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31 HRES
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4-TT =)L 2- A MF T =2/ —)b: Ty bEHAWVEZ 90 B BIKER O &S FHERR

3.3 AER B’

WBRMEZ 7 v M2 91 HEIREKRAKREG L, WormtZbizaeg s 1L
ZOEADONEKR HEEZLOBD N2 VHEZRD D,

3.4 AEREREE

[ 7 [ S b B s W B SRR et AE BRI JE v 2 —
I
AERR A
I
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WEMBEFRERTHE (FRETH)

ERROEZE»ORRTEFAFAZITOHMIZ. BRHATARETEIRE - FELL,

3.8 HEREEE

3.9 AERELE
WM E BRI
R
A L
RERE L
FRALSE BT L%
S 43 T A

310 REBREOCEEEICEEBERELELBONIBRER
ERIBEF DR BB XS0 EEN OB E O R (RASE : 24%,
£ 15 R BAbhl, GbRFIZERHTH Y BPICLERITBD O THR

W2 Eh b RBRARETA~ ORI E N &I LT,

311 BHORHE

HEBHEE (RRHAEELEEELET) A, BHYE 477 BEDE (B
KBEEDRAZEL) RUEA (RRWEREY V7L ET) 13
I, - . : %
FOMBRECREEMERE SEMET 5, HMETEOREICSVTIE, BEYER
e amEmes s I | < 7% L . Z O0E % RET 5,
L, BEHIRGFECH L S nARREE (R, i) iconWTik, RBRETHICHE
%15,

3.12 HERIEXEFNOES




.
4. EH#

4-=T7 = )V2- A MX T =/ — V&% T v M 90 HEKERS L IR0 M % it
L7z, #E5EIZ, 0 (=—29l) . 100, 300 %O 1000 mg/kg & L. Sprague-Dawley
F 7 v & [(Crl:CD(SD), 10 VC/#/#E, & 5-BHLARF 6 Mls) 1< 91 HMEEIFZ &L L
7=,

1) —fIREE

1000 mg/kg £ 5-HEOHERE T, T X TOE L H O G EH% ORI H I IER) O R DB
SF 0

2) KE

1000 mg/kg & 5 BEDOMETHE 84 V91 H, METHE 63 HICABREKMATED 5
iz,
3) HefE

1000 mg/kg EGREORETHE G- 7 B, HETHEL 49 AICHAEREMEIED ST,

4)  IRFHFERRA. RRAE RO MR R
TARTOWBRYE R G CTHRRWERGICER T RBE AN RN T,

5) ik bR A
1000 mg/kg ¥ G- REDOMEMET ALTiEM, L 2T a0 — A RN VEEOHERS
fEE. 300 mg/kg UL O GREOHERE T y-GTP IGO0 A B2 SENRD b,

6) #REHE
ik D ek B O R & O A E 72 @ EA 1000 mg/kg ¥ 5REOMEIC, MM EEDOH
B2 EE2 1000 mg/kg & GREOREIZ A BTz,

7)  WETRA

B CIXATE O R LM O A & Qi /41625 100 mg/kg UL E O F 5B OMEREIZ
iR H O HIEMROYEEED 300 mg/kg UL EOEGEEOMEREZ . Bi'E O R EH O R i
PR T AR Y 1000 mg/kg # G- REDOBEIZ 2 BTz, BRI C I AR o 22 b o> 72 B /48
DDA 300 mg/kg LA EDOBEGREDOMER T 1000 mg/kg BGREOMEIC A DTz, EfE
TR bR oM BRIR T & OEL A AR R B o MR, 0 5 Ba, ZEiE & OVEL YA
B OWIR O ZEHE K ORBEEIZ A 1000 mg/kg G- REDOMEREIC . MR RO D S K
K OB RRE DO HEFEDY 1000 mg/kg G- REDO B BT,

DL, 4-=mF=)L2-2A "X T7x/)—)L&%T v M 90 HEIKEES LG



B, BOREN 100 mg/kg PL EOFGREOMERE, Il ~D 25 300 mg/kg L LD
T REDHEKX O 1000 mg/kg G REDOMET . BFE~DRE) 1000 mg/kg £ 5-FF D ML

WAL, Lienos T, RRBRICK T 2 WMk &3 MERE & $12 100 mg/kg K & H#E
E Xz,
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5. #&

i

BRFMDE LCHERIND [4-TF =LA F XL T = ) —] OREMITHO
b, 90 H MR N 5 HMRRE £ L7-0 T, ZOREEBET 5, LB
[ 7 B S A AR R ZE AR o i 0 e - L 7.
WL R OYEIL L= A KT A L R E LT O@Y Th 5,

1) GLP

o [HBLFWE % 4R 5B 2 FE 4 5Bk (2 B9 2 B>V T
(CERpk 2343 A 31 A @ A% 0331 % 8 5. R 230329 R 6 5.
B R 110331010 =)

2) mWRBRITA FT7A v
o PRGBSI OFEE K O AW IEIZ R 9 5 FREHT > T
(b5 29 75« FRk 8 42 3 A 22 AATIEAA AL TE# AL R R d %)

3) @ OEAE

o [BWMOEEROVERIZE T 5L
(BZFn 48 42 10 H 1 HiEf% 105 5)

o [EBREMW O K O I ONC #h O BRI B9 2 Hh g
(CFRk 18 4 4 A 28 HERHEH &R 88 &)

o TEWEBROBEIEREMICHITIETA RTA 2]
(AR, PR 1846 H 1 H)

AR, ) < E oK E R T CHEmE LT
(K% T170090) .
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6.

6.1
6.1

ABRMERUAE
BHERYE B U HEA
1 HERME
ER LB E O v FESKOHERREIZUTOEY Th D,
Sk : ] 37 12 FE o £ 5 i AR AF SR
2R : 4-T T Z)V2-A PFR T = ) — )b
(¥4 : 4-ethenyl-2-methoxyphenol)
CAS No. : 7786-61-0
2 N
oy hE S : -
ME (GCik) * 99.8%
PR * : WK, \E~KEA, FAEOEFER
7 EME : LR O L U CHEBRYE o ff H R &L OEH %25

MraefTunw, EHPMTPZECHoTmZ 2R LT
(Attachment 1) .

RIS : Wk GFASP : 1~10°C, FEMHE : 2.8~6.9°C) |
ilé

R A7 HT : I .

BAIFY 7 v : BERWE 1.0l g Z2R/RGFTH T E L TR LT,

T A% b 0D WL EE : HBRE TR, BERattBwEO - (FTHFE

TU170231-3) ZalBREFEEH ~IRA L, 7% 0 O 5595
WEIXTIHABRER DL EOREIET D,
*: JEGLP T Cobr Sz iz i -S5<

6.1.2 LRV
4 : = — i
s : i (ErH)
=y MR N
Ry — : T Aol 36 T3 ks 4k
{17 7 : et
RIS T : I
6.2 BEROAH
6.2.1 *EBERDDE

BB R ET HEIC, MBHEOKRGRE L THRKRTHLEED -V HEHE
HT7 AR 1 BT omE L,
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6.2.2 G R A

B (200 mg/mL %) ORI KL ER BOMBRYE 28 L Ta— iR
fg L iz a— iz Mz CTHERELE Uiz, 1 & OV &8 (60 & Y 20 mg/mL )
T, ERHERKE - M THARL TR L,

6.2.2.1 RREE
KT A% —FF LR L, % 7 B OANICER L,

6.2.2.2 BRERODRELE
BhER PR REZET) X, BEICHERT 2 ETBEY T 2l () 1A
NTHBEN GFFARHIE : 2~8°C, FEHNEE : 2.8~6.9°C) IZHR17F L=,

6.2.2.3 HERBEDLEM

4-TT = )V2-A X T =/ —L® 1 KT 200 mg/mL FR (BEK : a2—20H) &
W TT 7 AT AN T (WEEN, FFAH : 2~8°C) - LT 7 B#, =R -
T 24 ReERAE Lckeoz2E 2 I C iR S i C
W5 (REBRE S :_\ Attachment 2)

6.2.2.4 HER R D IR EEHERR
#hH 1 AROEEL 13 BORGIZHWDFREOHRIEIZHONT, ZoRE 4R
I B C HPLC EEHWTCHRE LIz, O,
FMEIZ T 2 FIA 1T 96.5~104.5% (FFAHPH : ZREIZ %925 FIAS 100+ 10%LAA)
Th . HFR&HHENTH -7~ (Attachment 3) . W IEDOHERE 2RI TRT,
1R RS 72 0 OB BRSO O &
LIREYM 720D 1A (K30 mL & £ H)

W E >t R E : 4-TF =)V 2- A "X T = ) — )b
IEAEY)E
g2y : 4-T T =)V 2-A NF T T2 ) — )b
oy &S : -
RAE SR : G (FE&M : 1~10°C) | ¢
PRAT 55 T : I i

B > 7 E L O > 5 R T E O %

JEE Sy (WD b PR AL 1 2~8°C, I - 2.8~6.9°C)
TR E R BB R o FR L

LT DFRIZHE W E R 2 EAE 2 12 n=3 TIEMEIZ

BHRL, =& ) — LA Lo E A REHA R &2

FRFFRSRL L 7=,
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o e 1 AT R 2 YA R
m@&g RhE | EAR | BRhE | eak | ARE
(mL) (mL) (mL) (mL)

20 1 100 1 10 1000

60 1 100 1 30 3000

200 1 100 1 100 10000

HPLC v A7 A
Heam 4 K OV A —Jr—

HPLC 2695 XL —v g vV EY a— /b
T 2489 7 = 7 L AUV/VIS ¥ &% Waters Corporation
T — X 4LE Y 7 Empower 3

HPLC #I & &1

i H : UV (JE KK 260 nm)
7T I : YMC Pack Pro C18 RS
(4.6 mm I.D. x 150 mm, KL 1% 5pum, XSt D A
T AT )
717 SEIRAE R E IR
: 40°C
B EfH : Wik, 7 b=FULEK (3:2)
=— RV BEEIR #iAK,/ 7 b=FUJVEIK (3:2)
it = : 1.0 mL/min
AEHEAN & : 10 uL
A= YT T—NEREIRE
10°C
I 7E IRy [ : 10 43
W E D& Rk
e | AN P H B
1 6 HE HEYS IR AT LAY
2 1 Y PR
3 . 20 mg/mL #BRIK-1 O

T T E ) RROBHES
20 mg/mL #EBRIK-2 D
T JEE T RROBHES
20 mg/mL #BRIK-3 O
TR E T E T ROBH S
60 mg/mL #BRik-1 O
T T E ) RROBHES
60 mg/mL #BRik-2 O
TR E T E ) ROBH S
8 1 IR

60 mg/mL #%Brik-3 O
TR E T E ) ROBH S

13



200 mg/mL #BR -1 O
T B E R R
200 mg/mL #BRik-2 @
R E AR IR
200 mg/mL #BRE-3 O
T B R E BB R

13 1 HE HE VR IR

10 1

11 1

12 1

6.3 HEBRIVMERVRFEOERRER

TR A FT7A4 N E DV TFowmEEHWERBRAILELINL TS, 7y ME
EEGL o2 RIS HVWLERRTEBY, ZoRBRICHEH SN D
Sprague-Dawley 52D 7 v MIFFHEN LS MO, ERERDNEETHDL Z L6k
R,

6.4 J%ﬁ%&Uﬁ“H

5 ) : 7 v ~ (SPF)

B : Sprague-Dawley [(Crl:CD(SD)]

A PERT : AAF v — X - U=t EAEEL ¥ —
Hi AR A fis : 5 T fip

i A PC K : MERES 50 DT

FaE -+ BIb 9 : 9 (HE) % 10 () AR (4 A ORI Z &)
P 5- B s B O e : 6 1A fin

HEEE M 24 MEREAS 40 [T

FRE - %k%ﬁ¢@@aﬁ#
RERE (3 E) | B4R, KERE, L8 TEK
OHEE O B 70 & o — ok ig@lgE (1E/H) K OHR
B 2 350 L7,

LB ) DRI : REEM (R E ORE~FE 5 T REO R E) 23R
T RREBICERE N e R & Bbh 2 8 % 5]
L7z, 72d. B - BIEHIR o — Bk RE & QMR E HE
BB 2R T8I A LR o7,

BT : BEOY P4 B (BEx & 540 2 Aal, M50
3Em)®%$_%ow1\%ﬁ®$wmiﬁf%5
EHYELE D X0 BHEAHER LT, [EIROFIf T
ayvta—HEHAWnWETo vy 7 EE E&UEW%%
HEOMEEIZTLVITo T,

P 5B 5 5 0> 4 B 4 H

: P& 5-BA 4f B O 0K B PH X 1E T 183~216 g (CE¥fE
198 g) | MET 144~195 g CF¥fE 162 g) TH o7,
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6.5

¥

6.6

RAREY DOILE

HEIZ ) E£20% (HE : 159~237 g) AN TdH o 1223,
i 1 6 (B E S 4104 (195 g) ) TEH#E+20% (i :
130~194 g) AL @®REARBO bz, L, A
B ORBOBEIIEEICEK ChHo=Z b, R
BREEL LCHEM L,

BE5BEBICRBRIORA L, &HF - HEHICEDF
ML,

BERABAMORE CHFABAER, M7 EHMD, REEEEOZ, W H D& UEE

WX DPHERER CIREBRZFRENRAONIHMHES 6 FliIc >V Tk, RBRIFHICER
BERETERERDHD LHET L, BoTdARNLLERA L,

LS s
flHEDOREE

i

AR K :
REZ) vyF A b

IR 23 £3°C (FEHE : 20.2~23.6°C) . HAXHBEE 50+
20% (ERIMHE:24~56%) F B [EIEK 1 FFRI% 72D 10~20
B, BB 1 A 12 BRI (07:00~19:00) OB EE (£
vx%5 [ - % Gr7r kT4
Shepherd Specialty Papers, Inc, 2 v FE & :—
B i\ =77 AxFy -
Y (W280xD440 xH210mm: BAZ L 7 X&)
W2, B 2 B3I,

E Ak CR-LPF (BUNBRBEE. 4V = 2 VEERT
k24 2 v MES I
FEHHBICERI®E,

B sk 2 RRARIC L Y BRICERE®,

AT VLA (F—CoENLRY T -mAE) 25
2T,

3.10 ABEBEOFEEICHBLZRELELLEDNIREER) 2R

fAH. RERUSHKPIOEAMED 5
BAVHOGHICET A TRODHMEELAF L. EERNTHLZ L 2R LT,
HREAEHZ YW TOHr#EE (Eurofins Food and Product Testing Japan K. K.

itk e v )

HREKRBUIZOW T O oS E (NP Analytical Laboratories, itz v F)
KEEICERT ZKEOHIT#REE (RS LRI R

15



.
6.7 BHOBARUYT—S~DRFE

/NEY ] BAR ; ARFRFIZHEAE L7,
;Y% : FE TR0, RBREE. MM O N O (8 1R 3% 55 23 X1 T

DL, AMTOKRTEE D YT (R 1 OREFERE
ZH)  FEREBr—VICESE (Bf) LTl
Telr— 7 X EO) RE S BERE, 58,

P, BmE S, FEESFLNIMRTEL AT L,

6.8 BHERE. 5B, BEAERUVESE#E TN o DERER

AL IIRMTM E LTHEHSIND Z Enb, BERRICB T 285 ik
REEFEHICLDROFENLE LV, LML, #BRUEOMER D, IREHAE
PREETHD Z L. o, AEBRYWEIIERE LTSN TWD Z b, xR
~ORBLERE L, T o WHOFEMERER O — K725 515 TH 5ol N &5 4 %
WU, &5HEE 138EM (91 BRE) & L7, 85 EEITRERSRR TR
fTon<Tnwsd 1A 1E (7E/E) &Lz, #EAEIZSmL/kgAHEEL, 7% 7
NEY T ERWCTHARR O &G Lz (08:01~12:09 D)) ., xFRREEICIZBAR (2—
VM) ARERICESG L, BT L ORGREIIRFTORE L EEICEL L (7
BAAL : 0.1 mL) ,

6.9 BEERVZTOHRTERLI KIZEERK
I i L 4T S L2 A XL T ) DT
v bEHWE 14 AmMER RS EERR (TR, ARES I~
5. : 100, 300, 1000 mg/kg) 2BV T, —fREETIZ 1000 mg/kg % 5-H o Mk
TEREE®ZICABEESHORAD ., MELFHRETIE 1000 mg/kg #5FEOME TR = L
AT a—/LOFEREM, #EEETIT 1000 mg/kg HEHEHOM CHKEEDH E 2
BERHELNT, OO EEEREHMEZEEL T, 1000 mg/kg #mHEE L, LA
T3 TR U T300 XTN100 mg/kg 2 K OMEH EICHRE L, 21U BEEZ2 N 2 |
FHABEARIT o, 1 HEY -0 OB IIHERES 108 L L7z, BEMRRER AR 1 ISR T,

= 1 BHER
KR T (*j jk%) ( fi /m’%) ?ﬁﬁf v | B | BmEs
it BB 0 0 5 g | 10 | ieimitie
U5 0 et 100 20 sl |0 | 2Nl
R 300 60 T I I I
mmErE | 1000 | 200 S O O It

16



6.10 BHERUVEEDAE

BHWE T RO REMIC OV TIROBEK DM EE T2, RABRH OERIC
DOWTIELLTO®EY Th D,

$¢5 1 H (Day 1 of administration) N RE!

5 13 (Week 1 of administration) : 5 1 685 7H

6.10.1 — KRB D EREE

BEIZONT, KA, REIRRE, BB ITEN R ORI O B 7 & o — ok e
Z1H 30 (K5, HEEBROEE 13 /%, 7270, foR5 2 2B\ T
TR K OMA BT 500 & 5B % 0 2 B CHIRR B ILE R O 72 O OBk a1 e,
B LT,

6.10.2 KERE

P ONT, BEH1TBEITES 1, 4 XO7THO 3 A, Z0O%IIT7THILICHER1
B, WEYSHORGANZARELME L (08:21~11:00 OfF) . HM B ICIXFE X2
EREFEHOZD, AiA»HH 16 FEfiER S - % OKREZHE LT,

6.10.3 EE=AE

=TIz onT, &ERHEBOUEZTAMANLGO 1 HEE, &5 7HIZ6 HED
BHEBERELY, F0#%IZ 7 AL 7 AMOBRBEERELZNE R O K5
(08:58~11:19 Of]) IZPEL, 11 HE (F—vI&) #HMH L,

6.10.4 R ZRE

Fh 130 (5%, fE &5 89 A, M : &5 88 A) ICHAREOMELES 5P (FEN
T 1~5%F&) ICOWVWTHRES FEH L7,

AR LA F OBIZRICHESL > T, 2 R U U P AIRKE (B REEEREAEE, oy FES
B &R Utk AIRES, SRS R R ORI IS >V CRIEMIRSE (OMEGA
500: Heine Optotechnik GmbH & Co. KG) Z#HWTHA L 7=, BEDOEEICIX, 28D @
ek Lo X &2 LT,
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6.10.5 RIEE
BAITHEE 138 (f : #5 86~87 H™E!, M : 85~86 H) 24T - 7=,
EEMIZONT, MEYHORGRIZENENERRGEE Y N LI — @Bz
INAEL, MR- BHEBATCA4RHEKEZ, KOWTHHER - BHEBAKTTZOH®KOD 20
FER Z 8L, R 2ICFHEHEH LZHE AP HIEICI YV REEZIT- 72,

M1 B (BT 2007) 135 86~87 HIZHEIR L7220 BEfIJRZ ZIE L CLE -T2,
B 88~89 HIZ 20 RFfEl R Z IR L. ZOREMREICH W,

E1

K2ERBRENDER., ARERUVEREELGE

1) 4FERRIZOVTORAE

A & 75 1

pH ~VT 4 AT 4 v 7 ARBRAE Y

AT VT 4 AT 4 v 7 ARBRE Y

bR TNT 4 AT 4 v 7 ARBRE Y

T a— R ~VT 4 AT 4 v 7 ARBRE Y

18 ifi. VIVT A RT A v 7 AR Y

EULE PINT 4 AT 4 v T AR Y

vmrvel—rrv TIAT A4 AT 4 7 AR Y

% P IR 52

L Bi ik

JRE (4 F5RE) 2 AelE (AL : mL)

2) 20 RRICOVT DR

A & 75 1

JRE (20 BERT &) *2 AaEPE (BEAL : mL)

R&EE KRBT (HAL : mOsm/kg)

F YT LES A FEREME QO (HEAL : mmol/24h)

VRN A BREMIE O (HAL © mmol/24h)

e A B EME O (AL : mmol/24h)

o FH 00 7 s

a) : SR H B3T3 & Clinitek Advantus™ (Siemens Healthcare Diagnostics Inc.)

b): HBREBEMEEE FXETR2T—3 32 OM-6060 BkKEtET—27 L A1)

c) : MERAb B ESHTEE TBA-120FR (¥ /) U AT 4 ANV AT A ARt (HAE4 -
WERXT 4 IV AT AR E) )

H2: AMOREL 20 FEMOREEZAHFH LT 24 MO RE (mL/24h) 2FHHE L7,
W3 20FFIRICOVTREZMEL, MERE L 24BHOREND 1 HE7-0 OHERE %

BHH L,

18



6.10.6 & FRE

G HF& T OB A OFEHFIREEC, AE 2D —®& (0 16~19 FFfH) -2
HIZHONTA Y 7T BT CTHREL, BRXEIR2 & EDTA-2K A0 i |
(SB-41 : v A A w7 ZkA ) Ik (R 1mL) ZERIRL, Foh/zimiiico
WTHE3-1) ICRE#E LAZEHE MBIV RAE Lz, HiZ, MK (0.9 mL) % 3.2%
xS R T AEIEIERIE (k8 7 IT-W, 0.9 mL 1A : fA AT ¢
AR ICERILL, =0 e (BXE @ 23°C. 2,380 x g, 10 49f) 12k 0ES
T MHEIZ DWW TR 3-2) RS LAEEAELAOHECIOVRE L, 2, SIRICE
BRI IE 2. &FZ2 T May-Griinwald-Giemsa Y7512 X 5 i B HIEA % 1
WMLZR, WTFnoaEhw b RIERSRICEEIT o7z, BIBIEER LR o7,

R 3MRERENDHEB. BEERVERABRILE
1) EDTA-2K JNIEIZ DT DA

B EE P& 7 1% L RA
ARIMEREE (RBC) ™! QMEL—F—Tu—H A FA Y —E 10*(E4)/pL
~ESF v R (HGB) VT UAMNES OB EEY g/dL
~< k7Y MiE (HCT) TRILERB R OB R MERA R 2 S5 Y %
EHRMERERE (MCV) 2FAEL—Y—Ta—H% A A Y —7EY fL
EHRME~E e & RMEREEOC~T 70 mENS pg
(MCH)

SEHFRMERANE /O U EE ~NES e U RER R~ 2 Uy MEMDE Y g/dL
(MCHC)

MR M ER %L (Retic) RNA Yo |2 LB L —HF—7a—H 1 s A ) —T 10°(E9)/L

R 7 H8 AR IR 2R R OV L BR s & B Y

i/~ (PLT) 2MEL—F =T —H A b A Y —EY 10%(E4)/uL
M iM% (WBC) DHEL—YF—Tm—h A R AU —EY 10%(E2)/uL
{9 BR 53 45 2 NAFFUH —PYPRGICLD T — YA P A Y —  10°(E2)/uL

ERAEL—F =T =% A AR —IETRDE
B4y 5 F OV A L BR E s & B )
2) Jx U MU U ANMMED S EEL - g oWV T OBRAE

AT H W EFH % B
o b oiEE (PT) Coagulometric test 2 S
EHALE S b e R

75 2 F B (APTT) Coagulometric test s
7479 )5 & (FIB) Coagulometric test ® mg/dL
55 E B AR

a) R A MR FMR A E ADVIA2120i (Siemens Healthcare Diagnostics Inc.)
b): ik %k E H B) 4y #2518 ACL Elite Pro (Instrumentation Laboratory Inc.)
1 MBI (BWFES 1107) T, RLKZRERBROARRMEEL R T =7 —RNH LTI,
SOPIZit» THMEL EM LT, ZORKE, =T —RFIPBOOLNL o727, FHl
EMERA LT,
HE2: UK (LYMP) | 4F P ER (NEUT) | 4FERER (EOS) | 4FHi 2L EK (BASO) | HiEk (MONO)
KA ORMIERAEEK (LUC)
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6.10.7 mERIEFHEE
MEFRAE D72 ORI & FEFICA~SY UIiBRE (X P =27 b U~ ) b
U?A 5mLEIMA : T AERXSH) | %WLKMM(ﬁ4mU i (R
:23°C, 2,380xg, 1047[) LCHELNMEIZON TR A ICHEEOHE Lk
MJ: DER&EL,

R4 MBREFRENVDEE. AFERVERAKSEZLE

f A 1E H 5 7 1 HAL
AST UV-rate 1 IU/L
ALT UV-rate £ IU/L
LDH UV-rate £ IU/L
y-GTP Ly-Z NV ZIN3-ANKRFL4-= a7 = FjEd IU/L
ALP Bessey-Lowry ¥ ¥ IU/L
=2 L 25w —/ (T-CHO) CEH-COD-POD £ ¥ mg/dL
FUZUETA R (TG) LPL-GK-GPO-POD i ¥ mg/dL
U igE (PL) PLD-ChOD-POD % ¥ mg/dL
Wrevsiery (T-BIL) v ArE AR L —PEY mg/dL
7 )ya—2Z (GLU) JNa—AF e FoFr—¥iEY mg/dL
JRFeEH (BUN) Urease-LEDH i mg/dL
7 L7 F =2 (CRNN) Creatininase-creatinase-sarcosine oxidase-POD £ & mg/dL
F rU T A (Na) A FERREmE Y mmol/L
1Y v A (K) A F R EmE Y mmol/L
& (CD A A B ERE Y mmol/L
ANy A (Ca) OCPC i ¥ mg/dL
mEgEY > (P) TY TF UL Y mg/dL
Wwa g (TP) Biuret % ¥ g/dL
773 (ALB) BCG ¥ g/dL
A/G It (A/G) WA URITBERORT LTI UNLET
7 0 B
a) : lRRALF A B OHTEE TBA-120FR (V7 /) U AT 4 AV 27 A ARASH (B4 - ®
BERAF 4 IV RT A ARRNEH) )

6.10.8 REZRE

6.10.8.1 B4R

T OFEHREY IOV T, BI04 I KB ARG IC i@ﬁ&ﬁuﬁﬁlﬁéﬁffﬁ%ﬁ’%%ﬂ
ATV, RSN - BHES - D - IEE A B2y ORE - A OWIRIC X 5 FEM 2R B8R
3 L TR R 2 Riek L7,

6.10.8.2 #EEERE

ETOFBEFIREPICONT, IR THREORRE EdERE) 2HETLE LD
(. M E AL BRI O E ) DR 100 g M2 O ER LT L7,

B, FElZA LMo E MELZER) oW TEEARAICHEL, €
D& FHE TR L 72,
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B, FEMA FURER (BRU/MAZETe) * B> Mo, M. O (K
BXate) o MERMR GATRRAEOTE TR *0 FFIR. B RR* Aiszi,
FEgE (BRI Z STe) | IRE* RO

6.10.8.3 REABERE

2TOHMMIZONTRIZ AT e B/ Z TR L, 10% Y U ERFEH ALV~ U 2K CIE
E LT, 72720, IREREORMRIL 3% 7 VX LT IVT e R -25%F L~ T,
Flo, BEKOBR EREZ 7T VRTENENBEELTZOL, 10% Y VU BREEEKR L~
U TRAE LT, £D%, REMORGE/MEkE N7 7 4 el f & L, ~~
F¥T Dy AV aEAR (H-E) 2R L7z, ZoHrbH, LT, dRELOE
HAEFHEORTOREMMBECONWTHMR L, ZOME, AR CHBRYEREGICX
LEEN b e (M) | RFIR (M) ROVH (M) 2oW» TR L O A
BHEOTRXTOHMIZONTHHE MR LI, *Tx LB AMERE IOV TRl % #
ML, FloAZSER LN, o m eSS IXmm 2 8m L7xs, ** TR Lz ERN
BIIWON 72 E TH DO MM OEARER 234 il (&2 E5E) 28k L7,
BHEBO%LL OBV CTEEMMNATRE TH o 7272, RO FEMERIIITDO R 72,

R, /g, e (D) o A phigs. IRER, AR, ~—F =, TEE,
HURR ., bR/ B Mok, Mg, SEF U > o]Eik B D o8 D
g, MoREhIR, &, W (REXZGE) . F. g, B, ER. E25.
W (A =z Ete) o B M. B BRSO TR, R,
B, WEIE. RSB, RSER BAR. RUSZAR. KR (BEEARZ S Te) *. JREL. N
BB, LR (BER) * e (BHzat) o RKEE UREE X OF %2
te) *. KBEEHA*. B (BB *. BEROY UL R*

iz . MEEE N OME AR AL (H ) Z i L CRfr L7z,

Iy N I [E

AR R I B O TR BB OMERES | B (BB 1005 KT 1104) R OF
1000 mg/kg # RO | §1 (BE S 4004) T, EEUME () 0% BARRE B
BHEARZENT 5 2 LR TE R olo, L L EEHHIC +4 2B A ETE TR Y,
RO T LM E R S A BESRD LA TOARVEND | ®
B BEAR A~ D BB X 2 0 b o &Rk LT,

6.11 T—4#FERIFEFALE-aYE1—43 X T A

MiTOX-BOZO > A7 A (Version 7.6.1, —IH-iEM T A7 AR S H)
Pathos5 ¥ A7 A (Pathology Operating Systems Ltd.)
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6.12  #REHEEMT

ET—% (fE, BHE, RREOEEMNIHE, MKFHRAE, LR FHRELD)
FREEE) ITOWT, SRR L g E I 58 & O CHREMREIT 21T o T2,

BHEO LB EHE R A2 B U, Bartlett 4 2 X W BB EEITTo7- (A&
KHE D 1%) o SHAE L WA T Dunnett 5 Y2 V0T, RESB OB AT Steel
DOREIZANT, ARBFELEBREHLOMTHRELZIT>72 (BEAKE 5 L 1%,
R . BREICIL, #E/Y v 77— SAS Release Ver. 9.1.3 (SAS Institute Inc.) % fifi
ML,

Fo, MRS EEEEHOTZDDORIIT- 25K B OREITHRFHREIT ORISR & L
Nz,

22



.
7. HEBRHE

7.1 — %Ik AE

ik % Table 1-1~1-14 Y N Appendix 1-1~1-56 127" L7,

1000 mg/kg £ 5-HEOMEHE T, T X TOER LG H O GEEZ DRI 1~5 6] THIEEE O
DB BT,

300 mg/kg LA F O EREOMEETIZ, WO BT ITHAONR-o T2,

7.2 KE

% fE % Fig. 1. 2 2O Table 2-1~2-4 ifF ONZ Appendix 2-1~2-8 [Z/x L 7=,

1000 mg/kg G RO METH G 84 191 B, METH G 63 HICABEREMEMNRD S
iz,

300 mg/kg LA F O 5B OMERETIx, xHREE L IZIERRICHER LT,

7.3 HE=E

k& % Fig. 3. 4 &Y Table 3-1~3-4 i N2 Appendix 3-1~3-8 (27~ L 7=,

1000 mg/kg G OMETHE L 7 BICAERIBELRR D e, &5 7 B LRI
B L OMICHEREETADN R o, HETE, &5 49 BICAERIKENRRD i
ZHbOD, TRLUSMIGBEE L OMICAEEEZIZAONR -T2,

300 mg/kg LA T O G EEOMERECTIX, xHREE L IZIZREICHER LT,

7.4 REFERE

i % Table 4-1 O 4-2 W ONT Appendix 4-1~4-8 (2R L 7=,

HMERE & HICHBRE B 5 IR IR T 2 ZRIEFB O b oz,

k. MEBHEOM CRO LN, ZoHOEMICALNIELTHY ., 72
Z DOFARDD B HFEMED AL & Hr L7,

7.5 RI&&E

i fE % Table 5-1~5-16 2 Y Appendix 5-1~5-16 [Z7R L 7=,

1000 mg/kg & G- HEDHET pH O THM ., JR&E, 7 FU U AR OHERIMEO A E
72N NCIREE O B RIREN A DL,

Z DMz, 300 mg/kg HEREOM TR EDOA B R EME N NRGEEOH B 2 AKE 2 2
ST, HEICEELZEZL TRV &, \REOEILEEZ LT,

7.6 mEFRE

% #& % Table 6-1~6-8 2 T* Appendix 6-1~6-24 |2/~ L 7=,

MERE & HITHBRME &G ICER T 22T 6o T,

100 mg/kg B GEREDOMETT 4 7V /) F U BOREREMENA SN, &I
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L7eB L TR s, MEEOEIEEX NI,

7.7 mRILFERE
i f& % Table 7-1~7-6 K O* Appendix 7-1~7-16 (2, fE B OMRIFE 2 R D FE 5158 LT,

x5 MALLFREDHRE

13 ;s i3
# 5.8 (mg/kg) 0 100 300 1000 0 100 300 1000
B %% 10 10 10 10 10 10 10 10
ALT (IU/L) 41 37 39 e 37 38 39 50%
(+24%) (+35%)
y-GTP (IU/L) 0 0 1% 1 %% 0 0 ] % ] %
T-CHO (mg/dL) 72 65 69 9% 77 76 85 123%*
(+28%) (+60%)
PL (mg/dL) 109 103 108  139%* 150 150 155 214%x*
(+28%) (+43%)
BUN (mg/dL) 16 13 13 14 19 17 17 14%
(—26%)
K (mmol/L) 40 39 39 4.1 3.4 33 3.5 3.7%*
(+9%)

KPP OMEITEHOFEEEZ R,
() OEE BTS2 BBEELRT (- B+ 8
*:p<0.05, **:p<0.01 (KEEFLLEFEEDHD)

1000 mg/kg #& 5O MET ALT &M, y-GTPIEME, Mol A7 v — L RO VIEE
DEEZREMEPEO LA, METIT ALTIEM, y-GTPIEME, arvx7ue—, U U]E
BRODY U LAOFRREMET NICIREFBLERZORBERIRMEN A BT,

300 mg/kg H G REDOMEE T, y-GTPIEMOHEREMEARD bviz,

7.8 BEEE
¥ f& % Table 8-1~8-4 & U8 Appendix 8-1~8-24 (faxf & &) I ONZ Table 9-1~9-4 &
O Appendix 9-1~9-24 (FEX}E &) 2R L7,

Pl @ ST RO EEOAE RSN 1000 mg/kg # 5 EEOMEC, FH%E
BEOHEZREMEN 1000 mg/kg # 5 RBEOHEIZH STz,

ks, HISLAR O MR B R O A B2 RE, 5 N OVHE O & i o M BB O F 722 m il
231000 mg/kg BGRECH SN FEBAICH S BILL B X bz, IR O
KO B OAFE R & A2 300 mg/kg &G HICFRO bz h, AEICEE L7221k
ThRWnWZ &b, MEEOEILEEZLNT,
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7.9 Bl
i % Table 10-1 & T8 10-2 3 TVZ Appendix 10-1~10-80 (Z7% L 7=,
H © o ATE OEE R OFEEEA 1000 mg/kg &5 FEOMEIES 5 6] K O 1 41
A BT,

Z DO Table X T Appendix ([Z/RFHT R, HILRI L0 W b MIEEO Lk
LEZDbNIT,

7.10 JRIBHEBFERE
% 4% % Table 11-1~11-8 }2 O Appendix 10-1~10-80 |2, FEFRORIEEZ K DFE 6 (TR
L7,

K6 REMBFREORE

P 1 i3
5 & (mg/kg) 0 100 300 1000 0 100 300 1000
BIEZES 10 10 10 10 10 10 10 10
JHF figk
JH i o> 22 fa{k 9 8 5 0 6 3 4 0
1R 5% 4 6 5 0 6 3 4 0
1R 5 2 0 0 0 0 0 0
%
2L B NG 4
E;;E"IL&#M@@ 0 5 10 10 0 7 8 10
LS 0 5 7 1 0 7 7 4
1R 0 0 3 8 0 0 1 6
W 0 0 0 1 0 0 0 0
A E O R AR o
O 1 3 T 0 0 0 1 0 0 0 0
W 0 0 0 1 0 0 0 0
miE O A1 0 5 10 10 0 7 8 10
R 0 5 7 1 0 7 7 4
X 0 0 3 6 0 0 1 5
W 0 0 0 3 0 0 0 1
i E o B IENR O JEE 0 0 1 4 0 0 1 1
L 0 0 1 4 0 0 1 1
£ e
MW E Bz oo iR 0 0 0 1 0 0 0 2
L 0 0 0 0 0 0 0 2
1R 0 0 0 1 0 0 0 0
M B oD ) 0 0 0 2 0 0 0 0
1R 5% 0 0 0 2 0 0 0 0
W b Rz o B 51 AN 3K 0 0 0 6 0 0 0 2
L 0 0 0 6 0 0 0 2
W b Rz o> fil i 1= 0 0 0 2 0 0 0 1
L 0 0 0 1 0 0 0 1
X 0 0 0 1 0 0 0 0
W ERDOD SN 0 0 0 2 0 0 0 1
L 0 0 0 2 0 0 0 1
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W i o 0 0 0 2 0 0 0 2

