fE) THEF L7z CH7BL/6 ¥ A6, E165
JefF (£ &3, & n=4) ORMEBERHD L TR
FEE ML L7z, BEESTEEZHWTY VIE
BDRAY RO — LB EITo 2R, DT
EDHLNE 0T,

RABTLFER) VIBETCHDLHRAT 7 F
DAl yoOsFEEAREZ. £ PLLEEH
HETRKEREVITFRO LN o572 (B 1 A
1B)e 2OZ &L, TEEIZL %D ARA
% DHA Ziii L C b BRSO EE) VEE T
HHERAT 7 FINTY rOFFREICIHITE A
ERE LW EPIRENT.

RAT7FINTY VIZRWTCEELR KA
T7FIIWNLE )= VT I vOGTREIZONT
X, RAT 7 FVNTY YOEE LRI, &
BHETORBCEIRON o7 (M2A, 2
B)o

RAT7F VN NEFAT 7 FV Al
VRRATFFIUNLY ) —IVT I IS
CIRAM TOERIZA VA, ARA 2 DHA
7 EOBENARIER A MBS (S LT
WL EDPHLENT VB3 AITRT & 912,
L DOIEFTIEENENOAE T KB L T ARA
WA A TITE BRI AT PS38:4 < PS40:4 %
B0 L. DHA 8 Tid PS40:6 3 2 T w7z,
P BNT O EPDOERDFRD b NT=A Ik
NCEEI o7 (U3 B)o

C-2. ARAMBILEZERL 72< 7 A BIFo
ARHRRY V) VIRE D A & R — N RAT
VRAT7FINa) v OSFREIZONT
iE. % O ARA 5afb & T LPC181. LPC180,
LPC16:0, B L U LPC204 DEEDHSHNH 9
EEho7ls (M4A, 4B)s UL, JPEIF
TIEZD &) ZEBIIR SN 2072, — 7,
DHA sfb &R IZ, I *RF L b EBE L N
TEAD o7z 2612, ARA & DHA @
MAFERMLEEECII) YV RAT 7T VN
a9 YOERIIRO NP o7z,
VIRAT 7 FINLY ) — VT IO

TR, VAR T FIONTY) Y OEEE
%2, ¢ fa1F @ ARA B L& T LPE1S,
LPE180. LPE226. ¥ & U'LPE204 © & =
PEHEWICE2o72 (KI5 A, 5B)e —A.
DHA 5t &% % DHA & ARA O 5 % 7
L7-BEE T, & $IEF L D EREICHNT
JISRAT 7y FIOWNIEY )= )VT I V5T HED
ZILEREDO N o7,

D. &%

RABOEEEENREINDLTVRRTH 5
C57BL/6 ~ 7 AIZHK LT, KEE 2 AMAT2 5
LEEIZARA Z 4 %R L-EETEHE L7
%e. E165 BT ORMAEF ) V) VIRE
(VVARRAT7FIONTY Y EYIERRAT 7T
VNI )= VT I V) BEPo. dIBn»

TR0 REVIR ST, SICEHM

HRTH o7, ARA EILEIZ L % C57BL/6
<7 ADRMBERER L. FICBWTHEE
THAHZEFPHMESINTBY (Maekawa et
al. Biochem. Biophys. Res. Commun., 402: 431-
437, 2010)« A EIDFERIE 72~ ABRE WV,
C57BL/6 % 7 A LA O IR R EE 25k 2
NI W AR E OB b 5B ITbh
BUENH B

—7%. DHARITIRY V') VY BEOERIL
<. 2512 ARA & —#EIZ DHA 23 ind %
ZEWED VY VIREOERFR LN L
%olze L72Ho T, DHA T ARA OXIRE %
HBEHEITIERAB L TWnEEEZ LN,

BAIRERFER > — A GaFI BBk e &/ L 72
V) UIRBESTRESEINLTWAZ ERL, T
THFRFUVBRBILEILL > TS Y ARITFOR
HMBICBWTHAEDRARY N—FA, HE
MAEENT VB ENER NG, R4
. VYRR T 7 FINa) R JERAT 7
FIONLEY ) —VT I VA, Ty hToHMmE
Vaw R YOSHEPICER L TRIE & 1E
BLTWAEZEZH{ORII LTz, ZORIZIE,
Ca? - JHRFM AR AR ) N—=F A,y P> T
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Wb, BEFFET —<Th A IRMABIERICBIT 5
UV VEREOERICEL T, 4. S
ARNIN—¥ A, BETFORBESCHEES /8
CBEERBNT DLEND D,

