H 28] (5 - 47) & 5 VM 1[E]600mg,
LH3[E (B - B - %), BREZICSAMREROIRS L,
M AEHEPASR L 13 5 A HUCHE W R A I EH L, WTNORIZB W T HE55~6H BIZEHF K
elcEL,
1 A 2[E1E HHED Cog, nax D EEIEIELL H 3[E1H 58 O IE & bLlg L C0. 935, Cos, min D FHIMEIL0. 99
. Cas, ave X OMAUC 24, D FIIFENTO0. 9TE | t1oDFEHIEITL. 1065 TH D | 1 H 2B 5-FE D 4 FEPA
DIEYBNEE /R T A — & (X1 H3EFEGRE LB L Tz,

EPAD EMENRE/NS A — 2 D EHHKETE

- v ; SEEIED

GPRE L weme |0 e | | R | e | Rokd | miosoe (s
TRRfE | EFRAE

Cos,max LE2[ESHE | 8 75.98 | 15.133 56. 4 83. 00 90. 8 63. 32 88. 63
(ug/mL) LH3E#5RE | 8 81.76 | 12.325 64.6 78. 80 101.0 71. 46 92.07
Cas.min LH2EIEEGHE | 8 60.36 | 14.231 40.9 63. 25 79.0 48. 47 72.26
(ug/mL) LE3EEGHE | 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
(u g/mL) LA3EHGHE | 8 | 65.086 | 14.0522 | 40.64 | 64.365 81.74 53.338 | 76.834
AUCy s LA2EFEEHE | 8 | 1510.93 | 335.999 | 1065.1 | 1613.85 | 1926.0 | 1230.02 | 1791.83
(pg-hr/mL) | 1A3E[FEEHE | 8 | 1562.08 | 337.2568 | 975.3 | 1544.75 | 1961.8 | 1280.12 | 1844.03
Ty LE2[EESHE | 8 65.09 | 20.852 38.4 61.05 109. 6 47.65 82.52
(hr) LH3E#5RE | 8 58.91 11.517 45.1 60. 15 74. 4 49. 28 68. 54

D ERIRIBIC BT D e L PR

D ERRIBIZ BT D R PR

Cosave : EHFRIBIZ T D M AE PR

AUCq oy, $E5-8 H A OB G-BHARD & 24F 1 F T o> M i — IRe ] i T T Ao
iy o HLHEHH 2R -8

Css, max

Cs,min
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150 1

100

EE(ug/mL)

504 .

e SERE,
. n=8/4 & 5.1

MmAghEPAE
-
L ]
o
oe

0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204 216
BE%BEM(hr.)
®:1H2ExE5E O:183 %58

MEEFFEPAEEDHE

150
T
E
~
b0 100
=
#
o £
E ti""‘"::‘?;#‘\““o-”f\_\k#: s e ‘.
g 50 T e
g _ LA fE AR
g n=8/4&- Pt 5-HE

0_

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
HE®BER (hr)
@ 1H2E1158 O:1H3EJ‘EEH

MmiFHEPAIREDHER (X588 B LUR)

- Ak

HEFRLIIIAIAIE G TIIRO o7z, 1H2REGRETIE37. 5% (3/8%1, 444) (ZF
b, WNERIE. ALTHEINSSHI3M:, ASTHIMMAS 1B ToH V| FREE I CALE 72 < [ L7z,
ETOREEFRIIERE L ORRBEEAGTETE T, BEH L HE S,

HELAEFR, BERAEFFLLNNERER G HILICE > AFRELITR O bR o7z,
ko Z &t 1800mg/ HA1H2ME] (], 4) &HAHWIIH3E (], B, ¥). BREZIC8HAM
G Lz & & OREMER OEBFMEICHBEITERD S o7z,
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@I /NF—ILA FTEIL300 (600mg/[E x 3[E]/H. 900mg/[E] x 3[E]/H 28HRK])
RN B =T — L T 72 13004 1800mg/day (844) & 721X2700mg/day (744) %28 H [#]
SRR DG (BREE (BE305LIN)) Uiz, I e 138 540 1B R #% C e wR eI E
L. EFRETHEE GO RREIREDKL 5~2fFTh o7,

(xg/mL)
300 -
250
200 -
150
100
50 - —— 1800mg/day
==== 2700mg/day
0 - T T T T T T
P50 24hr 1w 2w Iw aw
e
R 5EEOMmMIEPEPAREDEEDHT
#5801 24hr 1w 2w 3W 4y
mean 46. 16 66. 78 189. 50 163. 50 198. 16 197. 76
1800mg +8S.D. +21.1 +31.3 +78.4 +49.3 +66.6 +73.9
(f5i%0) (8) (8) (8) (8) (8) (8)
mean 33. 33 62. 33 159. 79 172. 37 125. 61 188. 33
2700mg +8S.D. +25.0 +27.1 +46.8 +46.6 +25.0 +44.5
(f5i%0) (7) (7) (7) (7) (7) (6)
(pg/mL)
(£ pg/mL)
240
220
200 -
180 -
160 -
140 4
120 -
100 -
80
60
40 -
20 4 - — 1800mg/day
04 === 2700mg/day
-20 B T T T T T T
5 24hr 1 3w dw

" v
EHRREREOMBEREPAEREE (C—Cosy) DR
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58 24hr W 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
(F1%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
(F1%0 (7) (7) (7) (7 (7 (6)
(pg/mL)

) BPAIRZNEZGLEMEEINT 2 Z LI X AKNICIFEL TW2ENBCTH L, MAOREIED
BEWIZH T DM AEPAIEEDBEWEZMIET 572012, HE5HOKEHOEPAEE (C) b, &5
ATOREE (Cauw) ZBIWIZHUE (C—Cgyp) & W TRIF MR 2R LT,

HEN), BRABL RN S ATGADO—DODEEL L TEPA/AMER IS HWBRE, &2 T
el 5B DT — X N BEPA/AAL 2B Uiz, MAEHPEPA/AALLIE, BH-LEMBZ I 02 X,
ARG LV 1L 2~1. 5% T B Uiz, mAEPEPAJREEIE & [ARFCHIE L7127 7 % R fE (AA)
BEIZIIRE REEFTRD 2o T,

— 1800mg/day

_Ag 2.0 9 ---- 2700mg/day
1.5 -
R I S (S o i
= 0
0.5
0.0 4 T T T T T T
P50 24hr 1w 2w 3w aw
TREfE
EIR SR H 1T HEPA/AALL D HEFE
5 24hr W 2w 3W 4w
mean 0. 331 0.497 1. 127 1. 151 1. 495 1. 429
1800mg +S.D. +0. 12 +0. 16 +0. 28 +0. 35 +0.60 +0. 42
(1% (8) (8) (8) (8) (8) (8)
mean 0.215 0. 408 1. 009 1. 202 1. 210 1. 315
2700mg +S.D. +0. 09 +0. 07 +0.13 +0. 12 +0. 18 +0. 14
(1% (7) (7) (7) (7) (7) (6)
(1 g/mL)
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(e gg/mlL)
300 -

—— 1800mg/day
==== 2700mg/day

#&% il 24Ihr 1w 2w 3w aw
TREfE

EEREBOMIEPAAEED T

B 580 24hr 1w A 3w 4y
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
(f5i%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)
(pg/mL)

(3) hElE
MM ER e L

(4) BE - HRFEOFE
BETHLUVERTOMPRE
fat Bk A %344 IZEPA-E 4800mg % HA[AI#E 1% 5- L 7= t% O M v 13l i O E A& T Tl 56
e I B 2 L (70,49 1w g/mL) . 24FERA# IR, IZITHRERMEICRE > 7=,
F 7o, MATFAAREE D EFRIIEPAIZEE L/INS W36 4, W OFE FCILREOHEB 2R L
Tme ZHUTEBRL-EBHETOAMORINIC LD EDEEZ BT,
EPA/AALE & MAEHEPAJR B & [RIARIC B3 L Gl OB R T Cldk 56 12 12 K miiE0. 5204 7k L
77
He T CTORMBRICBWTIE, MFEPEPAIRE D FFITITE A RO N o T=, AKX ENE
BRICC, WL, FIZY V3R a 0 UCTIRTEERICEBATT 5 2 E D HER SN TN D08, @ﬁ
TIZBWTIMAEFEPAIRE D EF-NRBO SR T2 DIL EPADIGN B U S ~DOFET
JEHER DR BE N O DB HEE L THRETHDI O EE XN, 2B, TQ—’??’;%ZALH!F
M OARE ORE FF TG RO BPEELEX T DLEEZLND,