1% 1 0 0 0 1 0 0 0 1

(793 0 0 0 1 0 0 0 1

W | Rz o El 51 A & 0 0 0 4 0 0 0 5

5% 1 0 0 0 4 0 0 0 5

MR IR oD FE G 0 0 0 10 0 0 0 10

B 0 0 0 0 0 0 0 1

A e 0 0 0 10 0 0 0 9

ML 0D R Je P 38 1k 0 0 0 2 0 0 0 2

5% 1 0 0 0 2 0 0 0 2

B Y5 E 0 0 0 2 0 0 0 0

L 0 0 0 2 0 0 0 0

Fe oM ITHBBEE R,
AR R RE D Z2 fa b 23k} HRRE O WEREDS & A B Av7= 23, 300 mg/kg L B #
G RE D BE S T 1000 mg/kg £ 5T 0 M TR BB D3 b L7z,

B © HTE ORY BRI Ok K O /4 623 100 mg/kg UL EO# 5B D

MEREIZ . BR'E O HIJEMROILIED 300 mg/kg LA E O GREOMEREIZ . Al
B ORI oSSR 1000 mg/kg WEGHEOMEIZH BN
7=,

SE o MREUR R oM IR R O AR M B ORI E . o S B, ZEHE
K OBEEHANEE IR D i o ONR R PR I A 2S 1000 mg/kg 5 5-HE D
MEREL . PEW B OO D A K VR IROPEIED 1000 mg/kg # 5 D REC
B,

Z O, Table X TN Appendix (Z/R TR BB D LT, EOHBUR B W 1
HEBEHEOEEZ Z DT,
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4-= T =)V 2-A MR T = ) —)VE T v MZ 90 HEERG LI-REOFEMEZ RE!
L7z, #E5&IZ, 0 (=—29H) . 100, 300 %O 1000 mg/kg & L. Sprague-Dawley
F7 v & [(Crl:CD(SD), 10 VC/¥/#E, & 5-BHLARF 6 MEm) 1< 91 HMEEIF &L L
7=,

IRBL M A R MK A ik, B E RS I X2 BB D b ho T,

—ORAE TIX, 1000 mg/kg B HFEOHEME T, T X TOE G HOEGEEZEOHRIZHFE
HEEOB DN AN b, EBRWERGICLIHEEELEB X T,

RETIX, 1000 mg/kg BEHREORETHR G 84 LN 91 H, METHE 63 HIZAHERIK
ERRD BT,

EEE R TIL, 1000 mg/kg BHHGHEOMETE G 7 0, MTRE 49 BICH B R IKED R
O bz,

JRERA TIE. 1000 mg/kg % 5 REDKET pH O M, JRE. T F U U AKROHEE
Pt EOfF B mET CICREEORERIRESALNTD, MELFHREIZB VT
MAEFEMREICLEBH TR BFROWHEFAREICORFELRROOLNTWNRNI LD,
BEEFHNEREOZ LWEILEEZ DT,

MEAL A Tlx, 1000 mg/kg FEREOMERE T ALT &M, L A7 o — L O
U UEE DR E R EE, 300 mg/kg VL OE 5RO MMET y-GTP 15 MO H & 73 & il 3
P B AL, WEFRRA TUX 1000 mg/kg 5 5-FF o WA C IR o 22 fa Ak o R B /5 o
WORRBOLNTZZ D, RME DI~ DFEMELIEE X btz 1000 mg/kg
BHEBEOMT, W)V U LAOFEREBEEOVREELZOFEREMEN LN, JRR
BERPIFROFEEFZRETREDRROOLN TRV b, BHEFHEROZ LW
ElEEZ b,

FETRAE I, § FIEEXORE) | K OSBRI ER 5L D EEE
R H BTz, HTiX, 100 mg/kg LA O 5RO MERECHIE O R _E R HIE O E
B DN Ak, 300 mg/kg PA E O G REOMERECTIRE O H KR OJLIE, 1000 mg/kg %
HHEOECRIE ORFE LR OSSR A A ST, R BRI Ok &
CEAITAIBICOEAMEICA NN, BRETIEZO L) BB A LR THRN
ZEh, EBRELEEME EEPERHEM LI ERINATEELLTHD
EHEER I T, RV b R AR o0 A R S R BRI R R L B T e v e S 1 A PR
o TV Z &b, RBiEMEEEICRT 2 KIGEZ(LO FTREMEN B 2 bV H3
AT AR TH o7z, B, FHIRIFICHIBMICADNZmE OBRELORER T, R’
W b Bz A RE 0t B/ B MR R R QR A I B L e B b e B A b, £, R
B ClX, 300 mg/kg PL EOEGEREOMERE CTHEMROILEN A B, #5 & O BE 5
bivlen, JEKTZAHTH - 72,

& Cix, Ml El{b AR A b, ZERITEARTHD a2 — o
BB L7722 k&2 ohvle, RELOFEE/B L 300 mg/kg UL OG- HO L&
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OV 1000 mg/kg & 5-HEOHE TR L, Mk b F 4 Tk 1000 mg/kg 5 5 O MM TR
AL AT =LV KRN VIREOREREENALNATWEZ b b, HERWE DN
BErE (IEERH) (IS 28BN EbN Tz, 703, 1000 mg/kg % 5-HE OMEREIZ I T
JFIREZOBEMABH LN TV, ZHICHEY T 50 60k P2 ixHA 6o
> 77,

FECIE. 1000 mg/kg 5 5-HE O MERE T, FEWL BRI R IRE K OVER A A R |z
(CHERRIRE . @ D . FEHE K QMBS R RIS ZE 406 & ONR R PR I Bl 23 A B dL 7z
Mz T, 1000 mg/kg GO TIL, PR EEO D 5 fa Kk &R OILIEN H 5 ivTz,
W R OBEH ARG ERDOBETHALNDL ZERMOEN TS Z s O IR 1
BB O ERZIC BN THR B NTZ7E 2 O, kil B OEE R OZ O FAICBE L
EEEEZ N, BIROZEMIIR EEOBN R NEMICBNTHLALR TV
e, RIRCX T A WBRME OEEN R EEO RN DN, i, BRIRO
PR Je3 P8 T AR T B AR M b S HER ST,

Uboin, 4-=m5=2-A &7/ —L%ET v M 90 AMKERE LIk
K. BORE 100 mg/kg LA E O GRFEOMERE, FTIE~ D272 300 mg/kg UL LD
G BEDIE K Y 1000 mg/kg & 5-REOMEIT . SIPE~D D 1000 mg/kg % 5-HF D Mk
WA BT, Leno T, ARBRICIH T 2 MM & IXHERE & © 12 100 mg/kg ATl & H#E
EX Tz,
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9.

1)

2)

3)

4)

5)

6)

ik

B - V2 AN T2/ — v Ty bEAWE 14 BREIKERD
FhaERB (PHAR) (HIN 5
 BEURED

Snedecor GW, Cochran WG. Statistical methods, 8th ed. Ames: Iowa State
University Press; 1989.

Dunnett CW. A multiple comparison procedure for comparing several treatments
with a control. J Am Stat Assoc 1955; 50: 1096-121.

Dunnett CW. New tables for multiple comparisons with a control. Biometrics. 1964;
20: 482-91.

Steel RGD. A multiple comparison rank sum test: Treatments versus control.
Biometrics 1959; 15: 560-72.

BRI, SFHEEC., ML (2017) @ FERER R, BrE e B (B AR
PERELZE 2 fR). pp. 99, PAATE L. B
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Attaclnnent 1(1/3)

EABR KRS
(4-ZFZ)-2-2 bF VT /7 —ILDOFHE)

REE 5 :

AT =Y - BB O AR

#l & H :

BB E : 4-F =)V A MNFY T ) —
Q=2 =

B H : HARIRART vV OHEFE (ATR 1)

g : ¥tk 2T F 2 TFICRT,

100
Y I U Nt !
: Vel S Wl A : J\' M
. / A WA
LI ; SRe32 Il /
: s Bdgd t | ﬂ
. 2 1 i
] | 25 |gaLy8
v 1SBa8
g
1 : |
B I T /
% 2
. ; i : A .
0‘ T T T T i T T T T ] _rTUT,TYTr “‘I"Ai'“'T YT T T T T i - LI M | J T T LR i Y L B | "']“"l““]“"'"_"_'"i'"_r'-"
4000 3500 3000 2500 2000 1750 1600 1250 1000 750
1/em

Ry : . [FHLEYEEITRDIRBR L -+ 5 R ER
THOHEEE] (PR 2343 H 310 :3EF 03314 8
B Rk 230329 HE 6 B BRIBRALHESE 110331010
)

30



Attaclunent 1(2/3)

SHTFER
(4-ZF=Jp2-X XL T/~ LDOEEW)

AT D BB T %
e R o gexF=a2 hxv7a ) = (Lot No. I

B EH H ? W O =B

) 2 3 3 o mrtoxy bregtozx~s b (R

I - I
THEE, R—EEO L Z A RO ORI R
BB, 12721, 2300 em™ AHEIC RN A3 S e B A
IORBIE BRSO ECH DT, TS
L7z,

i R : LEROANLT PVEBHEORRZ MLl L e
. F—WHOLIARFEOMEORINZRD =,
¥, WARUL A X7 P VIR D R PR T,

5 I
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Attachment 1 (3/3)
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Attaclnnent 2 (1/3)

HERRLEE
(BEBRIE 4-mT = /V2- X N ¥V T = ) — L DEEM)

PR : 4-F =22 NFT T2 ) — )b
ey +rE5 IR

RN : o — i

i) ; ik

R ER R E : 4-ZFT =JV2-A P HFV T = ) — )

RIESRN : W T T AN T R (RREN, 5 A $H : 2~8°C)
R OEERET, EX

R 173 R : WK BT 7 HMBELEE, BB -EET T2
ﬁ%ﬁﬁ

) i A v

%= c BER (RMUEZORERE OFEHE (100) Zx7

DHRFHOWUEREOEHEOHE A} 2 100.0 £
10.0% AN,

fE R : WR— I i

HE : iz}

HuE : [ B SRS AR 2 a2 R
TAHHME] (FERk 2343 H 31 H : AT 0331 8% 8
B K 230329 U/ 6 H. BIRAEFEE 110331010
&)

172
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Attaclunent 2 (2/3)

HER R IRE
(WHRIEP 4-2T = Vv2- A VXV T = ) —VDLREN)

R
P ERE (mg/mL)
R
; 2 W7 B RO
(mg/mL) IR % iR 24 BFRRTFR
1.02 1.01
1.00 0.972 1.00
1.00 0.996
S E 0.997 1.00
HFHE (%) (100) 100.3
196 193
200 205 192
193 187
SEHE 198 191
BFEE (%) (100) 96.5

2/2
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Attaclnnent 2 (3/3)

HERRIREITES
(BRI 4-= T =NV2- A N XV T = ) —NDEER)

wesr [

EROBICBWTEREN, RBBIAb oD, LLTOEY T 2B,

FTIET %,
(FTIERT)
g
B ZIRE (mg/mL)
R S 3
el e Wik 7 A A,
(mg/mL) T 74
e/ WA % SR 24 W MR 7 1%
1.02 1.01
1.00 0.972 1.00
1.00 0.996
EEHE 0.997 1.00
BER (%) (100) 100.3
196 193
200 205 192
193 187
S i 198 191
BHEE (% (100) 96.5
(RTIE#)
fER
WEWRE (mg/mL)
g e A g
. 26 BT AFMET
(mg/mL) (mg/mL) = U [ 4% 218 24 KRS
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Table 1-1 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Clinical signs
Male

Dose Day of administration

mg/kg Findings 1 2 3 4 5 6 7 8 9 10 11 12 13 14

0 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

100 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

300 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1000 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 9 5 6 5 5 6 6 7 7 8 8 9 9 5
Decrease, spontaneous movement 1 5 4 5 5 4 4 3 3 2 2 1 1 5




1374

Table 1-2 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Clinical signs
Male

Dose Day of administration

mg/kg Findings 15 16 17 18 19 20 21 22 23 24 25 26 27 28

0 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

100 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

300 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1000 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 7 8 6 7 7 6 7 8 7 8 8 7 7 5
Decrease, spontaneous movement 3 2 4 3 3 4 3 2 3 2 2 3 3 5
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Table 1-3 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Clinical signs
Male

Dose Day of administration

mg/kg Findings 29 30 31 32 33 34 35 36 37 38 39 40 41 42

0 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

100 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

300 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1000 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 5 5 8 7 7 8 6 7 7 7 7 8 7 6
Decrease, spontaneous movement 5 5 2 3 3 2 4 3 3 3 3 2 3 4
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Table 1-4 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Clinical signs
Male

Dose Day of administration

mg/kg Findings 43 44 45 46 47 48 49 50 51 52 53 54 55 56

0 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

100 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

300 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1000 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 6 9 7 6 7 7 5 6 6 8 8 8 7 8
Decrease, spontaneous movement 4 1 3 4 3 3 5 4 4 2 2 2 3 2
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Table 1-5 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Clinical signs
Male

Dose Day of administration

mg/kg Findings 57 58 59 60 61 62 63 64 65 66 67 68 69 70

0 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

100 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

300 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1000 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 8 8 8 8 6 7 5 7 8 8 8 7 7 6
Decrease, spontaneous movement 2 2 2 2 4 3 5 3 2 2 2 3 3 4
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Table 1-6 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Clinical signs
Male

Dose Day of administration

mg/kg Findings 71 72 73 74 75 76 77 78 79 80 81 82 83 84

0 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

100 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

300 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1000 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 7 7 6 7 7 7 7 7 7 7 7 7 6 8
Decrease, spontaneous movement 3 3 4 3 3 3 3 3 3 3 3 3 4 2
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Table 1-7 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats
Clinical signs
Male
Dose Day of administration
ng/kg Findings 85 86 87 88 89 90 91 92#
0 n 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10
100 n 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10
300 n 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10
1000 n 10 10 10 10 10 10 10 10
No abnormal findings 7 8 8 8 8 7 7 10
Decrease, spontaneous movement 3 2 2 2 2 3 3 0

# Day of necropsy
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Table 1-8 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Clinical signs
Female

Dose Day of administration

mg/kg Findings 1 2 3 4 5 6 7 8 9 10 11 12 13 14

0 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

100 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

300 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1000 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 9 6 7 7 6 5 6 6 6 5 7 6 7 7
Decrease, spontaneous movement 1 4 3 3 4 5 4 4 4 5 3 4 3 3
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Table 1-9 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Clinical signs
Female

Dose Day of administration

mg/kg Findings 15 16 17 18 19 20 21 22 23 24 25 26 27 28

0 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

100 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

300 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1000 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 8 7 6 8 6 6 7 6 7 7 7 7 8 7
Decrease, spontaneous movement 2 3 4 2 4 4 3 4 3 3 3 3 2 3
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Table 1-10 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Clinical signs
Female

Dose Day of administration

mg/kg Findings 29 30 31 32 33 34 35 36 37 38 39 40 41 42

0 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

100 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

300 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1000 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 7 7 7 7 7 7 6 7 7 8 7 7 7 7
Decrease, spontaneous movement 3 3 3 3 3 3 4 3 3 2 3 3 3 3
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Table 1-11 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Clinical signs
Female

Dose Day of administration

mg/kg Findings 43 44 45 46 47 48 49 50 51 52 53 54 55 56

0 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

100 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

300 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1000 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 7 7 8 7 7 7 5 6 6 7 8 8 6 6
Decrease, spontaneous movement 3 3 2 3 3 3 5 4 4 3 2 2 4 4
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Table 1-12 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Clinical signs
Female

Dose Day of administration

mg/kg Findings 57 58 59 60 61 62 63 64 65 66 67 68 69 70

0 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

100 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

300 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1000 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 7 7 7 7 7 7 5 7 7 7 6 7 7 6
Decrease, spontaneous movement 3 3 3 3 3 3 5 3 3 3 4 3 3 4




125

Table 1-13 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Clinical signs
Female

Dose Day of administration

mg/kg Findings 71 72 73 74 75 76 77 78 79 80 81 82 83 84

0 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

100 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

300 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1000 n 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormal findings 6 6 7 7 7 7 7 7 7 8 7 7 8 8
Decrease, spontaneous movement 4 4 3 3 3 3 3 3 3 2 3 3 2 2
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Table 1-14 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats
Clinical signs
Female
Dose Day of administration
ng/kg Findings 85 86 87 88 89 90 91 92#
0 n 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10
100 n 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10
300 n 10 10 10 10 10 10 10 10
No abnormal findings 10 10 10 10 10 10 10 10
1000 n 10 10 10 10 10 10 10 10
No abnormal findings 9 9 7 8 8 7 7 10
Decrease, spontaneous movement 1 1 3 2 2 3 3 0

# Day of necropsy
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Table 2 -1

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Body weight
Sex Male Unit : g
Test Article Day
Dose 1 14 21 28 35 42 49
Mean 198 220 245 292 332 364 392 416 439
0 mg/kg S.D. 8 9 11 16 21 25 29 32 34
n 10 10 10 10 10 10 10 10 10
Mean 197 221 245 294 335 368 399 424 450
100 mg/kg S.D. 8 9 13 24 32 37 41 48 54
n 10 10 10 10 10 10 10 10 10
Mean 198 222 246 298 337 370 398 422 448
300 mg/kg S.D. 8 7 8 9 10 13 15 18 20
n 10 10 10 10 10 10 10 10 10
Mean 197 212 233 282 315 344 369 387 406
1000 mg/kg S.D. 8 10 13 16 24 31 36 40 41
n 10 10 10 10 10 10 10 10 10
No significant difference in any treated groups from control group.
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Table 2 -2

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Body weight
Sex Male Unit g
Test Article Day
Dose 56 63 70 77 84 91
Mean 456 475 492 507 523 528
0 mg/kg S.D. 35 39 41 43 43 46
n 10 10 10 10 10 10
Mean 468 490 507 524 538 546
100 mg/kg S.D. 58 62 69 74 76 82
n 10 10 10 10 10 10
Mean 463 482 496 513 526 534
300 mg/kg S.D. 20 24 24 26 26 30
n 10 10 10 10 10 10
Mean 417 432 442 453 464 D2* 466 D2*
1000 mg/kg S.D. 41 44 45 46 50 49
n 10 10 10 10 10 10
Significantly different from control * P<0.05

D2:Dunnett Test Two-Side
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Table 2 -3

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Body weight
Sex Female Unit : g
Test Article Day
Dose 1 14 21 28 35 42 49
Mean 166 176 180 206 224 242 253 262 275
0 mg/kg S.D. 7 7 7 14 16 17 17 23 18
n 10 10 10 10 10 10 10 10 10
Mean 161 170 179 203 220 232 241 253 264
100 mg/kg S.D. 11 10 13 21 23 24 22 26 27
n 10 10 10 10 10 10 10 10 10
Mean 161 166 176 199 218 228 239 252 260
300 mg/kg S.D. 7 9 7 10 11 13 11 12 15
n 10 10 10 10 10 10 10 10 10
Mean 162 169 179 201 218 230 238 245 252
1000 mg/kg S.D. 15 17 16 16 20 22 25 24 27
n 10 10 10 10 10 10 10 10 10
No significant difference in any treated groups from control group.
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Table 2 - 4

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Body weight
Sex Female Unit g
Test Article Day
Dose 56 63 70 77 84 91
Mean 281 287 292 299 304 304
0 mg/kg S.D. 21 18 22 20 22 22
n 10 10 10 10 10 10
Mean 269 275 283 289 292 295
100 mg/kg S.D. 24 24 26 29 27 25
n 10 10 10 10 10 10
Mean 266 272 280 284 291 292
300 mg/kg S.D. 16 14 16 19 21 20
n 10 10 10 10 10 10
Mean 258 263 D2* 268 274 278 277
1000 mg/kg S.D. 27 29 28 30 32 32
n 10 10 10 10 10 10
Significantly different from control * P<0.05

D2:Dunnett Test Two-Side



Table 3 -1 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Food consumption

09

Sex : Male Unit : g/animal/day
Test Article Day
Dose 1 7 14 21 28 35 42 49 56
Mean 21 22 23 22 21 21 21 21 21
0 mg/kg S.D. 1 0 1 1 1 1 1 1 1
n 5 5 5 5 5 5 5 5 5
Mean 21 22 23 23 22 22 22 22 22
100 mg/kg S.D. 1 1 1 0 1 1 1 1 1
n 5 5 5 5 5 5 5 5 5
Mean 21 22 23 22 21 21 21 21 21
300 mg/kg S.D. 1 1 1 1 1 1 2 2 2
n 5 5 5 5 5 5 5 5
Mean 21 19 D2** 23 21 21 21 22 21 21
1000 mg/kg S.D. 1 1 1 1 2 2 2
n 5 5 5 5 5 5 5 5
Significantly different from control : %% P<0.01

D2:Dunnett Test Two-Side
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Table 3 -2 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Item Food consumption
Sex Male Unit g/animal/day
Test Article Day
Dose 63 70 77 84 91
Mean 20 21 20 20 19
0 mg/kg S.D. 2 2 2 2
n 5 5 5 5
Mean 22 22 21 21 21
100 mg/kg S.D. 2 1 1 1
n 5 5 5 5 5
Mean 21 21 21 21 20
300 mg/kg S.D. 2 2 2 2
n 5 5 5 5
Mean 21 21 21 21 20
1000 mg/kg S.D. 2 1
n 5 5 5

No significant difference

in any treated groups from control group.



Table 3 -3 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Food consumption

9

Sex : Female Unit : g/animal/day
Test Article Day
Dose 1 7 14 21 28 35 42 49 56
Mean 18 15 16 16 17 17 16 16 16
0 mg/kg S.D. 1 1 1 2 2 2 2 1 1
n 5 5 5 5 5 5 5 5 5
Mean 16 15 15 15 15 15 15 15 14
100 mg/kg S.D. 2 2 2 1 1 1 1 1 1
n 5 5 5 5 5 5 5 5
Mean 16 14 15 15 15 15 15 15 15
300 mg/kg S.D. 1 1 1 1 1 1 1 1 1
n 5 5 5 5 5 5 5 5
Mean 16 13 16 15 15 15 15 15 D2* 14
1000 mg/kg S.D. 1 1 1 2 1 1 2 2
n 5 5 5 5 5 5 5 5
Significantly different from control : * P<0.05

D2:Dunnett Test Two-Side
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Table 3 - 4 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Item Food consumption
Sex Female Unit g/animal/day
Test Article Day
Dose 63 70 77 84 91
Mean 15 15 15 14 14
0 mg/kg S.D. 1 1 1 1
n 5 5 5 5 5
Mean 15 14 14 14 14
100 mg/kg S.D. 1 1 1 1
n 5 5 5 5 5
Mean 15 14 15 15 14
300 mg/kg S.D. 1 1 1
n 5 5 5 5
Mean 14 15 14 14 14
1000 mg/kg S.D. 1 1 2 1
n 5 5 5

No significant difference

in any treated groups from control group.
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Table 4 - 1

4-ethenyl-2-methoxyphenol:

Item : Ophthalmology (Week
Sex : Male

90-day oral toxicity study in rats

13)

Findings Dose (mg/kg) 0 100 300 1000
No. of animals 5 5 5 5
Ophthalmoscopy
No abnormality 5 5 5 5
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Table 4 - 2 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Ophthalmology (Week 13)

Sex : Female
Findings Dose (mg/kg) 0 100 300 1000
No. of animals 5 5 5 5
Ophthalmoscopy
No abnormality 4 5 5 5

Fundus oculi
Hyperreflectivity in fundus, focal
Unilateral 1 0 0 0
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Table 5 -1 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats
Item : Urinalysis Stage Week 13
Sex : Male
Test Article pH Protein
Dose 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0< +/- 1+ 2+ 3+
Mean
0 mg/kg S.D.
n 10 0 0 1 1 1 0 2 4 1 10 0 0 10 0
Mean
100 mg/kg S.D.
n 10 0 0 0 1 0 0 2 7 0 10 0 3 6 1
Mean
300 mg/kg S.D.
n 10 1 0 1 1 3 0 0 2 2 10 2 2 5 1
Mean
1000 mg/kg S.D.
n 10 0 1 0 5 4 0 0 0 0 10 0 1 8 0

Protein) -:Negative, +/-:15, 1+:30, 2+:100, 3+:>300 mg/dL



L9

Table 5 -2

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in

rats

Item Urinalysis Stage : Week 13
Sex Male
Test Article Ketones Glucose
Dose - +/- 1+ 2+ 3+ - 1+ 2+ 3+ 4+
Mean
0 mg/kg S.D.
n 10 0 0 7 3 0 10 5 5 0 0 0
Mean
100 mg/kg S.D.
n 10 0 0 10 0 0 10 9 1 0 0 0
Mean
300 mg/kg S.D.
n 10 1 3 5 1 0 10 10 0 0 0 0
Mean
1000 mg/kg S.D.
n 10 3 6 1 0 0 10 10 0 0 0 0
Ketones) -:Negative, +/-:5, 1+:15, 2+:40, 3+:80 mg/dL

Glucose) -:Negative,

1+:100,

2+:250,

3+:500,

4+:>1000 mg/dL
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Table 5 -3 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Item Urinalysis Stage Week 13
Sex Male
Test Article Oc.Blood Urobili. Bilirubin
Dose - +/- 1+ 2+ 3+ +/- 1+ 2+ 3+ 1+ 2+ 3+

Mean

0 mg/kg S.D.
n 10 10 0 0 0 0 10 10 0 0 0 10 6 0 0
Mean

100 mg/kg S.D.
n 10 9 1 0 0 0 10 10 0 0 0 10 3 0 0
Mean

300 mg/kg S.D.
n 10 9 1 0 0 0 10 10 0 0 0 10 3 1 0
Mean

1000 mg/kg S.D.
n 10 10 0 0 0 0 10 10 0 0 0 10 1 0 0

Oc.Blood) -:Negative, +/-:0.015, 1+:0.062, 2+:0.135, 3+:0.405 mg/dL

Urobili.) +/-:0.1-1.0, 1+:2.0, 2+:4.0, 3+:>8.0 Ehrlich U/dL

Bilirubin) -:Negative, 1+:0.8, 2+:1.6, 3+:3.2 mg/dL

Oc.Blood Occult blood Urobili. Urobilinogen
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Table 5 - 4 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats
Item : Urinalysis Stage Week 13
Sex : Male
Test Article Color RBC
Dose LY Y DY Other - +/- 1+ 2+ 3+
Mean
0 mg/kg S.D.
n 10 0 10 0 0 10 10 0 0 0 0
Mean
100 mg/kg S.D.
n 10 0 10 0 0 10 10 0 0 0 0
Mean
300 mg/kg S.D.
n 10 0 10 0 0 10 10 0 0 0 0
Mean
1000 mg/kg S.D.
n 10 0 10 0 0 10 10 0 0 0 0

Color) LY:Light yellow, Y:Yellow, DY:Dark yellow, Other:0Other color

RBC) -:Negative,

+/-:81light, 1+:Mild, 2+:Moderate,

3+:Severe



Table 5 -5 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

0L

Item : Urinalysis Stage : Week 13
Sex : Male
Test Article WBC Ep.SEC
Dose - +/- 1+ 2+ 3+ - +/- 1+ 2+
Mean
0 mg/kg S.D.
n 10 10 0 0 0 0 10 2 8 0
Mean
100 mg/kg S.D.
n 10 10 0 0 0 0 10 3 7 0
Mean
300 mg/kg S.D.
n 10 10 0 0 0 0 10 2 8 0
Mean
1000 mg/kg S.D.
n 10 10 0 0 0 0 10 3 7 0
WBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Ep.SEC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Ep.SEC : Squamous epithelial cells



Table 5 -6 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

IL

Item : Urinalysis Stage : Week 13
Sex : Male
Test Article Ep.SREC Cast
Dose - +/- 1+ 2+ 3+ - +/- 1+ 2+
Mean
0 mg/kg S.D.
n 10 10 0 0 0 0 10 10 0 0
Mean
100 mg/kg S.D.
n 10 10 0 0 0 0 10 10 0 0
Mean
300 mg/kg S.D.
n 10 10 0 0 0 0 10 10 0 0
Mean
1000 mg/kg S.D.
n 10 10 0 0 0 0 10 10 0 0
Ep.SREC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cast) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Ep.SREC : Small round epithelial cells
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Table 5 -7 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Item : Urinalysis Stage : Week 13
Sex : Male
Test Article Cr.PS Cr.CO Uri.vVol. Osmotic P.
Dose - +/- 1+ 2+ 3+ - +/- 1+ 2+ 3+ mL/24h mOsm/kg
Mean 7.0 1861
0 mg/kg S.D. 2.2 319
n 10 10 0 0 0 0 10 10 0 0 0 0 10 10
Mean 7.3 1808
100 mg/kg S.D. 3.5 364
n 10 10 0 0 0 0 10 10 0 0 0 0 10 10
Mean 8.3 1789
300 mg/kg S.D. 2.5 352
n 10 10 0 0 0 0 10 10 0 0 0 0 10 10
Mean 14.7 S2** 1419 D2*
1000 mg/kg S.D. 8.0 387
n 10 9 0 1 0 0 10 10 0 0 0 0 10 10
Cr.PS) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.CO) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.PS : Crystal phosphate salts Cr.CO Crystal calcium oxalate Uri.Vol. Urine volume Osmotic P. Osmotic Pressure
Significantly different from control * P<0.05, ** P<0.01

D2:Dunnett Test Two-Side, S2:Steel Test

Two-Side



Table 5 -8 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

€L

Item : Urinalysis Stage : Week 13
Sex : Male
Test Article U-Na U-K U-Cl1
Dose mmol/24h mmol/24h mmol/24h
Mean 1.1 2.3 1.7
0 mg/kg S.D. 0.2 0.4 0.3
n 10 10 10
Mean 1.0 2.2 1.6
100 mg/kg S.D. 0.3 0.7 0.5
n 10 10 10
Mean 1.3 2.2 2.1
300 mg/kg S.D. 0.4 0.4 0.5
n 10 10 10
Mean 1.4 D2* 2.7 2.6 D2**
1000 mg/kg S.D. 0.3 0.4 0.3
n 10 10 10
Significantly different from control : * P<0.05, ** P<0.01

D2:Dunnett Test Two-Side
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Table 5 -9 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats
Item Urinalysis Stage Week 13
Sex Female
Test Article pH Protein
Dose 5.0 5.5 6.0 6.5 7. 7.5 8.0 8.5 9.0 +/- 1+ 2+ 3+
Mean
0 mg/kg S.D.
n 10 0 1 4 2 1 0 1 0 10 2 2 4 1
Mean
100 mg/kg S.D.
n 10 0 2 6 0 1 0 1 0 10 6 1 0 0
Mean
300 mg/kg S.D.
n 10 0 0 0 4 1 1 1 0 10 0 1 4 0
Mean
1000 mg/kg S.D.
n 10 4 1 0 3 1 0 0 0 10 0 2 5 0

Protein) -:Negative,

+/-:

15, 1+:30, 2+:100,

3+:>300 mg/dL
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Table 5 - 10

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in

rats

Item Urinalysis Stage : Week 13
Sex Female
Test Article Ketones Glucose
Dose - +/- 1+ 2+ 3+ - 1+ 2+ 3+ 4+
Mean
0 mg/kg S.D.
n 10 1 5 4 0 0 10 9 1 0 0 0
Mean
100 mg/kg S.D.
n 10 6 4 0 0 0 10 10 0 0 0 0
Mean
300 mg/kg S.D.
n 10 5 4 1 0 0 10 10 0 0 0 0
Mean
1000 mg/kg S.D.
n 10 9 1 0 0 0 10 9 0 1 0 0
Ketones) -:Negative, +/-:5, 1+:15, 2+:40, 3+:80 mg/dL

Glucose) -:Negative,

1+:100,

2+:250,

3+:500,

4+:>1000 mg/dL
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Table 5 - 11 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Item Urinalysis Stage Week 13
Sex Female
Test Article Oc.Blood Urobili. Bilirubin
Dose - +/- 1+ 2+ 3+ +/- 1+ 2+ 3+ 1+ 2+ 3+

Mean

0 mg/kg S.D.
n 10 10 0 0 0 0 10 10 0 0 0 10 4 0 0
Mean

100 mg/kg S.D.
n 10 10 0 0 0 0 10 10 0 0 0 10 1 0 0
Mean

300 mg/kg S.D.
n 10 10 0 0 0 0 10 10 0 0 0 10 1 0 0
Mean

1000 mg/kg S.D.
n 10 10 0 0 0 0 10 10 0 0 0 10 1 0 0

Oc.Blood) -:Negative, +/-:0.015, 1+:0.062, 2+:0.135, 3+:0.405 mg/dL

Urobili.) +/-:0.1-1.0, 1+:2.0, 2+:4.0, 3+:>8.0 Ehrlich U/dL

Bilirubin) -:Negative, 1+:0.8, 2+:1.6, 3+:3.2 mg/dL

Oc.Blood Occult blood Urobili. Urobilinogen
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Table 5 - 12 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats
Item : Urinalysis Stage Week 13
Sex : Female
Test Article Color RBC
Dose LY Y DY Other - +/- 1+ 2+ 3+
Mean
0 mg/kg S.D.
n 10 0 10 0 0 10 10 0 0 0 0
Mean
100 mg/kg S.D.
n 10 0 10 0 0 10 10 0 0 0 0
Mean
300 mg/kg S.D.
n 10 0 10 0 0 10 10 0 0 0 0
Mean
1000 mg/kg S.D.
n 10 0 10 0 0 10 10 0 0 0 0

Color) LY:Light yellow, Y:Yellow, DY:Dark yellow, Other:0Other color

RBC) -:Negative,

+/-:81light, 1+:Mild, 2+:Moderate,

3+:Severe



Table 5 - 13 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

8L

Item : Urinalysis Stage : Week 13
Sex : Female
Test Article WBC Ep.SEC
Dose - +/- 1+ 2+ 3+ - +/- 1+ 2+
Mean
0 mg/kg S.D.
n 10 10 0 0 0 0 10 0 10 0
Mean
100 mg/kg S.D.
n 10 10 0 0 0 0 10 0 10 0
Mean
300 mg/kg S.D.
n 10 10 0 0 0 0 10 2 8 0
Mean
1000 mg/kg S.D.
n 10 10 0 0 0 0 10 0 10 0
WBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Ep.SEC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Ep.SEC : Squamous epithelial cells



Table 5 - 14 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

6L

Item : Urinalysis Stage : Week 13
Sex : Female
Test Article Ep.SREC Cast
Dose - +/- 1+ 2+ 3+ - +/- 1+ 2+
Mean
0 mg/kg S.D.
n 10 10 0 0 0 0 10 10 0 0
Mean
100 mg/kg S.D.
n 10 10 0 0 0 0 10 10 0 0
Mean
300 mg/kg S.D.
n 10 10 0 0 0 0 10 10 0 0
Mean
1000 mg/kg S.D.
n 10 10 0 0 0 0 10 10 0 0
Ep.SREC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cast) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Ep.SREC : Small round epithelial cells
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Table 5 - 15 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Item : Urinalysis Stage : Week 13
Sex : Female
Test Article Cr.PS Cr.CO Uri.vVol. Osmotic P.
Dose - +/- 1+ 2+ 3+ - +/- 1+ 2+ 3+ mL/24h mOsm/kg
Mean 5.1 1947
0 mg/kg S.D. 2.6 519
n 10 8 2 0 0 0 10 10 0 0 0 0 10 10
Mean 6.5 1594
100 mg/kg S.D. 2.8 527
n 10 10 0 0 0 0 10 10 0 0 0 0 10 10
Mean 9.6 D2* 1226 D2**
300 mg/kg S.D. 5.7 317
n 10 10 0 0 0 0 10 7 0 0 1 2 10 10
Mean 7.6 1588
1000 mg/kg S.D. 3.0 274
n 10 8 1 1 0 0 10 10 0 0 0 0 10 10
Cr.PS) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.CO) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.PS : Crystal phosphate salts Cr.CO : Crystal calcium oxalate Uri.Vol. : Urine volume Osmotic P. Osmotic Pressure
Significantly different from control : * P<0.05, ** P<0.01

D2:Dunnett Test Two-Side
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Table 5 - 16 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item Urinalysis Stage : Week 13
Sex Female
Test Article U-Na U-K U-Cl1
Dose mmol/24h mmol/24h mmol/24h
Mean 0.7 1.6 1.2
0 mg/kg S.D. 0.2 0.5 0.4
n 10 10 10
Mean 1.6 1.3
100 mg/kg S.D. 0.3 0.4 0.3
n 10 10 10
Mean 1.0 1.8 1.5
300 mg/kg S.D. 0.5 0.6 0.6
n 10 10 10
Mean 1.1 1.7 1.6
1000 mg/kg S.D. 0.4 0.5 0
n 10 10 10

No significant difference

in any treated groups from control group.
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Table 6 -1

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Hematology Stage Week 13
Sex Male
Test Article RBC HGB HCT MCV MCH MCHC
Dose 10E4/uL g/dL % fL jole] g/dL
Mean 822 14.7 42 .4 51.6 17.9 34.6
0 mg/kg S.D. 33 0.4 1.3 1.4 0.6 0.5
n 10 10 10 10 10 10
Mean 814 14.9 43.0 52.8 18.3 34.6
100 mg/kg S.D. 33 0.5 1.4 1.6 0.7 0.6
n 10 10 10 10 10 10
Mean 818 14.9 43.0 52.7 18.2 34.5
300 mg/kg S.D. 21 0.4 1.4 1.4 0.6 0.7
n 10 10 10 10 10 10
Mean 818 14.7 42.8 52.4 18.0 34.4
1000 mg/kg S.D. 36 0.5 1.3 1.7 0.7 0.6
n 10 10 10 10 10 10
No significant difference in any treated groups from control group.