—F T, IBAEROTERICE D 2 ZIEEEF O
FEHIZOWTIE, BSOS LLBIT LT A
. TID Pitx 3% Pax 6 BT DB
V) VEREDOEBERBNED L ) IZEb o TV E R
bIMEFE O 2 54 L THEIRE:,

AR TIEY) VIREICESZ L CTTHRIT L
B, ARA 2 U & ¥ 5 ERERRIHER > 2 O fth
DIGE % EERTTAHZ L2 X 0, IRHEBIE
L ARA BILEOBEBREZ S LICHLNICT A Z

EWTE D, T7o, RABLUSOMER. BEEP

DY) VEEA Y RO — LA O AT AL T
AHETORINIBRETH A,

E. #w
BRABOEZEREVDRINDPTWVWRMKTH S
C57BL/6 <7 ZI2hf LT, RE 2 BHE A 5
LEEICARA X 4 BB L7-EETEHEE L2
&R, E165 S BFOBRMABTICBVTY VY
VIRE (VUK ATrFUNTA) v EYIERA
Ty FIVNEY )= VTIV) OEREIED S
N7z dTIHY VY VIREOERIIR LN,
FICFEMZERTH Y, IRABEEEED
JNHRTHEETHALAZEE—F LTz, L
L&D, ARA BBILEIZ L AR TH ) VY
VIREERA, BORE LT L Bbo T
VB I EATRIBE N,

F. ®fgE3eE&
1. @FER
L

2. FRBR

A) ERE R, EE RRFL SK 24, BIR
Pz SR PR BELL BEL OREB EEL AR EK.
HRE, IR EE, N E: EPA, y -
)V ERE I L RERIREIC L AR

BT COEMBRAHEEORE, HAR/E
RFREFSE BEEMESR (BHEE
BeiEY) . 2011.77-8

B) ZEEB) . FTERMUKE.MEEE,
REE# b MERIROEBFEE O
AN T AIFIRFR R AR 78— F A,
DSBS 3 5, 5 26 [ HZK Shock #&#4
(77 M TAEBAV T VALY F =),
R 2345 H 2021 H

C) LR, =L&Bh., HTFEE, HEE
—. REEE#, A= Jv Mk
Ta v 2B BBV T AIRRIEE R X
RYR—¥ A, D5, % 84 BIH RAE(LZE
aRe (B RMEREEE) . FR 2349
H21-24H

D) T#EZT REFE. = AHFEE. IEHEE.
IRERE, LARE HER: 7MY
FERETNVIZBI B3R AR 78—
YA F ORI, 840 HARLEAL
Fake (EVEHERSE) . FR23E
9A21-24H
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RRT7F S L5 TR
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R IR AR RS (WO RAeMRAEAEDIZEFE)

itk i

(RAATSTE Y 3 BN EH]

WigesiEE &HE #F HEEAERERTEL VS -RHNERETE
Wil 0% e wiE MEEAEREmEEt Y s —RERE
FA BT HEEAERERZEL Y5 -REUER
ZEFRET HEBEAERERZEL Y —REWREN
FiE #£Y HEEAERERZEL VS —ZREUEN
TRERAS R EER R LA R E B

KRE B SRERKERZTHE

MRES
7 7% FYBR(ARA) OFEE 70 E— T 2 YR EFHES 5 BB CTHHASESFEERRICL 5
FIEVERHIMER T FE L 720 F34 T v 100 0E% 1 820 IL 5 BEIZ00T. 4 B IXL RS
A = — 3 3 v (Init) BE D 72 ® N-diethylnitrosamine (100 mg/kg, ip.). N-methyl-
N-nitrosourea (20 mg/kg, ip.) %% 1 . 2 #I12 4 [FE. 12-dimethylhydrazine dihydrochloride
(40mg/kg, isc) #5E3 . 48124 B, £ 1. 2 BIZEIKIZIR U7z N-butyl-N- (4-hydroxybutyl)
nitrosamine (0.05%) % . Dihydroxy-di-N-propylnitrosamine 13 0.1% R THOKIZER LT 3,
4BIZFRG L. ARA BRED 0, 60. 250 B L UM 1000 mg/kg KEE %5 L 912 ARA EHH
iR U7oRAE 2, Init BLEFICTEALZES L. SHE ARAREAEZE 605 24
AR EHEBER SIS, HSPHPIEH0Ic—IREEE, REBLUVEHE2IEL. &
SRR T . MEFRE, R, SEEENEB I CHBFIRE2ER L. 1BH
D ARA BRI E XK, . SHEEHETENZNLT0. 292, 1183 mg/kg KE, Init EALEH T
1% 1060 mg/kg RETH > 72, Init B L 73 BBEE & & ARA 58 Cld—&IRRE. KE.
BEE, IRFORERER, EFF, HESWRERIIEZZ R0 o720, HFEHEEREAER
TIREMOIEES TR, &, . SHEHETENZNL, 3. 5. T8l L ERHEHTHEI
FEESERE (p<005) 8E £« TG-HEIS U THEIMER b A 5172 (p<001). PLEDO#ER» S,
REBETIZBWT, ARA ZBEMHEICB T 2ABEERELRESTLIEREZET A2 E0H
Y N oY S