() AHNOAGE SN ETREZLTHY . 1A ETIONGE TTH D,
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BHEKRESHEBRICHITHMFHREPAREE., AMEES K UEPA/AADHETS

i a=an) ohrig 4hrig 6hrig 8hrig 24hri%
EPA 41. 62 55. 48 60. 05 70. 49 67.15 51.50
- (p 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
- (u g/mL) +21.92 +24.96 +18.62 +96. 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
" (u g/mL) +10. 71 +13.84 +14. 60 +14. 64 +18. 40 +13.87
%i AA 106. 33 113. 11 118.27 110. 55 119. 28 130. 26
- (p 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. RMEEBIINS A—4
(1) 84T
DR L

(2) WRINERFE E
MM ER e L

(3) HEEEEH
MR L

@ FUTF YR
DR L

(5) NTWER
MR L

(6) Z0tt
DR L

3. BEH (REaL—3av) fm

(1) BfAE
MM ER e L

(2) 185 A — S EBER
MR L
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4. IR
(%]
.5 V] |~ 59, 60)
<H[EHEE5>
- MAPiRE
Heds L OMEZ » MZMC-EPA-E 30mg/kgZ Hi[EIFR N5 L7z & & | Mk H 6 K OIS A el
FEVTMERE & BT IR ISR m M A2 R L, D2 ME IR T L7, A i R 0 v -
HINIHET o FH1L. 73 L O B FH33. 6RFfE], T o FH6. 936 L TN B HH24. TREH CTh o 72,

#%HE ( g eq EPA—E/mL)

24
B (hr)
Z v F30mg/kegE R OFRSHABRICHS ITA2MAERE KU MIERREREEE

- Y UNGEE
HEZ > MIZYMC-FPA-E 30mg/kgZ BA[AIRE OG- L7z & &, U v S i REIR BE 1320k C B 5.
L. 2B R ISR RISz L, DI RICIK T U7, S B RIS E U7 Mg R 2 o0 134
frLm, ~ROEHERR L FEIC, T LTY U220 L TRBRICBITT DD &
EZ BT,
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#0 (g eq EPA—E/mL)

BEfE (hr)

i

Hoy FEERESHERIZE TS L AhRESRERE

- B ERIRE
HEZ > b OFEERIGE NIZ'C-EPA-E  30mg/kg% # G- L 7= & & O A B REdR 1 X3 R £ 12
EEfEZ R L, 2405% OB E T EIT4. 6% LK< . EPA-EDGE 2> 6 OWRIIE95. 4% & |
B CThH-oT,

* REIDEE T FILEIZ DT
I8 7> & ORI T\ e, O E G SHZEPA-EIZ T & L TMES LX) Iz n Tt
TFMEEND EEZLNDH, —#Y S E R TRMMLICBATY 5 WTHEMED & B EPA-BIZ MK b
L<IEMFIC W Tz TFAfband b o LRI LD,

<REHS> 9
HEZ >~ MZMC-EPA-E 30mg/kgZ 1 H1EI12H M0 I LR NG Lz & &, mgd s X O
O RETR B X TR B 52 I RIEEFIRBICZE L, 1R 5 OREDORS. THEB LU 9% TH

> 7,

157
3
2 e AT VT
|, 10 -
= R
S 7
g 7
X 5 _tr
2 i
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)

HSy FREZORSHRICE THMES L VMEBEPRFERE
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.,r x 59)
A XITMC-EPA-E 30mg/kgZ HAMAIRR A5 Uiz & & M i Be s B 138 524 4 12 i
a2 R L, IR IH R o 116, TR X OV B FH8 1. 6FERI D 2F0 1M TIK T L 7=,

5. 9
(1) Ii%k—EIrT @Bt

B R L

(5%&]

[ k4wl
HC-EPAZ W T, ~ 7 ADORMZFEDE L, MIMBEI P 283 2 ot Lz & 2 A, “C-EPA
MIEANA~BIT LT Z E RSN, £/, UV AMEEY X — b EAWTHRE Tk, Mk
BIF M AELE S B B A NI ~D R E XD T2 TH 0 . MC-DHARM-T 7 B /R4 & [EEIC
MBS 2 B I EE 5 2 & ARl sz 9,

| AV

7w NMIEPA-EZ R OG- U, MIRE P IRRAEE i 2 E L7 & 2 A, FEIEIFHIZEPAR LY
DHASY D | 523038 S 4u. EPA-E M e ik B P @il 23 =i S 7= 62,
7/ha%EME%ﬁu&5L IAPNERAER 7y B & 7= & 2 AL 1A% 524 % Tld, ik
SHEPEDSEPATS L ODPASY BN MERE S AV 03 . BRI 5-24K¢ ] 5 &L OV 68 £ 121, EPASY
ﬁ@ménf\wuﬂxmmﬂ W BE DS HERR S U7~ EPAI IR MM EE PH % 8@ L TMPNIC
IV IAENTZH%, DPAR L ODHA~E RSN D Z LAV sz 9,

<A TODREREER B>

o>y k
“C-EPA%Z 7 v MUBKETEAAHZIZ, IMN~OR D IAZREZBIE LTz L Z A, BEHEEDIX
EAEIIMAY VIR ﬁ@bfwtﬁ EPAZIET & L TIE9% LOMFEL T b1, Z DOftll
B &{b. % 5217 TDPAXCPDHA, & DML ORI~ &R STz, —J7, MNIZZ SIFEL TV
HREMIEEDIFE T D75V I F U OWTRBRIZBIE LT &L 2 A, ED56%03 NV I F Uk
h ETHIN Y VIBEICIFE L TW=Z &b, EPAIZININ TES ITh= 2 T b= B ik %
ZATRT BN ME W E B 2 BT Y

(2) ik — B ERAFI BB
TR L

(%]

OB F~ADEITHE (Tv )
fER12H OMEZ » MZHMC-EPA-E 30mg/kgZ B[R D85 L= *,
FEAF R D S S RETR B 1%, G- 1R IR REERMAE TR EE D 1/10TH -~ 7228, IR ICIE1/2
LR 245 CRmIE A R L, REERMAETFEE DL 9fF L Ao T,
feiE R O RERRE b RIBRIC B5A L, B G240 ICRmE AR L, REER e R o 3. 6%
oo, FKOWREEITRERIMSEFIRE D1/100 F 2 Lo T2,
JAAF1VE Y 7= 0\ ZFRAFT D T I G U RE 0. 008% & K- 7,
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AER19 0 OMEZ ~ MZYMC-EPA-E 30mg/kg % HilAlfE OB 5 L7z,

FRAE OB RERR LI, B 5- 1R T RERMAE IR EE D 1/50 Td o 7228, IR #£121%1/2
L7e 0| 24KFEIE Oz m L. REERIAEIREE D1, 65 & e o7, & 5-48IR¢fH#% Tld24mF
M%OBEE X VKT Lz, REmERRED2. 3 ThH - 72,

FEATF DO FAREAIRE 13, B 5-1RE % TIXO T b R IRE O 1/20LL FCh o 7o, B5-95F
% TS REERMAE PR DL 2655 R L, IBROBRE LY BECTh o7, £z, BFOMIX
FEERN & 0 R EE Cdo o 7273, D BRFREAR PN IR EE 1 RIS T 2 REBRIAR D YR EE X D Ko 7o, 2
F24KF% TIEA AR 1) 370 ORI OIRE L 0 o0@ o 7203, i % bR & Rk
MAERREE X 0 & < | 3™ 2 RERFLRR OB X 0 (Ko 7=, BEHA8RERI#L TIXW 3740 b 245
O L VKT L2AS, BB Z O CIEs s 2 BEEERR DI L v @7,

fafEd X OVEK O F RE IR B 13 5 ORI IS e i 2R L7223, WL & REBR AT i i
VIR > T2, BEAFIVE S 72 0 ITFRAT T B U BRI T 5 U RE 0. 44% L& - 72,

(3) HA~OBTHE
AR L

(%]
BT OMET ~ MZUC-EPA-E 30mg/kg& HilAlFR O 5 L7~
HLATE N O LI O BRI 1T eI L 0 B L. 24REEIRR ISR EE A L, [RIRELZ
TE U7 ML P T BRI E D 1415 L B T - 72, #5964 (IR 24 DI E D1/512F
TEFLE @,

(4) BEBR~DBITH
MM ER e L

(5) ZDHDIEHADBTHE
R L

(%]