Table 6 - 2 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

€8

Item : Hematology Stage : Week 13
Sex : Male
Test Article Retic PLT WBC LYMP NEUT EOS
Dose 10E9/L 10E4/pL 10E2/uL 10E2/uL 10E2/uL 10E2/uL
Mean 133.5 87.4 84.1 63.8 16.8 0.9
0 mg/kg S.D. 23.2 7.7 16.0 14.4 4.9 0.2
n 10 10 10 10 10 10
Mean 126.0 83.8 92.4 71.0 16.6 1.0
100 mg/kg S.D. 19.7 4.8 21.3 19.3 3.9 0.3
n 10 10 10 10 10 10
Mean 119.2 88.7 93.8 75.2 13.7 1.0
300 mg/kg S.D. 15.1 6.3 16.5 12.4 5.4 0.4
n 10 10 10 10 10 10
Mean 130.3 95.9 93.4 71.4 16.6 1.1
1000 mg/kg S.D. 27.5 12.9 35.6 29.8 7.4 0.7
n 10 10 10 10 10 10

No significant difference in any treated groups from control group.
Retic : Reticulocyte
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Table 6 -

4-ethenyl-2-methoxyphenol:

Item : Hematology

90-day oral toxicity study in rats

Sex : Male
Test Article BASO MONO LUC
Dose 10E2/uL 10E2/uL 10E2/uL
Mean 0.3 .0 0.4
0 mg/kg S.D. 0.2 .4 0.2
n 10 10 10
Mean 0.4 .0 0.5
100 mg/kg S.D. 0.1 1 0.3
n 10 10 10
Mean 0.4 .0 0.5
300 mg/kg S.D. 0.1 .5 0.2
n 10 10 10
Mean 0.4 .1 0.7
1000 mg/kg S.D. 0.2 .2 0.7
n 10 10 10

No significant difference in any treated groups from control group.

LUC : Large unstained cells
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Table 6 - 4 4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Hematology Stage : Week 13
Sex Male
Test Article PT APTT FIB
Dose s s mg/dL
Mean 12.9 13.0 307
0 mg/kg S.D. 1.0 1.9 31
n 10 10 10
Mean 12.8 13.4 298
100 mg/kg S.D. 1.2 2.6 16
n 10 10 10
Mean 13.5 13.4 290
300 mg/kg S.D. 1.2 1.9 24
n 10 10 10
Mean 12.7 12.6 304
1000 mg/kg S.D. 1.2 2.5 26
n 10 10 10

No significant difference

in any treated groups from control group.
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Table 6 -5

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Hematology Stage Week 13
Sex Female
Test Article RBC HGB HCT MCV MCH MCHC
Dose 10E4/uL g/dL % fL jole] g/dL
Mean 764 14.3 40.9 53.5 18.7 35.0
0 mg/kg S.D. 23 0.3 1.1 1.6 0.6 0.4
n 10 10 10 10 10 10
Mean 770 14.7 41.7 54.2 19.0 35.1
100 mg/kg S.D. 29 0.5 1.5 1.9 0.8 0.4
n 10 10 10 10 10 10
Mean 760 14.6 41.3 54.4 19.2 35.3
300 mg/kg S.D. 39 0.6 1.5 1.6 0.6 0.4
n 10 10 10 10 10 10
Mean 759 14.5 41.7 55.0 19.1 34.6
1000 mg/kg S.D. 34 0.4 1.3 1.8 0.7 0.4
n 10 10 10 10 10 10
No significant difference in any treated groups from control group.



Table 6 - 6 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

L8

Item : Hematology Stage : Week 13
Sex : Female
Test Article Retic PLT WBC LYMP NEUT EOS
Dose 10E9/L 10E4/pL 10E2/uL 10E2/uL 10E2/uL 10E2/uL
Mean 110.5 94.7 60.0 47 .4 9.2 0.9
0 mg/kg S.D. 24.8 5.7 15.7 15.0 1.6 0.4
n 10 10 10 10 10 10
Mean 127.4 91.9 52.4 40.0 9.5 0.8
100 mg/kg S.D. 21.9 9.4 7.5 5.7 3.0 .
n 10 10 10 10 10 10
Mean 136.9 98.1 63.4 48.5 11.4 0.8
300 mg/kg S.D. 22.5 11.6 13.6 10.9 4.7 .
n 10 10 10 10 10 10
Mean 130.9 102.3 63.2 49.7 10.2 0.8
1000 mg/kg S.D. 37.9 12.5 10.9 9.3 4.1 0.3
n 10 10 10 10 10 10

No significant difference in any treated groups from control group.
Retic : Reticulocyte
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Table 6 -

4-ethenyl-2-methoxyphenol:

Item : Hematology

90-day oral toxicity study in rats

Sex : Female
Test Article BASO MONO LUC
Dose 10E2/uL 10E2/uL 10E2/uL
Mean 0.3 .8 0.4
0 mg/kg S.D. 0.1 .9 0.2
n 10 10 10
Mean 0.3 .5 0.3
100 mg/kg S.D. 0.1 .7 0.2
n 10 10 10
Mean 0.4 .9 0.5
300 mg/kg S.D. 0.1 .5 0.2
n 10 10 10
Mean 0.3 .8 0.4
1000 mg/kg S.D. 0.1 .7 0.2
n 10 10 10

No significant difference in any treated groups from control group.

LUC : Large unstained cells



Table 6 - 8 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

68

Item : Hematology Stage : Week 13
Sex : Female
Test Article PT APTT FIB
Dose s s mg/dL
Mean 12.5 10.8 210
0 mg/kg S.D. 1.4 2.0 9
n 10 10 10
Mean 12.3 10.6 221 S2*
100 mg/kg S.D. 1.2 2.0 11
n 10 10 10
Mean 12.1 11.2 215
300 mg/kg S.D. 0.9 1.1 15
n 10 10 10
Mean 11.8 10.9 236
1000 mg/kg S.D. 0.9 1.9 50
n 10 10 10
Significantly different from control : * P<0.05

S2:Steel Test Two-Side
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Table 7 -1 4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Blood chemistry Stage : Week 13
Sex Male
Test Article AST ALT LDH ALP r-GTP T-CHO
Dose IU/L IU/L IU/L IU/L IU/L mg/dL
Mean 57 41 59 411 0 72
0 mg/kg S.D. 5 7 19 137 0 13
n 10 10 10 10 10 10
Mean 62 37 63 431 0 65
100 mg/kg S.D. 8 6 21 153 0 17
n 10 10 10 10 10 10
Mean 57 39 52 388 1 82* 69
300 mg/kg S.D. 5 6 6 76 1 14
n 10 10 10 10 10 10
Mean 57 51 D2* 70 516 1 S2+** 92 D2**
1000 mg/kg S.D. 10 11 57 153 8
n 10 10 10 10 10 10
Significantly different from control * P<0.05, ** P<0.01

D2:Dunnett Test Two-Side,

S2:Steel Test Two-Side



16

Table 7 -2 4-ethenyl-2-methoxyphenol:

90-day oral toxicity

study in rats

Item : Blood chemistry Stage Week 13
Sex : Male
Test Article TG PL T-BIL GLU BUN CRNN
Dose mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
Mean 47 109 .1 159 16 0.31
0 mg/kg S.D. 24 15 .0 27 2 0.03
n 10 10 10 10 10 10
Mean 65 103 .1 158 13 0.29
100 mg/kg S.D. 29 22 .0 18 2 0.04
n 10 10 10 10 10 10
Mean 55 108 .1 150 13 0.29
300 mg/kg S.D. 25 18 .0 13 4 0.03
n 10 10 10 10 10 10
Mean 57 139 D2** .1 144 14 0.28
1000 mg/kg S.D. 28 11 .0 15 4 0.05
n 10 10 10 10 10 10
Significantly different from control ** P<0.01

D2:Dunnett Test Two-Side
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Table 7 -3

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Blood chemistry Stage Week 13
Sex Male
Test Article Na Ccl Ca P TP ALB A/G
Dose mmol/L mmol /L mmol /L mg/dL mg/dL g/dL g/dL
Mean 144 .0 106 10.2 5.1 6.3 .7 0.7
0 mg/kg S.D. 2 .2 2 0.2 0.4 0.3 1 0.0
n 10 10 10 10 10 10 10 10
Mean 144 .9 106 10.1 5.0 6.2 .7 0.8
100 mg/kg S.D. 1 .3 2 0.3 0.5 0.3 .1 0.1
n 10 10 10 10 10 10 10 10
Mean 144 .9 106 10.1 5.0 6.3 .7 0.7
300 mg/kg S.D. 1 .2 1 0.3 0.3 0.2 .1 0.1
n 10 10 10 10 10 10 10 10
Mean 143 .1 106 10.1 5.0 6.4 .7 0.7
1000 mg/kg S.D. 1 .2 2 0.2 0.5 0.3 .1 0.0
n 10 10 10 10 10 10 10 10

No significant difference

in any treated groups from control group.
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Table 7 - 4 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats
Item Blood chemistry Stage Week 13
Sex Female
Test Article AST ALT LDH ALP r-GTP T-CHO
Dose IU/L IU/L IU/L IU/L IU/L mg/dL
Mean 63 37 67 190 0 77
0 mg/kg S.D. 17 9 26 53 0 17
n 10 10 10 10 10 10
Mean 60 38 70 215 0 76
100 mg/kg S.D. 8 14 37 86 0 16
n 10 10 10 10 10 10
Mean 57 39 52 210 1 S2** 85
300 mg/kg S.D. 9 13 8 100 1 18
n 10 10 10 10 10 10
Mean 57 50 D2* 69 190 1 S2** 123 D2**
1000 mg/kg S.D. 5 9 25 51 19
n 10 10 10 10 10 10
Significantly different from control * P<0.05, ** P<0.01

D2:Dunnett Test Two-Side,

S2:Steel Test Two-Side
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Table 7 -5

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item : Blood chemistry Stage Week 13
Sex : Female
Test Article TG PL T-BIL GLU BUN CRNN
Dose mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
Mean 56 150 .1 122 19 0.35
0 mg/kg S.D. 20 28 .0 14 5 0.06
n 10 10 10 10 10 10
Mean 49 150 1 127 17 0.37
100 mg/kg S.D. 23 28 .0 10 4 0.05
n 10 10 10 10 10 10
Mean 34 155 .1 124 17 0.36
300 mg/kg S.D. 11 28 .0 8 5 0.06
n 10 10 10 10 10 10
Mean 63 214 D2** .1 127 14 D2* 0.31
1000 mg/kg S.D. 32 30 .1 12 4 0.04
n 10 10 10 10 10 10
Significantly different from control * P<0.05,

D2:Dunnett Test Two-Side
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Table 7 -6 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Blood chemistry Stage : Week 13
Sex : Female
Test Article Na K Ccl Ca P TP ALB A/G
Dose mmol /L mmol /L mmol/L mg/dL mg/dL g/dL g/dL
Mean 144 3.4 107 10.2 3.6 6.8 3.2 0.9
0 mg/kg S.D. 2 0.2 1 0.3 0.8 0.3 0.2 0.1
n 10 10 10 10 10 10 10 10
Mean 144 3.3 108 10.2 3.3 6.8 3.2 0.9
100 mg/kg S.D. 1 0.2 1 0.4 0.8 0.4 0.3 0.1
n 10 10 10 10 10 10 10 10
Mean 143 3.5 107 10.3 3.7 6.8 3.2 .
300 mg/kg S.D. 2 0.1 2 0.2 0.4 0.4 0.1 0.0
n 10 10 10 10 10 10 10 10
Mean 142 3.7 D2*x* 108 10.4 3.6 7.0 3.3 0.9
1000 mg/kg S.D. 1 0.2 2 0.4 0.6 0.4 0.2 0.1
n 10 10 10 10 10 10 10 10
Significantly different from control : *x P<0.01

D2:Dunnett Test Two-Side
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Table 8 -

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item : Absolute organ weight

Stage : Week 13

Sex : Male
Test Article F.B.W.@@ Brain Pituitary Thyroid-RL Sa.G.-RL Thymus Heart Lung
Dose g g mg mg mg mg g g
Mean 518 .15 12.8 22.5 749 265 .44 .50
0 mg/kg S.D. 42 .10 1.4 4.3 84 66 .11 .13
n 10 10 10 10 10 10 10 10
Mean 535 .16 12.1 25.2 734 280 .49 .55
100 mg/kg S.D. 80 .08 1.3 6.4 75 80 .24 .15
n 10 10 10 10 10 10 10 10
Mean 520 .20 13.0 22.6 737 255 .46 .51
300 mg/kg S.D. 27 .08 1.6 6.7 51 51 .10 .09
n 10 10 10 10 10 10 10 10
Mean 454 .11 11.9 21.8 676 217 .30 .40
1000 mg/kg S.D. 47 .12 2.0 3.3 98 54 .14 .14
n 10 10 10 10 10 10 10 10
Statistical analysis was not done @@

No significant difference in any treated groups from control group.
Sa.G. : Salivary gland
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Table 8 - 2 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Absolute organ weight Stage : Week 13
Sex : Male
Test Article Liver Spleen Kidney-RL Adrenal-RL Testis-RL Prostate Sem.Ves.
Dose g g g mg g g g
Mean 13.53 0.73 3.12 55 3.25 1.48 1.94
0 mg/kg S.D. 1.67 0.09 0.32 9 0.24 0.20 0.36
n 10 10 10 10 10 10 10
Mean 13.89 0.71 3.17 53 3.42 1.44 1.89
100 mg/kg S.D. 3.07 0.15 0.39 9 0.28 0.21 0.26
n 10 10 10 10 10 10 10
Mean 13.68 0.72 3.29 50 3.38 1.28 1.94
300 mg/kg S.D. 1.37 0.06 0.20 9 0.29 0.17 0.27
n 10 10 10 10 10 10 10
Mean 12.97 0.62 3.14 46 3.36 1.24 D2* 1.69
1000 mg/kg S.D. 1.69 0.13 0.44 7 0.24 0.17 0.19
n 10 10 10 10 10 10 10
Significantly different from control : * P<0.05

D2:Dunnett Test Two-Side
Sem.Ves. : Seminal vesicle
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Table 8 -

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item : Absolute organ weight

Stage : Week 13

Sex : Female
Test Article F.B.W.@@ Brain Pituitary Thyroid-RL Sa.G.-RL Thymus Heart Lung
Dose g g mg mg mg mg g g
Mean 296 .02 16.2 17.7 449 243 .92 .15
0 mg/kg S.D. 20 .08 2.8 3.2 38 66 .08 .09
n 10 10 10 10 10 10 10 10
Mean 285 .01 15.9 18.3 448 228 .90 .11
100 mg/kg S.D. 25 .09 2.3 4.6 46 57 .08 .08
n 10 10 10 10 10 10 10 10
Mean 284 .03 15.6 20.4 442 222 .87 .12
300 mg/kg S.D. 19 .07 1.9 4.6 33 46 .08 .07
n 10 10 10 10 10 10 10 10
Mean 270 .94 16.2 15.9 443 217 .85 .08
1000 mg/kg S.D. 32 .12 2.6 3.0 73 67 .11 .13
n 10 10 10 10 10 10 10 10
Statistical analysis was not done @@

No significant difference in any treated groups from control group.
Sa.G. : Salivary gland
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Table 8 - 4

4-ethenyl-2-methoxyphenol:

Item : Absolute organ weight

90-day oral toxicity study in rats

Stage : Week 13

Sex : Female
Test Article Liver Spleen Kidney-RL Adrenal-RL Ovary-RL Uterus
Dose g g g mg mg mg

Mean 7.19 .49 1.95 59 71.5 525

0 mg/kg S.D. 0.48 .04 0.16 7 14.0 119
n 10 10 10 10 10 10
Mean 6.89 .45 1.80 56 78.5 608

100 mg/kg S.D. 0.56 .09 0.24 7 8.7 122
n 10 10 10 10 10 10
Mean 7.35 .47 1.85 64 90.1 D2** 647

300 mg/kg S.D. 0.60 .06 0.15 11 9.4 206
n 10 10 10 10 10 10
Mean 8.41 D2** .45 1.88 59 72.5 577

1000 mg/kg S.D. 1.14 .09 0.18 10 15.5 178
n 10 10 10 10 10 10

Significantly different from control ** P<0.01

D2:Dunnett Test Two-Side



Table 9 -1 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

001

Item : Relative organ weight Stage : Week 13
Sex : Male
Test Article F.B.W.@@ Brain Pituitary Thyroid-RL Sa.G.-RL Thymus Heart Lung
Dose g g/100g mg/100g mg/100g mg/100g mg/100g g/100g g/100g
Mean 518 .42 2.5 .4 145 51 .28 .29
0 mg/kg S.D. 42 .03 0.3 .9 18 13 .01 .02
n 10 10 10 10 10 10 10 10
Mean 535 .41 2.3 .8 140 52 .28 .29
100 mg/kg S.D. 80 .07 0.3 .2 24 13 .02 .02
n 10 10 10 10 10 10 10 10
Mean 520 .43 2.5 .4 142 49 .28 .29
300 mg/kg S.D. 27 .03 0.3 .3 10 9 .01 .01
n 10 10 10 10 10 10 10 10
Mean 454 .47 2.6 .8 149 48 .29 .31
1000 mg/kg S.D. 47 .04 0.3 .7 18 11 .02 .01
n 10 10 10 10 10 10 10 10

Statistical analysis was not done
No significant difference in any treated groups from control group.

Sa.G. : Salivary gland

@@



101

Table 9 2 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats
Item Relative organ weight Stage Week 13
Sex Male
Test Article Liver Spleen Kidney-RL Adrenal-RL Testis-RL Prostate Sem.Ves.
Dose g/100g g/100g g/100g mg/100g g/100g g/100g g/100g
Mean 2.61 .14 0.60 11 0.63 0.29 0.38
0 mg/kg S.D. 0.18 .01 0.05 2 0.07 0.04 0.08
n 10 10 10 10 10 10 10
Mean 2.58 .13 0.60 10 0.65 0.27 0.36
100 mg/kg S.D. 0.28 .02 0.05 1 0.08 0.04 0.05
n 10 10 10 10 10 10 10
Mean 2.63 .14 0.63 9 0.65 0.24 0.37
300 mg/kg S.D. 0.19 .01 0.05 2 0.07 0.03 0.06
n 10 10 10 10 10 10 10
Mean 2.85 D2* .14 0.69 D2** 10 0.75 D2** 0.28 0.38
1000 mg/kg S.D. 0.18 .02 0.04 2 0.09 0.04 0.06
n 10 10 10 10 10 10 10
Significantly different from control * P<0.05, ** P<0.01

D2:Dunnett
Sem.Ves.

Test Two-Side
Seminal vesicle



Table 9 - 3 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

01

Item : Relative organ weight Stage : Week 13
Sex : Female
Test Article F.B.W.@@ Brain Pituitary Thyroid-RL Sa.G.-RL Thymus Heart Lung
Dose g g/100g mg/100g mg/100g mg/100g mg/100g g/100g g/100g
Mean 296 .69 .5 .0 152 82 .31 .39
0 mg/kg S.D. 20 .04 .9 .0 14 22 .02 .03
n 10 10 10 10 10 10 10 10
Mean 285 .71 .6 .4 158 79 .32 .39
100 mg/kg S.D. 25 .06 .7 .5 8 15 .02 .02
n 10 10 10 10 10 10 10 10
Mean 284 .72 .5 .2 156 78 .31 .40
300 mg/kg S.D. 19 .04 .8 .7 12 14 .02 .02
n 10 10 10 10 10 10 10 10
Mean 270 .73 .1 .0 164 80 .32 .40
1000 mg/kg S.D. 32 .05 .2 .4 14 17 .02 .02
n 10 10 10 10 10 10 10 10

Statistical analysis was not done
No significant difference in any treated groups from control group.

Sa.G. : Salivary gland

@@
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Table 9 - 4 4-ethenyl-2-methoxyphenol:

Item : Relative organ weight

90-day oral toxicity study in rats

Stage : Week 13

Sex : Female
Test Article Liver Spleen Kidney-RL Adrenal-RL Ovary-RL Uterus
Dose g/100g g/100g g/100g mg/100g mg/100g mg/100g
Mean 2.44 .16 0.66 20 24.3 177
0 mg/kg S.D. 0.10 .02 0.06 3 5.2 38
n 10 10 10 10 10 10
Mean 2.43 .16 0.63 20 27.6 216
100 mg/kg S.D. 0.17 .02 0.05 2 2.6 55
n 10 10 10 10 10 10
Mean 2.59 .17 0.66 23 31.8 D2** 229
300 mg/kg S.D. 0.19 .02 0.05 5 3.3 72
n 10 10 10 10 10 10
Mean 3.12 D2** .17 0.70 22 27.0 217
1000 mg/kg S.D. 0.16 .02 0.06 4 5.4 69
n 10 10 10 10 10 10
Significantly different from control ** P<0.01

D2:Dunnett Test Two-Side



Table 10-1 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Gross pathological findings

Organs Sex: M M M M
Dose (mg/kg) : 0 100 300 1000
Findings Number: 10 10 10 10
Stomach
Focus,dark red,glandular stomach 0 0 2 0
Focus, raised, forestomach 0 0 0 1
Thickening, forestomach 0 0 0 5
Testis
Small 0 0 1 0
M : Male
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Table 10-2 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Gross pathological findings
Organs Sex: F F F F
Dose (mg/kg) : 0 100 300 1000
Findings Number: 10 10 10 10
Stomach
Focus,dark red,glandular stomach 1 0 0 0
Thickening, forestomach 0 0 0 5
Uterus
Cyst 0 0 0 1

F : Female
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Table 11-1 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Histopathological findings

Organs Sex: M M M M
Dose (mg/kg) : 0 100 300 1000
Findings Number : 10 10 10 10
Adrenal
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Aorta, thoracic
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Bone, femoral (knee joint)
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Bone marrow, femoral
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Bone, sternal
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Bone marrow,sternal
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Cerebellum
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Cerebrum
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Coagulating gland
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Epididymis
Number examined 10 0 0 10
Not remarkable 0 0 9
Cell infiltration,interstitium 1 0 0 1
minimal 1 0 0 1
Esophagus
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Eye
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Harderian gland
Number examined 10 0 0 10
Not remarkable 10 0 0 9
Cell infiltration,interstitium 0 0 0 1
minimal 0 0 0 1
Heart
Number examined 10 0 0 10
Not remarkable 10 0 0 9
Cell infiltration,myocardium 0 0 0 1
minimal 0 0 0 1
Intestine, duodenum
Number examined 10 0 0 10
Not remarkable 10 0 0 10
M : Male
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Table 11-2 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Histopathological findings

Organs Sex: M M M M
Dose (mg/kg) : 0 100 300 1000
Findings Number : 10 10 10 10
Intestine, jejunum
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Intestine,ileum(Peyer's patch)
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Intestine, cecum
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Intestine, colon
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Intestine, rectum
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Kidney
Number examined 10 0 0 10
Not remarkable 7 0 0 8
Basophilia, tubule 3 0 0 2
minimal 3 0 0 2
Urinary cast,hyaline 1 0 0 0
minimal 1 0 0 0
Liver
Number examined 10 10 10 10
Not remarkable 0 0 2 5
Cell infiltration, focal 8 7 7 5
minimal 8 7 7 5
Vacuolation, hepatocyte 9 8 5 0
minimal 4 6 5 0
mild 5 2 0 0
Lung (bronchus)
Number examined 10 0 0 10
Not remarkable 9 0 0 10
Aggregation,alveolar macrophage 1 0 0 0
minimal 1 0 0 0
Lymph node,mesenteric
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Lymph node, submandibular
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Mammary gland, inguinal
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Nasal cavity
Number examined 10 10 10 10
Not remarkable 10 10 10 0
Cell infiltration,respiratory epithelium 0 0 0 1
mild 0 0 0 1
Cell infiltration,olfactory epithelium 0 0 0 2
minimal 0 0 0 1
mild 0 0 0 1
M : Male
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Table 11-3 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Histopathological findings

Organs Sex: M M M M
Dose (mg/kg) : 0 100 300 1000
Findings Number : 10 10 10 10
Nasal cavity (continued)
Cyst,respiratory epithelium 0 0 0 2
minimal 0 0 0 2
Cyst,olfactory epithelium 0 0 0 2
minimal 0 0 0 2
Atrophy,olfactory epithelium 0 0 0 2
minimal 0 0 0 1
mild 0 0 0 1
Disarrangement, respiratory epithelium 0 0 0 6
minimal 0 0 0 6
Disarrangement,olfactory epithelium 0 0 0 4
minimal 0 0 0 4
Hyperplasia,olfactory gland, focal 0 0 0 2
minimal 0 0 0 2
Dilatation,nasal gland 0 0 0 2
minimal 0 0 0 2
Atrophy,olfactory gland 0 0 0 10
moderate 0 0 0 10
Optic nerve
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Pancreas
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Parathyroid
Number examined 9 0 0 9
Not remarkable 9 0 0 9
No sample 1 0 0 1
Pituitary
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Prostate
Number examined 10 0 0 10
Not remarkable 7 0 0 7
Cell infiltration,interstitium 3 0 0 3
minimal 3 0 0 3
Salivary gland, submandibular
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Salivary gland, sublingual
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Sciatic nerve
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Seminal vesicle
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Skeletal muscle, femoral
Number examined 10 0 0 10
Not remarkable 10 0 0 9
Degeneration,muscle 0 0 0 1
minimal 0 0 0 1
M : Male
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Table 11-4 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Histopathological findings

Organs Sex: M M M M
Dose (mg/kg) : 0 100 300 1000
Findings Number : 10 10 10 10
Skin, inguinal
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Spinal cord, thoracic
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Spleen
Number examined 10 0 0 10
Not remarkable 0 0 9
Hematopoiesis, extramedullary 1 0 0 1
minimal 1 0 0 1
Stomach
Number examined 10 10 10 10
Not remarkable 10 5 0 0
Dilatation,gland,glandular stomach 0 0 1 4
minimal 0 0 1 4
Erosion/Ulcer,glandular stomach 0 0 1 0
minimal 0 0 1 0
Hyperplasia, squamous cell, forestomach 0 5 10 10
minimal 0 5 7 1
mild 0 0 3 8
moderate 0 0 0 1
Nodular hyperplasia, squamous cell, forestomach 0 0 0 1
moderate 0 0 0 1
Hyperkeratosis, forestomach 0 5 10 10
minimal 0 5 7 1
mild 0 0 3 6
moderate 0 0 0 3
Testis
Number examined 10 0 0 10
Not remarkable 10 0 0 9
Atrophy, tubule 0 0 0 1
minimal 0 0 0 1
Thymus
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Thyroid
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Tongue
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Trachea
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Urinary bladder
Number examined 10 0 0 10
Not remarkable 0 0 9
Cell infiltration, submucosa 2 0 0 1
minimal 2 0 0 1
Zymbal gland
Number examined 10 0 0 10
Not remarkable 10 0 0 10
M : Male
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Table 11-5 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Histopathological findings

Organs Sex: F F F F
Dose (mg/kg) : 0 100 300 1000
Findings Number : 10 10 10 10
Adrenal
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Aorta, thoracic
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Bone, femoral (knee joint)
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Bone marrow, femoral
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Bone, sternal
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Bone marrow,sternal
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Cerebellum
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Cerebrum
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Esophagus
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Eye
Number examined 10 0 0 10
Not remarkable 10 0 0 9
Dysplasia,retina 0 0 0 1
minimal 0 0 0 1
Harderian gland
Number examined 10 0 0 10
Not remarkable 10 0 0 9
Cell infiltration,interstitium 0 0 0 1
minimal 0 0 0 1
Heart
Number examined 10 0 0 10
Not remarkable 10 0 0 9
Cell infiltration,myocardium 0 0 0 1
minimal 0 0 0 1
Intestine, duodenum
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Intestine, jejunum
Number examined 10 0 0 10
Not remarkable 10 0 0 10

F : Female
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Table 11-6 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Histopathological findings

Organs Sex: F F F F
Dose (mg/kg) : 0 100 300 1000
Findings Number : 10 10 10 10
Intestine, ileum(Peyer's patch)
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Intestine, cecum
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Intestine, colon
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Intestine, rectum
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Kidney
Number examined 10 0 0 10
Not remarkable 9 0 0 9
Cyst 1 0 0 1
minimal 1 0 0 1
Liver
Number examined 10 10 10 10
Not remarkable 2 3 3 5
Cell infiltration, focal 7 6 4 5
minimal 7 6 4 5
Vacuolation, hepatocyte 6 3 4 0
minimal 6 3 4 0
Lung (bronchus)
Number examined 10 0 0 10
Not remarkable 9 0 0 9
Aggregation,alveolar macrophage 1 0 0 1
minimal 1 0 0 1
Lymph node,mesenteric
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Lymph node, submandibular
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Mammary gland, inguinal
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Nasal cavity
Number examined 10 10 10 10
Not remarkable 10 10 10 0
Cell infiltration,respiratory epithelium 0 0 0 2
minimal 0 0 0 2
Cell infiltration,olfactory epithelium 0 0 0 1
minimal 0 0 0 1
Cyst,olfactory epithelium 0 0 0 1
minimal 0 0 0 1
Atrophy,olfactory epithelium 0 0 0 2
minimal 0 0 0 1
mild 0 0 0 1
Disarrangement, respiratory epithelium 0 0 0 2
minimal 0 0 0 2
Disarrangement,olfactory epithelium 0 0 0 5

F : Female
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Table 11-7 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Histopathological findings

Organs Sex: F F F F
Dose (mg/kg) : 0 100 300 1000
Findings Number : 10 10 10 10
Nasal cavity (continued)
Disarrangement,olfactory epithelium (continued)
minimal 0 0 0 5
Hyperplasia,olfactory gland, focal 0 0 0 2
minimal 0 0 0 2
Atrophy,olfactory gland 0 0 0 10
mild 0 0 0 1
moderate 0 0 0 9
Optic nerve
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Ovary
Number examined 10 0 0 10
Not remarkable 9 0 0 9
Atrophy 1 0 0 1
mild 0 0 0 1
moderate 1 0 0 0
Oviduct
Number examined 10 10
Not remarkable 10 0 0 10
Pancreas
Number examined 10 0 0 10
Not remarkable 0 0 10
Hemorrhage, focal 1 0 o] 0
minimal 1 0 0 0
Parathyroid
Number examined 9 0 0 10
Not remarkable 9 0 0 10
No sample 1 0 0 0
Pituitary
Number examined 10 0 0 10
Not remarkable 10 0 0 9
Aberrant craniopharyngeal tissue 0 0 0 1
minimal 0 0 0 1
Salivary gland, submandibular
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Salivary gland, sublingual
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Sciatic nerve
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Skeletal muscle, femoral
Number examined 10 0 0 10
Not remarkable 0 0 10
Degeneration,muscle 1 0 0 0
minimal 1 0 0 0
Skin, inguinal
Number examined 10 0 0 10
Not remarkable 10 0 0 10

F : Female
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Table 11-8 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Histopathological findings

Organs Sex: F F F F
Dose (mg/kg) : 0 100 300 1000
Findings Number : 10 10 10 10
Spinal cord, thoracic
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Spleen
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Stomach
Number examined 10 10 10 10
Not remarkable 10 3 1 0
Dilatation,gland,glandular stomach 0 0 1 1
minimal 0 0 1 1
Hyperplasia, squamous cell, forestomach 0 7 8 10
minimal 0 7 7 4
mild 0 0 1 6
Hyperkeratosis, forestomach 0 7 8 10
minimal 0 7 7 4
mild 0 0 1 5
moderate 0 0 0 1
Thymus
Number examined 10 0 0 10
Not remarkable 10 0 0 9
Hyperplasia,epithelium 0 0 0 1
minimal 0 0 0 1
Thyroid
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Tongue
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Trachea
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Urinary bladder
Number examined 10 0 0 10
Not remarkable 10 0 0 9
Cell infiltration, submucosa 0 0 0 1
minimal 0 0 0 1
Uterus
Number examined 10 0 0 10
Not remarkable 10 0 0 9
Cyst, squamous 0 0 0 1
minimal 0 0 0 1
Vagina
Number examined 10 0 0 10
Not remarkable 10 0 0 10
Zymbal gland
Number examined 10 0 0 10
Not remarkable 10 0 0 10

F : Female
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Appendix 1-1 4-ethenyl-2-methoxyphenol: 90-day oral

Individual clinical signs

Dose (mg/kg) : 0

toxicity study in rats

Sex : Male

Animal

Day of administration

No. 1 2 3 4

5 6 7

8

10

11

12

13

14

1001 - - - -
1002 - - - -
1003 - - - -
1004 - - - -
1005 - - - -
1006 - - - -
1007 - - - -
1008 - - - -
1009 - - - -
1010 - - - -

-:No abnormal findings
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Appendix 1-2 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 0 Sex : Male

Animal Day of administration

No. 15 16 17 18 19 20 21 22 23 24 25 26 27 28

1001 - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - -
1006 - - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-3 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 0 Sex : Male

Animal Day of administration

No. 29 30 31 32 33 34 35 36 37 38 39 40 41 42

1001 - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - -
1006 - - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-4 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 0 Sex : Male

Animal Day of administration

No. 43 44 45 46 47 48 49 50 51 52 53 54 55 56

1001 - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - -
1006 - - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-5 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 0 Sex : Male

Animal Day of administration

No. 57 58 59 60 61 62 63 64 65 66 67 68 69 70

1001 - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - -
1006 - - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-6 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 0 Sex : Male

Animal Day of administration

No. 71 72 73 74 75 76 77 78 79 80 81 82 83 84

1001 - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - -
1006 - - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-7 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 0 Sex : Male

Animal Day of administration
No. 85 86 87 88 89 90 91 92#

1001 - - - - - - - -
1002 - - - - - - - -
1003 - - - - - - - -
1004 - - - - - - - -
1005 - - - - - - - -
1006 - - - - - - - -
1007 - - - - - - - -
1008 - - - - - - - -
1009 - - - - - - - -
1010 - - - - - - - -

# Day of necropsy

-:No abnormal findings
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Appendix 1-8 4-ethenyl-2-methoxyphenol: 90-day oral

Individual clinical signs
Dose (mg/kg) : 100

toxicity study in rats

Sex : Male

Animal

Day of administration

No. 1 2 3 4

5 6 7

8

10

11

12

13

14

2001 - - - -
2002 - - - -
2003 - - - -
2004 - - - -
2005 - - - -
2006 - - - -
2007 - - - -
2008 - - - -
2009 - - - -
2010 - - - -

-:No abnormal findings
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Appendix 1-9 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs
Dose (mg/kg) : 100 Sex : Male

Animal Day of administration

No. 15 16 17 18 19 20 21 22 23 24 25 26 27 28

2001 - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - -
2003 - - - - - - - - - - - - - -
2004 - - - - - - - - - - - - - -
2005 - - - - - - - - - - - - - -
2006 - - - - - - - - - - - - - -
2007 - - - - - - - - - - - - - -
2008 - - - - - - - - - - - - - -
2009 - - - - - - - - - - - - - -
2010 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-10 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs
Dose (mg/kg) : 100 Sex : Male

Animal Day of administration

No. 29 30 31 32 33 34 35 36 37 38 39 40 41 42

2001 - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - -
2003 - - - - - - - - - - - - - -
2004 - - - - - - - - - - - - - -
2005 - - - - - - - - - - - - - -
2006 - - - - - - - - - - - - - -
2007 - - - - - - - - - - - - - -
2008 - - - - - - - - - - - - - -
2009 - - - - - - - - - - - - - -
2010 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-11 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs
Dose (mg/kg) : 100 Sex : Male

Animal Day of administration

No. 43 44 45 46 47 48 49 50 51 52 53 54 55 56

2001 - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - -
2003 - - - - - - - - - - - - - -
2004 - - - - - - - - - - - - - -
2005 - - - - - - - - - - - - - -
2006 - - - - - - - - - - - - - -
2007 - - - - - - - - - - - - - -
2008 - - - - - - - - - - - - - -
2009 - - - - - - - - - - - - - -
2010 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-12 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs
Dose (mg/kg) : 100 Sex : Male

Animal Day of administration

No. 57 58 59 60 61 62 63 64 65 66 67 68 69 70

2001 - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - -
2003 - - - - - - - - - - - - - -
2004 - - - - - - - - - - - - - -
2005 - - - - - - - - - - - - - -
2006 - - - - - - - - - - - - - -
2007 - - - - - - - - - - - - - -
2008 - - - - - - - - - - - - - -
2009 - - - - - - - - - - - - - -
2010 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-13 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs
Dose (mg/kg) : 100 Sex : Male

Animal Day of administration

No. 71 72 73 74 75 76 77 78 79 80 81 82 83 84

2001 - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - -
2003 - - - - - - - - - - - - - -
2004 - - - - - - - - - - - - - -
2005 - - - - - - - - - - - - - -
2006 - - - - - - - - - - - - - -
2007 - - - - - - - - - - - - - -
2008 - - - - - - - - - - - - - -
2009 - - - - - - - - - - - - - -
2010 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-14 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 100 Sex : Male

Animal Day of administration
No. 85 86 87 88 89 90 91 92#

2001 - - - - - - - -
2002 - - - - - - - -
2003 - - - - - - - -
2004 - - - - - - - -
2005 - - - - - - - -
2006 - - - - - - - -
2007 - - - - - - - -
2008 - - - - - - - -
2009 - - - - - - - -
2010 - - - - - - - -