A. WIEER % 2T, ARA OFERRENR 2 FMET 2 B
7% FYER(ARA) BROREMIZOVTIE, BTT v b Ao Z iR EAR T EE
HE#®RSHR, REROKSHABERIHL D L7

DO DOFEREMEIIOWTOME T in vitro FHERIC B, BIZEH %

BUWTEEFEES L VWE W) IREDH B DA 6 E s D F344 R T v b (F344/DuCrlCrljs
T, B BOTBEREEROHmEIT 2, HAF v — A - 1) N—=)100 It % 1 & 20 It
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DEFHIIHIT. 209 b4EIZITARAK
Bk b, LTosEEOSf =V —%
G Lo A =V —va v (Init) LE X
N-diethylnitrosamine (100 mg/kg) % H [A] f§ &
W #% 5 L. N-methyl-N-nitrosourea(20 mg/
k) % 1B LU 2BAICLEBEREANES L,
1,2-dimethylhydrazine dihydrochloride (40 mg/
kg HBEIBLCABICAEETHS L. F
72+ N-buthyl-N- (4-hydroxybutyl) nitrosamine
7 0.05% IBETHEUKICELTCE 1 BLU 28
2. Dihydroxy-di-N-propylnitrosamine % 0.1%
BETHEARICELTEIB LM 4B IIES
L7z (Figure 1)o Init #LEE M FIZEKE %
5 L7z (Table 2). Init LER 1 AR 2 55
EHE. "HE. SHED 45, ARARS
=270, 60, 250 B LU 1000 mg/kg KE, &
Ha4s7%n L9512, ARA 7 (Lot No.10050701.
CABIO. #[E) % 0. 32, 134 B LU 538 g/
kg DRE TRE7: CE2BREE(EARZ LT)
ERBICERE 6 AP GE 20:8F To 24 M
B HEN S 272, Init BALEEF 20 I8 1 Init
WEIZHWERZHRS L-0b, SHERL
@ U ARA Vi 538 g/kg DR % 5 2 72,
K RE O FE R O AR R 2 IZR AT (25% T —
R, 125% 41/ — . 1.25% KEH) CRl—&
5 XTIz, B, ARA I 4343
mg/g O ARA #&7FH LTz,

ARA RS Fta#k. BH —RIREBL B L,
B 5% 8B F Tl 1 HOEECHE R %
L. E9BEDMEZ2EIC] BHOHEE CTHREH
ElL7e T/, HHE1IRBOHEECEEE Y
FEL72e 24 BEOWGHT %, X bNLE
Z— v b)Y ARREET T, EE BRI £
DRI L TR F A (RIS, ~~ 72
)y ME, MEERE. #IRIRImEkEE MCV,
MCH. MCHC. HImE#. HmEK5%E, fmh
WEL © XT-20000V. YA Xy 7 A)%ELIZ,
D%, & EHmL. FEEE M. W,
oL Bl RFPIE. BE. PERE. ABE. MR LA
BIAZBR. BT AR. T EMA. FURIR. 81 20

EL. BREEALEELEFORE - ML

V=) YEER. 8T T 4 vEE, AT RFY
)Y I G D REERRERE L, FEMEET
ICEBIZE L7z,

EREICNT 28R ERSHOAE
EREZLTORETIT o7z, AFEMIZ
Logrank # %2, [EE % 4 % 14 Fisher' s exact
probability test(F . & E K # 1%. 5%).
HE 5 56 = O i E AR PE 12 2 v T Cochran-
Armitage BREX £ L 72, KE. BHE, &