QHEmEZE
<EBHBA~ADDH (Tv k) >
AV
MC-EPA-E 30mg/kgZ HA[AIFE M5 L7z °9,
BH 1% CliE, LB ZRE, HFoRERKLEL. KON TLTH-72, oMk Tix
WL MEPRELVIRETH -7,
BEHORF% Tl LB ZBRZEIE PR bE <. RWTH., BE B OB alEl»
R O2ELL EOREZ R LT,
B 245 Clx, BAIEARbE <, ROTEIE, B X OEcEr-oT,
BE1HEB% CIX BB AERELZMER L TR, METREDT2. 26 TH-7-, 7.
Wi, AEiERE. KER L OEIROBE 2405 ORE LY EH Lz, —F., Mg REIX
MBEFIREE LD SR LAy, ZAUEEPAS L < IZZF OB BRI U VIR ERERK
e LTHRYIAEND =D EEZBND,
BH3EM%Z TIE, WTINOMEBRICE DN TH LEBZOEE X VKT L, &k KSR ER
WZEE L, . BhRIS K OV & RO TR NIR E IR E Ch - 72, — 7. I CII M REDH
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KITB - 123, ZHITREEO SR EFEIIRN RS (A~ A Eh, U CEE O
oL RblehtEZLND,
MR MRIE, BIEMIHZE C T, AelEl,. BRBLORETRIETH -7,

- WSy b

"C-EPA-E 30mg/kgZ HilalRE 5 L= *,

BRI Tl LB ZBRZEIE . BEalElik X OFORENE <, WRWT FIEEK, H
BTN N L= W%%izﬁ“ﬂ’%fﬁ‘wﬁfﬁ%% L7

BeH- 24 ITL Tk, s, R, BT, B8, RS X O CEIREZ R LT,

&5 1EM®% TIE, BB, BealEl. %%éﬂaﬂjmoto“ BEDOWEENE o T2H5, . BhR.
AL ARIEIER L OB 2 B < oM ik, W bt U, ARk EE 1K
L7

FERRN AR I & RIBRIC B 28 U HEIE R B L ORE CRIETHh - 1=,

<Y LUnFEH)REB~NODH (Tv ) >

HEZ ~ MIZMC-EPA-E 30mg/kgZ HiERE A& 5 Lz ©,

BeHORERI# FTO Y LS EEIXT4. T% R A v 2 7 1 2, 24. 0%23VLDLIZ 43AR L 7=,
M RT3 - 1% CIR49. T% B A 1 2 7 1 2, 23. 0% 23VLDLIZ, 18. 1% ASHDL
KO ELREO Y REABDITOAM LTIz, BEIRMEZ TIII A2 I 7 v VLDL~O5A I
%ﬂ%“ﬂ% 2%, 12.3% E{E N L., HDLE Y mHED Y REH W4 ~D534i1329. 6% & HN
L7, WP 524RERA% CII A v 2 7 1, VLDL~D43Hi1E35. 9%, 7.5% LK F L.
HDL X ¥ ﬁttim U RE AW ~D 341342, 0% BN L=, $72b b, &5 S 7-EPA-BIX
A4mIrart L !iVLDL&:HX DIAER, Vo _Zfm L CiEhicB T Lz, BEo
e EBICIVELED Y REA~BITT D EHE SN,

<Y UNHhEE~ADOHLT (TV ) >

HEZ > MZMC-EPA-E 30mg/kgZ H[AIRE &5 L= &,

B H5IRE % E TIZ U o NHRICBAT L7 6E1E90. 2%73> MU ZUEY RIZHMm L T.0%5
U URREIC A LIz, 2 L AT a— L= 27 L8 K ORI ER S ~ D AR X3 T
BTz,

RPEE~OHH (TY ) >
ﬁk&7 > MZYMC-EPA-E 30mg/kgZ% H[RIRE &5 L7z ©,
BeH24REM% TIX, U Z V&Y RiZ35.0%., V /Hb’?’? 726.9%. I L AT H—)LT AT )L
221, 7%, WEBENRIATRIZ2. 0% 34 L, & O OE 532 14, 4% 55040 Lz,
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OXEHRE
<ZHMBA~ODHE (SYF) >

W7~ MIZMC-EPA-E 30mg/kgZ 1 H1[A12H MM K U O&E Lz 9,
AR R LR ARG L & & 085240 % OB N BERE 1X, WP ofkkic
WTH IR GRS TE L, FICKEB X OB AR oo, S HITHED LL&“%‘L
AT DACHE > CHURR PR EE X L5 U, 12 B IR 0 IR L& 548 Tid, 1R GRS RT3, 5
~A5fE L 720 . RIS, B X O ACIEORE D ERRREHo T2,
12 A MY K LESOLRB% T, MBI OVEHORENFEGHKE T24RR%Z LY EH Lz
23, OB TIINTI IR T L7z, 12H G O3B % Tl B X OVEBEO R E 13K
TL., oML E DI T LA, W, Bk, ik, Bk, =, Sk LOoaaiEic
BT B REDO TR IT M OMARIZ LB~ 72,

miFhEE~DDH (Tv k) >
7”’%7 > MZMC-EPA-E 30mg/kgZ 1 H 1[A]12 H RJ#e 0 I LR O &5 Lz @,
HeZ ~ b O1a% 5 1R Tk, AP RSEEIX h U 7 U & U Rizse. 0%\ U U NEEIT5. 7%,
I VAT =L RTIUISE. 5%, BERENRIAERIZ2. T%mAh Lz, #EGIRfM% TIZ, MU
Ut RIZs7.0%, 2 L AT a—/LT A7 /)L1223.0%. U VIEEIZ17. 5%5540 L= A, ek
REABRIZIXIZ E A ERO B oTo, S BICHEG24KM% TIX. RV 7 U & ) R1243. 4%,
L AT — )L AT V25, 3%, U UHEEIZ23. 6% 554 L, WEEENRIAMRIZIXIZ & A KR
BNy T, EPA-ED 1A 1§ 512 & 2 i H U RE 0 40 A T X R oo fekal) k bz hY o
VY RO AAENFED LY VIEEB LRI VAT B — )L AT )L ~O A3 AN L
Too — . AR, 2BMEHEEGEEN/EML T, MY 7YY R~O0F R 524
% LA EEDLLRNSTZN, T L AT B — /LT AT L ~O R RE D 430 R
L. U UVBREA~OGAARITIEM LT, EBERER I IO TDGE HIZE A ERD i h
Sl, B2 7 VERY R 7 U®Y M:a@%@ﬂﬁ@ DDA ITR 2 ZHM L, 12H
MG 1A% Tk & o7z,
B, MEHE NV Z7UEY FHEORBEMERNY 708D ROEEZ, 1REEL, 936 L U248
T, TNEN5.55, 1.51BXLV0.37% TH V., ¥ UIREFOREHED U IRE O =R T
FNEI0.06, 0. 278 L 0.17%., L AT a— )L AT LHOHEa L 2T o —1x
AT VD HFRITFILZEH0. 05, 0.563 L 1N0.38% Tdh -7, 4HRM. 120/ & HEHEREE O
meEHIZ b 70t RBEOY VIFEFR OB MERREORITHEM L7, 2L AT
— VAT IVTIHIEIL Lo 7z,

<EHBBHEE~OLH (Sv k) >
7 » MICHMC-EPA-E 30mg/kgZ 1 H1[A12 H B0 K LR O#&E Lz %,

BF : 1A 590k L 024k 2R D &L UV UV IBE~ODARITI N 7)Y R~D5y
ML @< BROREE &b ) 7' F~OSmRIEED L, U VIRE~D 5
EBREM LTz, 2 VAT r— L= X7 LE XL OEREIEIEE~D BERED SR ITb T Th
o7z, Flo. 4HR, 12BMEHEGEEOEME EHLIZ R 7YY RAODFHARTI HIT
WAL, U UIRE R K OERERER R ~D AR =X L7,
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BEER : W T oORERFFIZIBWTH5. 6% LR R Y 77U & U RIZHfhL, oy
HF LA ERD B> T, —MRITHREIIRRIT NN & U TR R Y 70 &Y Fo
BCTHYIAEND Z &M D, EPA-EIZHOWTH LD —ERIIRTEAEN & L TR H Y 1A
FNoLbDEEZLND,

i 1A G9RERI %3 K OR4AREf#E TH B & U VIEE A~ RN E L R oRkiE s &b
\CEBEAENAER, NV 7V Y RO MmRITRAD L, U VIEE~OSMRNEM L=, 120
MR 0 R L 5% TIE W T ORIEREIC BT H91. 9%LL B3 Y U IEEIC 54 L=,