# Day of necropsy

-:No abnormal findings
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Appendix 1-15 4-ethenyl-2-methoxyphenol: 90-day oral

Individual clinical signs
Dose (mg/kg) : 300

toxicity study in rats

Sex : Male

Animal

Day of administration

No. 1 2 3 4

5 6 7

8

10

11

12

13

14

3001 - - - -
3002 - - - -
3003 - - - -
3004 - - - -
3005 - - - -
3006 - - - -
3007 - - - -
3008 - - - -
3009 - - - -
3010 - - - -

-:No abnormal findings



6¢Cl

Appendix 1-16 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs
Dose (mg/kg) : 300 Sex : Male

Animal Day of administration

No. 15 16 17 18 19 20 21 22 23 24 25 26 27 28

3001 - - - - - - - - - - - - - -
3002 - - - - - - - - - - - - - -
3003 - - - - - - - - - - - - - -
3004 - - - - - - - - - - - - - -
3005 - - - - - - - - - - - - - -
3006 - - - - - - - - - - - - - -
3007 - - - - - - - - - - - - - -
3008 - - - - - - - - - - - - - -
3009 - - - - - - - - - - - - - -
3010 - - - - - - - - - - - - - -

-:No abnormal findings



0€l

Appendix 1-17 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs
Dose (mg/kg) : 300 Sex : Male

Animal Day of administration

No. 29 30 31 32 33 34 35 36 37 38 39 40 41 42

3001 - - - - - - - - - - - - - -
3002 - - - - - - - - - - - - - -
3003 - - - - - - - - - - - - - -
3004 - - - - - - - - - - - - - -
3005 - - - - - - - - - - - - - -
3006 - - - - - - - - - - - - - -
3007 - - - - - - - - - - - - - -
3008 - - - - - - - - - - - - - -
3009 - - - - - - - - - - - - - -
3010 - - - - - - - - - - - - - -

-:No abnormal findings



Iel

Appendix 1-18 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs
Dose (mg/kg) : 300 Sex : Male

Animal Day of administration

No. 43 44 45 46 47 48 49 50 51 52 53 54 55 56

3001 - - - - - - - - - - - - - -
3002 - - - - - - - - - - - - - -
3003 - - - - - - - - - - - - - -
3004 - - - - - - - - - - - - - -
3005 - - - - - - - - - - - - - -
3006 - - - - - - - - - - - - - -
3007 - - - - - - - - - - - - - -
3008 - - - - - - - - - - - - - -
3009 - - - - - - - - - - - - - -
3010 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-19 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs
Dose (mg/kg) : 300 Sex : Male

Animal Day of administration

No. 57 58 59 60 61 62 63 64 65 66 67 68 69 70

3001 - - - - - - - - - - - - - -
3002 - - - - - - - - - - - - - -
3003 - - - - - - - - - - - - - -
3004 - - - - - - - - - - - - - -
3005 - - - - - - - - - - - - - -
3006 - - - - - - - - - - - - - -
3007 - - - - - - - - - - - - - -
3008 - - - - - - - - - - - - - -
3009 - - - - - - - - - - - - - -
3010 - - - - - - - - - - - - - -

-:No abnormal findings



eel

Appendix 1-20 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs
Dose (mg/kg) : 300 Sex : Male

Animal Day of administration

No. 71 72 73 74 75 76 77 78 79 80 81 82 83 84

3001 - - - - - - - - - - - - - -
3002 - - - - - - - - - - - - - -
3003 - - - - - - - - - - - - - -
3004 - - - - - - - - - - - - - -
3005 - - - - - - - - - - - - - -
3006 - - - - - - - - - - - - - -
3007 - - - - - - - - - - - - - -
3008 - - - - - - - - - - - - - -
3009 - - - - - - - - - - - - - -
3010 - - - - - - - - - - - - - -

-:No abnormal findings



vel

Appendix 1-21 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 300 Sex : Male

Animal Day of administration
No. 85 86 87 88 89 90 91 92#

3001 - - - - - - - -
3002 - - - - - - - -
3003 - - - - - - - -
3004 - - - - - - - -
3005 - - - - - - - -
3006 - - - - - - - -
3007 - - - - - - - -
3008 - - - - - - - -
3009 - - - - - - - -
3010 - - - - - - - -

# Day of necropsy

-:No abnormal findings



Gel

Appendix 1-22 4-ethenyl-2-methoxyphenol:

Individual clinical signs
Dose (mg/kg) : 1000

90-day oral

toxicity study in rats

Sex : Male

Animal Day of administration

No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14
4001 - - - A - A - - A A A - -
4002 - - - - A - - - - - - - A
4003 - - A A A - - A A A A - A -
4004 - A - A - A A - A - - - A
4005 - - - - - - - - - - - - -
4006 A A - - A - - - - - - - -
4007 - A A A - - A - - - - - A
4008 - A - - A - - - - - - - A
4009 - A A - A A A A - - - A -
4010 - - A A - A A A - - - - A

-:No abnormal findings

A:Decrease, spontaneous movement



9¢1

Appendix 1-23 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 1000 Sex : Male

Animal Day of administration

No. 15 16 17 18 19 20 21 22 23

4001 - A - - A A A - A A
4002 - - A A - - - - -

4003 A A A A A A - A A A
4004 A - - A - - A - - A
4005 - - - - - - - - -

4006 - - - - - - - - -

4007 - - - - - - - - -

4008 - - A - - A - - -

4009 A - - - A - A A -

4010 - - A - - A - - A

-:No abnormal findings

A:Decrease, spontaneous movement



Appendix 1-24 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 1000 Sex : Male

Animal Day of administration

No. 29 30 31 32 33 34 35 36 37

4001 -

kg
|
|
kg
kg
kg
|
kg

4002 - - - - -
4003 A
4004 A
4005 A
4006 - - - - -

>
>
>
>

4007 - - - - -
4008 -
4009 A
4010 A - - - -

LEl

-:No abnormal findings

A:Decrease, spontaneous movement

oo
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Appendix 1-25 4-ethenyl-2-methoxyphenol:

Individual clinical signs
Dose (mg/kg) : 1000

90-day oral toxicity study in rats

Sex : Male

Animal Day of administration

No. 43 44 45 46 47 48 49 50 51 52 53 54 55 56
4001 A - A A A - A - - A - - A A
4002 A A - - - - - - - - A - - -
4003 A - A A - A A A A A A - - A
4004 - - - A - A A A A - - A A -
4005 - - - - A - - - - - - - A -
4006 - - - - - - - - - - - - - -
4007 - - - - - A - - - - - A - -
4008 - - - - - - - A A - - - - -
4009 - - A A A - A A A - - - - -
4010 A - - - - - A - - - - - - -

-:No abnormal findings

A:Decrease, spontaneous movement
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Appendix 1-26

Individual clinical
Dose (mg/kg) : 1000

4-ethenyl-2-methoxyphenol:

signs

90-day oral toxicity study in rats

Sex : Male

Animal

Day of administration

No. 57 58 59

60

61

62

63

64 65

66

67

68

69

70

4001 - A -
4002 - - -
4003 - A -
4004 A - -
4005 - - -
4006 - - -
4007 - - -
4008 A - A
4009 - - -
4010 - - A

>

>

oo

>

>

>

-:No abnormal findings

A:Decrease, spontaneous movement



Appendix 1-27 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 1000 Sex : Male

Animal Day of administration

No. 71 72 73 74 75 76 77 78 79
4001 - A - - - - - - A
4002 - A A - A - - A -
4003 A - A A - A - A -
4004 - - - A A - A - -
4005 A - - - - - - - A
4006 - - - - - - - - -
4007 A - A - A - A A -
4008 - - - - - - - - -
4009 - A - - - A A - -
4010 - - A A - A - - A

ovl

-:No abnormal findings

A:Decrease, spontaneous movement



Appendix 1-28 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs
Dose (mg/kg) : 1000 Sex : Male

Animal Day of administration
No. 85 86 87 88 89 90 91

4001 - A - - A
4002 - - - - - - -

kg
|

4003 - - - - -
4004 - - - A -
4005 - -

>

4006 - -
4007 A - - - - - A
4008 - - - - - - -
4009 A A - - A - -
4010 A - - - - - A

vl

# Day of necropsy
-:No abnormal findings

A:Decrease, spontaneous movement



ol

Appendix 1-29 4-ethenyl-2-methoxyphenol: 90-day oral

Individual clinical signs

Dose (mg/kg) : O

toxicity study in rats

Sex : Female

Animal

Day of administration

No. 1 2 3 4

5 6 7

8

10

11

12

13

14

1101 - - - -
1102 - - - -
1103 - - - -
1104 - - - -
1105 - - - -
1106 - - - -
1107 - - - -
1108 - - - -
1109 - - - -
1110 - - - -

-:No abnormal findings



vl

Appendix 1-30 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : O Sex : Female

Animal Day of administration

No. 15 16 17 18 19 20 21 22 23 24 25 26 27 28

1101 - - - - - - - - - - - - - -
1102 - - - - - - - - - - - - - -
1103 - - - - - - - - - - - - - -
1104 - - - - - - - - - - - - - -
1105 - - - - - - - - - - - - - -
1106 - - - - - - - - - - - - - -
1107 - - - - - - - - - - - - - -
1108 - - - - - - - - - - - - - -
1109 - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - -

-:No abnormal findings



144!

Appendix 1-31 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : O Sex : Female

Animal Day of administration

No. 29 30 31 32 33 34 35 36 37 38 39 40 41 42

1101 - - - - - - - - - - - - - -
1102 - - - - - - - - - - - - - -
1103 - - - - - - - - - - - - - -
1104 - - - - - - - - - - - - - -
1105 - - - - - - - - - - - - - -
1106 - - - - - - - - - - - - - -
1107 - - - - - - - - - - - - - -
1108 - - - - - - - - - - - - - -
1109 - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - -

-:No abnormal findings



94!

Appendix 1-32 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : O Sex : Female

Animal Day of administration

No. 43 44 45 46 47 48 49 50 51 52 53 54 55 56

1101 - - - - - - - - - - - - - -
1102 - - - - - - - - - - - - - -
1103 - - - - - - - - - - - - - -
1104 - - - - - - - - - - - - - -
1105 - - - - - - - - - - - - - -
1106 - - - - - - - - - - - - - -
1107 - - - - - - - - - - - - - -
1108 - - - - - - - - - - - - - -
1109 - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - -

-:No abnormal findings



I

Appendix 1-33 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : O Sex : Female

Animal Day of administration

No. 57 58 59 60 61 62 63 64 65 66 67 68 69 70

1101 - - - - - - - - - - - - - -
1102 - - - - - - - - - - - - - -
1103 - - - - - - - - - - - - - -
1104 - - - - - - - - - - - - - -
1105 - - - - - - - - - - - - - -
1106 - - - - - - - - - - - - - -
1107 - - - - - - - - - - - - - -
1108 - - - - - - - - - - - - - -
1109 - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - -

-:No abnormal findings



Lyl

Appendix 1-34 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : O Sex : Female

Animal Day of administration

No. 71 72 73 74 75 76 77 78 79 80 81 82 83 84

1101 - - - - - - - - - - - - - -
1102 - - - - - - - - - - - - - -
1103 - - - - - - - - - - - - - -
1104 - - - - - - - - - - - - - -
1105 - - - - - - - - - - - - - -
1106 - - - - - - - - - - - - - -
1107 - - - - - - - - - - - - - -
1108 - - - - - - - - - - - - - -
1109 - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - -

-:No abnormal findings



871

Appendix 1-35 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : O Sex : Female

Animal Day of administration
No. 85 86 87 88 89 90 91 92#

1101 - - - - - - - -
1102 - - - - - - - -
1103 - - - - - - - -
1104 - - - - - - - -
1105 - - - - - - - -
1106 - - - - - - - -
1107 - - - - - - - -
1108 - - - - - - - -
1109 - - - - - - - -
1110 - - - - - - - -

# Day of necropsy

-:No abnormal findings
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Appendix 1-36 4-ethenyl-2-methoxyphenol: 90-day oral

Individual clinical signs
Dose (mg/kg) : 100

toxicity study in rats

Sex : Female

Animal

Day of administration

No. 1 2 3 4

5 6 7

8

10

11

12

13

14

2101 - - - -
2102 - - - -
2103 - - - -
2104 - - - -
2105 - - - -
2106 - - - -
2107 - - - -
2108 - - - -
2109 - - - -
2110 - - - -

-:No abnormal findings



0S1

Appendix 1-37 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 100 Sex : Female

Animal Day of administration

No. 15 16 17 18 19 20 21 22 23 24 25 26 27 28

2101 - - - - - - - - - - - - - -
2102 - - - - - - - - - - - - - -
2103 - - - - - - - - - - - - - -
2104 - - - - - - - - - - - - - -
2105 - - - - - - - - - - - - - -
2106 - - - - - - - - - - - - - -
2107 - - - - - - - - - - - - - -
2108 - - - - - - - - - - - - - -
2109 - - - - - - - - - - - - - -
2110 - - - - - - - - - - - - - -

-:No abnormal findings



IS1

Appendix 1-38 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 100 Sex : Female

Animal Day of administration

No. 29 30 31 32 33 34 35 36 37 38 39 40 41 42

2101 - - - - - - - - - - - - - -
2102 - - - - - - - - - - - - - -
2103 - - - - - - - - - - - - - -
2104 - - - - - - - - - - - - - -
2105 - - - - - - - - - - - - - -
2106 - - - - - - - - - - - - - -
2107 - - - - - - - - - - - - - -
2108 - - - - - - - - - - - - - -
2109 - - - - - - - - - - - - - -
2110 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-39 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 100 Sex : Female

Animal Day of administration

No. 43 44 45 46 47 48 49 50 51 52 53 54 55 56

2101 - - - - - - - - - - - - - -
2102 - - - - - - - - - - - - - -
2103 - - - - - - - - - - - - - -
2104 - - - - - - - - - - - - - -
2105 - - - - - - - - - - - - - -
2106 - - - - - - - - - - - - - -
2107 - - - - - - - - - - - - - -
2108 - - - - - - - - - - - - - -
2109 - - - - - - - - - - - - - -
2110 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-40 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 100 Sex : Female

Animal Day of administration

No. 57 58 59 60 61 62 63 64 65 66 67 68 69 70

2101 - - - - - - - - - - - - - -
2102 - - - - - - - - - - - - - -
2103 - - - - - - - - - - - - - -
2104 - - - - - - - - - - - - - -
2105 - - - - - - - - - - - - - -
2106 - - - - - - - - - - - - - -
2107 - - - - - - - - - - - - - -
2108 - - - - - - - - - - - - - -
2109 - - - - - - - - - - - - - -
2110 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-41 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 100 Sex : Female

Animal Day of administration

No. 71 72 73 74 75 76 77 78 79 80 81 82 83 84

2101 - - - - - - - - - - - - - -
2102 - - - - - - - - - - - - - -
2103 - - - - - - - - - - - - - -
2104 - - - - - - - - - - - - - -
2105 - - - - - - - - - - - - - -
2106 - - - - - - - - - - - - - -
2107 - - - - - - - - - - - - - -
2108 - - - - - - - - - - - - - -
2109 - - - - - - - - - - - - - -
2110 - - - - - - - - - - - - - -

-:No abnormal findings



SSl

Appendix 1-42 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 100 Sex : Female

Animal Day of administration
No. 85 86 87 88 89 90 91 92#

2101 - - - - - - - -
2102 - - - - - - - -
2103 - - - - - - - -
2104 - - - - - - - -
2105 - - - - - - - -
2106 - - - - - - - -
2107 - - - - - - - -
2108 - - - - - - - -
2109 - - - - - - - -
2110 - - - - - - - -

# Day of necropsy

-:No abnormal findings
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Appendix 1-43 4-ethenyl-2-methoxyphenol: 90-day oral

Individual clinical signs
Dose (mg/kg) : 300

toxicity study in rats

Sex : Female

Animal

Day of administration

No. 1 2 3 4

5 6 7

8

10

11

12

13

14

3101 - - - -
3102 - - - -
3103 - - - -
3104 - - - -
3105 - - - -
3106 - - - -
3107 - - - -
3108 - - - -
3109 - - - -
3110 - - - -

-:No abnormal findings
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Appendix 1-44 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 300 Sex : Female

Animal Day of administration

No. 15 16 17 18 19 20 21 22 23 24 25 26 27 28

3101 - - - - - - - - - - - - - -
3102 - - - - - - - - - - - - - -
3103 - - - - - - - - - - - - - -
3104 - - - - - - - - - - - - - -
3105 - - - - - - - - - - - - - -
3106 - - - - - - - - - - - - - -
3107 - - - - - - - - - - - - - -
3108 - - - - - - - - - - - - - -
3109 - - - - - - - - - - - - - -
3110 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-45 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 300 Sex : Female

Animal Day of administration

No. 29 30 31 32 33 34 35 36 37 38 39 40 41 42

3101 - - - - - - - - - - - - - -
3102 - - - - - - - - - - - - - -
3103 - - - - - - - - - - - - - -
3104 - - - - - - - - - - - - - -
3105 - - - - - - - - - - - - - -
3106 - - - - - - - - - - - - - -
3107 - - - - - - - - - - - - - -
3108 - - - - - - - - - - - - - -
3109 - - - - - - - - - - - - - -
3110 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-46 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 300 Sex : Female

Animal Day of administration

No. 43 44 45 46 47 48 49 50 51 52 53 54 55 56

3101 - - - - - - - - - - - - - -
3102 - - - - - - - - - - - - - -
3103 - - - - - - - - - - - - - -
3104 - - - - - - - - - - - - - -
3105 - - - - - - - - - - - - - -
3106 - - - - - - - - - - - - - -
3107 - - - - - - - - - - - - - -
3108 - - - - - - - - - - - - - -
3109 - - - - - - - - - - - - - -
3110 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-47 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 300 Sex : Female

Animal Day of administration

No. 57 58 59 60 61 62 63 64 65 66 67 68 69 70

3101 - - - - - - - - - - - - - -
3102 - - - - - - - - - - - - - -
3103 - - - - - - - - - - - - - -
3104 - - - - - - - - - - - - - -
3105 - - - - - - - - - - - - - -
3106 - - - - - - - - - - - - - -
3107 - - - - - - - - - - - - - -
3108 - - - - - - - - - - - - - -
3109 - - - - - - - - - - - - - -
3110 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-48 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 300 Sex : Female

Animal Day of administration

No. 71 72 73 74 75 76 77 78 79 80 81 82 83 84

3101 - - - - - - - - - - - - - -
3102 - - - - - - - - - - - - - -
3103 - - - - - - - - - - - - - -
3104 - - - - - - - - - - - - - -
3105 - - - - - - - - - - - - - -
3106 - - - - - - - - - - - - - -
3107 - - - - - - - - - - - - - -
3108 - - - - - - - - - - - - - -
3109 - - - - - - - - - - - - - -
3110 - - - - - - - - - - - - - -

-:No abnormal findings
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Appendix 1-49 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 300 Sex : Female

Animal Day of administration
No. 85 86 87 88 89 90 91 92#

3101 - - - - - - - -
3102 - - - - - - - -
3103 - - - - - - - -
3104 - - - - - - - -
3105 - - - - - - - -
3106 - - - - - - - -
3107 - - - - - - - -
3108 - - - - - - - -
3109 - - - - - - - -
3110 - - - - - - - -

# Day of necropsy

-:No abnormal findings
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Appendix 1-50 4-ethenyl-2-methoxyphenol: 90-day oral

Individual clinical signs
Dose (mg/kg) : 1000

toxicity study in rats

Sex : Female

Animal

Day of administration

No. 1 2 3 4

5 6 7 8 9 10

11

12

13

14

4101 - - - -
4102 - - - -
4103 - A - A
4104 - - - -
4105 - - - -
4106 -

kg
kg
kg

4107 - - - -
4108 A
4109 -

>
>

4110 - - - -

|
|

kg |

| oo
b=

h=

>
>

kg

>

>

-:No abnormal findings

A:Decrease, spontaneous movement



Appendix 1-51 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 1000 Sex : Female

Animal Day of administration

No. 15 16 17 18 19 20 21 22 23
4101 A - - - - A A A A
4102 - - - A A A - - -
4103 - - - A A - - - -
4104 - - - - - - - A -
4105 - - - - - - - - -
4106 A A - - - A A - -
4107 - - A - - - - - -
4108 - - A - A - A A A
4109 - A A - A A - A A
4110 - A A - - - - - -

124!

-:No abnormal findings

A:Decrease, spontaneous movement



Appendix 1-52 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 1000 Sex : Female

Animal Day of administration

No. 29 30 31 32 33 34 35 36 37

4101 A - A A - -
4102 - A - - - A
4103 - - A A
4104 - - - -

A -

oo
|
b=

4105 - - A - - - - - -
4106 - - - - - - - - -
4107 -
4108 -
4109 A - - - A
4110 A - - - - - - - -

S91

-:No abnormal findings

A:Decrease, spontaneous movement

>
>
>
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Appendix 1-53

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 1000 Sex : Female
Animal Day of administration
No. 43 44 45 46 47 48 49 50 51 52 53 54 55 56
4101 A - - - A - A A - - A A A -
4102 A A - A - - A A A A - A - -
4103 - A - A A A - - A A - - A -
4104 - - - - - - - - - - - - - A
4105 - - - - - - - - - - - - - -
4106 - - A - - - A A - - - - - -
4107 - - - - - - - - - - - - - A
4108 - - A - A A A A A - A - - A
4109 A A - A - A - - A A - - A A
4110 - - - - - - A - - - - - A -

-:No abnormal findings

A:Decrease, spontaneous movement
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Appendix 1-54 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 1000 Sex : Female

Animal Day of administration

No. 57 58 59 60 61 62 63 64 65

4101 A A A A A A
4102 - A A - A
4103 - -

A

oo
|

4104 - -
4105 - -
4106 A -
4107 - -
4108 A - A A -
4109 - A
4110 - -

-:No abnormal findings

A:Decrease, spontaneous movement



Appendix 1-55 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Individual clinical signs

Dose (mg/kg) : 1000 Sex : Female

Animal Day of administration

No. 71 72 73 74 75 76 77 78 79

4101 A A A - - A A A -

4102 A A - A A - - - A A
4103 - - - - - - - - A A
4104 - - - - - - - - -

4105 - - - - - - - - -

4106 - A A A A - A - -

4107 - - - - - - - - -

4108 A A A A A A A A A

4109 A - - - - A - A -

4110 - - - - - - - - -

891

-:No abnormal findings

A:Decrease, spontaneous movement
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Appendix 1-56

Individual clinical signs
Dose (mg/kg) : 1000

Sex

4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Female

Animal Day of administration

No. 85 86 87 88 89

90

91

92#

4101 A - A - A
4102 - - A - -
4103 - - - A -
4104 - - - - -
4105 - - - - -
4106 - - - - -
4107 - - - - -
4108 - A A - A
4109 - - - A -
4110 - - - - -

# Day of necropsy
-:No abnormal findings

A:Decrease, spontaneous movement
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Appendix 2 - 1

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual body weight
Male Test Article 4-ethenyl-2-methoxyphenol Dose 0 mg/kg Unit g
Animal No. Day 1 4 7 14 21 28 35 42 49 56 63 70 77 84 91
1001 203 228 251 299 342 369 399 421 438 447 461 468 482 496 497
1002 188 213 239 288 330 364 394 426 444 461 480 492 505 520 522
1003 190 210 232 272 301 330 347 366 391 407 422 439 453 464 468
1004 195 219 244 295 337 370 395 419 444 456 476 489 508 520 530
1005 211 234 263 323 373 418 448 479 510 531 561 587 610 624 639
1006 197 216 240 276 304 330 355 375 400 416 436 460 477 495 502
1007 208 232 261 311 345 373 411 429 454 475 495 509 519 535 535
1008 188 208 230 274 315 348 376 398 413 437 449 470 480 498 512
1009 197 215 240 285 334 369 402 429 459 473 500 518 537 555 559
1010 204 225 251 295 335 367 394 416 439 459 473 491 502 523 520
Mean 198 220 245 292 332 364 392 416 439 456 475 492 507 523 528
S.D. 8 9 11 16 21 25 29 32 34 35 39 41 43 43 46
S.E. 3 3 4 5 7 8 9 10 11 11 12 13 14 14 15
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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Appendix 2 - 2

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual body weight
Male Test Article 4-ethenyl-2-methoxyphenol Dose 100 mg/kg Unit g
Animal No. Day 1 4 7 14 21 28 35 42 49 56 63 70 77 84 91
2001 202 230 255 314 353 389 419 448 473 498 522 540 555 574 582
2002 199 224 245 284 322 349 380 398 426 443 475 487 503 519 533
2003 196 221 237 2717 305 337 372 397 424 437 454 470 486 494 503
2004 201 225 251 304 345 380 409 432 453 472 491 506 521 534 541
2005 212 235 262 330 381 425 454 493 523 542 563 586 606 622 635
2006 187 204 219 249 275 300 318 333 346 354 367 372 381 392 390
2007 183 208 227 269 307 335 360 375 394 407 420 428 440 451 447
2008 198 223 254 314 365 400 440 473 511 530 561 591 620 636 655
2009 196 217 247 297 342 377 413 443 471 494 518 542 560 580 586
2010 199 224 249 302 352 389 422 451 478 500 527 547 566 577 586
Mean 197 221 245 294 335 368 399 424 450 468 490 507 524 538 546
S.D. 8 9 13 24 32 37 41 48 54 58 62 69 74 76 82
S.E. 3 3 4 8 10 12 13 15 17 18 20 22 23 24 26
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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Appendix 2 - 3

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual body weight
Male Test Article 4-ethenyl-2-methoxyphenol Dose 300 mg/kg Unit g
Animal No. Day 1 4 7 14 21 28 35 42 49 56 63 70 77 84 91
3001 200 223 244 297 335 366 395 420 444 463 482 496 510 525 529
3002 201 227 258 314 354 397 429 455 479 497 517 528 546 564 568
3003 186 213 237 288 322 351 376 393 412 430 437 452 470 483 488
3004 209 232 256 308 339 367 385 406 424 436 450 460 472 489 489
3005 194 218 239 294 334 367 392 418 446 465 493 505 522 541 549
3006 192 216 240 296 343 379 411 435 463 475 496 515 532 546 554
3007 198 221 243 291 324 355 385 410 445 456 485 502 522 538 554
3008 189 212 237 288 330 367 397 421 452 467 480 491 502 510 514
3009 203 226 249 297 341 381 408 438 467 484 506 519 541 549 566
3010 208 230 253 303 345 369 403 426 443 455 478 492 512 518 524
Mean 198 222 246 298 337 370 398 422 448 463 482 496 513 526 534
S.D. 8 7 8 9 10 13 15 18 20 20 24 24 26 26 30
S.E. 2 2 2 3 3 4 5 6 6 6 8 8 8 8 9
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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Appendix 2 - 4 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual body weight

Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose 1000 mg/kg Unit g
Animal No. Day 1 4 7 14 21 28 35 42 49 56 63 70 77 84 91
4001 192 203 227 277 320 351 384 404 431 446 460 469 484 495 491
4002 195 210 230 274 295 308 336 354 375 389 414 423 439 455 453
4003 188 204 213 269 305 329 347 356 373 379 385 388 398 401 406
4004 196 216 237 288 321 346 363 377 396 411 420 433 446 467 469
4005 200 211 227 267 283 301 319 331 340 349 359 367 379 380 387
4006 194 212 237 287 320 355 380 403 424 431 443 455 463 472 473
4007 199 216 245 298 339 377 416 441 463 475 495 509 524 532 531
4008 187 206 227 270 289 318 342 356 375 390 404 416 421 426 431
4009 203 207 223 275 313 346 371 396 414 424 443 458 470 490 488
4010 216 236 262 318 365 404 436 454 464 474 493 497 508 524 534
Mean 197 212 233 282 315 344 369 387 406 417 432 442 453 464 466
S.D. 8 10 13 16 24 31 36 40 41 41 44 45 46 50 49
S.E. 3 3 4 5 8 10 11 13 13 13 14 14 15 16 15
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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Appendix 2 - 5

Item : Individual body weight

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Sex : Female Test Article 4-ethenyl-2-methoxyphenol Dose 0 mg/kg Unit g
Animal No. Day 1 4 7 14 21 28 35 42 49 56 63 70 77 84 91
1101 160 176 177 213 236 250 270 284 285 301 307 318 323 332 329
1102 169 177 181 190 215 230 240 243 263 271 276 270 283 289 286
1103 167 167 182 203 217 227 247 245 261 267 271 270 280 281 276
1104 160 165 168 198 212 229 237 254 269 271 276 286 291 298 292
1105 170 183 191 211 242 262 278 287 302 311 319 317 323 330 328
1106 177 190 188 230 255 274 279 299 310 311 306 322 329 329 329
1107 178 182 183 217 235 255 259 281 276 295 293 312 309 321 329
1108 161 176 171 201 212 228 240 235 261 253 273 276 284 278 288
1109 160 172 175 183 208 228 238 242 259 264 271 268 280 287 284
1110 162 175 181 209 212 236 239 253 261 264 276 282 288 295 296
Mean 166 176 180 206 224 242 253 262 275 281 287 292 299 304 304
S.D. 7 7 7 14 16 17 17 23 18 21 18 22 20 22 22
S.E. 2 2 2 4 5 5 5 7 6 7 6 7 6 7 7
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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Appendix 2 - 6

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual body weight
Female Test Article 4-ethenyl-2-methoxyphenol Dose 100 mg/kg Unit g
Animal No. 1 4 7 14 21 28 35 42 49 56 63 70 77 84 91
2101 156 164 162 195 214 227 234 253 264 269 271 282 289 296 289
2102 156 161 171 179 207 210 225 225 247 248 246 257 256 263 266
2103 165 166 184 207 222 228 241 253 262 263 268 277 283 281 287
2104 171 180 203 250 262 275 278 300 314 312 318 338 348 345 341
2105 146 160 166 183 198 203 219 229 227 240 246 248 247 257 259
2106 153 169 172 198 206 232 238 246 257 268 275 280 291 294 297
2107 161 169 184 199 225 233 250 251 266 273 280 287 291 288 299
2108 183 194 198 227 249 262 261 282 293 293 291 303 309 314 305
2109 153 167 171 188 185 201 205 219 232 239 254 262 267 270 279
2110 166 173 183 204 228 250 256 276 281 289 301 299 309 315 325
Mean 161 170 179 203 220 232 241 253 264 269 275 283 289 292 295
S.D. 11 10 13 21 23 24 22 26 27 24 24 26 29 27 25
S.E. 3 3 4 7 7 8 7 8 8 7 7 8 9 9 8
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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Appendix 2 - 7

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual body weight
Female Test Article 4-ethenyl-2-methoxyphenol Dose 300 mg/kg Unit g
Animal No. 1 4 7 14 21 28 35 42 49 56 63 70 77 84 91
3101 162 173 178 213 234 248 255 271 287 290 297 308 319 327 321
3102 161 159 179 197 211 219 236 247 257 255 272 277 280 282 286
3103 160 174 180 200 217 220 238 249 247 266 278 284 284 302 307
3104 156 166 165 190 205 217 224 237 248 250 256 265 268 270 270
3105 157 162 172 188 212 218 233 243 247 262 258 264 272 275 266
3106 162 168 180 199 216 233 250 259 262 275 275 278 282 293 300
3107 152 151 169 189 206 211 225 237 243 240 251 258 256 257 262
3108 179 182 185 215 234 248 251 270 280 287 285 303 310 315 310
3109 156 159 164 195 214 233 234 249 263 268 269 278 288 294 292
3110 161 166 183 207 226 232 245 253 262 265 277 281 284 294 306
Mean 161 166 176 199 218 228 239 252 260 266 272 280 284 291 292
S.D. 7 9 7 10 11 13 11 12 15 16 14 16 19 21 20
S.E. 2 3 2 3 3 4 3 4 5 5 4 5 6 7 6
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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Appendix 2 - 8

Item : Individual body weight

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Sex : Female Test Article 4-ethenyl-2-methoxyphenol Dose 1000 mg/kg Unit g
Animal No. Day 1 4 7 14 21 28 35 42 49 56 63 70 77 84 91
4101 165 173 185 206 222 237 245 249 252 251 265 272 276 271 276
4102 157 166 178 192 211 227 233 235 244 252 259 260 266 269 267
4103 156 166 179 198 219 231 235 239 251 258 258 259 272 280 274
4104 195 209 216 237 266 286 302 307 321 327 336 339 348 360 358
4105 152 154 161 184 194 207 214 220 225 228 226 234 235 240 234
4106 174 182 190 213 226 229 233 247 256 261 263 274 275 282 280
4107 168 174 182 208 222 231 245 252 255 269 272 275 275 284 284
4108 144 147 161 187 209 217 223 236 247 249 258 270 280 280 285
4109 150 159 169 190 201 214 223 227 227 241 242 243 251 259 256
4110 155 164 170 192 206 216 224 233 241 243 248 255 259 259 260
Mean 162 169 179 201 218 230 238 245 252 258 263 268 274 278 277
S.D. 15 17 16 16 20 22 25 24 27 27 29 28 30 32 32
S.E. 5 5 5 5 6 7 8 8 8 8 9 9 9 10 10
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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Appendix 3 - 1 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual food consumption

Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose 0 mg/kg Unit g/animal/day
Animal No. Day 1 7 14 21 28 35 42 49 56 63 70 77 84 91
1001 21 22 23 23 22 22 21 21 21 20 20 20 19 18
1002
1003 21 21 22 21 20 19 20 19 19 19 19 19 19 18
1004
1005 22 22 24 23 22 21 21 23 23 23 23 23 23 22
1006
1007 21 22 21 21 20 21 20 20 20 19 20 19 19 19
1008
1009 22 22 23 22 22 22 21 21 21 21 21 20 21 20
1010
Mean 21 22 23 22 21 21 21 21 21 20 21 20 20 19
S.D. 2 2 2 2 2
S.E. 0 0 1 0 0 1 0 1 1 1 1 1 1 1
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5
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Appendix 3 - 2 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual food consumption

Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose 100 mg/kg Unit g/animal/day
Animal No. Day 1 7 14 21 28 35 42 49 56 63 70 77 84 91
2001 20 22 24 23 22 23 23 23 24 24 23 23 23 21
2002
2003 21 23 23 22 21 21 22 22 21 20 21 20 20 20
2004
2005 22 21 23 23 22 22 22 22 22 21 22 21 21 21
2006
2007 20 21 23 23 22 21 21 21 21 21 21 21 21 20
2008
2009 22 23 24 23 23 23 23 23 23 23 23 22 22 21
2010
Mean 21 22 23 23 22 22 22 22 22 22 22 21 21 21
S.D. 2 1 1 1 1
S.E. 0 0 0 0 0 0 0 0 1 1 0 1 1 0
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5
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Appendix 3 - 3 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual food consumption

Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose 300 mg/kg Unit g/animal/day
Animal No. Day 1 7 14 21 28 35 42 49 56 63 70 77 84 91
3001 21 23 24 22 21 22 22 22 22 22 22 22 22 21
3002
3003 21 21 23 21 20 20 19 19 19 18 18 18 19 18
3004
3005 21 22 25 24 23 22 23 23 23 23 23 23 23 22
3006
3007 21 21 22 21 20 20 20 21 21 20 20 20 20 19
3008
3009 23 22 23 23 21 22 23 22 22 22 22 23 22 21
3010
Mean 21 22 23 22 21 21 21 21 21 21 21 21 21 20
S.D. 2 2 2 2 2
S.E. 0 0 1 1 1 0 1 1 1 1 1 1 1 1
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5
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Appendix 3 - 4 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual food consumption

Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose 1000 mg/kg g/animal/day
Animal No. Day 1 7 14 21 28 35 42 49 56 63 70 77 84 91
4001 21 18 22 21 21 21 22 22 22 22 22 22 22 20
4002
4003 19 19 22 21 20 20 19 18 19 18 19 18 19 19
4004
4005 21 21 22 20 20 20 21 21 20 20 20 19 18 20
4006
4007 22 20 23 21 23 23 23 23 23 22 23 22 21 20
4008
4009 22 19 24 23 23 23 23 22 22 22 22 22 23 22
4010
Mean 21 19 23 21 21 21 22 21 21 21 21 21 21 20
S.D. 2 2 2 2 1
S.E. 1 1 0 0 1 1 1 1 1 1 1 1 1 0
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5
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Appendix 3 - 5 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats _

Item : Individual food consumption

Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg Unit : g/animal/day

Animal No. Day 1 7 14 21 28 35 42 49 56 63 70 77 84 91
1101 18 14 15 16 16 15 15 16 16 14 15 15 14 13
1102

1103 18 15 15 15 15 16 15 16 15 15 14 13 13 13
1104

1105 19 17 18 19 20 20 20 18 17 16 16 15 15 14
1106

1107 18 15 16 16 17 17 16 17 17 17 17 16 16 16
1108

1109 17 14 15 15 15 15 15 15 14 14 14 14 14 13
1110

Mean 18 15 16 16 17 17 16 16 16 15 15 15 14 14
S.D. 1 1 1 2 2 2 2 1 1 1 1 1 1

S.E. 0 1 1 1 1 1 1 1 1 1 1 1 1 1
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5
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Appendix 3 - 6 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats _

Item : Individual food consumption

Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg Unit : g/animal/day

Animal No. Day 1 7 14 21 28 35 42 49 56 63 70 77 84 91
2101 16 13 14 15 15 15 15 15 14 14 14 14 14 13
2102

2103 17 16 18 17 16 16 16 16 16 16 16 15 14 14
2104

2105 12 13 14 14 14 14 13 14 14 14 13 14 13 14
2106

2107 18 16 15 16 15 15 15 15 13 14 14 14 13 14
2108

2109 17 15 15 14 15 14 15 16 15 16 15 15 15 15
2110

Mean 16 15 15 15 15 15 15 15 14 15 14 14 14 14
S.D. 2 2 2 1 1 1 1 1 1 1 1 1 1

S.E. 1 1 1 1 0 0 0 0 1 0 1 0 0 0
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5
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Appendix 3 - 7 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats _

Item : Individual food consumption

Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg Unit : g/animal/day

Animal No. Day 1 7 14 21 28 35 42 49 56 63 70 77 84 91
3101 17 15 15 15 16 16 15 15 15 15 15 15 15 15
3102

3103 14 13 14 14 14 15 14 15 15 14 14 15 15 14
3104

3105 16 14 14 16 16 16 16 16 17 15 15 16 16 14
3106

3107 16 14 15 14 14 14 15 14 13 14 14 13 13 13
3108

3109 17 14 15 15 15 15 15 15 15 15 13 15 15 14
3110

Mean 16 14 15 15 15 15 15 15 15 15 14 15 15 14
S.D. 1 1 1 1 1 1 1 1 1 1 1 1 1

S.E. 1 0 0 0 0 0 0 0 1 0 0 0 0 0
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5
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Appendix 3 - 8 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats _

Item : Individual food consumption

Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg Unit : g/animal/day

Animal No. Day 1 7 14 21 28 35 42 49 56 63 70 77 84 91
4101 16 14 15 15 15 15 14 14 14 14 14 14 13 14
4102

4103 18 15 18 18 17 17 17 17 16 16 16 16 16 14
4104

4105 17 13 15 14 14 14 13 14 13 13 13 12 12 12
4106

4107 14 12 16 15 15 15 15 15 15 15 16 15 15 14
4108

4109 16 13 15 15 15 14 14 13 14 13 14 14 13 14
4110

Mean 16 13 16 15 15 15 15 15 14 14 15 14 14 14
S.D. 1 1 1 2 1 1 2 2 1 1 1 1 2

S.E. 1 1 1 1 0 1 1 1 1 1 1 1 1 0
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5
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Appendix 4 - 1

4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual ophthalmology (Week 13)

Dose (mg/kg) : 0
Ophthalmoscopy
Sex Animal Anterior Transparent Fundus
No. portion body oculi
Right Left Right Left Right Left

Male 1001 - - - - - -
1002 - - - - - -
1003 - - - - - -
1004 - - - - - -
1005 - - - - - -

-: No abnormality
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Appendix 4 - 2

4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual ophthalmology (Week 13)

Dose (mg/kg) : 100
Ophthalmoscopy
Sex Animal Anterior Transparent Fundus
No. portion body oculi
Right Left Right Left Right Left

Male 2001 - - - - - -
2002 - - - - - -
2003 - - - - - -
2004 - - - - - -
2005 - - - - - -

-: No abnormality
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Appendix 4 - 3

4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats
Item : Individual ophthalmology (Week 13)

Dose (mg/kg) : 300

Sex Animal
No.