KE. MBFREBLVUHEEE THECTE

BiE, BEEREZHEH L. Bartlett ® HE
LD SEDO—BEEICOWTHER T 5 770 4
D=1 THh o 2 HA I — TR ER OS5 ES
FEATV, BHMICEEESRO b N L5411,
Dunnett EIC L ) ZEREZ1To 720 —FH. &
B — - C 72 o 7235813 Kruskal-Wallis DJIE
FORE R ATV BERCE RIEDSEED b N2 e
13, Dunnett MOMEE TELELBE X175 72,

(REE~OERE)

AWFsEIL. BMHAEAEMERZEL Y I —F
BP Rt ZCET B ERRICE T 5488 12D & O &,
FFr B EREERIC & 2 ERFTEHE OFRED
T ERBIW AT 2 B EE EOBREE,
BB EETH S I & DL S N7z,
FRFFEATIT R E LR BRI L o> TEMBHFIT S
72bDTHh b,

C. WHZERER

A7 (Figure 2) B L U —#IREE

ARA 58RI H . Init LB L 72x fEL MK, o
BIOEHERT, T2 4. 3. 8BLU5
BIDOFET B L CBBEBRBID A S iz mD
BN 55 86 HOBHEFHDO 16ITH 1,
KE5%E 10BN, LIE, HEOTHENE L UHIE
RO HMNTze DM Init BRI, K,
HERTIE, ThENEEE 17, 238X 015
WBLLFEIZFE T & B WIZEBRE SRR b it
2o BHGHMM TR O nit LEXE, &, 5,
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EHEHOETFERIIZNENE0, 8. 60 B &
U75% T o720 MEBELOMICEFED
EX o7,

—RIRREDZE L & L ¢, B Init W&t
B EBIUBHAEETH, ThEnEEss
17, 22 B LU 23 BALREICED S, H5HIHE
H, Init MEXEHT, #1213, 1L 48XV
2BITCEIE I Nz, T /2, Init MEFETIZ. 7
BRPFENENEEGEE 17, 18, 11 BLU 14 A
LIBEIZ 4, 60 6 BL N ILBITER SN IR
BED L VIZTEBEIFNE RS E 21, 17,
UBIUI5BELEIC4 2, 4BLU6HITH
O HNTz, BED AHWVITTHENSZN TS
8523, 17. 13 B LU 15 ELEIZ4, 1. 4B &
N 3B CEHE SN, ZOM. BEOEEDI T
BB L MEHEFOS 1 I EE O REIE,
. SHERNS 16, BERESHRE. b, &
RAEFOX 1HITEBESI N, 512, hitiL
BECIIMZIC L D EESER SN, FeEh
%545 16, 18, 16 B X 0 14 B LI B HE
BE Nz,

Init FEALE Tl —RIREOZ(LIZBD SN
Loz,

{55 (Table 1-1 ~ 1-2, Figure 3)
it WEHTIZ, BEPHZEL KB
ARABGEZEHOMICAELRREDEITA LN
T2 dpo 77, Init MALEBEOKE T Init JLE T ER
BEL B L CABICE o700

{BfE = (Table 2-1 ~ 2-2. Figure 4)

it LEFHTIX, 5% 1 HICSHEH xR
BB LTEELREEERSPEE SN
M. Lk, HERTREI CARELEBEHEOEIL
A ONTR Doz, BREE 29 H DI, Init #EL
BEFOEBEHEL hit WEXNBEL B LT

%b:—%ﬁxﬁ 7?:0

ARA BHE (Table 4-1 ~ 4-2)
FEBIUEEE,S5HE M SN Init LEE

D ARA EREIZ, 5B 1HHVIEEBHIC
HAREBENEZRL-OLEER L. KHAEH T
#E162H, PHEHTEIEI06H., SHER
TIEE B HIZER/NENE L o7, 1 HFEH
ARA R E X, BHE#2°702 mg/kg, FH
ERF2Y2919 mg/kg. BHEHFTIE 11828 mg/
kg, Init EALEE TIZ 10602 mg/kg & 72 o770
SRR TREFBNC BT 5 1 LY 1) SR
ARA ERE X, KA ER T3 30438 mg, &
FHERTIE 124236 mg. S HEHF T3 495783
mg. Init FALEHFE Tl 556405 mg TH - 72,

I By 452 (Table 5)