B : W ORERENIZ B DT B M B EED90. 0% LA B3 Y R0 LT,

AR - 120 R0 O L2405/ ©, BIIRNBUNBEIZ R Y 77U &Y Ri245.3%., U U 8E
1235, T% 04 L=,

<YUIRBEES~ADHH (Tv k) >
HEZ ~ NIZMC-EPA-E 30mg/kgx 1 H1EN2HRM VR LEOEG Lz &0 ) I8 diE 4y
~DEFRED 3 A 2 iat Lz

B : B GORFIER £ TITAT Y VIREB O ICH D A EN TSR, 74 AT 7 F T H )
— VT X UEATIT36.9%, T A AT 7 F A Y LHEIAITES. T% 54 LT, B4 DR O
R Fs LU G OEME L bIZT AT 7 FUNTE ) =T I V@G ~D AR
BNL, 74277 FUNa ) SO T oA SR b, B, T
AT 7 FINRY SEGBERT 4 AT 7 FONA /2 b= VBT SOGHHRT TR
HERRICENTHEDTNTHY  FLAEE LR oT,

i BHIFMBETCICTI A AT 7 FUNTH ) — LT I UEZIZ30.5%, T AT 7TV
b3 EGPIZ62. 0%5340 LTz, #&5-% DR Offil s L OB GBI oM E & H127 4+ A
Ty FUNTE ) —)VT I VBSOS REO AR RIIEM L, 7 A AT 7 F U
~DBARITID LT IFE BRI 7+ 27 7 F OB VDB LORTZ+ A7 7 F I
A ¥ M= VBSOS ED 3R IT DT Th o7z,

fi¥ : BHIEMB ETICTIART 7 FUNTH ) —)VT I VEGFIZ40. 4%, T4+ AT 7TV
Nl UEGIIZ28. 5% 045 LT, PR X WL SR 74 A7 7 F U Y VEsy, 7
FAT 7 FUNA Y F—IVEGE L OF OMOBESFIC S ZNFNS. 2, 8. 08 L M4, 8% 4y
i UTzo T LV & [RIERIC, #5142 DR OfE I L ORGEEOEME & bIiZ 7+ 27
7 FUNTE ) =T I VEG SO REDSAARITEIN L, 7+ AT 7 F N Y SHEGy
SOSHRITBA LIz, 74 A7 7T Uk U VHEG~DOoAmA b ML,

DLEDZ v MEOBEREO Y VRREHEE S ~D S fER S, EBPA-EIZFE LT 7+ A7 7
FONaY VG T F AT T FINTH )= AT I UESA~BDIAEND I E RSN
7~
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(6) MIFEEHE
EEER L

(%]

HEZ » MZHC-EPA-EZ BRI A& Lz & & 51, 935 L U24RHI 1% O MR AR & 3I%
3mym&5?M%ﬂ%ﬂ%J¢m5%;@%5%?%@Jmmym&ﬁﬁm%M%M%Jﬁ&S
BLO98. 8% TH - 7=,

HEA X1230meg/kg & BRI O 5 L7z & & O MEE AR A RIT. K598 L 04 % T2t hTh
96. T3 L N98. 7% TH - 7=,

Ul X227y MO X &b MSEFHERED KE /T MR A L FEA LTz 29,

6. it
(1) RBIERGL K UM BRI

EPA-EOWLINAR, R OfER L OMFEER R, WO in vitroll BT B R#EHRER%E 2% 2 0k
L EL BUTRT &0 R USRS HEE S iz, T2 6, EPA-EIVINMEIZI W T T (ka1 F
2%, N ZURYD ROV UIREZEOEEIEEE L TERYIAENR, Vo Bl OMmEEKEE LT
BAREA~BATE, D LIEEMEBOTLE LT Fary RY TIZBWT BkIZ XL v 7 F /L CoA
WCETRE S, TCARIERIZ Ko TREEN AR LUK E 7o TIRAMZ BRI S VD, — B, —iE
71— KB WTIRFZHOME KGR L OREEFEISIT £ Y DPAFR L UDHAICRE# S s & o
LEZ LN,

51T, fRHMDPASCDHA & BRI 1, B82S L <IZEPANEHa I 7=, B ER{LF K OTCAEIEE I
K VIRBEIT A LKICRB SN Db O EHE I,

CooM ——y

DHA
Ak
Com ™

DPA

HRMmEL pERME

COOCz Hs COOH

EPA E EPA
/ ', AL

Acetyl —-CoA +———

!

CO2+Hz20

!

B

EPA-E® HE 7E X R ER
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(2) RBE5TDEE (CYPH) OHTFA. H5%
TR L

(3) YEEASHENDEERVZDEES
MM ER e L

(4) REMOFHEOEERVENEL., FELE
MM ER e L

(5%&]

FRT T VU IMARTE T M G (EPA, DPA, DHA) Z & BETHICRR OG- LIz & 2 A,
it FRRECOBNC MARTER N ER O D= D% L, EPABR 5B T2/, DPA, DHAX 5.8 TN F 34
W U MARTERR AR D B o722 b, R b IR ARIEIER N 5 Z & 3RiE
=n7- 9,

7. i
g L

(%]

ORH, EhEIUERIADHM (v k. 4 X) 59
7 v MZ 4C-EPA-E 30mg/kg # ¥R A& G Lz &, &5 24 B £ CoRP., #EhEB
L O~ PR 1T, HETENZEN 2.0, 14.8, 39.6%., M TZNZFh 2.5, 13.5, 42.7%
Thotz, £ . F 5 168 Kt £ CoOHR=RIT ETEN T 2.7.16.7,.44.4% (Gt 63.8%) .
MEcEnEh 3.3, 18.3. 51.4% (§+73.0%) TH 7=,
A XTlix, B 5 24 FEf% £ CIORTIZ 0.7%., #EHIZ 16.8% 23 HEE 4L, #5168 K%
FTIZRHIZ 1.0%, FEHIZ 19.2% 23k 7=,
UL ED X 912 UC-EPA-E # 54, MSfEIZ T & L TR PIcHE S =28, Zhid sk
FOTCABIBIZ L > TR A LRI ENDZ Lk b EEZBND,

OfE+h~DHEM (T k) 59

14C-EPA-E 30mg/kg # HiEf& A5 L7 ~ M ORIz, &5 24 KefElig £ Cloix b
FHRED 0.18% 23kl S DI E 220 o 7,

L7=23- T, #Eh Pt S 72U RED 2 <1, RN D 14C-EPA-E ICHKXTHHDEE X
BTz,

8 b5LRK—5—(HIY BIEH
B L

9. BNFICLDIBRER
M ER e L
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10.

11.

BEOEBEET 5B%
AR L

Z Dt
M ER e L
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. e (FRLOIEF ST LHHEE

T

ERNBEFTNDER
TIN TN

5

2. ERAREZTDERH
2. BE (ROBHIZIIERELEWNI &)
2.1 Hifl LCTWa B (AR, B e essiE, L& EE. RE M, vgif, &4 im %)
[IEMm2AREL 2 BFN01H 5, ]
22 3I7x2FYVARRY I VTFRA N EBREFORE [10.1 ]
[f2s%] 2.1 AFNTHuU/ MRIER 264228 L0, HLL TWAHEE~OFKGITIEMAKREEL 725
BENLH D,
223727V RAR e IVTRANI (GBS AT 4—TORy ) OBFIHRILED
BAMAEXY, I T72FY ARy s YT A M= EOFICET D EEL A B8N
FoE LT,

L

%

3. MEXIHMRICEHET HIE L TDER
(V. 2. WEEIIBRICEES H1ER] 223MT 528

4. ABZERUVRAEICHAET 5B L TDOER
REIILTWVN

5. EELEARMIZE L ETNEH

8. EELEARNEE
(FAEMBIRELEIZES BES. BRESSIUAROBE)
8.1 GBI HT-» CIIRiEA %+ B L, AAITHRERB A LN WEAIZIE, 52 HiL, fh
DLV R 252 &, o, RABRGHITEMOICMEREZIT ) 2 EDEE LU,
(&g MsE)
8.2 H o ULO@EIBMIETER D IEAR Th 2 BIFFIELITV, BICTEIEFEC R ML - MYESE o i
HORBOV R7 77 7 X —OREELHIEETHZ &,
8.3 Behr i PR A TR L, 1RIEICKHT 2 ISR b WGE Ik 5% ik
TH L,
[FEER] 8.1 ARAIDFHE R IS BHRBATH D Z L 2B ELERE LT,
8.2~8.3 XY T 4T T —h, VIUNRRALZFUEIZHER SN TV D EIEIIERF I
R ILEOBEELLERMERFETH Y . AFNZBWT Lo @G miE AN HE T,
[FREICRRE LT,