Ophthalmoscopy
Anterior Transparent Fundus
portion body oculi
Right Left Right Left Right Left

Male 3001
3002
3003
3004
3005

-: No abnormality
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Appendix 4 - 4

4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual ophthalmology (Week 13)

Dose (mg/kg) : 1000
Ophthalmoscopy
Sex Animal Anterior Transparent Fundus
No. portion body oculi
Right Left Right Left Right Left

Male 4001 - - - - - -
4002 - - - - - -
4003 - - - - - -
4004 - - - - - -
4005 - - - - - -

-: No abnormality
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Appendix 4 - 5 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in

rats

Item Individual ophthalmology (Week 13)
Dose (mg/kg) : 0
Ophthalmoscopy
Sex Animal Anterior Transparent Fundus
No. portion body oculi
Right Left Right Left Right Left
Female 1101 - - - - - -
1102 - - - - - -
1103 - - - - - -
1104 - - - - - A
1105 - - - - - -

-: No abnormality
A: Hyperreflectivity

in

fundus, focal
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Appendix 4 - 6

4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual ophthalmology (Week 13)

Dose (mg/kg) : 100
Ophthalmoscopy
Sex Animal Anterior Transparent Fundus
No. portion body oculi
Right Left Right Left Right Left

Female 2101 - - - - - -
2102 - - - - - -
2103 - - - - - -
2104 - - - - - -
2105 - - - - - -

-: No abnormality
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Appendix 4 - 7

4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats
Item : Individual ophthalmology (Week 13)

Dose (mg/kg) : 300

Sex Animal
No.

Ophthalmoscopy
Anterior Transparent Fundus
portion body oculi
Right Left Right Left Right Left

Female 3101
3102
3103
3104
3105

-: No abnormality
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Appendix 4 - 8

4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual ophthalmology (Week 13)

Dose (mg/kg) : 1000
Ophthalmoscopy
Sex Animal Anterior Transparent Fundus
No. portion body oculi
Right Left Right Left Right Left

Female 4101 - - - - - -
4102 - - - - - -
4103 - - - - - -
4104 - - - - - -
4105 - - - - - -

-: No abnormality
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Appendix 5 - 1

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual urinalysis Stage Week 13
Sex Male Test Article 4-ethenyl-2-methoxyphenol Dose 0 mg/kg
PH Protein Ketones Glucose Oc.Blood Urobili. Bilirubin Color RBC WBC
Animal No.

1001 7.0 2 + 1+ - - +/- 1+ Y - -
1002 8.5 2 + 2 + - - +/- 1+ Y - -
1003 6.5 2 + 1+ 1+ - +/- 1+ Y - -
1004 6.0 2+ 1+ 1+ - +/- - Y - -
1005 8.5 2 + 1+ 1+ - +/- - Y - -
1006 8.0 2+ 1+ - - /- - Y - -
1007 8.5 2 + 2 + 1+ - +/- 1+ Y - -
1008 8.0 2 + 2 + 1+ - +/- 1+ Y - -
1009 9.0 < 2 + 1+ - - +/- - Y - -
1010 8.5 2 + 1+ - - +/- 1+ Y - -
Mean
S.D.
S.E.
n 10 10 10 10 10 10 10 10 10 10
Protein) -:Negative, +/-:15, 1+:30, 2+:100, 3+:>300 mg/dL
Ketones) -:Negative, +/-:5, 1+:15, 2+:40, 3+:80 mg/dL
Glucose) -:Negative, 1+:100, 2+:250, 3+:500, 4+:>1000 mg/dL
Oc.Blood) -:Negative, +/-:0.015, 1+:0.062, 2+:0.135, 3+:0.405 mg/dL
Urobili.) +/-:0.1-1.0, 1+:2.0, 2+:4.0, 3+:>8.0 Ehrlich U/dL
Bilirubin) -:Negative, 1+:0.8, 2+:1.6, 3+:3.2 mg/dL

Color) LY:Light yellow, Y:Yellow, DY:Dark yellow, Other:Other color

RBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate,
WBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate,
Oc.Blood Occult blood Urobili. Urobilinogen

3+:Severe
3+:Severe
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Appendix 5 - 2 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual urinalysis Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
Ep.SEC Ep.SREC Cast Cr.PS Cr.CO Uri.vVol. Osmotic P. U-Na U-K U-Cl

Animal No. mL/24h mOsm/kg mmol/24h mmol/24h mmol/24h
1001 +/- - - - - 7.4 1830 1.2 2.4 2.0
1002 +/- - - - - 4.8 1946 0.9 1.9 1.5
1003 +/- - - - - 6.2 1692 1.3 1.9 1.5
1004 +/- - - - - 6.1 2074 1.1 2.5 1.7
1005 +/- - - - - 11.1 1474 1.1 3.2 2.1
1006 +/- - - - - 5.4 2236 1.3 2.2 1.7
1007 - - - - - 8.1 1760 1.1 2.7 1.7
1008 - - - - = 3.6 2462 0.8 1.7 1.2
1009 +/- - - - - 7.9 1588 0.9 2.2 1.7
1010 +/- - - - - 8.9 1550 1.2 2.6 1.8
Mean 7.0 1861 1.1 2.3 1.7
S.D. .2 319 0.2 0.4 0.
S.E. 0.7 101 0.1 0.1 0.1
n 10 10 10 10 10 10 10 10 10 10
Ep.SEC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Ep.SREC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Cast) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.PS) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.CO) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe

Ep.SEC : Squamous epithelial cells Ep.SREC : Small round epithelial cells Cr.PS : Crystal phosphate salts
Cr.CO : Crystal calcium oxalate Uri.Vol. : Urine volume Osmotic P. : Osmotic Pressure
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Appendix 5 - 3 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Item : Individual urinalysis Stage Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose 100 mg/kg
PH Protein Ketones Glucose Oc.Blood Urobili. Bilirubin Color RBC WBC
Animal No.

2001 8.5 3+ 1+ - +/- +/- 1+ Y - -
2002 8.5 2 + 1+ 1+ - +/- 1 Y - -
2003 8.5 1+ 1+ - - +/- - Y - -
2004 8.5 1+ 1+ - - +/- - Y - -
2005 8.5 2 + 1+ - - +/- - Y - -
2006 6.5 2+ 1+ - - +/- - Y - -
2007 8.0 1+ 1+ - - +/- - Y - -
2008 8.5 2 + 1+ - - +/- 1+ Y - -
2009 8.0 2 + 1+ - - +/- - Y - -
2010 8.5 2 + 1+ - - +/- - Y - -
Mean
S.D.
S.E.
n 10 10 10 10 10 10 10 10 10 10
Protein) -:Negative, +/-:15, 1+:30, 2+:100, 3+:>300 mg/dL
Ketones) -:Negative, +/-:5, 1+:15, 2+:40, 3+:80 mg/dL
Glucose) -:Negative, 1+:100, 2+:250, 3+:500, 4+:>1000 mg/dL
Oc.Blood) -:Negative, +/-:0.015, 1+:0.062, 2+:0.135, 3+:0.405 mg/dL
Urobili.) +/-:0.1-1.0, 1+:2.0, 2+:4.0, 3+:>8.0 Ehrlich U/dL
Bilirubin) -:Negative, 1+:0.8, 2+:1.6, 3+:3.2 mg/dL
Color) LY:Light yellow, Y:Yellow, DY:Dark yellow, Other:Other color
RBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
WBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Oc.Blood : Occult blood Urobili. : Urobilinogen
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Appendix 5 - 4 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual urinalysis Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
Ep.SEC Ep.SREC Cast Cr.PS Cr.CO Uri.vVol. Osmotic P. U-Na U-K U-Cl

Animal No. mL/24h mOsm/kg mmol/24h mmol/24h mmol/24h
2001 +/- - - - - 5.7 2472 1.2 2.4 2.0
2002 - - - - - 6.5 1730 0.9 1.9 1.5
2003 +/- - - - - 9.0 1728 1.1 2.8 1.9
2004 +/- - - - - 5.5 1744 0.8 1.8 1.3
2005 +/- - - - - 6.9 2046 1.3 2.5 2.0
2006 +/- - - - - 2.6 2022 0.3 0.8 0.5
2007 - - - - - 5.3 1684 0.7 1.6 1.0
2008 +/- - - - - 7.4 1876 1.1 2.6 1.8
2009 - - - - - 16.0 1026 1.3 3.0 2.0
2010 +/- - - - - 8.5 1756 1.4 2.7 2.1
Mean 7.3 1808 1.0 2.2 1.6
S.D. .5 364 0.3 0.7 0.5
S.E. 1.1 115 0.1 0.2 0.2
n 10 10 10 10 10 10 10 10 10 10

Ep.SEC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe

Ep.SREC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Cast) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.PS) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.CO) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe

Ep.SEC : Squamous epithelial cells Ep.SREC : Small round epithelial cells Cr.PS : Crystal phosphate salts
Cr.CO : Crystal calcium oxalate Uri.Vol. : Urine volume Osmotic P. : Osmotic Pressure
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Appendix 5 - 5 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Item : Individual urinalysis Stage Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose 300 mg/kg
PH Protein Ketones Glucose Oc.Blood Urobili. Bilirubin Color RBC WBC
Animal No.

3001 7.0 +/- 1+ - - +/- - Y - -
3002 7.0 2 + 1+ - - +/- 1+ Y - -
3003 6.5 1+ +/- - - +/- - Y - -
3004 9.0 < 2 + 1+ - +/- +/- 1+ Y - -
3005 9.0 < 2 + +/- - - +/- - Y - -
3006 8.5 2+ 1 - - +/- - Y - -
3007 6.0 +/- - - +/- - Y - -
3008 7.0 2+ 1+ - - +/- 1+ Y - -
3009 5.0 1+ +/- - - +/- - Y - -
3010 8.5 3+ 2 + - - +/- 2+ Y - -
Mean
S.D.
S.E.
n 10 10 10 10 10 10 10 10 10 10
Protein) -:Negative, +/-:15, 1+:30, 2+:100, 3+:>300 mg/dL
Ketones) -:Negative, +/-:5, 1+:15, 2+:40, 3+:80 mg/dL
Glucose) -:Negative, 1+:100, 2+:250, 3+:500, 4+:>1000 mg/dL
Oc.Blood) -:Negative, +/-:0.015, 1+:0.062, 2+:0.135, 3+:0.405 mg/dL
Urobili.) +/-:0.1-1.0, 1+:2.0, 2+:4.0, 3+:>8.0 Ehrlich U/dL
Bilirubin) -:Negative, 1+:0.8, 2+:1.6, 3+:3.2 mg/dL
Color) LY:Light yellow, Y:Yellow, DY:Dark yellow, Other:Other color
RBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

WBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Oc.Blood : Occult blood Urobili. : Urobilinogen
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Appendix 5 - 6 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual urinalysis Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
Ep.SEC Ep.SREC Cast Cr.PS Cr.CO Uri.vVol. Osmotic P. U-Na U-K U-Cl

Animal No. mL/24h mOsm/kg mmol/24h mmol/24h mmol/24h
3001 +/- - - - - 8.5 1432 0.8 1.8 1.5
3002 - - - - - 11.9 1378 1.7 2.5 2.4
3003 +/- - - = - 6.0 1906 0.9 1.9 1.7
3004 +/- - - - - 6.2 1924 1.1 1.8 1.7
3005 +/- - - - - 12.2 1394 1.5 2.9 2.5
3006 +/- - - - - .0 1872 1.4 2.2 2.1
3007 +/- - - - - 10.3 1496 1.5 2.4 2.4
3008 - - - - = .3 1914 0.9 1.6 1.3
3009 +/- - - - - 7.1 2392 1.8 2.7 2.8
3010 +/- - - - - 7.0 2184 1.4 2.3 2.1
Mean 8.3 1789 1.3 2.2 2.1
S.D. 2.5 352 0.4 0.4 0.5
S.E. 0.8 111 0.1 0.1 0.2
n 10 10 10 10 10 10 10 10 10 10
Ep.SEC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Ep.SREC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Cast) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.PS) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.CO) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe

Ep.SEC : Squamous epithelial cells Ep.SREC : Small round epithelial cells Cr.PS : Crystal phosphate salts
Cr.CO : Crystal calcium oxalate Uri.Vol. : Urine volume Osmotic P. : Osmotic Pressure
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Appendix 5 - 7 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Item : Individual urinalysis Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
PH Protein Ketones Glucose Oc.Blood Urobili. Bilirubin Color RBC WBC
Animal No.

4001 7.0 2+ +/- - - +/- 1 Y - -
4002 7.0 2 + +/- - - +/- Y - -
4003 6.5 2+ - - - +/- Y - -
4004 7.0 2+ +/- - - +/- Y - -
4005 5.5 - - - - +/- Y - -
4006 6.5 2+ 1+ - - +/- Y - -
4007 6.5 2+ +/- - - +/- Y - -
4008 6.5 1+ +/- - - +/- Y - -
4009 6.5 2+ +/- - - +/- Y - -
4010 7.0 2 + - - - +/- Y - -
Mean
S.D.
S.E.
n 10 10 10 10 10 10 10 10 10 10
Protein) -:Negative, +/-:15, 1+:30, 2+:100, 3+:>300 mg/dL
Ketones) -:Negative, +/-:5, 1+:15, 2+:40, 3+:80 mg/dL
Glucose) -:Negative, 1+:100, 2+:250, 3+:500, 4+:>1000 mg/dL
Oc.Blood) -:Negative, +/-:0.015, 1+:0.062, 2+:0.135, 3+:0.405 mg/dL
Urobili.) +/-:0.1-1.0, 1+:2.0, 2+:4.0, 3+:>8.0 Ehrlich U/dL
Bilirubin) -:Negative, 1+:0.8, 2+:1.6, 3+:3.2 mg/dL
Color) LY:Light yellow, Y:Yellow, DY:Dark yellow, Other:Other color
RBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
WBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Oc.Blood : Occult blood Urobili. : Urobilinogen
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Appendix 5 - 8 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual urinalysis Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
Ep.SEC Ep.SREC Cast Cr.PS Cr.CO Uri.vol. Osmotic P. U-Na U-K U-Cl

Animal No. mL/24h mOsm/kg mmol/24h mmol/24h mmol/24h
4001 - - - - - 9.1 1764 1.2 2.1 2.1
4002 - - - - - 18.5 1002 1.6 2.7 2.8
4003 +/- = - = - 9.5 1704 1.3 2.4 2.4
4004 +/- - - 1+ - 11.1 1650 1.6 2.7 2.6
4005 +/- - - - - 35.8 574 1.8 3.5 2.8
4006 +/- - - - - 9.2 1842 1.3 2.3 2.2
4007 - - - - - 10.9 1558 1.2 2.3 2.6
4008 +/- - - - = 14.5 1358 1.1 3.1 2.7
4009 +/- - - - - 13.5 1382 1.4 2.7 2.6
4010 +/- - - - - 14.7 1356 1.8 3.1 2.9
Mean 14.7 1419 1.4 2.7 2.6
S.D. 8.0 387 0.3 0.4 0.3
S.E. 2.5 122 0.1 0.1 0.1
n 10 10 10 10 10 10 10 10 10 10
Ep.SEC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Ep.SREC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Cast) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.PS) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.CO) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe

Ep.SEC : Squamous epithelial cells Ep.SREC : Small round epithelial cells Cr.PS : Crystal phosphate salts
Cr.CO : Crystal calcium oxalate Uri.Vol. : Urine volume Osmotic P. : Osmotic Pressure
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Appendix 5 - 9 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Item : Individual urinalysis Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
PH Protein Ketones Glucose Oc.Blood Urobili. Bilirubin Color RBC WBC
Animal No.

1101 7.0 2 + +/- 1+ - +/- 1+ Y - -
1102 8.5 +/- +/- - - +/- - Y - -
1103 6.5 2 + 1+ - - +/- 1+ Y - -
1104 6.0 1+ 1+ - - +/- - Y - -
1105 7.5 1+ +/- - - +/- - Y - -
1106 6.0 3+ 1+ - - +/- 1+ Y - -
1107 6.5 2 + 1+ - - +/- 1+ Y - -
1108 6.0 +/- +/- - - +/- - Y - -
1109 6.0 - - - - +/- - Y - -
1110 5.5 2 + +/- - - +/- - Y - -
Mean
S.D.
S.E.
n 10 10 10 10 10 10 10 10 10 10
Protein) -:Negative, +/-:15, 1+:30, 2+:100, 3+:>300 mg/dL
Ketones) -:Negative, +/-:5, 1+:15, 2+:40, 3+:80 mg/dL
Glucose) -:Negative, 1+:100, 2+:250, 3+:500, 4+:>1000 mg/dL
Oc.Blood) -:Negative, +/-:0.015, 1+:0.062, 2+:0.135, 3+:0.405 mg/dL
Urobili.) +/-:0.1-1.0, 1+:2.0, 2+:4.0, 3+:>8.0 Ehrlich U/dL
Bilirubin) -:Negative, 1+:0.8, 2+:1.6, 3+:3.2 mg/dL
Color) LY:Light yellow, Y:Yellow, DY:Dark yellow, Other:Other color
RBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
WBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Oc.Blood : Occult blood Urobili. : Urobilinogen
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Appendix 5 - 10 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual urinalysis Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
Ep.SEC Ep.SREC Cast Cr.PS Cr.CO Uri.Vol. Osmotic P. U-Na U-K U-Cl

Animal No. mL/24h mOsm/kg mmol/24h mmol/24h mmol/24h
1101 +/- - - - - 5.2 1976 0.8 1.9 1.3
1102 +/- - - +/- - 2.8 1956 0.4 1.0 0.7
1103 +/- - - - - 3.6 1660 0.6 1.0 0.8
1104 +/- - - - - 4.4 1658 0.6 1.5 1.1
1105 +/- - - +/- - 4.6 2340 0.8 2.0 1.4
1106 +/- - - - - 6.6 1786 0.9 2.2 1.6
1107 +/- - - - - 4.1 2350 0.7 1.7 1.2
1108 +/- - - B - 6.7 1856 1.1 2.3 1.7
1109 +/- - - - - 1.7 2920 0.3 0.9 0.6
1110 +/- - - - - 11.0 966 0.9 1.9 1.4
Mean 5.1 1947 0.7 1.6 1.2
S.D. 2.6 519 0.2 0.5 0.4
S.E. 0.8 164 0.1 0.2 0.1
n 10 10 10 10 10 10 10 10 10 10
Ep.SEC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Ep.SREC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Cast) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.PS) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.CO) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Ep.SEC : Squamous epithelial cells Ep.SREC : Small round epithelial cells Cr.PS : Crystal phosphate salts
Cr.CO : Crystal calcium oxalate Uri.Vol. : Urine volume Osmotic P. : Osmotic Pressure
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Appendix 5 - 11 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Item : Individual urinalysis Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
PH Protein Ketones Glucose Oc.Blood Urobili. Bilirubin Color RBC WBC
Animal No.

2101 6.0 - - - - +/- Y - -
2102 6.0 - - - - +/- Y - -
2103 6.0 - +/- - - +/- Y - -
2104 8.5 1+ +/- - - +/- 1 Y - -
2105 6.0 +/- +/- - - +/- Y - -
2106 7.5 +/- - - - +/- Y - -
2107 6.0 +/- - - - +/- Y - -
2108 6.0 +/- +/- - - +/- Y - -
2109 5.5 +/- - - - +/- Y - -
2110 5.5 +/- - - - +/- Y - -
Mean
S.D.
S.E.
n 10 10 10 10 10 10 10 10 10 10
Protein) -:Negative, +/-:15, 1+:30, 2+:100, 3+:>300 mg/dL
Ketones) -:Negative, +/-:5, 1+:15, 2+:40, 3+:80 mg/dL
Glucose) -:Negative, 1+:100, 2+:250, 3+:500, 4+:>1000 mg/dL
Oc.Blood) -:Negative, +/-:0.015, 1+:0.062, 2+:0.135, 3+:0.405 mg/dL
Urobili.) +/-:0.1-1.0, 1+:2.0, 2+:4.0, 3+:>8.0 Ehrlich U/dL
Bilirubin) -:Negative, 1+:0.8, 2+:1.6, 3+:3.2 mg/dL
Color) LY:Light yellow, Y:Yellow, DY:Dark yellow, Other:Other color
RBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
WBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Oc.Blood : Occult blood Urobili. : Urobilinogen
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Appendix 5 - 12 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual urinalysis Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
Ep.SEC Ep.SREC Cast Cr.PS Cr.CO Uri.Vol. Osmotic P. U-Na U-K U-Cl

Animal No. mL/24h mOsm/kg mmol/24h mmol/24h mmol/24h
2101 +/- - - - - 1.8 2806 0.4 0.9 0.8
2102 +/- - - - - 5.4 1252 0.6 1.2 0.9
2103 +/- - - - - 11.3 1114 1.3 2.2 1.8
2104 +/- - - - - 8.8 1138 0.8 1.7 1.3
2105 +/- - - - - 6.5 1640 1.0 1.9 1.5
2106 +/- - - - - 7.1 1468 0.8 2.0 1.4
2107 +/- - - - - 4.1 2160 0.6 1.6 1.2
2108 +/- - - - = 5.0 1396 0.7 1.3 1.1
2109 +/- - - - - 5.4 1674 0.7 1.6 1.3
2110 +/- - - - - 9.2 1294 1.1 1.9 1.7
Mean 6.5 1594 0.8 1.6 1.3
S.D. .8 527 0.3 0.4 0.3
S.E. 0.9 167 0.1 0.1 0.1
n 10 10 10 10 10 10 10 10 10 10
Ep.SEC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Ep.SREC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cast) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.PS) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.CO) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Ep.SEC : Squamous epithelial cells Ep.SREC : Small round epithelial cells Cr.PS : Crystal phosphate salts
Cr.CO : Crystal calcium oxalate Uri.Vol. : Urine volume Osmotic P. : Osmotic Pressure
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Appendix 5 - 13 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Item : Individual urinalysis Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
PH Protein Ketones Glucose Oc.Blood Urobili. Bilirubin Color RBC WBC
Animal No.

3101 8.5 1+ +/- - - +/- 1 Y - -
3102 6.5 2 + +/- - - +/- Y - -
3103 6.5 2+ +/- - - +/- Y - -
3104 6.5 2+ +/- - - +/- Y - -
3105 7.0 - - - - +/- Y - -
3106 7.0 - - - - +/- Y - -
3107 7.5 - - - - +/- Y - -
3108 6.5 2+ 1+ - - +/- Y - -
3109 8.0 - - - - +/- Y - -
3110 7.0 - - - - +/- Y - -
Mean
S.D.
S.E.
n 10 10 10 10 10 10 10 10 10 10
Protein) -:Negative, +/-:15, 1+:30, 2+:100, 3+:>300 mg/dL
Ketones) -:Negative, +/-:5, 1+:15, 2+:40, 3+:80 mg/dL
Glucose) -:Negative, 1+:100, 2+:250, 3+:500, 4+:>1000 mg/dL
Oc.Blood) -:Negative, +/-:0.015, 1+:0.062, 2+:0.135, 3+:0.405 mg/dL
Urobili.) +/-:0.1-1.0, 1+:2.0, 2+:4.0, 3+:>8.0 Ehrlich U/dL
Bilirubin) -:Negative, 1+:0.8, 2+:1.6, 3+:3.2 mg/dL
Color) LY:Light yellow, Y:Yellow, DY:Dark yellow, Other:Other color
RBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
WBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Oc.Blood : Occult blood Urobili. : Urobilinogen
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Appendix 5 - 14

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual urinalysis Stage Week 13
Sex Female Test Article 4-ethenyl-2-methoxyphenol Dose 300 mg/kg
Ep.SEC Ep.SREC Cast Cr.PS Cr.CO Uri.vVol. Osmotic P. U-Na U-K U-Cl
Animal No. mL/24h mOsm/kg mmol/24h mmol/24h mmol/24h
3101 +/- - - - 3+ 22.4 680 1.3 2.7 2.1
3102 - - - - - 10.5 1466 1.4 2.6 2.2
3103 +/- - - - - 6.6 1318 0.9 1.3 1.2
3104 - - - - 2+ 6.9 986 0.5 1.1 0.8
3105 +/- - - - 3+ 5.6 1256 0.6 1.3 1.0
3106 +/- - - - - 15.9 1018 1.9 2.6 2.4
3107 +/- - - - - 4.9 1716 0.7 1.3 1.1
3108 +/- - - - - 5.2 1624 0.7 1.5 1.3
3109 +/- - - - - 6.9 1162 0.6 1.4 1.2
3110 +/- - - - - 11.1 1034 1.2 1.8 1.6
Mean 9.6 1226 1.0 1.8 1.5
S.D. 5.7 317 0.5 0.6 0.6
S.E. 1. 100 0.1 0.2 0.2
n 10 10 10 10 10 10 10 10 10 10
Ep.SEC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Ep.SREC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Cast) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.PS) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.CO) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Ep.SEC Squamous epithelial cells Ep.SREC Small round epithelial cells Cr.PS Crystal phosphate salts
Cr.Co Crystal calcium oxalate Uri.vVol. Urine volume Osmotic P. Osmotic Pressure
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Appendix 5 - 15 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]
Item : Individual urinalysis Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
PH Protein Ketones Glucose Oc.Blood Urobili. Bilirubin Color RBC WBC
Animal No.

4101 5.5 - - 2+ - +/- Y - -
4102 5.0 2 + - - - +/- Y - -
4103 5.0 1+ - - - +/- Y - -
4104 6.5 2+ - - - +/- Y - -
4105 7.5 - - - - +/- Y - -
4106 7.0 - - - - +/- Y - -
4107 6.5 2 + - - - +/- 1 Y - -
4108 5.0 2+ - - - +/- Y - -
4109 6.5 2 + +/- - - +/- Y - -
4110 5.0 1+ - - - +/- Y - -
Mean
S.D.
S.E.
n 10 10 10 10 10 10 10 10 10 10
Protein) -:Negative, +/-:15, 1+:30, 2+:100, 3+:>300 mg/dL
Ketones) -:Negative, +/-:5, 1+:15, 2+:40, 3+:80 mg/dL
Glucose) -:Negative, 1+:100, 2+:250, 3+:500, 4+:>1000 mg/dL
Oc.Blood) -:Negative, +/-:0.015, 1+:0.062, 2+:0.135, 3+:0.405 mg/dL
Urobili.) +/-:0.1-1.0, 1+:2.0, 2+:4.0, 3+:>8.0 Ehrlich U/dL
Bilirubin) -:Negative, 1+:0.8, 2+:1.6, 3+:3.2 mg/dL
Color) LY:Light yellow, Y:Yellow, DY:Dark yellow, Other:Other color
RBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
WBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Oc.Blood : Occult blood Urobili. : Urobilinogen
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Appendix 5 - 16 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual urinalysis Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
Ep.SEC Ep.SREC Cast Cr.PS Cr.CO Uri.vol. Osmotic P. U-Na U-K U-Cl

Animal No. mL/24h mOsm/kg mmol/24h mmol/24h mmol/24h
4101 +/- - - - - 7.1 1642 1.2 1.8 1.5
4102 +/- - - - - 5.9 1686 1.0 1.5 1.5
4103 +/- - - - - 4.6 1640 0.5 1.1 0.8
4104 +/- - - - - 5.3 2154 1.0 1.5 1.6
4105 +/- - - - - 10.3 1218 1.2 1.7 1.9
4106 +/- - - - - 14.7 1224 2.0 2.9 2.7
4107 +/- - - +/- - 5.1 1804 0.8 1.3 1.2
4108 +/- - - 1+ = 8.0 1512 1.0 1.6 1.6
4109 +/- - - - - 6.7 1504 1.0 1.5 1.5
4110 +/- - - - - 7.9 1492 0.8 1.9 1.3
Mean 7.6 1588 1.1 1.7 1.6
S.D. 3.0 274 0.4 0.5 0.5
S.E. 1.0 87 0.1 0.2 0.2
n 10 10 10 10 10 10 10 10 10 10
Ep.SEC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Ep.SREC) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe
Cast) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.PS) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cr.CO) -:Negative, +/-:8light, 1+:Mild, 2+:Moderate, 3+:Severe

Ep.SEC : Squamous epithelial cells Ep.SREC : Small round epithelial cells Cr.PS : Crystal phosphate salts
Cr.CO : Crystal calcium oxalate Uri.Vol. : Urine volume Osmotic P. : Osmotic Pressure
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Appendix 6 - 1 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
RBC HGB HCT MCV MCH MCHC Retic PLT WBC LYMP

Animal No. 10E4/uL g/dL % fL pg g/dL 10E9/L 10E4/uL 10E2/uL 10E2/uL
1001 836 15.0 42.5 50.9 17.9 35.2 108.4 92.0 93.2 72.4
1002 824 14.8 42.8 52.0 17.9 34.5 113.6 91.6 76.6 55.6
1003 836 14.9 42.1 50.3 17.8 35.4 106.1 85.1 107.2 82.9
1004 758 13.8 40.0 52.7 18.2 34.4 142.4 88.3 75.9 62.4
1005 827 15.2 44.6 53.9 18.4 34.1 153.7 90.9 84.1 61.7
1006 835 14.7 43.1 51.6 17.7 34.2 118.0 71.8 73.7 54.9
1007 886 14.7 43.3 48.9 16.6 34.0 147.6 93.6 100.4 69.4
1008 815 14.3 41.7 51.1 17.6 34.4 178.6 81.3 63.8 41.9
1009 802 14.3 41.0 51.2 17.9 34.9 125.5 98.2 103.0 87.1
1010 805 15.1 42.7 53.1 18.7 35.2 140.8 80.9 63.5 49.3
Mean 822 14.7 42 .4 51.6 17.9 34.6 133.5 87.4 84.1 63.8
S.D. 33 0.4 1.3 1.4 0.6 0.5 23.2 7.7 16.0 14 .4
S.E. 10 0.1 0.4 0.5 0.2 0.2 7.3 .4 5.1 4.5
n 10 10 10 10 10 10 10 10 10 10

Retic : Reticulocyte
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Appendix 6 - 2 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
NEUT EOS BASO MONO Luc
Animal No. 10E2/uL 10E2/uL 10E2/uL 10E2/uL 10E2/uL

1001 17.4 0.7 0.6 1.8 0.3

1002 17.5 0.9 0.2 2.2 0.2

1003 20.2 0.9 0.5 2.3 0.5

1004 11.1 0.7 0.3 1.2 0.3

1005 17.6 1.3 0.4 2.5 0.5

1006 16.1 0.8 0.2 1.5 0.2

1007 27.2 1.0 0.2 2.3 0.3

1008 18.1 1.1 0.2 1.9 0.4

1009 11.4 0.8 0.6 2.4 0.7

1010 11.3 0.8 0.2 1.7 0.2

Mean 16.8 0.9 0.3 2.0 0.4

S.D. 4.9 . 0.2 0.4 .2

S.E. 1.5 0.1 0.1 0.1 0.1

n 10 10 10 10 10

LUC : Large unstained cells
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Appendix 6 - 3 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
PT APTT FIB
Animal No. s s mg/dL

1001 11.4 10.7 346

1002 12.6 13.1 266

1003 12.7 11.5 276

1004 11.8 11.3 308

1005 13.3 15.1 290

1006 12.7 11.4 285

1007 12.7 12.9 365

1008 14.3 13.5 301

1009 13.0 13.5 331

1010 14.9 16.9 305

Mean 12.9 13.0 307

S.D. 1.0 .9 31

S.E. 0.3 0.6 10

n 10 10 10




€Ic

Appendix 6 - 4 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
RBC HGB HCT MCV MCH MCHC Retic PLT WBC LYMP

Animal No. 10E4/uL g/dL % fL pg g/dL 10E9/L 10E4/uL 10E2/uL 10E2/uL
2001 793 13.7 40.5 51.0 17.3 33.9 127.0 80.7 115.1 95.0
2002 848 15.1 44.5 52.5 17.8 34.0 139.5 87.3 92.3 77.1
2003 824 15.5 45.1 54.8 18.8 34.4 94.6 82.0 90.6 71.8
2004 770 14.7 42.1 54.7 19.2 35.0 116.4 81.3 91.8 66.6
2005 819 14 .4 42.8 52.3 17.6 33.6 163.5 89.1 72.9 47.2
2006 826 15.1 43.2 52.4 18.2 34.8 111.4 81.9 43.5 31.2
2007 808 15.4 43.8 54.3 19.0 35.1 113.9 78.1 94.1 73.7
2008 794 14.9 42.7 53.8 18.8 35.0 136.7 77.8 108.4 82.0
2009 779 14.7 41.2 52.9 18.9 35.6 141.3 88.0 113.7 92.0
2010 881 15.3 43.8 49.7 17.4 34.9 115.5 91.4 102.0 73.3
Mean 814 14.9 43.0 52.8 18.3 34.6 126.0 83.8 92.4 71.0
S.D. 33 0.5 .4 .6 .7 0.6 19.7 4.8 21.3 19.3
S.E. 11 0.2 0.5 0.5 0.2 0.2 6.2 1.5 6.7 6.1
n 10 10 10 10 10 10 10 10 10 10

Retic : Reticulocyte
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Appendix 6 - 5 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
NEUT EOS BASO MONO Luc
Animal No. 10E2/uL 10E2/uL 10E2/uL 10E2/uL 10E2/uL

2001 15.6 0.8 0.4 2.7 0.7

2002 11.9 0.8 0.5 1.8 0.2

2003 15.1 0.5 0.4 2.5 0.2

2004 20.7 0.8 0.3 3.2 0.3

2005 20.4 1.3 0.3 3.1 0.6

2006 9.8 0.7 0.2 1.5 0.2

2007 16.2 1.1 0.5 2.2 0.3

2008 19.8 1.4 0.5 4.0 0.7

2009 15.1 0.7 0.6 4.4 0.9

2010 21.5 1.5 0.6 4.5 0.5

Mean 16.6 1.0 0.4 3.0 0.5

S.D. 3.9 0.3 0.1 1.1 .3

S.E. 1.2 0.1 0.0 0.3 0.1

n 10 10 10 10 10

LUC : Large unstained cells
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Appendix 6 - 6 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
PT APTT FIB
Animal No. s s mg/dL
2001 10.5 11.9 289
2002 13.5 16.2 315
2003 13.1 11.4 278
2004 11.6 11.9 275
2005 12.2 11.3 305
2006 12.5 12.9 315
2007 12.5 11.8 286
2008 14.5 16.0 295
2009 12.7 11.4 300
2010 14.5 18.7 321
Mean 12.8 13.4 298
S.D. 1.2 .6 16
S.E. 0.4 0.8 5

n 10 10 10
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Appendix 6 - 7 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
RBC HGB HCT MCV MCH MCHC Retic PLT WBC LYMP