Init MWEXRBEE LK, H. SHERMICIEE
BEFED SN h o7z, Init EHLEEE & Init
WL X B BE % LB 9 5 &, Init SEALE o B BE
TIEARMERE., ~~ b2 ) v ME, MEFEE.
MCHC B & UHIMEKB O A E 2 1M, IRk
MEREEOFBERETHAA LN,

ZEEE (Table 6 ~17)

Init SLE = A EFE T IER I L T, LE.
s L OCETROEEEB LUV KEERED
BREGENPALN, BATROEEEORE:R
EINIFHERICBWTHRED 5Nz, hit
MEMBEDOEZ  DHFETIRRIIRLZLH I
Init LEMEFHE MR L EEEB L UCLEFEE
BLLICEBENALNT,

BT R
Init BALEEFH TIZEFADOVTROBEIZBWT
b RRIICET H 5 WITEREELIZEED 5
oz,

Init LEE TIEKDOIFE B EEHD 1 ~ 35
2. JERDEE IR, BB L UFHERO
TNENIBNBES NIz, HHID D VILERE
M2 . E& LT BIRER. HLE. BiR
IR EZ S OREGHICBE SN, FFEC
EEREMOME . BNEB SRS  OBNCER
Sz,
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g FPT R (Table 8 ~ 9)

PS5 EAR R OIET B B VI BIEEI Tl eI fE
BABD LN EhG, BERTHAIEZE
OB A RGP & HIE S 7z (Table 8)o

EMCRAM. B, FARAR. BRE. BERE. /NG
KB ICERE S N-REWEE. &R, b
DEEBICBITAEEOEEEE . AUFIEUC
X9 2 BB L T OES . BE5#
TEEEHRICNT 2210 OEERB L UH
S & LT Table 91CR L7ze HRBIOD B,
EHIMOPOEREH L CW7oBI8, Init
MEBOLEEMTH o7z, B, EMXEE5
I Init SLE L 7-3THREE & & ARA & 58 % lLEL
L7oBRICBWTHERFRAEHEICEI 2o
720 &5, BERTEARGCRME, EXE
BB L HA1c b, LS ARA
SHOMICEEEEDE I 2D o072,

Init LB D2 B BINER FEE 2 FRHE T
B LA, BoFLEES R, K, P,
SHEEETCEFNLENL 3.5 THLEHRE
HCOREFABISHRBEICHELTCEEREILS
< (p<005). HE L DICEAEEELEINL
(p<001). G TEEGONCBIT 5 3AEHE
bEHAEHCAEICE L 272 (<00, 25
(2. SR T BRI BT 5 BIEBAT LR
A L-ALEEIL. B K . B5HE

HTEhENn0, 2, 2, 36ITH D, HERT

BEAETER CHESS 5 & BEMABEERA LN
(p<0.05) o
Jfi Gk, HHER CIRIE, EKHEF CIdiiE-

MRS EI OB OB LB T AT

HEEE & B L TR L7z,

FUKER Cld A 0 bR MR H 2k DO BRIE D F8 A4 48
Erx R B L CHHERTRTL. A/
LEMREOBEREEAER CREAEVSAERE
W&o 7,

DI, BRI TIERIR» S FE L2
B v EB L OEEE. BEOBEFE, /)
BLOKRBE LR 654 U72RIE, BiiE %

Y OFEBE IR LA, WO R ERE
ORI REBE ORI SN h o2 BT
BB 02 Vo B B SR BB % Tt AL BT BB B 1 491
BREEE2HICRLNIZES. 2BICSHOE
BRI EAEIE Sz,

70, BB, ETAEMR & DUNVEERE
O BERRE - MR RN AR TR
FEEASE S L7,

Tnit BB CIIBBE SR 2 Do 720

FEEERE I, it LENBRELSHE
BEOMCREBEED L OBILOBEICEEED
B BN DI RIE Ao 720

D. #%

ARA BEROZ WM e L <. FEEEHEEY
BoOFERE Ot — 1 a YIEEY EBRELRIC
T E ZHBRETH D . EFEMIEFRRFR T
A RTA I BNTHHERIN T L FHLE
BRERBTER L 720
HGZHRERED, L, hit LE L -EW