6. RENDEREZAT HEEICHT IR
(1) EHHE - BERFOHSEE
9.1 &HHE - IEEZFDHLHESE
9.1.1 HMZBMRITIKEENDHDEE

62



(1) AR#ETOEE
(2) HmtERDH 5 EE
() FMEFELTLIEE

[BRER] 9. 1.1 AFIIpui MAEM 2795 2 & K0 HiufHim o & 2 BE ~0& G i 2B & 4
L2BTNDRD D,

(2) BHaEETRSE
REI LTV

(3) Fr#sefE=EEE
BIE STV

(4) 4hEge=ET 5%
REI LTV

(5) 14w

9.5 1EIF
B0 AR L C WA ATREME O & D e MEIZ i, 18R oA M EREE B 5 &l i d
BERICOREETDHZ &,

[(fEER] B FERR (T v b, UHE) IZBWT, EHEEAITRD DT RN, BRI
BOTHIBICRIFTEEBICETIEN 2V b, Eidom#&ELr:, (X, 2.
(5) AFEFRATEERBR ] OHESMR)

(6) RELIF

9.6 #R7LIR
1B O R ORFURB OIS Z B IE L, RILOMG I L2 B2 2 &, # s
B (7 v ) THIHRICBIT T2 2 &nmESn T D,

[BRE5] B FERR (T v b)) I2BWT, T ~OBITHRRD 5 TWDH A, SRBEH IR S %
MHIEE N THALTOIRICB T A2EERARATHLZ ENLERE LT, TVIL 5. (3) %
H~OBATHE] O &)

(1) INRZH

9.7 IMNRZE
INVEE St G b U T2 B IWE R OV M 2 FERE & U T B AR BRI M L TV Ry,

[FRER] (CHAREND . Brald, AR, ShIR X3/ NS 25t & U BR B AGE 1T e v 2 &
5. EERowm<&E L,

&

EIN Ty

ol
=

(8)

e
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# 7. HEEH

(1) BtRZELZTOER
10.1 BtRAZE (BHRALLZWLI L)

SEHI E BRIAIELR - H 18 S5 15 By - faRA -1
RT7=2TVAR VTR I T 2T YRR I YT RA|A AV MR FILOHM
k—v b= VT & D5 i O R BE |/INRAE RIS K0 H i A3 8 8 9

AT 44—y 7 DEATLIBELLD S, LBENDRDH D,
[2.2 &HR]

(fERII 7=V RNV TR M= (JRFE4 : AT 04—y 7)) OE IR EOELMH
ZRY, 727 YAy VTR ML EOHHICET D EEMLE 2 B INERE L,

(2) HREE L ZTDHER
10.2 HEREE (BRISEE IS &)

T4 FRARIEAR - #5715 BT - faRA1
PUBEEH M 2 7T 2R’ | A 2 X Mg F V3
TATFULHY TN | D IBIER Z A4 50T, HktEH

e Al MR EEEE 2 ] 5 25 FRA
L/ RS % 4083 5 S
BEEREHRIT 5 RA L o PERIC & 0N

SN
TAEY HRNERTDEEELLND,
A RAZT

F v YRR

YaAR Y —)L EE

8. BlEA

1. 8l¥ER
ROBWEMRHHOND Z ENHDHDT, BELTFIATV, BEDBRO DNEA TS
ZHIEd 57 EEU R EZAT O T L,

(1) EXGEIER & MHER

1.1 EXGEIMEA
11.1.1 FFEEEE HEAm), BE (BEA)

AST, ALT, Al-P. y-GTP, LDH, v VU Vv %0 EH A2 FRRERETE, SHIENH b bl
LIENDD,

[fRER] HIRZ ORIERSRE IR W T, EERIFHEERE S L OSE AR L EFNER I
ZEhbiBRe L7z, (20134F 10 A)

lE_ull
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(1)

P %{iéﬁm 15 & A
| b | W SR R OULE
etk MLARAE B 900me X 2/ F AHIBEEDI» AR @EIEDT-®, =7 L L/ (50mg/H) BE5-BLA,
5O | (BABIREEE, o AABIEOTH HEll_BIEDTD, A5 /3S K (Img/H) b A,
e 604 H
L) AFHIBALEO112A /T AST : 26 TU/L, ALT : 17 TU/L, v -GTP : 40 TU/L,

ALP : 145 TU/L. UL : 0.9 mg/dL,

AFPG1HR A

S IMTHRIE I THRENR D bivizl=, MARE T
DI, AAI900mg X 2[5/ A ik HBA 44,

A 52530 B

AST : 31 IU/L. ALT : 20 IU/L. v -GTP : 44 IU/L,
ALP : 203 IU/L, #®E VU L E Y : 1.0 mg/dL,

AP 54420 B
(FIEA)
[AHIBRGRI1E2 % H %]

SRR EA-
AST : 56 IU/L, ALT : 29 IU/L. v-GTP : 177
IU/L, ALP: 244 IU/L, R U /L E Y : 1.4 mg/dL,

AHIBAAKI1EES 4 H #%

ZEGRRI, WUE L LCT % YT SO H e & AL
L, S,

KA #5603 H H
[AAIBHRERI 18 % H %]

BAIKT., HEAPE, KER) (3kg) BARD LN
72

B CHABIRESR & A2 R

AST : 767 IU/L. ALT : 869 IU/L.

v-GTP : 1149 TU/L., ALP : 411 IU/L,

AH 55604 A B
[AAIBHRERI 18 % H #%]

AR EYER, =7V L o A U F R R

AAF DS OIE : 7a L, AP : 7L,

AHIPIE3HE H2, BFETELOEBAIEOMRERGEL, &
Y kg,
JFARGHBE R IR N A ReaB L, sl & p b,
AST : 131 IU/L, ALT : 139 IU/L,
ALP : 355 IU/L. R ULt 1 0.9 mg/dL,
PR3 . =7V L v A F R R
B E 55 K5 k&
#¥5112881 | 525388 | #%544288 | 56038 E k3R
AST (GOT) (1U/L) 26 31 56 767 131
ALT (GPT) (IU/L) 17 20 29 869 139
v —GTP(IU/L) 40 44 177 1149 -
ALP (1U/L) 145 203 244 411 355
BEe Y LYY (ng/dl) 0.9 1.0 1.4 — 0.9
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(2) ZothoEI1EH