Animal No. 10E4/uL g/dL % fL pg g/dL 10E9/L 10E4/uL 10E2/uL 10E2/uL
3001 793 15.1 42.2 53.3 19.1 35.8 107.2 82.9 110.9 95.5
3002 841 15.8 46.4 55.1 18.8 34.1 132.8 96.6 104.4 82.3
3003 841 14.7 44 .2 52.6 17.5 33.2 117.9 82.5 91.3 73.8
3004 804 14.8 42.7 53.1 18.4 34.6 126.2 90.8 71.0 58.3
3005 805 14.8 43.3 53.8 18.4 34.2 102.0 96.5 86.3 70.9
3006 790 14.7 42 .4 53.7 18.7 34.8 127.8 84.8 117.1 82.0
3007 809 14 .4 41.7 51.5 17.8 34.6 127.2 81.5 113.1 90.6
3008 838 15.0 43.0 51.4 17.9 34.9 136.4 95.6 85.2 66.7
3009 815 14.6 42.2 51.8 17.9 34.6 125.3 83.3 74.0 59.2
3010 841 14.6 42.2 50.2 17.4 34.6 89.0 92.5 84.8 73.0
Mean 818 14.9 43.0 52.7 18.2 34.5 119.2 88.7 93.8 75.2
S.D. 21 0.4 .4 .4 .6 0. 15.1 6.3 16.5 12.4
S.E. 7 0.1 0.4 0.5 0.2 0.2 4.8 2.0 5.2 3.9
n 10 10 10 10 10 10 10 10 10 10

Retic : Reticulocyte
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Appendix 6 - 8 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
NEUT EOS BASO MONO Luc
Animal No. 10E2/uL 10E2/uL 10E2/uL 10E2/uL 10E2/uL

3001 11.1 1.0 0.4 2.2 0.7

3002 18.3 1.2 0.4 1.8 0.3

3003 12.4 0.8 0.4 3.5 0.5

3004 9.8 0.6 0.2 2.0 0.1

3005 9.8 1.0 0.3 3.6 0.6

3006 26.8 1.5 0.6 5.4 0.9

3007 14.6 1.2 0.4 5.7 0.6

3008 14.2 1.7 0.2 2.1 0.3

3009 11.7 0.4 0.3 2.2 0.2

3010 8.3 1.0 0.5 1.6 0.4

Mean 13.7 1.0 0.4 3.0 0.5

S.D. 5.4 0. 0.1 1.5 .2

S.E. 1.7 0.1 0.0 0.5 0.1

n 10 10 10 10 10

LUC : Large unstained cells
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Appendix 6 - 9 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
PT APTT FIB
Animal No. s s mg/dL
3001 12.8 12.2 273
3002 13.4 13.8 282
3003 14.2 16.2 252
3004 12.7 11.5 260
3005 12.4 11.0 299
3006 14.7 14.9 297
3007 12.5 12.2 308
3008 13.2 13.5 314
3009 12.6 12.6 327
3010 16.0 16.2 288
Mean 13.5 13.4 290
S.D. .2 .9 24
S.E. 0.4 0.6 8

n 10 10 10
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Appendix 6 - 10

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual hematology Stage Week 13
Sex Male Test Article 4-ethenyl-2-methoxyphenol 1000 mg/kg
RBC HGB HCT MCV MCH MCHC Retic PLT WBC LYMP
Animal No. 10E4/uL g/dL % fL joe] g/dL 10E9/L 10E4/uL 10E2/uL 10E2/uL

4001 821 14.7 43.9 53.5 17.9 33.4 158.6 100.8 119.5 101.5
4002 871 15.0 44.0 50.5 17.2 34.0 122.5 118.7 139.7 109.3
4003 849 14.7 43.5 51.2 17.3 33.7 96.0 95.8 96.1 65.2
4004 860 15.6 44.8 52.1 18.2 34.8 123.2 88.2 64 .4 49.1
4005 813 14.6 42.0 51.7 18.0 34.8 126.9 68.4 46.6 35.7
4006 779 14.5 42.7 54.9 18.6 34.0 184.5 96.5 55.4 39.7
4007 818 14.5 42.2 51.6 17.7 34.3 112.5 101.8 70.5 56.7
4008 779 13.8 40.3 51.6 17.7 34.3 117.7 88.1 84.3 65.5
4009 832 14.8 42.6 51.2 17.7 34.6 105.2 101.3 106.1 69.4
4010 762 15.1 42.4 55.7 19.8 35.6 156.3 98.9 151.2 122.3
Mean 818 14.7 42.8 52.4 18.0 34.4 130.3 95.9 93.4 71.4
S.D. 36 0.5 1.3 1.7 0.7 0.6 27.5 12.9 35.6 29.8
S.E. 12 0.1 0.4 0.5 0.2 0.2 8.7 4.1 11.3 9.4
n 10 10 10 10 10 10 10 10 10 10
Retic Reticulocyte
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Appendix 6 - 11 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
NEUT EOS BASO MONO Luc
Animal No. 10E2/uL 10E2/uL 10E2/uL 10E2/uL 10E2/uL

4001 12.7 1.3 0.6 2.7 0.7

4002 24.1 0.9 0.6 3.9 0.9

4003 24.7 0.9 0.2 4.3 0.7

4004 12.0 0.2 0.3 2.5 0.2

4005 7.9 0.7 0.2 1.8 0.2

4006 12.3 0.9 0.2 2.1 0.2

4007 10.6 0.7 0.3 1.8 0.4

4008 12.9 1.3 0.3 3.7 0.6

4009 30.2 2.8 0.6 2.6 0.6

4010 18.7 1.6 0.8 5.2 2.6

Mean 16.6 1.1 0.4 3.1 0.7

S.D. 7.4 0.7 0.2 1.2 0.7

S.E. 2.3 0.2 0.1 0.4 0.2

n 10 10 10 10 10

LUC : Large unstained cells
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Appendix 6 - 12 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
PT APTT FIB
Animal No. s s mg/dL

4001 12.3 13.2 326

4002 11.0 11.3 305

4003 14.9 18.3 287

4004 11.5 10.2 344

4005 13.8 15.6 266

4006 13.5 11.5 307

4007 12.5 11.4 326

4008 12.2 11.3 264

4009 12.0 10.8 298

4010 13.7 12.5 316

Mean 12.7 12.6 304

S.D. 1.2 2.5 26

S.E. 0.4 0.8 8

n 10 10 10
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Appendix 6 - 13 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual hematology Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
RBC HGB HCT MCV MCH MCHC Retic PLT WBC LYMP

Animal No. 10E4/uL g/dL % fL pg g/dL 10E9/L 10E4/uL 10E2/uL 10E2/uL
1101 730 13.9 39.3 53.9 19.0 35.3 94.9 100.9 55.3 46.5
1102 793 14.1 40.7 51.3 17.8 34.7 72.9 91.4 72.2 60.5
1103 765 14.7 41.3 54.0 19.2 35.6 109.5 89.3 49.7 38.5
1104 727 14.2 40.4 55.6 19.5 35.1 118.6 104.1 37.1 24.6
1105 784 14 .4 41.2 52.6 18.4 35.0 127.8 94.5 86.5 69.6
1106 763 14.1 40.3 52.8 18.5 35.0 94.6 97.4 63.9 52.2
1107 748 14.1 40.6 54.3 18.9 34.8 161.5 92.5 72.1 59.8
1108 768 14 .4 40.5 52.8 18.8 35.6 94.1 90.0 40.8 28.4
1109 774 15.0 43.5 56.2 19.4 34.6 128.1 99.8 70.7 57.8
1110 790 14.0 40.8 51.7 17.7 34.2 102.7 86.7 51.5 36.3
Mean 764 14.3 40.9 53.5 18.7 35.0 110.5 94 .7 60.0 47 .4
S.D. 23 0.3 1.1 .6 .6 0.4 24.8 5.7 15.7 15.0
S.E. 7 0.1 0.3 0.5 0.2 0.1 7.8 1.8 5.0 4.8
n 10 10 10 10 10 10 10 10 10 10

Retic : Reticulocyte
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Appendix 6 - 14 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
NEUT EOS BASO MONO Luc
Animal No. 10E2/uL 10E2/uL 10E2/uL 10E2/uL 10E2/uL

1101 6.3 0.4 0.3 1.5 0.3

1102 8.0 1.6 0.3 1.6 0.3

1103 8.4 0.5 0.2 1.9 0.2

1104 9.9 1.3 0.1 1.1 0.1

1105 10.7 1.0 0.5 4.0 0.7

1106 8.8 1.0 0.4 1.1 0.4

1107 8.6 0.6 0.4 1.9 0.7

1108 10.0 1.1 0.2 0.9 0.2

1109 9.6 0.8 0.5 1.8 0.3

1110 12.0 0.9 0.2 1.7 0.4

Mean 9.2 0.9 0.3 1.8 0.4

S.D. 1.6 .4 0.1 0.9 .2

S.E. 0.5 0.1 0.0 0.3 0.1

n 10 10 10 10 10

LUC : Large unstained cells
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Appendix 6 - 15 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
PT APTT FIB
Animal No. s s mg/dL

1101 10.0 9.3 199

1102 11.5 8.5 210

1103 12.4 11.0 203

1104 11.7 10.4 220

1105 11.9 11.1 222

1106 14.7 15.5 204

1107 12.3 10.9 209

1108 14.2 12.6 202

1109 13.5 9.4 224

1110 13.2 9.7 209

Mean 12.5 10.8 210

S.D. 1.4 .0 9

S.E. 0.4 0.6 3

n 10 10 10
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Appendix 6 - 16 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual hematology Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
RBC HGB HCT MCV MCH MCHC Retic PLT WBC LYMP

Animal No. 10E4/uL g/dL % fL Pg g/dL 10E9/L 10E4/uL 10E2/uL 10E2/uL
2101 773 15.1 43.3 56.1 19.5 34.7 126.0 88.2 66.4 49.7
2102 800 14.7 42.1 52.6 18.3 34.8 114.7 100.4 42.7 33.8
2103 740 14.7 40.9 55.3 19.8 35.8 161.2 102.1 52.7 38.5
2104 762 15.5 44.0 57.7 20.4 35.3 108.2 100.5 59.5 46.9
2105 743 13.7 39.1 52.7 18.4 35.0 133.4 78.6 48.3 35.8
2106 735 14.1 40.0 54.5 19.1 35.1 108.8 93.6 52.7 35.0
2107 797 14.9 43.1 54.1 18.7 34.6 161.8 80.4 43.2 34.1
2108 823 14.8 42.1 51.2 17.9 35.1 95.6 85.0 48.5 40.2
2109 769 14 .4 41.1 53.4 18.7 35.1 132.5 86.2 58.8 45.8
2110 757 14.6 41.3 54.6 19.3 35.4 132.0 103.5 51.0 40.5
Mean 770 14.7 41.7 54.2 19.0 35.1 127.4 91.9 52.4 40.0
S.D. 29 0.5 1. 1.9 0.8 0.4 21.9 9.4 7.5 5.7
S.E. 9 0.2 0.5 0.6 0.2 0.1 6.9 3.0 2.4 1.8
n 10 10 10 10 10 10 10 10 10 10

Retic : Reticulocyte
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Appendix 6 - 17 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
NEUT EOS BASO MONO Luc
Animal No. 10E2/uL 10E2/uL 10E2/uL 10E2/uL 10E2/uL

2101 10.9 1.6 0.3 3.3 0.5

2102 6.7 0.4 0.3 1.4 0.2

2103 12.0 0.7 0.3 1.0 0.2

2104 8.9 1.0 0.4 1.7 0.6

2105 10.7 0.5 0.3 0.9 0.1

2106 15.5 0.7 0.2 1.1 0.3

2107 5.9 0.8 0.3 1.7 0.3

2108 6.2 0.5 0.2 1.1 0.2

2109 9.0 1.1 0.3 1.8 0.8

2110 8.8 0.4 0.3 0.9 0.2

Mean 9.5 0.8 0.3 1.5 0.3

S.D. 3.0 0.4 0.1 0.7 .2

S.E. 0.9 0.1 0.0 0.2 0.1

n 10 10 10 10 10

LUC : Large unstained cells
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Appendix 6 - 18 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
PT APTT FIB
Animal No. s s mg/dL

2101 9.9 8.6 224

2102 13.9 9.4 213

2103 12.1 9.7 211

2104 13.4 14.0 205

2105 11.0 9.8 232

2106 12.7 11.2 228

2107 12.4 12.7 214

2108 11.9 9.2 239

2109 13.5 13.3 228

2110 11.7 8.5 211

Mean 12.3 10.6 221

S.D. 1.2 .0 11

S.E. 0.4 0.6 4

n 10 10 10
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Appendix 6 - 19 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual hematology Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
RBC HGB HCT MCV MCH MCHC Retic PLT WBC LYMP

Animal No. 10E4/uL g/dL % fL P9 g/dL 10E9/L 10E4/uL 10E2/uL 10E2/uL
3101 761 14.1 40.1 52.7 18.5 35.1 143.0 93.7 65.8 51.9
3102 729 13.9 39.4 54.0 19.0 35.2 125.3 118.8 62.3 50.6
3103 768 14.6 41.8 54 .4 19.0 34.9 153.2 104.1 70.5 52.3
3104 758 14.3 40.3 53.2 18.9 35.5 138.1 97.0 59.3 39.6
3105 748 14.6 40.9 54.7 19.5 35.7 94 .4 87.9 61.1 48.6
3106 728 14.8 41.1 56.5 20.3 35.9 149.7 86.5 44 .6 37.4
3107 740 14.3 41.1 55.5 19.3 34.8 159.5 86.9 40.3 30.6
3108 777 15.1 43.4 55.9 19.4 34.7 114.0 88.1 72.9 48.0
3109 860 15.8 44 .4 51.6 18.3 35.5 124.1 105.2 87.2 69.6
3110 728 14.3 40.5 55.7 19.6 35.3 167.7 112.6 70.2 56.6
Mean 760 14.6 41.3 54 .4 19.2 35.3 136.9 98.1 63.4 48.5
S.D. 39 0.6 1.5 1.6 0.6 0.4 22.5 11.6 13.6 10.9
S.E. 12 0.2 0.5 0.5 0.2 0.1 7.1 3.7 4.3 3.4
n 10 10 10 10 10 10 10 10 10 10

Retic : Reticulocyte
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Appendix 6 - 20 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
NEUT EOS BASO MONO Luc
Animal No. 10E2/uL 10E2/uL 10E2/uL 10E2/uL 10E2/uL

3101 9.8 1.2 0.3 2.1 0.4

3102 8.9 0.6 0.4 1.4 0.4

3103 14.6 0.9 0.5 1.8 0.4

3104 15.9 0.9 0.4 2.1 0.4

3105 8.3 0.6 0.5 2.6 0.5

3106 5.2 0.3 0.3 1.0 0.3

3107 7.2 0.7 0.1 1.4 0.3

3108 21.1 1.1 0.4 1.8 0.5

3109 12.7 1.0 0.5 2.7 0.8

3110 10.2 0.7 0.5 1.7 0.6

Mean 11.4 0.8 0.4 1.9 0.5

S.D. 4.7 .3 0.1 0.5 .2

S.E. 1.5 0.1 0.0 0.2 0.0

n 10 10 10 10 10

LUC : Large unstained cells
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Appendix 6 - 21 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
PT APTT FIB
Animal No. s s mg/dL
3101 12.7 12.7 204
3102 11.7 11.3 217
3103 13.6 12.6 221
3104 10.4 9.9 198
3105 12.9 11.6 220
3106 12.5 11.0 196
3107 12.4 12.1 203
3108 11.3 10.9 224
3109 12.0 9.4 224
3110 11.8 10.8 244
Mean 12.1 11.2 215
S.D. 0.9 1.1 15
S.E. 0.3 0.3 5

n 10 10 10




1€¢

Appendix 6 - 22 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual hematology Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
RBC HGB HCT MCV MCH MCHC Retic PLT WBC LYMP

Animal No. 10E4/uL g/dL % fL P9 g/dL 10E9/L 10E4/uL 10E2/uL 10E2/uL
4101 747 14.5 41.9 56.1 19.4 34.5 108.4 97.7 69.1 57.8
4102 694 14.1 40.7 58.7 20.3 34.6 123.8 105.3 62.1 54.2
4103 710 13.4 38.5 54.2 18.9 34.9 110.0 121.6 68.8 47.3
4104 771 14.5 41.7 54.1 18.8 34.8 117.0 98.3 63.5 46.7
4105 804 14.5 42.2 52.4 18.0 34.4 93.6 87.3 51.6 42.3
4106 787 14.8 42.6 54.1 18.8 34.7 90.0 125.8 63.5 53.8
4107 760 14.8 43.5 57.2 19.5 34.0 207.7 96.1 43.7 31.4
4108 784 14 .4 42.2 53.8 18.3 34.0 164.7 89.7 81.3 63.9
4109 769 15.0 42.3 55.0 19.5 35.4 123.4 101.6 55.6 44.0
4110 768 14.5 41.8 54.5 19.0 34.8 170.4 99.3 73.2 55.6
Mean 759 14.5 41.7 55.0 19.1 34.6 130.9 102.3 63.2 49.7
S.D. 34 0.4 1.3 1.8 0.7 0. 37.9 12.5 10.9 9.3
S.E. 11 0.1 0.4 0.6 0.2 0.1 12.0 3.9 3.4 2.9
n 10 10 10 10 10 10 10 10 10 10

Retic : Reticulocyte
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Appendix 6 - 23 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
NEUT EOS BASO MONO Luc
Animal No. 10E2/uL 10E2/uL 10E2/uL 10E2/uL 10E2/uL

4101 8.0 0.9 0.2 1.5 0.8

4102 4.2 0.6 0.3 2.3 0.4

4103 17.3 0.7 0.2 3.0 0.3

4104 14.1 0.7 0.3 1.6 0.2

4105 6.8 1.0 0.4 1.0 0.1

4106 6.6 0.7 0.3 1.8 0.3

4107 10.0 0.5 0.2 1.2 0.3

4108 12.6 0.9 0.4 2.8 0.7

4109 8.7 0.8 0.4 1.1 0.5

4110 14.0 1.4 0.4 1.5 0.5

Mean 10.2 0.8 0.3 1.8 0.4

S.D. . 0.3 0.1 0.7 .2

S.E. 1.3 0.1 0.0 0.2 0.1

n 10 10 10 10 10

LUC : Large unstained cells
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Appendix 6 -24 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual hematology Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
PT APTT FIB
Animal No. s s mg/dL

4101 11.6 11.2 219

4102 11.8 13.2 188

4103 12.5 12.3 366

4104 11.8 12.2 216

4105 10.9 8.7 199

4106 12.6 11.5 237

4107 10.1 7.6 233

4108 12.9 11.2 252

4109 11.3 8.7 201

4110 12.9 12.6 245

Mean 11.8 10.9 236

S.D. 0.9 .9 50

S.E. 0.3 0.6 16

n 10 10 10
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Appendix 7 - 1 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual blood chemistry Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU
Animal No. IU/L I1U/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
1001 62 55 67 757 0 61 18 98 0.1 142
1002 55 38 40 434 0 75 43 114 0.1 126
1003 51 44 94 357 0 58 27 94 0.1 137
1004 64 46 62 522 0 72 46 106 0.1 178
1005 60 33 70 372 0 79 100 127 0.1 149
1006 50 41 38 336 0 49 36 79 0.1 171
1007 59 38 41 339 0 77 42 111 0.1 148
1008 60 46 62 321 0 78 55 114 0.1 164
1009 57 40 77 365 0 93 70 130 0.1 222
1010 49 30 40 307 0 80 29 113 0.1 151
Mean 57 41 59 411 0 72 47 109 0.1 159
S.D. 5 7 19 137 0 13 24 15 0.0 27
S.E. 2 2 6 43 0 4 8 5 0.0 9

n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 2

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual blood chemistry Stage Week 13
Sex Male Test Article 4-ethenyl-2-methoxyphenol 0 mg/kg
BUN CRNN Na cl Ca TP ALB A/G
Animal No. mg/dL mg/dL mmol /L mmol/L mmol/L mg/dL mg/dL g/dL g/dL

1001 18 0.30 141 3.8 105 10.2 5.3 6.4 2.7 0.7
1002 14 0.31 144 4.0 106 10.3 5.7 6.7 2.8 0.7
1003 19 0.34 143 3.9 107 10.3 4.6 6.3 2.7 0.8
1004 16 0.31 145 4.0 107 10.0 4.7 5.9 2.5 0.7
1005 15 0.33 146 4.1 107 10.4 5.2 6.4 2.7 0.7
1006 12 0.24 144 3.9 107 9.9 5.0 6.3 2.6 0.7
1007 16 0.35 144 3.7 106 10.2 5.4 6.6 2.7 0.7
1008 19 0.32 141 4.2 106 10.3 4.5 6.5 2.8 0.8
1009 17 0.29 142 3.8 102 10.3 5.6 5.9 2.6 0.8
1010 16 0.35 146 4.2 107 10.0 5.4 6.2 2.6 0.7
Mean 16 0.31 144 4.0 106 10.2 5.1 6.3 2.7 0.7
S.D. 2 0.03 2 0.2 2 0.2 0.4 0.3 0.1 0.0
S.E. 1 0.01 1 0.1 0 0.1 0.1 0.1 0.0 0.0
n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 3 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual blood chemistry Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU
Animal No. IU/L I1U/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
2001 54 32 43 406 0 90 88 136 0.1 161
2002 57 36 49 453 0 65 105 108 0.1 143
2003 61 38 53 477 0 44 37 77 0.1 137
2004 54 31 52 369 0 77 29 107 0.1 143
2005 60 36 113 275 0 86 108 132 0.1 188
2006 60 38 58 353 0 44 46 72 0.1 179
2007 78 51 83 799 0 47 51 83 0.1 137
2008 74 36 72 332 0 62 87 103 0.1 167
2009 61 39 46 541 0 77 56 116 0.1 168
2010 56 30 59 300 0 59 42 98 0.1 160
Mean 62 37 63 431 0 65 65 103 0.1 158
S.D. 8 6 21 153 0 17 29 22 0.0 18
S.E. 3 2 7 49 0 5 9 7 0.0 6

n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 4 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual blood chemistry Stage : Week 13

Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg

BUN CRNN Na K cl Ca P TP ALB A/G
Animal No. mg/dL mg/dL mmol /L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
2001 11 0.23 143 4.1 104 10.3 5.4 6.4 2.8 0.8
2002 13 0.27 144 4.0 106 10.3 4.8 6.6 2.7 0.7
2003 10 0.26 144 4.0 107 9.9 4.9 5.9 2.6 0.8
2004 11 0.31 145 3.7 107 9.9 4.6 6.3 2.6 0.7
2005 17 0.34 143 4.4 107 10.4 5.1 6.1 2.6 0.7
2006 13 0.27 145 4.1 109 9.4 4.0 5.8 2.5 0.8
2007 14 0.30 144 3.7 105 9.9 5.4 6.1 2.6 0.7
2008 14 0.33 144 3.7 105 10.2 5.6 6.3 2.8 0.8
2009 15 0.27 143 3.8 104 10.5 5.2 6.0 2.6 0.8
2010 15 0.32 143 3.4 104 10.2 4.6 6.6 2.7 0.7
Mean 13 0.29 144 3.9 106 10.1 5.0 6.2 2.7 0.8
S.D. 2 0.04 1 0.3 2 0.3 0.5 0.3 0.1 .1
S.E. 1 0.01 0 0.1 1 0.1 0.2 0.1 0.0 0.0

n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 5 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual blood chemistry Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU
Animal No. IU/L I1U/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
3001 61 34 54 462 1 72 57 112 0.1 144
3002 53 42 57 368 0 78 43 116 0.1 131
3003 51 38 53 303 1 62 43 99 0.1 148
3004 65 51 49 349 1 48 40 79 0.1 152
3005 49 36 45 401 0 63 37 95 0.1 174
3006 56 39 54 349 1 66 106 116 0.1 140
3007 57 32 53 542 0 79 96 132 0.1 149
3008 60 41 62 348 0 82 35 117 0.1 165
3009 59 44 56 451 1 88 56 129 0.1 157
3010 59 32 39 306 0 49 39 82 0.1 135
Mean 57 39 52 388 1 69 55 108 0.1 150
S.D. 5 6 6 76 1 14 25 18 0.0 13
S.E. 2 2 2 24 0 4 8 6 0.0 4

n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 6 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual blood chemistry Stage : Week 13

Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg

BUN CRNN Na K cl Ca P TP ALB A/G
Animal No. mg/dL mg/dL mmol /L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
3001 11 0.29 143 3.8 106 10.1 5.1 6.4 2.7 0.7
3002 9 0.26 144 3.9 107 10.4 5.1 6.4 2.7 0.7
3003 14 0.26 144 4.0 106 10.2 5.3 6.4 2.8 0.8
3004 12 0.28 144 4.4 107 9.9 4.7 6.1 2.7 0.8
3005 13 0.32 145 3.9 106 9.8 4.5 5.9 2.6 0.8
3006 12 0.27 144 3.9 106 10.1 4.8 6.2 2.6 0.7
3007 15 0.28 144 3.8 106 10.4 5.5 6.1 2.7 0.8
3008 11 0.31 144 3.6 105 10.1 4.8 6.5 2.7 0.7
3009 22 0.32 142 3.7 103 10.6 5.0 6.4 2.6 0.7
3010 15 0.34 144 3.6 106 9.8 4.7 6.2 2.5 0.7
Mean 13 0.29 144 3.9 106 10.1 5.0 6.3 2.7 0.7
S.D. 4 0.03 1 .2 1 0.3 0.3 0.2 0.1 0.1
S.E. 1 0.01 0 0.1 0 0.1 0.1 0.1 0.0 0.
n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 7 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual blood chemistry Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU
Animal No. IU/L I1U/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
4001 47 44 49 473 1 92 87 152 0.1 129
4002 58 61 55 578 2 75 60 123 0.1 131
4003 66 73 62 724 1 89 25 134 0.1 131
4004 50 56 45 363 1 104 121 162 0.1 141
4005 50 44 45 556 1 90 66 141 0.1 139
4006 45 42 231 358 1 88 45 129 0.1 173
4007 53 49 52 787 1 95 41 135 0.1 163
4008 69 52 49 490 2 103 47 145 0.1 141
4009 74 53 68 325 1 94 34 136 0.1 137
4010 53 35 45 502 1 86 46 136 0.1 153
Mean 57 51 70 516 1 92 57 139 0.1 144
S.D. 10 11 57 153 0 8 28 11 0.0 15
S.E. 3 3 18 48 0 3 9 4 0.0 5

n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 8 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual blood chemistry Stage : Week 13

Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg

BUN CRNN Na K cl Ca P TP ALB A/G
Animal No. mg/dL mg/dL mmol /L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
4001 10 0.21 142 4.0 106 10.3 5.1 6.7 2.9 0.8
4002 11 0.25 142 3.9 106 10.1 4.6 6.4 2.7 0.7
4003 14 0.31 142 4.3 106 10.1 5.4 6.8 2.9 0.7
4004 12 0.26 142 4.3 106 10.4 5.2 6.6 2.7 0.7
4005 13 0.28 146 3.7 109 10.1 4.3 6.4 2.7 0.7
4006 13 0.31 142 4.1 108 9.6 4.6 6.1 2.6 0.7
4007 22 0.38 143 4.2 106 10.1 5.3 6.3 2.6 0.7
4008 14 0.26 144 3.7 104 9.8 4.7 6.0 2.6 0.8
4009 18 0.34 143 4.2 104 10.2 5.8 6.1 2.6 0.7
4010 11 0.24 143 4.2 107 9.9 4.8 6.3 2.7 0.8
Mean 14 0.28 143 4.1 106 10.1 5.0 6.4 2.7 0.7
S.D. 4 0.05 1 0.2 2 0.2 0.5 0.3 0.1 .
S.E. 1 0.02 0 0.1 0 0.1 0.1 0.1 0.0 0.0

n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 9 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual blood chemistry Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU
Animal No. IU/L I1U/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
1101 43 29 60 130 0 90 82 170 0.1 129
1102 49 36 49 142 0 50 32 104 0.1 110
1103 62 35 63 220 0 70 34 140 0.1 112
1104 53 33 54 265 0 66 43 130 0.1 133
1105 62 33 62 183 1 108 89 185 0.1 133
1106 60 26 70 121 0 67 76 138 0.1 145
1107 61 33 45 241 0 70 43 141 0.1 130
1108 75 52 51 225 0 70 59 138 0.1 107
1109 58 36 82 140 0 81 44 152 0.1 103
1110 106 52 135 228 0 99 62 198 0.1 114
Mean 63 37 67 190 0 77 56 150 0.1 122
S.D. 17 9 26 53 0 17 20 28 0.0 14
S.E. 6 3 8 17 0 6 6 9 0.0 4

n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 10

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual blood chemistry Stage Week 13
Sex Female Test Article 4-ethenyl-2-methoxyphenol 0 mg/kg
BUN CRNN Na cl Ca TP ALB A/G
Animal No. mg/dL mg/dL mmol /L mmol/L mmol/L mg/dL mg/dL g/dL g/dL

1101 16 0.31 140 3.5 106 10.4 4.1 6.8 3.3 0.9
1102 16 0.27 143 3.6 106 10.2 2.6 6.7 3.2 0.9
1103 14 0.32 143 3.4 107 10.0 3.7 6.7 3.2 0.9
1104 14 0.34 144 3.1 107 9.8 2.3 6.8 3.1 0.8
1105 27 0.48 143 3.2 106 10.2 3.5 6.6 3.0 0.8
1106 15 0.35 145 3.4 109 10.1 2.9 6.9 3.1 0.8
1107 20 0.32 144 3.3 108 9.9 3.6 6.5 3.1 0.9
1108 22 0.39 146 3.6 109 9.9 4.4 6.7 3.0 0.8
1109 22 0.38 145 3.5 109 10.6 4.5 7.0 3.3 0.9
1110 27 0.33 146 3.4 106 10.7 4.2 7.4 3.6 0.9
Mean 19 0.35 144 3.4 107 10.2 3.6 6.8 3.2 0.9
S.D. 5 0.06 2 0.2 1 0.3 0.8 0.3 0.2 0.1
S.E. 2 0.02 1 0.1 0 0.1 0.2 0.1 0.1 0.0
n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 11 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual blood chemistry Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU
Animal No. IU/L I1U/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
2101 59 36 51 185 0 66 36 126 0.1 114
2102 62 55 72 156 0 54 89 129 0.1 121
2103 62 48 76 346 0 65 28 142 0.1 120
2104 70 34 42 381 0 75 32 134 0.2 140
2105 58 62 64 180 0 79 37 163 0.1 130
2106 70 23 169 149 0 69 42 138 0.1 145
2107 59 28 39 192 0 73 71 146 0.1 118
2108 65 38 69 263 0 81 47 146 0.1 134
2109 46 22 66 130 0 115 83 224 0.1 127
2110 51 29 52 171 0 85 25 152 0.1 125
Mean 60 38 70 215 0 76 49 150 0.1 127
S.D. 8 14 37 86 0 16 23 28 0.0 10
S.E. 2 4 12 27 0 5 7 9 0.0 3

n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 12

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual blood chemistry Stage Week 13
Sex Female Test Article 4-ethenyl-2-methoxyphenol 100 mg/kg
BUN CRNN Na cl Ca TP ALB A/G
Animal No. mg/dL mg/dL mmol /L mmol/L mmol/L mg/dL mg/dL g/dL g/dL

2101 14 0.30 142 3.5 107 10.0 3.9 6.4 2.9 0.8
2102 23 0.39 143 3.5 108 10.2 2.9 6.8 3.2 0.9
2103 13 0.32 142 3.1 106 10.0 2.2 6.6 3.1 0.9
2104 14 0.38 143 2.9 108 9.9 2.6 6.5 2.9 0.8
2105 17 0.31 144 3.3 109 10.4 2.9 7.1 3.3 0.9
2106 16 0.39 143 3.4 107 9.4 3.3 6.6 2.9 0.8
2107 18 0.39 144 3.5 108 10.1 3.3 6.6 3.1 0.9
2108 24 0.45 144 3.5 107 10.3 3.2 6.8 3.1 0.8
2109 15 0.30 145 3.3 107 10.8 5.0 7.8 3.8 1.0
2110 19 0.43 146 3.4 110 10.4 3.9 6.8 3.3 0.9
Mean 17 0.37 144 3.3 108 10.2 3.3 6.8 3.2 0.9
S.D. 4 0.05 1 0.2 1 0.4 0.8 0.4 0.3 0.1
S.E. 1 0.02 0 0.1 0 0.1 0.3 0.1 0. 0.0
n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 13 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual blood chemistry Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU
Animal No. IU/L I1U/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
3101 51 29 46 104 1 72 40 137 0.1 122
3102 52 27 68 311 0 113 40 203 0.1 119
3103 63 56 53 396 2 83 24 153 0.1 129
3104 48 22 54 118 1 111 56 190 0.1 127
3105 56 37 51 169 1 70 35 129 0.1 136
3106 65 52 52 170 1 86 33 159 0.1 122
3107 53 42 39 173 0 79 42 154 0.1 134
3108 46 28 44 112 1 104 24 177 0.1 116
3109 75 56 60 235 1 62 26 117 0.2 109
3110 59 36 50 316 1 74 22 133 0.1 125
Mean 57 39 52 210 1 85 34 155 0.1 124
S.D. 9 13 8 100 1 18 11 28 0.0 8
S.E. 3 4 3 32 0 6 3 9 0.0 3

n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 14

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual blood chemistry Stage Week 13
Sex Female Test Article 4-ethenyl-2-methoxyphenol 300 mg/kg
BUN CRNN Na cl Ca TP ALB A/G
Animal No. mg/dL mg/dL mmol /L mmol/L mmol/L mg/dL mg/dL g/dL g/dL

3101 13 0.31 142 3.4 104 10.0 3.6 6.6 3.1 0.9
3102 14 0.30 140 3.3 104 10.5 3.6 7.3 3.3 0.8
3103 15 0.33 143 3.6 109 10.3 3.1 6.9 3.2 0.9
3104 15 0.38 142 3.3 108 10.5 3.7 7.3 3.3 0.8
3105 13 0.30 143 3.4 107 9.8 3.4 6.3 3.0 0.9
3106 15 0.35 146 3.4 108 10.1 4.0 6.7 3.1 0.9
3107 21 0.43 145 3.5 110 10.3 3.1 6.7 3.2 0.9
3108 17 0.35 144 3.6 108 10.6 4.4 7.1 3.3 0.9
3109 23 0.38 143 3.6 107 10.2 4.2 6.3 2.9 0.9
3110 27 0.47 145 3.4 109 10.3 4.0 6.8 3.2 0.9
Mean 17 0.36 143 3.5 107 10.3 3.7 6.8 3.2 0.9
S.D. 5 0.06 2 0.1 2 0.2 0.4 0.4 0.1 0.0
S.E. 2 0.02 1 0.0 1 0.1 0.1 0.1 0.0 0.0
n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 15 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual blood chemistry Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU
Animal No. IU/L I1U/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL

4101 58 57 58 296 2 130 36 208 0.1 137
4102 64 50 61 180 0 137 78 264 0.3 113
4103 55 56 104 190 1 143 42 244 0.1 132
4104 50 50 51 257 1 153 106 244 0.1 126
4105 63 63 98 138 1 119 53 218 0.2 141
4106 60 52 111 132 1 127 88 212 0.1 132
4107 51 36 53 187 1 103 33 166 0.1 141
4108 58 57 48 164 1 91 117 186 0.1 113
4109 54 42 45 155 1 115 42 195 0.1 115
4110 52 39 59 196 1 111 35 199 0.1 115
Mean 57 50 69 190 1 123 63 214 0.1 127
S.D. 5 9 25 51 0 19 32 30 0.1 12
S.E. 2 3 8 16 0 6 10 9 0.0 4

n 10 10 10 10 10 10 10 10 10 10
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Appendix 7 - 16

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual blood chemistry Stage Week 13
Sex Female Test Article 4-ethenyl-2-methoxyphenol 1000 mg/kg
BUN CRNN Na cl Ca TP ALB A/G
Animal No. mg/dL mg/dL mmol /L mmol/L mmol/L mg/dL mg/dL g/dL g/dL

4101 9 0.30 141 3.4 109 9.9 2.8 6.4 3.0 0.9
4102 12 0.28 141 3.9 106 11.0 3.9 7.5 3.7 1.0
4103 14 0.30 141 3.8 106 11.0 3.5 7.6 3.5 0.9
4104 15 0.31 143 3.4 106 10.5 3.2 7.3 3.3 0.8
4105 12 0.29 143 3.7 110 10.0 2.8 7.2 3.4 0.9
4106 16 0.36 142 4.0 107 10.2 3.5 6.4 3.1 0.9
4107 10 0.30 142 3.8 110 10.2 3.6 6.7 3.0 0.8
4108 21 0.33 143 3.7 108 10.4 4.6 6.7 3.2 0.9
4109 11 0.23 142 3.6 107 10.4 4.3 7.0 3.3 0.9
4110 20 0.36 145 3.6 111 10.3 3.9 6.9 3.2 0.9
Mean 14 0.31 142 3.7 108 10.4 3.6 7.0 3.3 0.9
S.D. 4 0.04 1 0.2 2 0.4 0.6 0.4 0.2 0.1
S.E. 1 0.01 0 0.1 1 0.1 0.2 0.1 0.1 0.0
n 10 10 10 10 10 10 10 10 10 10
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Appendix 8 - 1

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual absolute organ weight Stage Week 13
Sex Male Test Article 4-ethenyl-2-methoxyphenol 0 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus
Animal No. g mg mg mg mg mg mg mg mg

1001 486 2.13 12.1 13.0 11.9 24.9 423 410 833 330
1002 513 2.18 12.1 13.1 8.6 21.7 337 326 663 246
1003 463 2.08 14.0 9.2 11.5 20.7 324 334 658 203
1004 519 2.22 11.3 8.3 10.1 18.4 443 481 924 212
1005 618 2.29 11.4 11.7 10.2 21.9 385 359 744 327
1006 493 2.07 12.8 13.5 13.3 26.8 392 365 757 376
1007 526 2.21 14.4 11.9 12.8 24.7 361 364 725 254
1008 501 2.00 12.7 10.2 9.1 19.3 344 316 660 186
1009 547 2.07 15.4 12.2 18.3 30.5 384 405 789 312
1010 509 2.27 11.8 8.1 7.8 15.9 369 363 732 207
Mean 518 2.15 12.8 11.1 11.4 22.5 376 372 749 265
S.D. 42 0.10 1.4 2.0 3.0 4.3 37 49 84 66
S.E. 13 0.03 0.4 0.6 1.0 1.4 12 15 27 21
n 10 10 10 10 10 10 10 10 10 10
Sa.G. Salivary gland
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Appendix 8 - 2 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual absolute organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL

Animal No. g g g g g g g mg mg mg
1001 1.40 1.58 13.34 0.75 1.66 1.74 3.40 23 24 47
1002 1.37 1.41 13.43 0.58 1.45 1.48 2.93 25 26 51
1003 1.29 1.34 11.23 0.68 1.23 1.30 2.53 29 31 60
1004 1.35 1.44 11.74 0.69 1.45 1.43 2.88 19 22 41
1005 1.66 1.71 16.85 0.89 1.88 1.83 3.71 32 30 62
1006 1.43 1.54 13.13 0.77 1.52 1.54 3.06 27 31 58
1007 1.45 1.66 13.74 0.77 1.67 1.68 3.35 30 30 60
1008 1.39 1.34 13.56 0.67 1.60 1.60 3.20 23 23 46
1009 1.54 1.52 15.63 0.79 1.50 1.60 3.10 22 28 50
1010 1.51 1.49 12.63 0.67 1.51 1.50 3.01 35 36 71
Mean 1.44 1.50 13.53 0.73 1.55 1.57 3.12 27 28 55
S.D. 0.11 0.13 1.67 0.09 0.17 0.16 0.32 5 4 9
S.E. 0.03 0.04 0.53 0.03 0.05 0.05 0.10 2

n 10 10 10 10 10 10 10 10 10 10
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Appendix 8 - 3 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual absolute organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
Testis-R Testis-L Testis-RL Prostate Sem.Ves.