- 80 PLEBIAT & i DB DFAEDFER S 1,

Init SELEBWICIZESEREI R P o722 &h
O, BESOE-T g YMERZFHET 5 HERR
ELTHEIIICERBSNRBREEL SN S,

HEREIZ. 1 HYE DO ARA EIE % 1000
mg/kgBEZEBHEEL L. UTEAK4EL.
213 250 mg/kg 12, & E1E 60 mg/kg
wMEE LRERECHR L 20 FEBIUT
BEEDLEH L7 ARA FHERE LK 70,
300, 1200 mg/kg & FREENE > LS FER
& 7% 57z, Init HEMERTO ARA BEREITH
1060 mg/kg T& - 7z, Init L1 L 725 BEEF &
ARA B 5EEMTIRAE. BHEICEEEEH
Do hrolZ Ehb, hit LEICEEL:
HRE, BHEOETICERT2b0EEZ b
5

M EHRE T Init BLEXREFICA LN
7oARMERE. AN~ b7y ME. ANEZOE Y
BECPERMIRMNEREREREDOR BB,
INODEERITIEREESERICHL I &5,
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AT Init ALTE T B AF 0D 7R ML EKR &30 8 B 23 (K
WIEPLELLFEEELHM S NS, Init
JLE X BREE D £ DM AR R T B RE
BT A EHMIROBIN, 4P ERERET .

D SERICEREE, /MREIR T MA 2 720 25

BEEEICOWTH FEEET, Init BB RIS
BREINTZLZOFEET it LEXREET
DEPENZ EZRTIDEER LMD,

nit L& TEAKFE S L 72 N-butyl -N -
(4-hydroxybutyl) nitrosoamine (BBN) i & Bt
WREEZFESEDLMMERHEE LTSGR TY
%o Init WLERIR P OBOKEICEERIZE T % 2o
o2 e b, BBNEREICOHMETZ 2o
FebEZ b, Init MEXRETIIAE ﬁﬁ%ﬁ‘
1Bl BEBIID Do 7205, FBERE
TEMHELECTH L ’"_tEE%EHEODi_ﬂéﬁi
RLRBICBEEN TS, S50, BITEE
OETERUERFAERE 6 61, HEEE 36 & FE
BEA. —FH. ILBEEIZEN TN, 56 &3
L7z SRHOMRE, ARAKESICLD B
e & FLEEIEN O R B DMEAE S -1 RE
BERTHDEEZOND, 51T, BIHE
ERULABITLETEDLN TV A BRER,L

FAEL-ABEEICBNTD, WRERICEET R

VIERBIUHHEE 2, SEEE3IMEMR
M EEE IR WA, ARA 5 HEEN
CEBICHBEEORENE 2, BT EROBER
B xTEREE 5 Bl KAER 4 6], FHERE 34
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Figure 1 Experimental design of medium term multi-organ carcinogenesis étudy of arachidonic
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Figure 2 Survival rate of rats in the medium term multi-organ carcinogenesis study of arachidonic
acid
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Table 1-1

Body weight (g) of rats in the medium term multi-organ carcinogenesis study of arachidonic acid

Iiglsle Initiation Initiation period (days)
i 1 4 7 11 14 18 21 25 28 35
Control + 116.9 118.1 126.6 138.8 148.7 150.2 146.5 147.0 145.7 157.7
+4.1 +4.8 +5.7 +5.5 +6.1 +6.6 +7.0 +8.2 +8.3 +11.7
(20) (20) (20) (20) 20) 0) 0 (20) (20) 20)
Low + 118.6 119.8 127.9 1394 148.1 151.0 147.4 148.5 147.0 160.0
+4.7 5.3 +8.7 +7.6 +7.5 7.5 +6.7 +8.3 +8.2 +12.6
(20) (20) (20) (20) (20) (20) (20) (20) (20) (20)
Medium + 117.5 118.7 127.4 139.2 148.6 151.0 147.0 147.0 146.6 157.5
+4.5 +£5.2 +5.9 +6.5 +6.5 +7.4 +7.6 +9.1 +9.9 +13.7
(20) (20) (20) (20) (20) (20) (20) (20) (20) (20)
High + 116.5 117.0 125.6 137.0 146.9 150.5 147.1 148.4 147.7 159.4
+5.4 +5.7 +6.1 +7.1 +7.1 +7.3 +8.9 +8.9 +9.6 +14.6
(20) (20) (20) (20) (20) (20) (20) (20) (20) (20)
High - 116.6 127.5 ** 142.9 ** 160.8 ** 174.7 ** 189.9 ** 199.1 ** 210.5 ** 215.9 ** 233.1 **
+4.8 +4.8 £5.9 +6.8 +7.5 +8.4 +8.5 +8.9 +10.3 +9.9
(20) (20) (20) (20) (20) (20) (20) 20) (20) (20)