11.2 zonEEA
0.1~5%Ai BREASEA
W EIE I, T O FERGE
4 . 587 BT i . AL B A
SRR EE (=g a il
Mg 2 4%
L. T R | EE, BACREE. DN, DB,
MER e Pk, TR, R, I8 | EiRE
AT V|2
AST - ALT - Al'P- y
. -GTP-LDH - £V L
v D kRO
HEfEE
i I;)[j'i\fﬁ JVrI=
P gk, RO R
" . BAYE - BEEJK, 560 | HFE LV, IR, AR
FERARRE R < LUn
o570 e Z%?@ZEZ )IT_EIHB‘Z%'%\ fif e
FENE, JREE LS. CK | BEEL, 12 TH ., ZEL SR
D, O EFH, #hE Efﬁ@\MEL%\ﬁﬁk
HE. HE, BT, 8
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SEREEARTHEER VEKREEEEE—F
BIERFEIREH
FEMEIREILIE (=g Eingng
TAF—LH T 300 T/8T—ILH T+l 300 T/37—)L S300 - 600
As {EFRAERE {EFARHEERE . . {EFRAERE
5w B | smwsc | Gmassn | A | RERET| GR1F1A e | a4 |mmwEC| @muEos | L | 8
DRSS ~ DESEREER ~ omma | | OHsEER ~ b
Tr84£3A) FROFE12 A) e FRi14%59 A)
B E OE 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
BElEARRGHK 882 41 133 174 32 488 25 545 11 152 163 708
BI{EFRFKRAEGIE 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 A o E
(MedDRA:PT EEROEFERNRBRES (HH £ (%)
Ver.15.0)
BRES 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)
MAES LV V\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)
Hiin 26 (0.17) 4 (0.07) | 4 (0.06) 16 (0.24) 16 (0.21) 6 (0.44) | 6(0.42)| 22 (0.25)
GFERBRIE INGE 1(0.01) 1 (0.02) | 1 (0.02)
B Mk N AE 2(0.01) 1 (0.02) | 1 (0.02) 1 (0.02) 1 (0.01) 1 (0.01)
Fr M Bk HNGE 1(0.01) 1 (0.07) | 1.07)| 1 (0.01)
HmiERE [Hifgm]) 4(0.03) 4 (0.06) 4 (0.05) 4 (0.04)
RPE L UVFBEE 17(0.11) | 3 (0.71) 4 (0.07) | 7(0.11) 9 (0.14) 9 (0.12) 1 (0.07) | 1(0.07)]| 10 (0.11)
=M 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
mhUY Y+ FinE 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
T2 PR B& ML AiE 2(0.01) 1 (0.02) 1 (0.01) 1 (0.07) | 1.07| 2 (0.02)
&A1 9 LE 1(0.01) 1 (0.02) | 1(0.02)
BB 12(0.08) | 3 (0.71) |3 (0.05) | 6(0.10) 6 (0.09) 6 (0.08) 6 (0.07)
fRaEE 2(0.01) 1 .(0.02) | 1(0.02) 1 (0.02) 1(0.01) 1 (0.01)
mIkiE 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
TERSE 1(0.01) 1.(0.02) | 1(0.02)
HIRREE 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)
BREHK 1(0.01) 1 (0.02) | 1(0.02)
i 5 M 3(0.02) 3 (0.05) 3 (0.04) 3 (0.03)
IT?DE?%;:'BO%] 14 (0.09) 5 (0.09) | 5(0.08) | 1(0.24) |7 (0.11) 8 (0.11) 1 (0.07) 1 (0.07) | 9 (0.10)
BEER AR R 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
GEfE (EEdE. BEER] 13(0.09) 3 (0.05) | 3(0.05) | 1024 |7 (0.11) |1 (0.21) | 9(0.12) 1 (0.07) | 10.07) | 10 (0.11)
BEMK [LTN] 4(0.03) 2 (0.03) | 2(0.03) | 1 (0.24) 1 (0.01) 1 (0.07) | 1.07| 2 (0.02)
{EEER 4(0.03) 1 (0.02) | 1(0.02) 1 (0.02) 1 (0.01) 2 (0.15) | 2(0.14) | 3 (0.03)
HRE 1(0.01) 1.(0.02) | 1(0.02)
REE 6(0.04) 5 (0.08) [1 (0.21) | 6(0.08) 6 (0.07)
#ERRH M 2(0.01) 1 (0.02) [1 (0.21) 2 (0.03) 2 (0.02)
IRERZE 2(0.01) 2 (0.03) 2 (0.03) 2 (0.02)
#EAZ H M 2(0.01) 2 (0.03) 2 (0.03) 2 (0.02)
D EEE 7(0.05)| 1 (0.24) [2 (0.03) | 3(0.05) | 1 (0.24) |2 (0.03) 3 (0.04) 1 (0.07) | 100.07]| 4 (0.04)
BiF 7(0.05) | 1 (0.24) |2 (0.03) [3(0.05) | 1 (0.24) |2 (0.03) 3 (0.04) 1 (0.07) | 1€0.07 | 4 (0.04)
mERE 7(0.05) 3 (0.05) | 3(0.05) 2 (0.03) 2 (0.03) 2 (0.15) | 2(0.14)| 4 (0.04)
pEa 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)
Hin 1(0.01) 1 (0.02) | 1(0.02)
EFTY 2(0.01) 1.(0.02) |1(0.02 1(0.02) 1(0.01) 1 (0.01)
RS, WBSLUMREE | 1100.07) | 1 (0.24) |1 (0.02) | 2(0.03) 8 (0.12) 8 (0.11) 1 (0.07) | 100.07] 9(0.10)
1% BER 2(0.01) 1 (0.02) 1 (0.01) 1 (0.07) | 10.07)| 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)
i 28 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
NER R 3 33 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
O FENREE A B 1(0.01) 1 (0.02) 1(0.01) 1 (0.01)

*@WER DA, BIVERIE MedDRA/J(Ver.15.0) DEFE BIK /35, BAGEZ AV CER,
[ ] WiciE, EREMREHE

Fod L7,
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FAZEMENAREELIE (=3 Eingng
B I/NT—ILH T+IL 300 I/NT—ILH T 300 T/83F—)L S300 - 600
i st . {EFARHEERE . . {EFAREERE it - S {EFAREERE )
AHET | (PR243R | AET | REET| FRTELA ;Enlu FRET| A |FRNEC| (FRLZF08 | o &t
EERDIESE DEGPRERER ~ DEGPRERER ~ a)ﬁaﬁnl;E'E 15 = DEGERERER ~ Bl
FRE8 43 A) T F12 B) i Fr 1449 )
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)
RS BB 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)
LREERYE 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)
O MEZIE 1 (0.01) 1 (0.24) 1(0.01) 1 (0.01)
HIERB [B+e(F] | 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)
BLU [1IFo5] 2 (0.01) 1 (0.24) |1 (0.02) 2 (0.03)
EREE 1 (0.01) 1 (0.07) 1(0.07) | 1 (0.01)
i [ME] 1 (0.01) 1 (0.02) 1(0.01) 1 (0.01)
BiEs 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)
BaEE 2 (0.01) 2 (0.03) 2(0.03) 2 (0.02)
sl i} 1 (0.01) 1 (0.02) 1(0.01) 1 (0.01)
mp=3-¢1 1 (0.01) 1 (0.02) 1 (0.02)
A L7 [Fi] 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 R 3 (0.02) 1 (0.02) 1 (0.02) 1 (0.02) 1(0.01) 1 (0.07) 1(0.07) | 2 (0.02)
5 H M 1 (0.01) 1 (0.21) 1(0.01) 1 (0.01)
BEE 1 (0.01) 1 (0.02) 1 (0.02)
ODfERRE 1 (0.01) 1 (0.02) 1(0.01) 1 (0.01)
FFREERIEE 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)
FFRERE 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)
RERAAT 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)
RESL VR THE| 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)
BE
RIE# 1 (0.01) 1 (0.02) 1 (0.02)
E-373 1 (0.01) 1 (0.07) 1(0.07) [ 1 (0.01)
ik 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)
#IBE 1 (0.01) 1 (0.02) 1 (0.02)
BT HMm 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)
T 5 FEIE 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)
i3 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)
TOEERD 1 (0.01) 1 (0.07) 1(0.07) | 1 (0.01)
B 1 (0.01) 1 (0.02) 1 (0.02)
EWRD 3 (0.02) 3 (0.05) 3(0.04) 3 (0.03)
PEERD 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)
prar=y N
:’;;ﬁ;ggu 5 (0.03) 1 (0.24) |1 (0.02) 2 (0.03) 2 (0.03) 2(0.03) 1 (0.07) 10007 | 3 (0.03)
B &S 1 (0.01) 1 (0.24) 1 (0.02)
HEvE (EE) 2 (0.01) 1 (0.02) 1 (0.02) 1 (0.02) 1(0.01) 1 (0.01)
BAETY V< F 1 (0.01) 1 (0.07) 10.07) | 1 (0.01)
HERTRE [EHE| 1 (0.01) 1 (0.02) 1(0.01) 1 (0.01)
ER]
BEH S URBEE | 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)
mnpR 2 (0.01) 2 (0.03) 2 (0.03)
$8FR 5 (0.03) 1 (0.24) |1 (0.02) 2 (0.03) 3 (0.05) 3(0.04) 3 (0.03)
FH{=]73 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 =g MiE
S T/AF—)LH Tl 300 TAF—LH T4l 300 /37—l S300 - 600
@t R SRR sk - I SRR
B E e T | E@mET | (PRassA | B RBRET| BPRTELA | ool | agy | RERBET| (FR2EF10A | .o CH
DESHRHER ~ DESHRER ~ ’-W a?;;tsﬁ SR o ~ =
Fri84E3A) FROFE12 A) e FR144%9 A)
—f - 2HEESLV
S E 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)
9 ER A 1R % 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)
EEMEZHE 2(0.01) | 1 (0.24) 1 (0.02) 1 (0.07) 1(0.07) | 1 (0.01)
% 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)
BRR 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
SRIEE (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)
RAEMEIZE 4(0.03) 1 (0.24) 1 (0.01) 3 (0.22) 3(0.21) | 4 (0.04)
05 2 (0.01) 1 (0.02) 1 (0.01) 1 (0.07) 1(0.07) | 2 (0.02)
ERRIRE 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)
FIZVT3) FS5URTIT
~ s (LT GPD) &) | (0.01) 1 (0.02) 1 (0.01) 1 (0.01)
FIZU73/ h5VRTIS
i [ALT @PD) L5 | 4O (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)
TFANSXUEBET I/
rSYRT7T5—EE| 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
/> [AST (GOT) 1€TF]
TFANSXUEET I/
FrSURT7x5—FE1H#(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) L£&)
FFIE E Bk SIS 1(0.01) 1 (0.02) 1 (0.02)
HmEFEER 3 (0.02) 1 (0.02) 1 (0.02) 2 (0.03) 2 (0.03) 2 (0.02)
meEE ) JLE > H#Em 8 (0.05) 6 (0.09) 6 (0.08) 2 (0.15) 2(0.14) | 8 (0.09)
o LRTO—)UEm | 7(0.05) 4 (0.06) 4 (0.05) 3 (0.22) 3(0.21) | 7 (0.08)
mey L7 FURRKRFE
F— 1 [CPK £8)] | 2° (0.19) 22 (0.33) 1 (0.21) 23 (0.31) 6 (0.44) 6 (0.42) | 29 (0.33)
My L7F=28mM | 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 J Ryt m 9 (0.06) 1 (0.24) |5 (0.08) 6 (0.08) 3 (0.22) 3(0.21) | 9 (0.10)
m LB KRB R
i [LDH L8] 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)
mELES 3 (0.02) 1 (0.02) 1 (0.01) 2 (0.15) 2(0.14) | 3 (0.03)
fueh kY ZY+Y R | 4(0.03) 2 (0.03) 2 (0.03) 2 (0.15) 2 (0.14) | 4 (0.04)
MR [BUN {&fE] | 1(0.01) 1 (0.02) 1 (0.01) 1 (0.01)
MR [BUN £&] | 13 (0.09) 8 (0.12) 8 (0.11) 5 (0.36) 5 (0.35) | 13 (0.15)
Iin Hh FREE 10 2(0.01) 1 (0.21) 1(0.01) | 1 (2.17) 1(0.07) | 2 (0.02)
SFERER AN 2(0.01) 2 (0.03) 2 (0.03)
Y- IVEINESVRTTS
ZGi [7-GTP £5) 23(0.15) 15 (0.23) 15(0.20) | 1 (2.17) |7 (0.51) 8 (0.56) | 23 (0.26)
Reh D Fro¥ES 3(0.02) 1 (0.24) |2 (0.03) 3 (0.04) 3 (0.03)
AT LYYy RiEd 6(0.04) 4 (0.06) 4 (0.05) 2 (0.15) 2(0.14) | 6 (0.07)
PR e 51 10 (0.07) 10 (0.73) 10 (0.70) | 10 (0.11)
AESOEVEHD 6 (0.04) 4 (0.06) 4 (0.05) 2 (0.15) 2(0.14) | 6 (0.07)
ELE ) REERD
[HDL &) 11 (0.07) 5 (0.08) 5 (0.07) 6 (0.44) 6(0.42) | 11 (0.12)
ELE Y REAEM
[HDL 2] 1(0.01) 1 (0.07) 1(0.07) | 1 (0.01)
iR ERE 1(0.01) 1 (0.07) 10.07) | 1 (0.01)
m/REUR A 2 (0.01) 2 (0.03) 2 (0.03) 2 (0.02)
T MEREUR A 5 (0.03) 3 (0.05) 3 (0.04) 2 (0.15) 2(0.14) | 5 (0.06)
B mERER 2(0.01) 1 (0.02) 1 (0.01) 1 (0.07) 1(0.07) | 2 (0.02)
B ik &E 10 (0.07) 7 (0.11) 7 (0.09) 3 (0.22) 3(0.21) | 10 (0.11)
mn/NRE 2(0.01) 1 (0.02) 1 (0.01) 1 (0.07) 1(0.07) | 2 (0.02)
PREPERGMHE 8 (0.05) 8 (0.58) 8 (0.56) | 8 (0.09)
mF7IILAYHRRIT74E
—ptem (ALP tg) |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)
FERES 2(0.01) 2 (0.03) 2 (0.03) 2 (0.02)
M REEE 1(0.01) 1 (0.21) 1 (0.01) 1 (0.01)
MPYLF7FURREF | (o) 1 (0.02) 1 (0.01) 1 (0.01)
FT—EHES [CPKiED] ) ) ) )
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9. BERRERKRICRIFTEE