Animal No. g g g g g

1001 1.61 1.59 3.20 1.69 2.12

1002 1.49 1.51 3.00 1.24 1.56

1003 1.84 1.79 3.63 1.50 1.68

1004 1.63 1.60 3.23 1.74 2.05

1005 1.69 1.64 3.33 1.68 1.52

1006 1.57 1.55 3.12 1.54 2.26

1007 1.73 1.75 3.48 1.45 2.58

1008 1.76 1.72 3.48 1.12 1.76

1009 1.57 1.58 3.15 1.53 1.65

1010 1.43 1.41 2.84 1.34 2.22

Mean 1.63 1.61 3.25 1.48 1.94

S.D. 0.13 0.12 0.24 0.20 0.36

S.E. 0.04 0.04 0.08 0.06 0.11

n 10 10 10 10 10

Sem.Ves. : Seminal vesicle
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Appendix 8 - 4

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual absolute organ weight Stage Week 13
Sex Male Test Article 4-ethenyl-2-methoxyphenol 100 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus
Animal No. g mg mg mg mg mg mg mg mg

2001 577 2.18 12.0 8.4 15.9 24.3 388 398 786 253
2002 520 2.15 11.1 12.5 8.1 20.6 320 351 671 359
2003 487 2.02 9.8 12.4 11.8 24.2 354 357 711 262
2004 529 2.27 12.2 11.1 9.9 21.0 335 343 678 349
2005 628 2.04 13.6 9.6 12.8 22.4 364 378 742 249
2006 381 2.18 10.3 11.8 11.6 23.4 392 382 774 163
2007 442 2.21 12.5 10.6 12.8 23.4 324 318 642 181
2008 635 2.17 13.8 9.1 14.6 23.7 448 454 902 285
2009 573 2.11 12.3 14 .4 11.9 26.3 373 371 744 425
2010 574 2.26 12.9 22.2 20.6 42.8 355 336 691 275
Mean 535 2.16 12.1 12.2 13.0 25.2 365 369 734 280
S.D. 80 0.08 1.3 3.9 3.4 6.4 38 38 75 80
S.E. 25 0.03 0.4 1.2 1.1 2.0 12 12 24 25
n 10 10 10 10 10 10 10 10 10 10
Sa.G. Salivary gland
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Appendix 8 - 5 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual absolute organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL

Animal No. g g g g g g g mg mg mg
2001 1.78 1.70 18.56 0.95 1.90 1.98 3.88 23 25 48
2002 1.46 1.51 14.00 0.73 1.57 1.65 3.22 26 28 54
2003 1.34 1.37 11.79 0.62 1.45 1.51 2.96 23 26 49
2004 1.48 1.55 13.57 0.57 1.47 1.48 2.95 27 27 54
2005 1.64 1.69 16.38 0.69 1.83 1.79 3.62 29 28 57
2006 0.98 1.33 9.08 0.45 1.32 1.32 2.64 22 23 45
2007 1.23 1.38 9.38 0.61 1.32 1.36 2.68 22 24 46
2008 1.68 1.74 16.40 0.81 1.65 1.77 3.42 37 37 74
2009 1.59 1.59 14.36 0.80 1.53 1.60 3.13 23 25 48
2010 1.67 1.61 15.41 0.83 1.56 1.64 3.20 29 29 58
Mean 1.49 1.55 13.89 0.71 1.56 1.61 3.17 26 27 53
S.D. 0.24 0.15 3.07 0.15 0.19 0.20 0.39 5 4 9
S.E. 0.08 0.05 0.97 0.05 0.06 0.06 0.12

n 10 10 10 10 10 10 10 10 10 10
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Appendix 8 - 6 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual absolute organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
Testis-R Testis-L Testis-RL Prostate Sem.Ves.

Animal No. g g g g g

2001 1.84 1.88 3.72 1.18 1.67

2002 1.64 1.60 3.24 1.58 1.64

2003 1.77 1.69 3.46 1.72 2.15

2004 1.78 1.73 3.51 1.53 1.97

2005 1.81 1.79 3.60 1.55 2.15

2006 1.37 1.36 2.73 1.18 1.65

2007 1.84 1.80 3.64 1.27 1.59

2008 1.70 1.64 3.34 1.76 2.36

2009 1.74 1.73 3.47 1.35 1.80

2010 1.79 1.74 3.53 1.31 1.89

Mean 1.73 1.70 3.42 1.44 1.89

S.D. 0.14 0.14 0.28 0.21 0.26

S.E. 0.04 0.05 0.09 0.07 0.08

n 10 10 10 10 10

Sem.Ves. : Seminal vesicle



9s¢

Appendix 8 - 7

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual absolute organ weight Stage Week 13
Sex Male Test Article 4-ethenyl-2-methoxyphenol 300 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus
Animal No. g mg mg mg mg mg mg mg mg

3001 519 2.22 13.4 20.8 18.5 39.3 405 396 801 266
3002 549 2.20 14.6 10.9 12.5 23.4 346 357 703 233
3003 477 2.22 15.8 14.1 11.4 25.5 373 375 748 279
3004 479 2.31 11.5 8.7 9.6 18.3 321 328 649 202
3005 534 2.19 12.6 12.6 6.2 18.8 377 364 741 353
3006 541 2.10 13.6 10.1 8.5 18.6 394 381 775 218
3007 543 2.33 12.5 10.5 11.5 22.0 378 369 747 270
3008 505 2.24 11.5 8.3 6.4 14.7 333 326 659 232
3009 545 2.08 13.5 11.5 11.7 23.2 390 393 783 307
3010 512 2.15 10.5 10.7 11.3 22.0 393 373 766 186
Mean 520 2.20 13.0 11.8 10.8 22.6 371 366 737 255
S.D. 27 0.08 1.6 3.6 3.5 6.7 28 24 51 51
S.E. 8 0.03 0.5 1.1 1.1 2.1 9 8 16 16
n 10 10 10 10 10 10 10 10 10 10
Sa.G. Salivary gland
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Appendix 8 - 8 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual absolute organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL
Animal No. g g g g g g g mg mg mg

3001 1.48 1.48 13.08 0.73 1.60 1.62 3.22 23 24 47
3002 1.51 1.55 14 .24 0.69 1.73 1.85 3.58 26 27 53
3003 1.38 1.42 13.19 0.68 1.66 1.76 3.42 24 29 53
3004 1.33 1.33 11.63 0.64 1.56 1.71 3.27 23 26 49
3005 1.46 1.58 13.85 0.85 1.52 1.67 3.19 19 21 40
3006 1.51 1.50 13.79 0.75 1.44 1.58 3.02 23 25 48
3007 1.46 1.54 15.53 0.70 1.52 1.69 3.21 18 21 39
3008 1.30 1.44 13.40 0.73 1.49 1.50 2.99 20 22 42
3009 1.59 1.66 16.04 0.76 1.74 1.84 3.58 35 37 72
3010 1.61 1.56 12.04 0.68 1.64 1.73 3.37 24 29 53
Mean 1.46 1.51 13.68 0.72 1.59 1.70 3.29 24 26 50
S.D. 0.10 0.09 1.37 0.06 0.10 0.11 0.20 5 5 9
S.E. 0.03 0.03 0.43 0.02 0.03 0.03 0.06 2

n 10 10 10 10 10 10 10 10 10 10
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Appendix 8 - 9 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual absolute organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
Testis-R Testis-L Testis-RL Prostate Sem.Ves.

Animal No. g g g g g

3001 1.87 1.80 3.67 1.21 2.41

3002 0.91 1.77 2.68 1.34 1.78

3003 1.79 1.76 3.55 1.01 2.16

3004 1.72 1.75 3.47 1.24 2.08

3005 1.65 1.61 3.26 1.39 1.57

3006 1.74 1.73 3.47 1.14 1.93

3007 1.73 1.70 3.43 1.22 2.03

3008 1.57 1.55 3.12 1.15 1.53

3009 1.71 1.76 3.47 1.57 2.04

3010 1.79 1.84 3.63 1.48 1.90

Mean 1.65 1.73 3.38 1.28 1.94

S.D. 0.27 0.09 0.29 0.17 0.27

S.E. 0.09 0.03 0.09 0.05 0.08

n 10 10 10 10 10

Sem.Ves. : Seminal vesicle
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Appendix 8 - 10

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual absolute organ weight Stage Week 13
Sex Male Test Article 4-ethenyl-2-methoxyphenol 1000 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus
Animal No. g mg mg mg mg mg mg mg mg

4001 479 2.06 12.7 12.0 12.8 24.8 358 336 694 205
4002 443 1.98 11.6 11.5 13.8 25.3 298 290 588 270
4003 394 2.06 10.2 13.0 9.7 22.7 308 314 622 159
4004 460 2.16 10.6 8.1 8.4 16.5 420 412 832 333
4005 380 1.94 9.2 9.7 7.6 17.3 304 286 590 173
4006 460 2.26 15.4 11.9 11.2 23.1 380 405 785 185
4007 520 2.01 13.9 11.9 14.3 26.2 327 339 666 179
4008 418 2.10 10.7 9.8 9.7 19.5 285 291 576 213
4009 473 2.22 10.8 9.7 11.3 21.0 309 296 605 194
4010 517 2.30 13.8 13.8 7.5 21.3 391 414 805 261
Mean 454 2.11 11.9 11.1 10.6 21.8 338 338 676 217
S.D. 47 0.12 2.0 1.8 2.5 3.3 46 53 98 54
S.E. 15 0.04 0.6 0.6 0.8 1.0 15 17 31 17
n 10 10 10 10 10 10 10 10 10 10
Sa.G. Salivary gland
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Appendix 8 - 11 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual absolute organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL
Animal No. g g g g g g g mg mg mg

4001 1.36 1.41 15.20 0.64 1.78 1.83 3.61 22 23 45
4002 1.39 1.39 13.19 0.71 1.52 1.52 3.04 19 20 39
4003 1.27 1.24 10.85 0.46 1.27 1.38 2.65 22 27 49
4004 1.17 1.36 13.10 0.62 1.51 1.56 3.07 21 24 45
4005 1.09 1.20 11.14 0.57 1.30 1.31 2.61 22 23 45
4006 1.44 1.53 12.68 0.55 1.63 1.61 3.24 27 25 52
4007 1.39 1.44 15.88 0.70 1.64 1.84 3.48 26 30 56
4008 1.15 1.28 11.44 0.57 1.40 1.40 2.80 16 18 34
4009 1.21 1.43 12.13 0.48 1.48 1.43 2.91 24 29 53
4010 1.53 1.68 14.09 0.89 1.95 2.02 3.97 21 21 42
Mean 1.30 1.40 12.97 0.62 1.55 1.59 3.14 22 24 46
S.D. 0.14 0.14 1.69 0.13 0.21 0.23 0.44 3 4 7
S.E. 0.05 0.04 0.53 0.04 0.07 0.07 0.14

n 10 10 10 10 10 10 10 10 10 10
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Appendix 8 - 12 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual absolute organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
Testis-R Testis-L Testis-RL Prostate Sem.Ves.

Animal No. g g g g g

4001 1.53 1.53 3.06 1.27 1.81

4002 1.63 1.54 3.17 1.37 1.59

4003 1.55 1.53 3.08 1.26 1.79

4004 1.73 1.77 3.50 1.41 1.78

4005 1.82 1.75 3.57 0.95 1.61

4006 1.90 1.89 3.79 1.50 2.09

4007 1.70 1.74 3.44 1.31 1.61

4008 1.54 1.57 3.11 1.12 1.52

4009 1.71 1.76 3.47 1.22 1.66

4010 1.74 1.65 3.39 1.03 1.43

Mean 1.69 1.67 3.36 1.24 1.69

S.D. 0.12 0.13 0.24 0.17 0.19

S.E. 0.04 0.04 0.08 0.05 0.06

n 10 10 10 10 10

Sem.Ves. : Seminal vesicle
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Appendix 8 - 13

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual absolute organ weight Stage Week 13
Sex Female Test Article 4-ethenyl-2-methoxyphenol 0 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus
Animal No. g mg mg mg mg mg mg mg mg

1101 322 1.98 21.0 7.1 8.8 15.9 197 202 399 239
1102 276 2.06 16.7 5.6 8.0 13.6 222 216 438 319
1103 270 1.88 12.3 8.4 9.3 17.7 210 214 424 155
1104 286 1.98 18.7 7.7 7.7 15.4 223 229 452 262
1105 323 2.11 12.1 7.8 9.5 17.3 236 237 473 205
1106 317 2.15 15.0 11.5 1.3 22.8 229 219 448 270
1107 311 2.08 18.0 11.7 8.5 20.2 272 268 540 355
1108 282 1.96 15.3 7.9 6.9 14.8 225 237 462 150
1109 279 1.99 14.9 9.1 7.4 16.5 210 214 424 270
1110 292 2.01 17.6 13.5 8.9 22.4 217 214 431 207
Mean 296 2.02 16.2 9.0 8.6 17.7 224 225 449 243
S.D. 20 0.08 2.8 2.4 1.3 3.2 20 19 38 66
S.E. 6 0.03 0.9 0.8 0.4 1.0 6 6 12 21
n 10 10 10 10 10 10 10 10 10 10
Sa.G. Salivary gland
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Appendix 8 - 14 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual absolute organ weight Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL

Animal No. g g g g g g g mg mg mg
1101 1.01 1.15 7.94 0.47 0.97 1.00 1.97 35 32 67
1102 0.95 1.27 6.65 0.51 0.96 0.97 1.93 30 30 60
1103 0.81 1.09 6.50 0.45 0.88 0.90 1.78 24 28 52
1104 0.86 1.06 7.26 0.50 0.87 0.95 1.82 30 32 62
1105 0.94 1.13 7.06 0.45 0.90 0.90 1.80 23 20 43
1106 1.06 1.29 7.68 0.48 1.03 1.00 2.03 30 31 61
1107 0.94 1.18 7.58 0.55 1.10 1.04 2.14 28 29 57
1108 0.84 1.22 7.12 0.49 1.05 1.09 2.14 32 33 65
1109 0.85 1.06 6.67 0.43 0.90 0.88 1.78 27 28 55
1110 0.96 1.05 7.47 0.53 1.07 1.08 2.15 32 33 65
Mean 0.92 1.15 7.19 0.49 0.97 0.98 1.95 29 30 59
S.D. 0.08 0.09 0.48 0.04 0.08 0.07 0.16 4 4 7
S.E. 0.03 0.03 0.15 0.01 0.03 0.02 0.05

n 10 10 10 10 10 10 10 10 10 10
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Appendix 8 - 15 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual absolute organ weight Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
Ovary-R Ovary-L Ovary-RL Uterus
Animal No. mg mg mg mg

1101 35.5 26.8 62.3 449

1102 44.0 38.1 82.1 426

1103 42.2 39.9 82.1 436

1104 29.1 32.1 61.2 474

1105 33.6 33.9 67.5 511

1106 57.9 36.1 94.0 488

1107 40.8 30.4 71.2 759

1108 40.0 41.8 81.8 505

1109 32.6 34.9 67.5 471

1110 21.1 23.8 44.9 729

Mean 37.7 33.8 71.5 525

S.D. 9.9 5.7 14.0 119

S.E. 3.1 1.8 4.4 38

n 10 10 10 10
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Appendix 8 - 16

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual absolute organ weight Stage Week 13
Sex Female Test Article 4-ethenyl-2-methoxyphenol 100 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus
Animal No. g mg mg mg mg mg mg mg mg

2101 288 2.09 13.8 9.0 10.5 19.5 227 219 446 289
2102 258 1.96 16.0 4.7 4.3 9.0 221 217 438 137
2103 272 2.04 13.5 12.2 7.9 20.1 214 228 442 218
2104 332 2.11 17.7 9.5 10.3 19.8 272 281 553 304
2105 252 1.93 15.5 5.5 6.7 12.2 204 206 410 169
2106 280 2.14 15.2 10.4 7.8 18.2 209 208 417 169
2107 286 1.89 13.0 9.2 7.6 16.8 204 205 409 223
2108 305 2.05 18.8 11.6 11.3 22.9 238 226 464 235
2109 265 1.92 15.3 12.4 11.6 24.0 208 202 410 245
2110 313 1.94 19.9 11.1 8.9 20.0 244 251 495 290
Mean 285 2.01 15.9 9.6 8.7 18.3 224 224 448 228
S.D. 25 0.09 2.3 2.6 2.3 4.6 22 25 46 57
S.E. 8 0.03 0.7 0.8 0.7 1.5 7 8 15 18
n 10 10 10 10 10 10 10 10 10 10
Sa.G. Salivary gland
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Appendix 8 - 17 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual absolute organ weight Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL

Animal No. g g g g g g g mg mg mg
2101 0.94 1.10 6.15 0.40 0.87 0.87 1.74 26 29 55
2102 0.81 1.03 5.94 0.41 0.74 0.71 1.45 29 27 56
2103 0.89 1.05 6.76 0.42 0.92 0.82 1.74 24 29 53
2104 1.02 1.30 7.62 0.65 1.11 1.14 2.25 34 40 74
2105 0.80 1.08 6.66 0.40 0.80 0.77 1.57 25 28 53
2106 0.80 1.08 6.77 0.39 0.78 0.78 1.56 27 29 56
2107 0.86 1.06 6.86 0.50 0.96 0.99 1.95 26 26 52
2108 0.97 1.15 7.51 0.44 0.98 1.00 1.98 24 25 49
2109 0.90 1.07 7.24 0.38 0.88 0.95 1.83 24 29 53
2110 0.97 1.17 7.41 0.54 0.97 0.91 1.88 28 30 58
Mean 0.90 1.11 6.89 0.45 0.90 0.89 1.80 27 29 56
S.D. 0.08 0.08 0.56 0.09 0.11 0.13 0.24 3 4 7
S.E. 0.02 0.03 0.18 0.03 0.04 0.04 0.07

n 10 10 10 10 10 10 10 10 10 10
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Appendix 8 - 18

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual absolute organ weight Stage : Week 13
Sex Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
Ovary-R Ovary-L Ovary-RL Uterus
Animal No. mg mg mg mg

2101 43.3 39.4 82.7 369

2102 36.0 34.2 70.2 661

2103 36.1 32.4 68.5 628

2104 45.6 48.2 93.8 476

2105 39.4 45.7 85.1 758

2106 31.8 41.4 73.2 656

2107 34.8 33.9 68.7 740

2108 34.3 50.4 84.7 509

2109 40.1 34.2 74.3 603

2110 38.6 45.6 84.2 675

Mean 38.0 40.5 78.5 608

S.D. 4.2 6.7 8.7 122

S.E. 1.3 2.1 2.7 39

n 10 10 10 10
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Appendix 8 - 19

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual absolute organ weight Stage Week 13
Sex Female Test Article 4-ethenyl-2-methoxyphenol 300 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus
Animal No. g mg mg mg mg mg mg mg mg

3101 314 2.11 13.2 14.2 10.7 24.9 215 216 431 218
3102 274 2.04 18.3 8.8 7.9 16.7 227 211 438 236
3103 294 2.19 16.7 7.7 7.0 14.7 233 223 456 235
3104 258 1.93 13.1 10.7 18.1 28.8 223 232 455 173
3105 269 1.96 14.0 8.4 8.7 17.1 194 200 394 165
3106 289 2.00 17.6 9.6 8.6 18.2 245 242 487 321
3107 255 2.05 16.6 8.3 8.8 17.1 193 201 394 175
3108 306 2.03 16.6 13.6 10.9 24.5 219 246 465 223
3109 285 2.00 14.1 8.9 10.3 19.2 244 237 481 215
3110 291 2.00 15.8 13.1 9.8 22.9 214 209 423 259
Mean 284 2.03 15.6 10.3 10.1 20.4 221 222 442 222
S.D. 19 0.07 1.9 2.4 3.1 4.6 18 17 33 46
S.E. 6 0.02 0.6 0.8 1.0 1.4 6 5 10 15
n 10 10 10 10 10 10 10 10 10 10
Sa.G. Salivary gland
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Appendix 8 - 20 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual absolute organ weight Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL

Animal No. g g g g g g g mg mg mg
3101 1.00 1.14 7.80 0.55 0.86 0.92 1.78 26 25 51
3102 0.92 1.23 8.19 0.50 0.93 1.01 1.94 34 34 68
3103 0.85 1.15 7.57 0.47 0.95 0.96 1.91 27 28 55
3104 0.82 1.04 6.97 0.39 0.82 0.86 1.68 38 40 78
3105 0.79 1.04 6.98 0.38 0.90 0.96 1.86 36 40 76
3106 0.91 1.17 7.66 0.51 0.97 1.01 1.98 33 36 69
3107 0.76 1.00 6.60 0.46 0.81 0.76 1.57 24 24 48
3108 0.91 1.15 7.92 0.45 0.92 0.95 1.87 27 27 54
3109 0.75 1.10 6.32 0.41 0.92 0.92 1.84 29 31 60
3110 0.95 1.18 7.46 0.56 1.03 1.07 2.10 38 39 77
Mean 0.87 1.12 7.35 0.47 0.91 0.94 1.85 31 32 64
S.D. 0.08 0.07 0.60 0.06 0.07 0.09 0.15 5 6 11
S.E. 0.03 0.02 0.19 0.02 0.02 0.03 0.05 2 2 4

n 10 10 10 10 10 10 10 10 10 10
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Appendix 8 - 21

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual absolute organ weight Stage : Week 13
Sex Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
Ovary-R Ovary-L Ovary-RL Uterus
Animal No. mg mg mg mg

3101 47.5 51.8 99.3 501

3102 42.5 54.1 96.6 726

3103 34.8 46.1 80.9 912

3104 44.1 48.8 92.9 555

3105 37.9 37.3 75.2 501

3106 48.3 39.6 87.9 941

3107 42.6 36.6 79.2 664

3108 44.0 43.2 87.2 390

3109 44.0 57.3 101.3 417

3110 53.4 46.7 100.1 866

Mean 43.9 46.2 90.1 647

S.D. 5.2 7.1 9.4 206

S.E. 1.7 2.2 3.0 65

n 10 10 10 10
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Appendix 8 - 22

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual absolute organ weight Stage Week 13
Sex Female Test Article 4-ethenyl-2-methoxyphenol 1000 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus
Animal No. g mg mg mg mg mg mg mg mg

4101 265 1.97 17.7 8.8 5.8 14.6 207 206 413 172
4102 264 1.88 20.7 9.1 8.5 17.6 190 194 384 216
4103 269 1.93 15.0 9.1 0.0 19.1 217 220 437 170
4104 348 2.17 15.2 6.8 7.7 14.5 307 312 619 361
4105 224 1.77 13.2 9.3 7.5 16.8 179 180 359 172
4106 272 2.05 14.7 10.1 0.2 20.3 206 198 404 252
4107 276 2.03 13.5 4.4 5.0 9.4 235 245 480 240
4108 279 1.84 16.0 8.9 6.9 15.8 238 218 456 261
4109 249 1.94 15.7 8.8 6.9 15.7 199 200 399 117
4110 250 1.86 20.6 8.5 6.3 14.8 238 236 474 212
Mean 270 1.94 16.2 8.4 7.5 15.9 222 221 443 217
S.D. 32 0.12 2.6 1.6 1.7 3.0 36 38 73 67
S.E. 10 0.04 0.8 0.5 0.5 0.9 11 12 23 21
n 10 10 10 10 10 10 10 10 10 10
Sa.G. Salivary gland
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Appendix 8 - 23 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual absolute organ weight Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL

Animal No. g g g g g g g mg mg mg
4101 0.74 1.09 8.07 0.43 0.90 0.87 1.77 27 29 56
4102 0.87 0.93 9.11 0.46 0.94 0.85 1.79 27 27 54
4103 0.90 1.10 8.97 0.52 0.99 1.05 2.04 22 26 48
4104 1.07 1.36 10.88 0.56 1.12 1.04 2.16 27 29 56
4105 0.68 0.90 6.68 0.30 0.80 0.78 1.58 23 23 46
4106 0.89 1.10 7.97 0.42 0.95 1.00 1.95 32 37 69
4107 0.81 1.17 8.73 0.58 0.88 0.88 1.76 30 37 67
4108 0.91 1.10 8.41 0.47 1.00 0.98 1.98 39 39 78
4109 0.80 1.03 7.76 0.34 1.03 1.03 2.06 31 30 61
4110 0.84 1.02 7.47 0.46 0.88 0.86 1.74 26 25 51
Mean 0.85 1.08 8.41 0.45 0.95 0.93 1.88 28 30 59
S.D. 0.11 0.13 1.14 0.09 0.09 0.10 0.18 5 6 10
S.E. 0.03 0.04 0.36 0.03 0.03 0.03 0.06 2 2 3

n 10 10 10 10 10 10 10 10 10 10
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Appendix 8 - 24

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual absolute organ weight Stage : Week 13
Sex Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
Ovary-R Ovary-L Ovary-RL Uterus
Animal No. mg mg mg mg

4101 43.0 41.4 84 .4 604

4102 34.9 15.6 50.5 615

4103 46.6 54.2 100.8 363

4104 41.1 38.2 79.3 536

4105 22.9 34.8 57.7 515

4106 30.6 29.0 59.6 445

4107 42.2 44.3 86.5 1008

4108 37.0 37.0 74.0 453

4109 36.3 33.0 69.3 688

4110 28.9 33.8 62.7 546

Mean 36.4 36.1 72.5 577

S.D. 7.3 10.1 15.5 178

S.E. 2.3 3.2 4.9 56

n 10 10 10 10
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Appendix 9 - 1 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus
Animal No. g g/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g
1001 486 0.44 2.5 2.7 2.4 5.1 87 84 171 68
1002 513 0.42 2.4 2.6 1.7 4.2 66 64 129 48
1003 463 0.45 3.0 2.0 2.5 4.5 70 72 142 44
1004 519 0.43 2.2 1.6 1.9 3.5 85 93 178 41
1005 618 0.37 1.8 1.9 1.7 3.5 62 58 120 53
1006 493 0.42 2.6 2.7 2.7 5.4 80 74 154 76
1007 526 0.42 2.7 2.3 2.4 4.7 69 69 138 48
1008 501 0.40 2.5 2.0 1.8 3.9 69 63 132 37
1009 547 0.38 2.8 2.2 3.3 5.6 70 74 144 57
1010 509 0.45 2.3 1.6 1.5 3.1 72 71 144 41
Mean 518 0.42 2.5 2.2 2.2 4 73 72 145 51
S.D. 42 0.03 0. 0.4 0.6 0.9 10 18 13
S.E. 13 0.01 0.1 0.1 0.2 0.3 3 3 6 4
n 10 10 10 10 10 10 10 10 10 10

Sa.G. : Salivary gland
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Appendix 9 - 2 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL

Animal No. g/100g g/100g g/100g g/100g g/100g g/100g g/100g mg/100g mg/100g mg/100g
1001 0.29 0.33 2.74 0.15 0.34 0.36 0.70 5 5 10
1002 0.27 0.27 2.62 0.11 0.28 0.29 0.57 5 5 10
1003 0.28 0.29 2.43 0.15 0.27 0.28 0.55 6 7 13
1004 0.26 0.28 2.26 0.13 0.28 0.28 0.55 4 4 8
1005 0.27 0.28 2.73 0.14 0.30 0.30 0.60 5 5 10
1006 0.29 0.31 2.66 0.16 0.31 0.31 0.62 5 6 12
1007 0.28 0.32 2.61 0.15 0.32 0.32 0.64 6 6 11
1008 0.28 0.27 2.71 0.13 0.32 0.32 0.64 5 5 9
1009 0.28 0.28 2.86 0.14 0.27 0.29 0.57 4 5 9
1010 0.30 0.29 2.48 0.13 0.30 0.29 0.59 7 7 14
Mean 0.28 0.29 2.61 0.14 0.30 0.30 0.60 5 6 11
S.D. 0.01 0.02 0.18 0.01 0.02 0.02 0.05 1 1 2
S.E. 0.00 0.01 0.06 0.00 0.01 0.01 0.02 0

n 10 10 10 10 10 10 10 10 10 10
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Appendix 9 - 3 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual relative organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
Testis-R Testis-L Testis-RL Prostate Sem.Ves.

Animal No. g/100g g/100g g/100g g/100g g/100g

1001 0.33 0.33 0.66 0.35 0.44

1002 0.29 0.29 0.58 0.24 0.30

1003 0.40 0.39 0.78 0.32 0.36

1004 0.31 0.31 0.62 0.34 0.39

1005 0.27 0.27 0.54 0.27 0.25

1006 0.32 0.31 0.63 0.31 0.46

1007 0.33 0.33 0.66 0.28 0.49

1008 0.35 0.34 0.69 0.22 0.35

1009 0.29 0.29 0.58 0.28 0.30

1010 0.28 0.28 0.56 0.26 0.44

Mean 0.32 0.31 0.63 0.29 0.38

S.D. 0.04 0.04 0.07 0.04 0.08

S.E. 0.01 0.01 0.02 0.01 0.03

n 10 10 10 10 10

Sem.Ves. : Seminal vesicle
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Appendix 9 - 4 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus

Animal No. g g/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g
2001 577 0.38 2.1 1.5 2.8 4.2 67 69 136 44
2002 520 0.41 2.1 2.4 1.6 4.0 62 68 129 69
2003 487 0.41 2.0 2.5 2.4 5.0 73 73 146 54
2004 529 0.43 2.3 2.1 1.9 4.0 63 65 128 66
2005 628 0.32 2.2 1.5 2.0 3.6 58 60 118 40
2006 381 0.57 2.7 3.1 3.0 6.1 103 100 203 43
2007 442 0.50 2.8 2.4 2.9 5.3 73 72 145 41
2008 635 0.34 2.2 1.4 2.3 3.7 71 71 142 45
2009 573 0.37 2.1 2.5 2.1 4.6 65 65 130 74
2010 574 0.39 2.2 3.9 3.6 7.5 62 59 120 48
Mean 535 0.41 2.3 2.3 2.5 4.8 70 70 140 52
S.D. 80 0.07 0.3 0.8 0.6 1.2 13 11 24 13
S.E. 25 0.02 0.1 0.2 0.2 0.4 4 4 8 4
n 10 10 10 10 10 10 10 10 10 10

Sa.G. : Salivary gland
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Appendix 9 - 5 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL

Animal No. g/100g g/100g g/100g g/100g g/100g g/100g g/100g mg/100g mg/100g mg/100g
2001 0.31 0.29 3.22 0.16 0.33 0.34 0.67 4 4 8
2002 0.28 0.29 2.69 0.14 0.30 0.32 0.62 5 5 10
2003 0.28 0.28 2.42 0.13 0.30 0.31 0.61 5 5 10
2004 0.28 0.29 2.57 0.11 0.28 0.28 0.56 5 5 10
2005 0.26 0.27 2.61 0.11 0.29 0.29 0.58 5 4 9
2006 0.26 0.35 2.38 0.12 0.35 0.35 0.69 6 6 12
2007 0.28 0.31 2.12 0.14 0.30 0.31 0.61 5 5 10
2008 0.26 0.27 2.58 0.13 0.26 0.28 0.54 6 6 12
2009 0.28 0.28 2.51 0.14 0.27 0.28 0.55 4 4 8
2010 0.29 0.28 2.68 0.14 0.27 0.29 0.56 5 5 10
Mean 0.28 0.29 2.58 0.13 0.30 0.31 0.60 5 5 10
S.D. 0.02 0.02 0.28 0.02 0.03 0.03 0.05 1 1
S.E. 0.00 0.01 0.09 0.00 0.01 0.01 0.02 0

n 10 10 10 10 10 10 10 10 10 10




6LC

Appendix 9 - 6 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual relative organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
Testis-R Testis-L Testis-RL Prostate Sem.Ves.

Animal No. g/100g g/100g g/100g g/100g g/100g

2001 0.32 0.33 0.64 0.20 0.29

2002 0.32 0.31 0.62 0.30 0.32

2003 0.36 0.35 0.71 0.35 0.44

2004 0.34 0.33 0.66 0.29 0.37

2005 0.29 0.29 0.57 0.25 0.34

2006 0.36 0.36 0.72 0.31 0.43

2007 0.42 0.41 0.82 0.29 0.36

2008 0.27 0.26 0.53 0.28 0.37

2009 0.30 0.30 0.61 0.24 0.31

2010 0.31 0.30 0.61 0.23 0.33

Mean 0.33 0.32 0.65 0.27 0.36

S.D. 0.04 0.04 0.08 0.04 0.05

S.E. 0.01 0.01 0.03 0.01 0.02

n 10 10 10 10 10

Sem.Ves. : Seminal vesicle
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Appendix 9 - 7 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus

Animal No. g g/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g
3001 519 0.43 2.6 4.0 3.6 7.6 78 76 154 51
3002 549 0.40 2.7 2.0 2.3 4.3 63 65 128 42
3003 477 0.47 3.3 3.0 2.4 5.3 78 79 157 58
3004 479 0.48 2.4 1.8 2.0 3.8 67 68 135 42
3005 534 0.41 2.4 2.4 1.2 3.5 71 68 139 66
3006 541 0.39 2.5 1.9 1.6 3.4 73 70 143 40
3007 543 0.43 2.3 1.9 2.1 4.1 70 68 138 50
3008 505 0.44 2.3 1.6 1.3 2.9 66 65 130 46
3009 545 0.38 2.5 2.1 2.1 4.3 72 72 144 56
3010 512 0.42 2.1 2.1 2.2 4.3 77 73 150 36
Mean 520 0.43 2.5 2.3 2.1 4.4 72 70 142 49
S.D. 27 0.03 0.3 0.7 0.7 1.3 5 10 9
S.E. 8 0.01 0.1 0.2 0.2 0.4 2 1 3
n 10 10 10 10 10 10 10 10 10 10

Sa.G. : Salivary gland
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Appendix 9 - 8 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL

Animal No. g/100g g/100g g/100g g/100g g/100g g/100g g/100g mg/100g mg/100g mg/100g
3001 0.29 0.29 2.52 0.14 0.31 0.31 0.62 4 5 9
3002 0.28 0.28 2.59 0.13 0.32 0.34 0.65 5 5 10
3003 0.29 0.30 2.77 0.14 0.35 0.37 0.72 5 6 11
3004 0.28 0.28 2.43 0.13 0.33 0.36 0.68 5 5 10
3005 0.27 0.30 2.59 0.16 0.28 0.31 0.60 4 4 7
3006 0.28 0.28 2.55 0.14 0.27 0.29 0.56 4 5 9
3007 0.27 0.28 2.86 0.13 0.28 0.31 0.59 3 4 7
3008 0.26 0.29 2.65 0.14 0.30 0.30 0.59 4 4 8
3009 0.29 0.30 2.94 0.14 0.32 0.34 0.66 6 7 13
3010 0.31 0.30 2.35 0.13 0.32 0.34 0.66 5 6 10
Mean 0.28 0.29 2.63 0.14 0.31 0.33 0.63 5 5 9
S.D. 0.01 0.01 0.19 0.01 0.03 0.03 0.05 1 1 2
S.E. 0.00 0.00 0.06 0.00 0.01 0.01 0.02 0

n 10 10 10 10 10 10 10 10 10 10
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Appendix 9 - 9 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual relative organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
Testis-R Testis-L Testis-RL Prostate Sem.Ves.