Parameter: mean+S.D.
( ): number of animal

* | significant difference from the control, p<0.05
** | significant difference from the control, p<0.01
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Table 1-2  Body weight (g) of rats in the medium term multi-organ carcinogenesis study of arachidonic acid
]2236 Initiation Administration period (days)

group 1 8 15 22 29 36 43 50 64
Control + 161.2 191.4 213.3 227.2 238.2 248.6 255.1 262.8 274.6
+12.9 +11.9 +10.2 +9.5 +10.2 +10.0 +10.6 +10.9 +12.1
(20) (20) 20) (20) (20) 20) (20) (20) (20)
Low o+ 164.1 192.3 212.7 225.6 237.4 247.0 253.8 260.5 271.1
+12.7 +12.0 +10.6 +9.5 +9.9 +9.9 +10.6 +10.7 +10.6
(20) (20) 20) (20) (20) (20) (20) (20) (20)
Medium + 160.7 189.9 211.2 224.1 235.5 245.6 250.8 257.7 269.0
+14.0 +12.2 +12.0 +11.8 +11.5 +11.7 +12.1 +12.0 +14.5
(20) (20) 20) (20) 20) 20) (20) (20) (20)
High + 163.2 185.0 205.8 220.8 232.4 242.7 248.6 255.5 267.2
+14.2 +15.0 +13.0 +11.7 +10.8 +9.7 +9.5 +8.8 +8.8
20) (20) (20) (20) (20) 20) (20) (20) (20)

High - 234.8 ** 249.9 #* 266.2 ** 278.7 ** 288.6 ** 297.6 ** 304.7 ** 313.4 ** 325.7 **
+10.1 +11.3 +12.3 +12.7 +13.6 +12.6 +12.9 +12.7 +12.7
(20) (20) (20) (20) (20) 20) (20) (20) (20)

Parameter: mean+S.D.
(' ): number of animal

*  significant difference from the control, p<0.05
*# significant difference from the control, p<0.01



Table 1-3

Body weight (g) of rats in the medium term multi-organ carcinogenesis study of arachidonic acid

Dose e Administration period (days)
roup Initiation

& 78 92 106 120 134 148 162 168
Control + 283.1 290.6 296.2 300.9 306.2 306.5 310.7 309.6
+14.3 +14.8 +16.5 *19.3 +£19.1 +22.4 +18.6 +20.2
(20) (20) (20) (19) (18) (18) (16) (16)
Low + 279.9 288.8 293.3 300.0 308.4 311.1 3119 318.0
+12.0 +13.1 +15.1 +15.5 £13.3 +16.2 +20.0 +12.5
(20) (20) (20) 20) (20) (20) (18) 17)
Medium + 280.5 286.8 291.4 297.7 300.4 299.3 310.8 317.3
+14.9 +£16.6 +18.2 +17.0 +22.0 +36.6 +26.9 *=18.5
20) (20) (19) am amn (16) (13) (12)
High + 274.1 285.3 291.4 299.0 304.2 306.4 306.9 312.6
£16.8 +11.1 +11.9 +11.6 +13.8 +18.9 +23.7 +16.3
(20) 19) (18) (18) (18) (18) (16) 15)

High - 335.9 ** 344.7 ** 352.3 ** 359.5 ** 367.3 ** 374.8 ** 378.3 ** 381.6 **
+£13.4 +13.1 +13.7 +13.8 +13.8 +14.0 +14.3 +13.9
(20) (20) (20) (20) (20) (20) (20) (20)

Parameter: mean£S.D.
(): number of animal

* , significant difference from the control, p<0.05
**  significant difference from the control, p<0.01



Table 2

Water intake (mL/day) of rats in the medium tefm multi-organ carcinogenesis study of arachidonic acid

Iz(())lsle Initiation Initiation period (days)

sroup 1 4 7 11 14 18 21 25 28
Control + 13.6 15.1 14.7 17.7 18.4 14.6 18.8 19.6 20.6
+6.8 +2.2 +2.6 +2.5 +2.5 +4.9 +4.8 +4.6 +4.7

(20) (20) (20) (20) (20) (20) (20) (20) (20)