BRE STV

10. BERS

REI LTV

11. EREDIE

14 BRALDIE

141 ZFZAROIE

14.1.1 PTP @3 HHT PTP v — bV L TIRAMT 2 L 98452 &, PTP v — b
DFAERIZ L0 | BEWELAFT DS EEREA~RIA L, BITIE 226 2 L THERIRR FEDOEE L E
HEEZHRT L LBH D,

14.1.2 AENZZEMERHTIR G52 LRI ELS 250 TREZICIRHSES Z L,

14.1.3 AANIWEEFITRM S ED Z &,

[AZER] 14.1.2~14 1. 3N Z R RICMTREZIE L& 24, R F T, R T To®R

HAZH U TRIN D E o 7o 7o, ERRomn <BRE LTz,

12. ZOHDEE

(1)

(2)

BREREAICE D 15k

15.1 EREIRERRIZE D < 1FH]R

15.1.1 2 he— A REOEMEEZF L, thofui /Ml 2 0 L7 EFNT I T, I A3
bz OWERH 5,

15.1.2 KKl L R—H%D (4g/B™) %aﬁﬁ“é%ﬁﬂ@/ﬁ%ﬁm AERIZ BT, DA ME) 30
HEIO U 27 HIMBRD NI L OWMERH D,
) BIRMEICB W CARIOKRBE N 1 B AEE., 2,700mg TH D,

&

Sl

[f#E5%] 15.1.2 WAL CIRGE STV D AR & [F—H 2y (2~ Mgz L) ORIFIT
Fhi U 7= iEERER (REDUCE-IT &5k 9 IR W T, I RBEL L TA a3~ MR
TFLRET, LEMESUTLEHEIORBANFEEICEWEDORENSHZ b, LD
In<FE L7z, (202344 H)

FEERREABRICE D 1FHR
RIESN TR
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X. JFEREREERICET SR E

1. REHER

(1) ENEEHER

VI, ELhEEMICBIT 5HE ] DESR
(2) REMEBEHER
EH Ry (B B5HE e
IR £ OYTH) ~vx (B | 4 | #0 |BBEBEDLRANoT,
) i ~v 2 () | 10| #0 |[BEI@RDLAAIoT,
2 R H — LR ~vx () | 10| 0 |[BEE@ED LRSI,
g [T R T Y L ~ U Z () 10 o FREITRD N o Tz,
B ocmeron <z () |10 ®o |EEE@eohisors,
% TEH AR Fv b () 10 B EEED bR T,
1 e Su b ) | 9| &R |MEMERIEZERD bR,
% (BRI (ERor thingt) ~ux (H) |10 | #0 |BEURERIRRS Do,
% AR ~wx @) | 10| O |[FEERIEERD bhdo T,
% M ~vx (B |10 | 0 |BHEERIZRD ST,
% ElReS ~vx (B | 10 | 0 |BHEEERIZRD b o T,
bk FE DHE () | 3 |+l [RBEROLhASo T
7T EeFALa) o (8l) EAEy b () | 3 | in vitro |[BENIBH LN ST,
irwe b= (B&A) Z v () 3 | in vitro [WENIRD LN -T,
- oz x7Y)r (HEHEE) Z v b () 3 | in vitro |EEIFRDLNIRD ST,
gjz A g Sy (1E185%) ENEY b (HE) | 3 | in vitro [EBIIERO LN ST,
U (&) E/LEY b (HE) | 3 | in vitro |[REIROOLNRNoT,
g | [FBacL, () EE b () | 3 | in vitro |BEERD ORI,
ﬁ — (E1853) YR () | 3 | in vitro |BEEERD DRI,
1t (75) Fv b ) | 3 | invitro [WEERD LRSI,
T K= () 3| sl [EEEED LR hoT,
W& ik HE ~ A () 10 &N BT bR T,
s =y VAGL = RN NI TR
ﬁ U Sk ) | 10| FosEm ;ﬁgﬁigg;ﬁ;gfiig)&
| s Su b () |10 | &O [EEERIEZRD bR »o T,
shayl&1% Zw & () 10 | +2480%  (PUBBER TR bhveho Tz,
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(2) REEHEEGSEHR
BERSEHR
) Syhk™
e 51 - 90 H R

BHEERL IO G/ - 0.1, 0.3, 1.0, 3.0, 6.0g/kg/dayf& 15
ABRRE S QORI B R D% 5 L7=fE 3. 0.3g/kgll EOF G2 X v, M IEE DI TR0 5
AL-PIEMED E5H-. SONTALFN & O R E
WO LT, 6T, 6.0g/kgfk