Low + 15.7 16.5 16.1 17.9 19.0 16.8 18.5 19.5 . 22.0

+4.6 +8.0 +2.8 +2.6 +4.0 +5.6 +4.7 +4.5 +4.4

(20) (20) 20) (20) (20) (20) (20) 20) (20)

Medium + 14.4 13.8 15.1 18.3 19.9 16.3 20.3 212 20.1
+3.6 +3.4 +2.3 +2.7 +2.5 +5.5 +4.6 +6.1 +3.4

(20) (20) 20) (20) (20) (20) (20) (20) (20)

High + 12.0 13.4 14.2 18.3 18.6 15.7 19.2 20.3 20.9

~ +5.0 +2.6 +2.8 +5.3 +2.3 +4.3 +3.7 +4.2 +3.8
. (20) (20) (20) (20) (20) (20 (20) (20) (20)

High - 19.2 ** 17.2 ** 18.3 ** 20.1 ** 20.7 ** 22,1 ** 22.1 ** 227 254 **
+9.2 +3.1 +2.6 +2.0 +1.6 +1.4 +1.8 +2.3 +3.3
20) (20) 20) (20) (20) (20) (20) (20) (20)

Parameter; mean£S.D.
( ): number of animal

*  significant difference from the control, p<0.05

**  significant difference from the control, p<0.01
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Table 3-1  Food intake (g/day) of rats in the medium term multi-organ carcinogenesis study of arachidonic acid

Drglsle Initiation Administration period (days)
group 1 8 15 22 29 36 43 50
Control + 15.4 13.9 13.7 13.0 11.7 12.7 12.1 12.1
+£2.0 +1.3 +1.0 +1.1 +0.9 +1.2 +1.0 - +0.9
20) (20) (20) (20) (20) (20) (20) (20)
Low + 15.7 14.0 13.2 15.2 .11.9 12.5 12.1 12.8
+2.2 +1.0 +1.1 +6.1 +1.0 +0.9 +1.0 +0.9
(20) (20) (20) (20) (20) (20) (20) (20)
Medium + 14.4 13.8 13.0 13.2 117 12.4 12.0 12.7
*1.5 +1.2 +0.8 +1.0 +0.9 +1.0 +1.2 +1.1
(20) (20) (20) (20) (20) (20) (20) (20)
High + 11.3 ** 13.6 13.3 13.1 12.5 13.1 12.5 12.8
+2.1 +1.7 +1.4 +1.1 +1.2 +1.2 +1.2 +1.3
(20) (20) (20) (20) (20) (20) (20) (20)
High - 15.3 13.6 13.7 13.7 13.1 ** 13.6 13.6 ** 14.5 **
+1.8 +1.3 +0.9 +0.8 +1.0 +1.1 +0.7 +1.0
(20) (20) (20) 20) (20) 20) (20) (20)

Parameter: meantS.D.
(' ): number of animal
*, significant difference from the control, p<0.05

#*  significant difference from the control, p<0.01
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Table 3-2

Food intake (g/day) of rats in the medium term multi-organ carcinogenesis study of arachidonic acid

Dose

Administration period (days)

rou Initiation \
group 57 64 71 78 85 9 99 106
Control + 12.7 12.8 125 125 12.1 12.3 12.2 11.7
+1.1 2.8 +0.9 +0.8 +2.0 +0.9 +12 +0.7
(20) (20) (20) (20) (20) (20) (20) (20)
Low + 12.8 12.6 12.9 12.6 13.2 11.9 12.3 11.9
+12 +0.9 +1.1 +11 +1.1 +1.0 +0.9 +15
(20) (20) (20) (20) (20) - (20) (20) (20
Medium + 12.3 12.4 12.4 13.1 12.7 11.8 11.4 10.8
+1.1 +1.0 +15 +1.1 +1.4 +1.0 +3.0 +3.5
(20) 20) (20) (20) (20) (20) 20) (19)
High + 12,5 12.2 12.1 12.4 133 12.3 11.8 12.4
+12 +13 1.7 +1.4 +12 +12 +29 +1.0
(20) (20) (20) (20) (19) (19) (19) (18)
High . 14.1 ** 143 ** 14,1 ** 14.0 ** 15.0 ** 13.3 14.1 ** 14.3 **
+12 +0.8 +1.] +0.9 +1.0 +0.9 +0.9 +0.9
(20) (20) (20) (20) (20) (20) (20) (20)

Parameter: mean£S.D.

~ (): number of animal

** significant difference from the control, p<0.01