. 0.3g/kglh EDOBEIZ LY M/ MRE DD
DO & ZAUTHE D ZIRIEILE LTRER L OREOREED

EE ERBY Bk B5HE =R
. UE. s LB Sob G | 3 | sl [EEEEsshabo,
=
K M E, OEER. e, . 300mg/ kgt 512 L 1 . FEIR OHRIEHE K
[6) ¥ 2-3| %
@& | DER v IRy e ERasn e,
= o A Tt
%% *ﬁ‘fﬁt’jlt‘jﬁa‘ FLE v ]\ (Z'Z?E) 3 in VJ'ZLJ”O L *Eﬁi) J:U\”Xﬁkjj RS mu 5{) E"ﬂ
H R Tz,
(3) FDithdZIRAER
EE ERBY Bl | B5H% R
JRFT R E ELEY b () | 3 BN | RETRREMERIERD R T,
Jr3 T 3 14 P ELEY N () | 3 BN |RPTRAE FIRER D SR o 72,
AT G E v b () 3| FTHER | RIS LRSI,
z IR 7Y (k) 3 in vitro |WWIMAERITERO HehoT=,
Zﬁ MR EEE RE S b (k) 10 o BT bR o T,
B AE 7y b () 10 | NI NIRRT,
JRF5 L OB AR HEE v b () 10 B0 | IR bR T,
_ \ BT Y = BT ARG T
FENEE 7 10 i .
VR Sk () LI e,
2. EMHHER
(1) BEEEEMHHAER
O it F IR "
LDso (g/kg)
L) 1 &0 BT RERER
-2 g >20 >20 >20
Q >20 >20 >20
_ g >20 >20 >20
7 v b
Q >20 >20 >15
& >5 —
4% o . i
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FAZ X0 | BEEOWD 25 REHNIEH ., BmEEOEIN, o -7 r 7Y aEoEd i &
Wy -7 a7 U U mOBMNRD SNz, L LAaRS R Lz E I L 58 b2k,
WL Dfidas - FRIC S E Y E G ICER T 2 EF RO bR oT,

M IRE O FIE AR RIC ET 2 HIER & B 2 6, £72AI-PIEEO B3/ NEGMH
Al-POHIMZEKX T 5 DO TH Y | REFINENEE Td 5 ARIEY OWIUZ 5 AR B b LB 2
bz, F7-0 LM S OWMRE X, EPA-EDHER S, BE SR NZF 0 F 4k S
NnNa37-0LEx2 00z,

728, ERROBRITARIRIC X v [EE I Z2 R L,

MR 0. 1g/kg/day

2) 4 X ™

B EHAR - 90 H fE

Be R O G 0 0.3, 1.0, 3.0g/keg/dayfk £ 5-

AREBRE S OOH I H AR D5 L7258, 1. 0g/kgbh Lo EIZ LV | KO I L O s
BORKTRHEO LN, 51T, 3.0g/kgDFxE-TlE, Wl L7IoERIC L 52 g2k e LT,
KJEORAIIE, MEBEORN, a7 Y U moines X OV H mMEREL O MRS i,
F o, MR OEEINE X OAL-PIEED EFRBO vz, L LR b, EEOEMA(LIEZ Bk
X, WTFNONRER « MERIC O I GICERT 2 EEILRO ol

2B, HEOIM/ B OEIMER 2R . EFLOZLIXRIRIC X v BIE F 7213 EEE R 2R Lz,
MR 0. 3g/kg/day

Q@2 EMRER
D Syk™

e 5 - 365 H

BHEREB IO G 0.1, 0.3, 1.0, 3.0g/kg/dayRé 05

FABRRE B0 365 H B8 H R 35 L7265 5. 0. 3g/kgbh EO #5102 L v P IS O T 235580 S,
1. 0g/kgbh EDOF 5T K 0 AL-PIEMED EFBFRD Hlz, 512, 3. 0g/kegf& 512 LV . MIADIR
eSS ZRE L E LCRERS L ORHEE, B2/ r 7 U U aBEon, HifEkEko
M, AFHERE OB KOV o SEREE OB BFEO Hivis, Iz, BEHEORD, BE
HEOMAD, o -787 U U BEORBDNRD bz, LrLans, IEBREIC L2225k
X, WTFNONRER - MERIC S I B GICERT 2 EEITRO Lo T,

INHOED S B, MPIEE DK TR X CAL-PIEMED EFIL, HAMEFERBR TAONZH D
ERIEE, REYOERBIER F I 3ABN 2Bk E X b,

B, HEOBMILEEOMMARE, LFEEOZBITRIEIZ LV [FIHE F 721 XRIE MR 2R LT,
HEECAN R ¢ 0. 1g/kg/day
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2) 4 X 74)

Pe 511 - 365H

Behirds LU LR £ 0.1, 0.3, 1.0g/kg/day #&O#5

FARIBRRS A - 365 H [ H Rt A& G- U722k, 0. 3g/kgPh B EIZ LV | atherogenic index D
DR IOCMPEEOE TEAARBD bz, S 51T, 1. 0g/kgD 5 Tk, <A EDHBIKDIF
HIZERD BALT A, WAL OB - MUk b I 510 BT 2 B 13300 bR o 1,
72k, EREEOZAGITIRIRIC LV B £ 72 3R 2R LT,

MERZELEL : 0. 1g/kg/day

(3) BEEMHRER
MM ER e L

(1) BARIERSR ™™
YU ABLUT v bR THRE LR, DT RORBICHT S IFIRBIES X OTEH LR
2L b IR £ D BRI DT, BAFHEIRN b0 L BB,

(5) HEMEHRESMHHAER
1) WEIRATE & CIEIRMHAR SRR (Sv k) ™
B/ - M ARECHT63 H M 38 L OSSR EAR
M AZBCATL4 H R, ARBCHIRT TP s K OMEIRO A ~TH
P bl LU £ 0.3, 1.0, 3.0g/kg/dayf H &5
ABRE R 7 v N OIERRTR X OMEIROIENC 5 L2 /58, BlE (F) Tid, —fixikig L LT,
FHHE =IO HEMENL. 0g/kgbh EOBEDOHERELZ  EHED HED 1. 0g/kgbh EDOREF &
UMED3. 0g/kghElZ, & BT, JRBIREHI L OWEEDIHIAS. 0g/kehE DHEREIZBIZZ S LT, if:
IREE OGN 3D 3. 0g/kglE 1T | FEAR & DRV F 7o 1T RUME M 23 1. Og/kguJ:@HODKkEﬁE it

O, LnL, ZoMo—@mtEFEr R E8I3EZR0 o, 2. £dbnE HEITGRD B
nieioio, By (F) Tk, AFIBGICERT HEE, ¥EEF ﬁﬂﬂ%’ki@‘@éﬁﬂif EGY NSV (WA
Mmoo Tz,

R T, BIHREMWICRIET BRI OV T, 0.3g/kg/day, BlHREMWI D4
FEIC RAFE TR BT DWW T, 3. 0g/kg/day, IRHARENY ORI RIFT BT OV T,
3.0g/kg/day & & 2 Tz,

2) BREMBRHPBREHRE (Sy k. 99F)
D5y k™
5  RTA ~17H (11HR)
BB IO G - 0.3, 1.0, 3.0g/kg/dayf A5
ARERAER 0 Ty FOSBEREMICEREG Lo, BER (F) Tk, —MREEE L CHLMEFHO#
FEDOBENE L OREDORENS. 0g/kgBEICBIEZ S, & 51T, BEFEOWD 3. 0g/kgbh EDREIC
O BT, FOMO— R EF R EIIRD bT, AL ia‘ﬁ%&%%}s\&)%m&w
ST, Baff (F) Tk, AFIE IR T 2 850, BE IS X OMEFEEILRD bk o7,
AL (F) i, A%FE. ok, B, fHEhE. i@ﬁ%ﬁkioiﬁrﬁ RENICEBIIRD b
ol 61T, B (F) 126, EMERGICLHDEEITERD Lo T,
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MR, BB KIET i ﬁ%%%@_OWTiOSQQMw ﬁﬁﬁ@%@i
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WA S Risk Summary

(20214-9A) 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
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birth defects and miscarriage in clinically recognized pregnhancies is
2-4% and 15-20%, respectively.

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.

(2) NRE(ZET BEEH;
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it e
K[E VASCEPA @ | 8.4 Pediatric Use
WA SCE Safety and effectiveness 1in pediatric patients have not been
(20214F9H]) | established.
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