Animal No. g/100g g/100g g/100g g/100g g/100g

3001 0.36 0.35 0.71 0.23 0.46

3002 0.17 0.32 0.49 0.24 0.32

3003 0.38 0.37 0.74 0.21 0.45

3004 0.36 0.37 0.72 0.26 0.43

3005 0.31 0.30 0.61 0.26 0.29

3006 0.32 0.32 0.64 0.21 0.36

3007 0.32 0.31 0.63 0.22 0.37

3008 0.31 0.31 0.62 0.23 0.30

3009 0.31 0.32 0.64 0.29 0.37

3010 0.35 0.36 0.71 0.29 0.37

Mean 0.32 0.33 0.65 0.24 0.37

S.D. 0.06 0.03 0.07 0.03 0.06

S.E. 0.02 0.01 0.02 0.01 0.02

n 10 10 10 10 10

Sem.Ves. : Seminal vesicle
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Appendix 9 - 10 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus

Animal No. g g/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g
4001 479 0.43 2.7 2.5 2.7 5.2 75 70 145 43
4002 443 0.45 2.6 2.6 3.1 5.7 67 65 133 61
4003 394 0.52 2.6 3.3 2.5 5.8 78 80 158 40
4004 460 0.47 2.3 1.8 1.8 3.6 91 90 181 72
4005 380 0.51 2.4 2.6 2.0 4.6 80 75 155 46
4006 460 0.49 3.3 2.6 2.4 5.0 83 88 171 40
4007 520 0.39 2.7 2.3 2.8 5.0 63 65 128 34
4008 418 0.50 2.6 2.3 2.3 4.7 68 70 138 51
4009 473 0.47 2.3 2.1 2.4 4.4 65 63 128 41
4010 517 0.44 2.7 2.7 1.5 4.1 76 80 156 50
Mean 454 0.47 2.6 2.5 2.4 4.8 75 75 149 48
S.D. 47 0.04 0.3 0.4 0.5 0.7 9 10 18 11
S.E. 15 0.01 0.1 0.1 0.2 0.2 3 3 6 4
n 10 10 10 10 10 10 10 10 10 10

Sa.G. : Salivary gland
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Appendix 9 - 11 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL

Animal No. g/100g g/100g g/100g g/100g g/100g g/100g g/100g mg/100g mg/100g mg/100g
4001 0.28 0.29 3.17 0.13 0.37 0.38 0.75 5 5 9
4002 0.31 0.31 2.98 0.16 0.34 0.34 0.69 4 5 9
4003 0.32 0.31 2.75 0.12 0.32 0.35 0.67 6 7 12
4004 0.25 0.30 2.85 0.13 0.33 0.34 0.67 5 5 10
4005 0.29 0.32 2.93 0.15 0.34 0.34 0.69 6 6 12
4006 0.31 0.33 2.76 0.12 0.35 0.35 0.70 6 5 11
4007 0.27 0.28 3.05 0.13 0.32 0.35 0.67 5 6 11
4008 0.28 0.31 2.74 0.14 0.33 0.33 0.67 4 4 8
4009 0.26 0.30 2.56 0.10 0.31 0.30 0.62 5 6 11
4010 0.30 0.32 2.73 0.17 0.38 0.39 0.77 4 4 8
Mean 0.29 0.31 2.85 0.14 0.34 0.35 0.69 5 5 10
S.D. 0.02 0.01 0.18 0.02 0.02 0.02 0.04 1 1
S.E. 0.01 0.00 0.06 0.01 0.01 0.01 0.01

n 10 10 10 10 10 10 10 10 10 10




G8¢C

Appendix 9 - 12 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats

Item : Individual relative organ weight Stage : Week 13
Sex : Male Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
Testis-R Testis-L Testis-RL Prostate Sem.Ves.

Animal No. g/100g g/100g g/100g g/100g g/100g

4001 0.32 0.32 0.64 0.27 0.38

4002 0.37 0.35 0.72 0.31 0.36

4003 0.39 0.39 0.78 0.32 0.45

4004 0.38 0.38 0.76 0.31 0.39

4005 0.48 0.46 0.94 0.25 0.42

4006 0.41 0.41 0.82 0.33 0.45

4007 0.33 0.33 0.66 0.25 0.31

4008 0.37 0.38 0.74 0.27 0.36

4009 0.36 0.37 0.73 0.26 0.35

4010 0.34 0.32 0.66 0.20 0.28

Mean 0.38 0.37 0.75 0.28 0.38

S.D. 0.05 0.04 0.09 0.04 0.06

S.E. 0.01 0.01 0.03 0.01 0.02

n 10 10 10 10 10

Sem.Ves. : Seminal vesicle
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Appendix 9 - 13

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rats

Item Individual relative organ weight Stage Week 13
Sex Female Test Article 4-ethenyl-2-methoxyphenol 0 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus
Animal No. g g/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g
1101 322 0.61 6.5 2.2 2.7 4.9 61 63 124 74
1102 276 0.75 6.1 2.0 2.9 4.9 80 78 159 116
1103 270 0.70 4.6 3.1 3.4 6.6 78 79 157 57
1104 286 0.69 6.5 2.7 2.7 5.4 78 80 158 92
1105 323 0.65 3.7 2.4 2.9 5.4 73 73 146 63
1106 317 0.68 4.7 3.6 3.6 7.2 72 69 141 85
1107 311 0.67 5.8 3.8 2.7 6.5 87 86 174 114
1108 282 0.70 5.4 2.8 2.4 5.2 80 84 164 53
1109 279 0.71 5.3 3.3 2.7 5.9 75 77 152 97
1110 292 0.69 6.0 4.6 3.0 7.7 74 73 148 71
Mean 296 0.69 5.5 3.1 2.9 6.0 76 76 152 82
S.D. 20 0.04 0.9 0.8 0.4 1.0 7 7 14 22
S.E. 6 0.01 0.3 0.3 0.1 0.3 2 2 4 7
n 10 10 10 10 10 10 10 10 10 10
Sa.G. Salivary gland
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Appendix 9 - 14 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 0 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL

Animal No. g/100g g/100g g/100g g/100g g/100g g/100g g/100g mg/100g mg/100g mg/100g
1101 0.31 0.36 2.47 0.15 0.30 0.31 0.61 11 10 21
1102 0.34 0.46 2.41 0.18 0.35 0.35 0.70 11 11 22
1103 0.30 0.40 2.41 0.17 0.33 0.33 0.66 9 10 19
1104 0.30 0.37 2.54 0.17 0.30 0.33 0.64 10 11 22
1105 0.29 0.35 2.19 0.14 0.28 0.28 0.56 7 6 13
1106 0.33 0.41 2.42 0.15 0.32 0.32 0.64 9 10 19
1107 0.30 0.38 2.44 0.18 0.35 0.33 0.69 9 9 18
1108 0.30 0.43 2.52 0.17 0.37 0.39 0.76 11 12 23
1109 0.30 0.38 2.39 0.15 0.32 0.32 0.64 10 10 20
1110 0.33 0.36 2.56 0.18 0.37 0.37 0.74 11 11 22
Mean 0.31 0.39 2.44 0.16 0.33 0.33 0.66 10 10 20
S.D. 0.02 0.03 0.10 0.02 0.03 0.03 0.06 1 2 3
S.E. 0.01 0.01 0.03 0.00 0.01 0.01 0.02

n 10 10 10 10 10 10 10 10 10 10
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Appendix 9 - 15

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rat

E

Item Individual relative organ weight Stage Week 13
Sex Female Test Article 4-ethenyl-2-methoxyphenol Dose 0 mg/kg
Ovary-R Ovary-L Ovary-RL Uterus
Animal No. mg/100g mg/100g mg/100g mg/100g
1101 11.0 8.3 19.3 139
1102 15.9 13.8 29.7 154
1103 15.6 14.8 30.4 161
1104 10.2 11.2 21.4 166
1105 10.4 10.5 20.9 158
1106 18.3 11.4 29.7 154
1107 13.1 9.8 22.9 244
1108 14.2 14.8 29.0 179
1109 11.7 12.5 24.2 169
1110 7.2 8.2 15.4 250
Mean 12.8 11.5 24.3 177
S.D. 3.3 2.4 5.2 38
S.E. 1.0 0.8 1.6 12
n 10 10 10 10
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Appendix 9 - 16 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus

Animal No. g g/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g
2101 288 0.73 4.8 3.1 3.6 6.8 79 76 155 100
2102 258 0.76 6.2 1.8 1.7 3.5 86 84 170 53
2103 272 0.75 5.0 4.5 2.9 7.4 79 84 163 80
2104 332 0.64 5.3 2.9 3.1 6.0 82 85 167 92
2105 252 0.77 6.2 2.2 2.7 4.8 81 82 163 67
2106 280 0.76 5.4 3.7 2.8 6.5 75 74 149 60
2107 286 0.66 4.5 3.2 2.7 5.9 71 72 143 78
2108 305 0.67 6.2 3.8 3.7 7.5 78 74 152 77
2109 265 0.72 5.8 4.7 4.4 9.1 78 76 155 92
2110 313 0.62 6.4 3.5 2.8 6.4 78 80 158 93
Mean 285 0.71 5.6 3.3 3.0 6.4 79 79 158 79
S.D. 25 0.06 0.7 0.9 0.7 .5 4 5 8 15
S.E. 8 0.02 0.2 0.3 0.2 0.5 1 2 3 5
n 10 10 10 10 10 10 10 10 10 10

Sa.G. : Salivary gland
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Appendix 9 - 17 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 100 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL

Animal No. g/100g g/100g g/100g g/100g g/100g g/100g g/100g mg/100g mg/100g mg/100g
2101 0.33 0.38 2.14 0.14 0.30 0.30 0.60 9 10 19
2102 0.31 0.40 2.30 0.16 0.29 0.28 0.56 11 10 22
2103 0.33 0.39 2.49 0.15 0.34 0.30 0.64 9 11 19
2104 0.31 0.39 2.30 0.20 0.33 0.34 0.68 10 12 22
2105 0.32 0.43 2.64 0.16 0.32 0.31 0.62 10 11 21
2106 0.29 0.39 2.42 0.14 0.28 0.28 0.56 10 10 20
2107 0.30 0.37 2.40 0.17 0.34 0.35 0.68 9 9 18
2108 0.32 0.38 2.46 0.14 0.32 0.33 0.65 8 8 16
2109 0.34 0.40 2.73 0.14 0.33 0.36 0.69 9 11 20
2110 0.31 0.37 2.37 0.17 0.31 0.29 0.60 9 10 19
Mean 0.32 0.39 2.43 0.16 0.32 0.31 0.63 9 10 20
S.D. 0.02 0.02 0.17 0.02 0.02 0.03 0.05 1 1 2
S.E. 0.00 0.01 0.05 0.01 0.01 0.01 0.02 0

n 10 10 10 10 10 10 10 10 10 10
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Appendix 9 - 18

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rat

E

Item Individual relative organ weight Stage Week 13
Sex Female Test Article 4-ethenyl-2-methoxyphenol Dose 100 mg/kg
Ovary-R Ovary-L Ovary-RL Uterus
Animal No. mg/100g mg/100g mg/100g mg/100g
2101 15.0 13.7 28.7 128
2102 14.0 13.3 27.2 256
2103 13.3 11.9 25.2 231
2104 13.7 14.5 28.3 143
2105 15.6 18.1 33.8 301
2106 11.4 14.8 26.1 234
2107 12.2 11.9 24.0 259
2108 11.2 16.5 27.8 167
2109 15.1 12.9 28.0 228
2110 12.3 14.6 26.9 216
Mean 13.4 14.2 27.6 216
S.D. 1.6 2.0 2.6 55
S.E. 0.5 0.6 0.8 17
n 10 10 10 10
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Appendix 9 - 19 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus

Animal No. g g/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g
3101 314 0.67 4.2 4.5 3.4 7.9 68 69 137 69
3102 274 0.74 6.7 3.2 2.9 6.1 83 77 160 86
3103 294 0.74 5.7 2.6 2.4 5.0 79 76 155 80
3104 258 0.75 5.1 4.1 7.0 11.2 86 90 176 67
3105 269 0.73 5.2 3.1 3.2 6.4 72 74 146 61
3106 289 0.69 6.1 3.3 3.0 6.3 85 84 169 111
3107 255 0.80 6.5 3.3 3.5 6.7 76 79 155 69
3108 306 0.66 5.4 4.4 3.6 8.0 72 80 152 73
3109 285 0.70 4.9 3.1 3.6 6.7 86 83 169 75
3110 291 0.69 5.4 4.5 3.4 7.9 74 72 145 89
Mean 284 0.72 5.5 3.6 3.6 7.2 78 78 156 78
S.D. 19 0.04 0.8 0.7 1.3 1.7 7 6 12 14
S.E. 6 0.01 0.2 0.2 0.4 0.5 2 2 4 5
n 10 10 10 10 10 10 10 10 10 10

Sa.G. : Salivary gland
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Appendix 9 - 20 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 300 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL

Animal No. g/100g g/100g g/100g g/100g g/100g g/100g g/100g mg/100g mg/100g mg/100g
3101 0.32 0.36 2.48 0.18 0.27 0.29 0.57 8 8 16
3102 0.34 0.45 2.99 0.18 0.34 0.37 0.71 12 12 25
3103 0.29 0.39 2.57 0.16 0.32 0.33 0.65 9 10 19
3104 0.32 0.40 2.70 0.15 0.32 0.33 0.65 15 16 30
3105 0.29 0.39 2.59 0.14 0.33 0.36 0.69 13 15 28
3106 0.31 0.40 2.65 0.18 0.34 0.35 0.69 11 12 24
3107 0.30 0.39 2.59 0.18 0.32 0.30 0.62 9 9 19
3108 0.30 0.38 2.59 0.15 0.30 0.31 0.61 9 9 18
3109 0.26 0.39 2.22 0.14 0.32 0.32 0.65 10 11 21
3110 0.33 0.41 2.56 0.19 0.35 0.37 0.72 13 13 26
Mean 0.31 0.40 2.59 0.17 0.32 0.33 0.66 11 12 23
S.D. 0.02 0.02 0.19 0.02 0.02 0.03 0.05 2 3 5
S.E. 0.01 0.01 0.06 0.01 0.01 0.01 0.01

n 10 10 10 10 10 10 10 10 10 10




¥6¢

Appendix 9 - 21

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rat

E

Item Individual relative organ weight Stage Week 13
Sex Female Test Article 4-ethenyl-2-methoxyphenol Dose 300 mg/kg
Ovary-R Ovary-L Ovary-RL Uterus
Animal No. mg/100g mg/100g mg/100g mg/100g
3101 15.1 16.5 31.6 160
3102 15.5 19.7 35.3 265
3103 11.8 15.7 27.5 310
3104 17.1 18.9 36.0 215
3105 14.1 13.9 28.0 186
3106 16.7 13.7 30.4 326
3107 16.7 14 .4 31.1 260
3108 14 .4 14.1 28.5 127
3109 15.4 20.1 35.5 146
3110 18.4 16.0 34.4 298
Mean 15.5 16.3 31.8 229
S.D. 1.9 2.5 3.3 72
S.E. 0.6 0.8 1.0 23
n 10 10 10 10
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Appendix 9 - 22 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
F.B.W. Brain Pituitary Thyroid-R Thyroid-L Thyroid-RL Sa.G.-R Sa.G.-L Sa.G.-RL Thymus

Animal No. g g/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g mg/100g
4101 265 0.74 6.7 3.3 2.2 5.5 78 78 156 65
4102 264 0.71 7.8 3.4 3.2 6.7 72 73 145 82
4103 269 0.72 5.6 3.4 3.7 7.1 81 82 162 63
4104 348 0.62 4.4 2.0 2.2 4.2 88 90 178 104
4105 224 0.79 5.9 4.2 3.3 7.5 80 80 160 77
4106 272 0.75 5.4 3.7 3.8 7.5 76 73 149 93
4107 276 0.74 4.9 1.6 1.8 3.4 85 89 174 87
4108 279 0.66 5.7 3.2 2.5 5.7 85 78 163 94
4109 249 0.78 6.3 3.5 2.8 6.3 80 80 160 47
4110 250 0.74 8.2 3.4 2.5 5.9 95 94 190 85
Mean 270 0.73 6.1 3.2 2.8 6.0 82 82 164 80
S.D. 32 0.05 1.2 0.8 0.7 1.4 7 7 14 17
S.E. 10 0.02 0.4 0.2 0.2 0.4 2 2 4 5
n 10 10 10 10 10 10 10 10 10 10

Sa.G. : Salivary gland
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Appendix 9 - 23 4-ethenyl-2-methoxyphenol: 90-day oral toxicity study in rats ]

Item : Individual relative organ weight Stage : Week 13
Sex : Female Test Article : 4-ethenyl-2-methoxyphenol Dose : 1000 mg/kg
Heart Lung Liver Spleen Kidney-R Kidney-L Kidney-RL Adrenal-R Adrenal-L Adrenal-RL

Animal No. g/100g g/100g g/100g g/100g g/100g g/100g g/100g mg/100g mg/100g mg/100g
4101 0.28 0.41 3.05 0.16 0.34 0.33 0.67 10 11 21
4102 0.33 0.35 3.45 0.17 0.36 0.32 0.68 10 10 20
4103 0.33 0.41 3.33 0.19 0.37 0.39 0.76 8 10 18
4104 0.31 0.39 3.13 0.16 0.32 0.30 0.62 8 8 16
4105 0.30 0.40 2.98 0.13 0.36 0.35 0.71 10 10 21
4106 0.33 0.40 2.93 0.15 0.35 0.37 0.72 12 14 25
4107 0.29 0.42 3.16 0.21 0.32 0.32 0.64 11 13 24
4108 0.33 0.39 3.01 0.17 0.36 0.35 0.71 14 14 28
4109 0.32 0.41 3.12 0.14 0.41 0.41 0.83 12 12 24
4110 0.34 0.41 2.99 0.18 0.35 0.34 0.70 10 10 20
Mean 0.32 0.40 3.12 0.17 0.35 0.35 0.70 11 11 22
S.D. 0.02 0.02 0.16 0.02 0.03 0.03 0.06 2 2 4
S.E. 0.01 0.01 0.05 0.01 0.01 0.01 0.02

n 10 10 10 10 10 10 10 10 10 10
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Appendix 9 - 24

4-ethenyl-2-methoxyphenol:

90-day oral toxicity study in rat

E

Item Individual relative organ weight Stage Week 13
Sex Female Test Article 4-ethenyl-2-methoxyphenol Dose 1000 mg/kg
Ovary-R Ovary-L Ovary-RL Uterus
Animal No. mg/100g mg/100g mg/100g mg/100g
4101 16.2 15.6 31.8 228
4102 13.2 5.9 19.1 233
4103 17.3 20.1 37.5 135
4104 11.8 11.0 22.8 154
4105 10.2 15.5 25.8 230
4106 11.3 10.7 21.9 164
4107 15.3 16.1 31.3 365
4108 13.3 13.3 26.5 162
4109 14.6 13.3 27.8 276
4110 11.6 13.5 25.1 218
Mean 13.5 13.5 27.0 217
S.D. 2.3 3.8 5.4 69
S.E. 0.7 1.2 1.7 22
n 10 10 10 10




Appendix 10-1(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1001 Male 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Epididymis Cell infiltration,interstitium: minimal, unilateral,
Liver Vacuolation, hepatocyte: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Kidney, Lymph node,mesenteric

Lymph node, submandibular, Lung(bronchus), Mammary gland, inguinal, Nasal cavity
Optic nerve, Parathyroid, Pancreas, Pituitary, Prostate

Salivary gland, submandibular, Salivary gland,sublingual, Skin,inguinal

Sciatic nerve, Spleen, Stomach, Skeletal muscle, femoral, Seminal vesicle

Spinal cord,thoracic, Testis, Thymus, Tongue, Trachea, Thyroid, Urinary bladder
Zymbal gland
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Appendix 10-2(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1002 Male 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Kidney Basophilia, tubule: minimal, bilateral

Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal
Lung (bronchus) Aggregation,alveolar macrophage: minimal

Urinary bladder Cell infiltration, submucosa: minimal, mononuclear

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Lymph node,mesenteric

Lymph node, submandibular, Mammary gland, inguinal, Nasal cavity, Optic nerve
Parathyroid, Pancreas, Pituitary, Prostate, Salivary gland, submandibular
Salivary gland, sublingual, Skin,inguinal, Sciatic nerve, Spleen, Stomach
Skeletal muscle, femoral, Seminal vesicle, Spinal cord,thoracic, Testis, Thymus
Tongue, Trachea, Thyroid, Zymbal gland
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Appendix 10-3(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1003 Male 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal
Prostate Cell infiltration,interstitium: minimal, lymphocytic

Urinary bladder Cell infiltration, submucosa: minimal, mononuclear

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Kidney, Lymph node,mesenteric

Lymph node, submandibular, Lung(bronchus), Mammary gland, inguinal, Nasal cavity
Optic nerve, Parathyroid, Pancreas, Pituitary, Salivary gland, submandibular
Salivary gland, sublingual, Skin,inguinal, Sciatic nerve, Spleen, Stomach
Skeletal muscle, femoral, Seminal vesicle, Spinal cord, thoracic, Testis, Thymus
Tongue, Trachea, Thyroid, Zymbal gland
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Appendix 10-4(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1004 Male 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Kidney, Lymph node,mesenteric

Lymph node, submandibular, Lung(bronchus), Mammary gland, inguinal, Nasal cavity
Optic nerve, Parathyroid, Pancreas, Pituitary, Prostate

Salivary gland, submandibular, Salivary gland, sublingual, Skin, inguinal

Sciatic nerve, Spleen, Stomach, Skeletal muscle, femoral, Seminal vesicle

Spinal cord,thoracic, Testis, Thymus, Tongue, Trachea, Thyroid, Urinary bladder
Zymbal gland
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Appendix 10-5(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1005 Male 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: mild

Parathyroid No sample

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Kidney, Lymph node,mesenteric

Lymph node, submandibular, Lung(bronchus), Mammary gland, inguinal, Nasal cavity
Optic nerve, Pancreas, Pituitary, Prostate, Salivary gland, submandibular
Salivary gland, sublingual, Skin, inguinal, Sciatic nerve, Spleen, Stomach
Skeletal muscle, femoral, Seminal vesicle, Spinal cord, thoracic, Testis, Thymus
Tongue, Trachea, Thyroid, Urinary bladder, Zymbal gland
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Appendix 10-6(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1006 Male 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Kidney Basophilia, tubule: minimal, unilateral

Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: mild

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Lymph node,mesenteric

Lymph node, submandibular, Lung(bronchus), Mammary gland, inguinal, Nasal cavity
Optic nerve, Parathyroid, Pancreas, Pituitary, Prostate

Salivary gland, submandibular, Salivary gland, sublingual, Skin, inguinal

Sciatic nerve, Spleen, Stomach, Skeletal muscle, femoral, Seminal vesicle

Spinal cord,thoracic, Testis, Thymus, Tongue, Trachea, Thyroid, Urinary bladder
Zymbal gland
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Appendix 10-7(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1007 Male 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Basophilia, tubule: minimal, unilateral

Urinary cast,hyaline: minimal, unilateral
Liver Vacuolation, hepatocyte: mild

Prostate Cell infiltration,interstitium: minimal, lymphocytic

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Lymph node,mesenteric

Lymph node, submandibular, Lung(bronchus), Mammary gland, inguinal, Nasal cavity
Optic nerve, Parathyroid, Pancreas, Pituitary, Salivary gland, submandibular
Salivary gland, sublingual, Skin,inguinal, Sciatic nerve, Spleen, Stomach
Skeletal muscle, femoral, Seminal vesicle, Spinal cord, thoracic, Testis, Thymus
Tongue, Trachea, Thyroid, Urinary bladder, Zymbal gland
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Appendix 10-8(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1008 Male 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: mild

Spleen Hematopoiesis, extramedullary: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Kidney, Lymph node,mesenteric

Lymph node, submandibular, Lung(bronchus), Mammary gland, inguinal, Nasal cavity
Optic nerve, Parathyroid, Pancreas, Pituitary, Prostate

Salivary gland, submandibular, Salivary gland, sublingual, Skin, inguinal

Sciatic nerve, Stomach, Skeletal muscle, femoral, Seminal vesicle

Spinal cord,thoracic, Testis, Thymus, Tongue, Trachea, Thyroid, Urinary bladder
Zymbal gland
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Appendix 10-9(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1009 Male 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: mild

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow, sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Kidney, Lymph node,mesenteric

Lymph node, submandibular, Lung(bronchus), Mammary gland, inguinal, Nasal cavity
Optic nerve, Parathyroid, Pancreas, Pituitary, Prostate

Salivary gland, submandibular, Salivary gland, sublingual, Skin, inguinal

Sciatic nerve, Spleen, Stomach, Skeletal muscle, femoral, Seminal vesicle

Spinal cord,thoracic, Testis, Thymus, Tongue, Trachea, Thyroid, Urinary bladder
Zymbal gland
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Appendix 10-10(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1010 Male 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Prostate Cell infiltration,interstitium: minimal, lymphocytic

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Kidney, Lymph node,mesenteric

Lymph node, submandibular, Lung(bronchus), Mammary gland, inguinal, Nasal cavity
Optic nerve, Parathyroid, Pancreas, Pituitary, Salivary gland, submandibular
Salivary gland, sublingual, Skin, inguinal, Sciatic nerve, Spleen, Stomach
Skeletal muscle, femoral, Seminal vesicle, Spinal cord, thoracic, Testis, Thymus
Tongue, Trachea, Thyroid, Urinary bladder, Zymbal gland
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Appendix 10-11(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2001 Male 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Vacuolation, hepatocyte: mild

Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-12(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2002 Male 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation, hepatocyte: minimal

Following tissues : Not remarkable

Nasal cavity, Stomach
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Appendix 10-13(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2003 Male 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Vacuolation, hepatocyte: minimal

Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-14(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2004 Male 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Stomach Hyperplasia, squamous cell, forestomach: minimal
Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-15(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2005 Male 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Following tissues : Not remarkable

Nasal cavity, Stomach
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Appendix 10-16(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2006 Male 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-17(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2007 Male 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-18(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2008 Male 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: mild

Following tissues : Not remarkable

Nasal cavity, Stomach
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Appendix 10-19(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2009 Male 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Following tissues : Not remarkable

Nasal cavity, Stomach
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Appendix 10-20(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2010 Male 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Following tissues : Not remarkable

Nasal cavity, Stomach

317



Appendix 10-21(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3001 Male 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-22(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3002 Male 300 mg/kg Day 92 End of administration period

Gross pathology:

Testis Small: mild, right

Other tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Stomach Hyperplasia, squamous cell, forestomach: minimal
Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-23(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3003 Male 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Stomach Hyperplasia, squamous cell, forestomach: mild
Hyperkeratosis, forestomach: mild

Following tissues : Not remarkable

Nasal cavity

320



Appendix 10-24(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3004 Male 300 mg/kg Day 92 End of administration period

Gross pathology:

Stomach Focus,dark red,glandular stomach: 1 present
2x1mm

Other tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Stomach Hyperplasia, squamous cell, forestomach: mild
Hyperkeratosis, forestomach: mild

General Information Antemortem artifact:
dark red focus in the glandular stomach

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-25(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3005 Male 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-26(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3006 Male 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: mild

Following tissues : Not remarkable

Liver, Nasal cavity
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Appendix 10-27(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3007 Male 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Liver, Nasal cavity
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Appendix 10-28(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3008 Male 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Stomach Hyperplasia, squamous cell, forestomach: mild
Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-29(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3009 Male 300 mg/kg Day 92 End of administration period

Gross pathology:

Stomach Focus,dark red,glandular stomach: 1 present
1x2mm

Other tissues Not remarkable

Histopathology:

Liver Vacuolation, hepatocyte: minimal

Stomach Dilatation,gland,glandular stomach: minimal

Erosion/Ulcer,glandular stomach: minimal
Hyperplasia, squamous cell, forestomach: minimal
Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-30(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3010 Male 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-31(1/1)

Animal No. 4001 Male
Gross pathology:

All tissues
Histopathology:
Epididymis

Heart

Nasal cavity

Prostate

Stomach

Testis

Following tissues

Adrenal,
Cerebellum,

Bone, femoral (knee joint),
Intestine,ileum(Peyer's patch),
Kidney,
Mammary gland, inguinal,
Salivary gland, submandibular,
Sciatic nerve,
Thymus,

Intestine, rectum,
Lung (bronchus) ,
Pituitary,
Skin, inguinal,
Spinal cord, thoracic,
Zymbal gland

Aorta, thoracic,
Coagulating gland, Cerebrum,
Harderian gland,

4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats

Individual gross and histopathological findings

1000

Bone marrow, femoral,

Lymph node,mesenteric,

mg/kg Day 92 End of administration period

Not remarkable

Cell infiltration, interstitium: minimal, unilateral, lymphocytic
Cell infiltration,myocardium: minimal, focal, mononuclear
Cell infiltration,respiratory epithelium: mild, inflammatory
Level 1, Level 2, Level 3
Cell infiltration,olfactory epithelium: mild, inflammatory
Level 2, Level 3
Atrophy,olfactory epithelium: mild, focal
Level 2, Level 3

Disarrangement, respiratory epithelium: minimal
with single cell necrosis,

Level 1, Level 2, Level 3
Atrophy,olfactory gland: moderate
Level 3

Cell infiltration,interstitium: minimal, lymphocytic
Dilatation,gland,glandular stomach: minimal
Hyperplasia, squamous cell, forestomach: mild
Hyperkeratosis, forestomach: mild

focal

Atrophy, tubule: minimal, bilateral,

Not remarkable

Bone, sternal, Bone marrow, sternal
Esophagus, Eye
Intestine, duodenum,
Intestine, colon

Lymph node, submandibular,
Optic nerve, Parathyroid, Pancreas
Salivary gland, sublingual

Seminal vesicle

Intestine, jejunum
Intestine, cecum,
Liver

Skeletal muscle, femoral,
Trachea, Thyroid, Urinary bladder

Spleen,
Tongue,
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Appendix 10-32(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 4002 Male 1000 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Nasal cavity Disarrangement,olfactory epithelium: minimal

with single cell necrosis,

Level 3

Atrophy,olfactory gland: moderate

Level 3
Prostate Cell infiltration,interstitium: minimal, lymphocytic
Stomach Hyperplasia, squamous cell, forestomach: moderate

Hyperkeratosis, forestomach: mild

Urinary bladder Cell infiltration, submucosa: minimal, mononuclear

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow, sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Kidney, Lymph node,mesenteric

Lymph node, submandibular, Liver, Lung(bronchus), Mammary gland, inguinal

Optic nerve, Parathyroid, Pancreas, Pituitary, Salivary gland, submandibular
Salivary gland, sublingual, Skin,inguinal, Sciatic nerve, Spleen

Skeletal muscle, femoral, Seminal vesicle, Spinal cord, thoracic, Testis, Thymus
Tongue, Trachea, Thyroid, Zymbal gland
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Appendix 10-33(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings

Animal No. 4003 Male 1000 mg/kg Day 92 End of administration period

Gross pathology:

Stomach Focus, raised, forestomach: 1 present

10x10x10mm
Thickening, forestomach: mild

Other tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear
Nasal cavity Cyst,respiratory epithelium: minimal
Level 2
Cyst,olfactory epithelium: minimal
Level 3
Disarrangement, respiratory epithelium: minimal
Level 1
Dilatation,nasal gland: minimal
Level 2
Atrophy,olfactory gland: moderate
Level 3
Stomach Dilatation,gland,glandular stomach: minimal

Hyperplasia, squamous cell, forestomach: mild

Nodular hyperplasia,squamous cell, forestomach: moderate,
with hyperkeratosis, submucosal edema and submucosal
angiectasis

Hyperkeratosis, forestomach: moderate

Skeletal muscle, femoral Degeneration,muscle: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow, sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Kidney, Lymph node,mesenteric

Lymph node, submandibular, Lung(bronchus), Mammary gland, inguinal, Optic nerve
Parathyroid, Pancreas, Pituitary, Prostate, Salivary gland, submandibular
Salivary gland, sublingual, Skin,inguinal, Sciatic nerve, Spleen, Seminal vesicle
Spinal cord,thoracic, Testis, Thymus, Tongue, Trachea, Thyroid, Urinary bladder
Zymbal gland
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Appendix 10-34(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 4004 Male 1000 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Basophilia, tubule: minimal, unilateral
Liver Cell infiltration,focal: minimal, mononuclear
Nasal cavity Disarrangement, respiratory epithelium: minimal
Level 1
Atrophy,olfactory gland: moderate
Level 3
Parathyroid No sample
Stomach Hyperplasia, squamous cell, forestomach: mild

Hyperkeratosis, forestomach: mild

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Lymph node,mesenteric

Lymph node, submandibular, Lung(bronchus), Mammary gland, inguinal, Optic nerve
Pancreas, Pituitary, Prostate, Salivary gland, submandibular

Salivary gland, sublingual, Skin,inguinal, Sciatic nerve, Spleen

Skeletal muscle, femoral, Seminal vesicle, Spinal cord,thoracic, Testis, Thymus
Tongue, Trachea, Thyroid, Urinary bladder, Zymbal gland
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Appendix 10-35(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats

Individual gross and histopathological findings
Animal No. 4005 Male 1000 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Nasal cavity Cell infiltration,olfactory epithelium: minimal,
Level 3

Disarrangement,olfactory epithelium: minimal
with single cell necrosis,

Level 3
Hyperplasia,olfactory gland, focal: minimal
Level 3
Atrophy,olfactory gland: moderate
Level 3
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Kidney, Lymph node,mesenteric

Lymph node, submandibular, Liver, Lung(bronchus), Mammary gland, inguinal

Optic nerve, Parathyroid, Pancreas, Pituitary, Prostate

Salivary gland, submandibular, Salivary gland,sublingual, Skin, inguinal

Sciatic nerve, Spleen, Skeletal muscle, femoral, Seminal vesicle

Spinal cord,thoracic, Testis, Thymus, Tongue, Trachea, Thyroid, Urinary bladder
Zymbal gland
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Appendix 10-36(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 4006 Male 1000 mg/kg Day 92 End of administration period

Gross pathology:

Stomach Thickening, forestomach: mild
Other tissues Not remarkable
Histopathology:
Nasal cavity Atrophy,olfactory gland: moderate
Level 3
Prostate Cell infiltration,interstitium: minimal, lymphocytic
Spleen Hematopoiesis, extramedullary: minimal
Stomach Hyperplasia, squamous cell, forestomach: mild

Hyperkeratosis, forestomach: mild

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Kidney, Lymph node,mesenteric

Lymph node, submandibular, Liver, Lung(bronchus), Mammary gland, inguinal

Optic nerve, Parathyroid, Pancreas, Pituitary, Salivary gland, submandibular
Salivary gland, sublingual, Skin,inguinal, Sciatic nerve, Skeletal muscle, femoral
Seminal vesicle, Spinal cord,thoracic, Testis, Thymus, Tongue, Trachea, Thyroid
Urinary bladder, Zymbal gland
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Appendix 10-37(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 4007 Male 1000 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Harderian gland Cell infiltration,interstitium: minimal, unilateral,
Liver Cell infiltration,focal: minimal, mononuclear
Nasal cavity Atrophy,olfactory epithelium: minimal, focal
Level 3
Disarrangement, respiratory epithelium: minimal
Level 1
Hyperplasia,olfactory gland, focal: minimal
Level 3
Atrophy,olfactory gland: moderate
Level 3
Stomach Dilatation,gland,glandular stomach: minimal

Hyperplasia, squamous cell, forestomach: mild
Hyperkeratosis, forestomach: mild

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Heart, Intestine,duodenum, Intestine,jejunum
Intestine,ileum(Peyer's patch), Intestine,cecum, Intestine,colon

Intestine, rectum, Kidney, Lymph node,mesenteric, Lymph node, submandibular

Lung (bronchus), Mammary gland, inguinal, Optic nerve, Parathyroid, Pancreas
Pituitary, Prostate, Salivary gland, submandibular, Salivary gland, sublingual
Skin,inguinal, Sciatic nerve, Spleen, Skeletal muscle, femoral, Seminal vesicle
Spinal cord,thoracic, Testis, Thymus, Tongue, Trachea, Thyroid, Urinary bladder
Zymbal gland
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Appendix 10-38(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 4008 Male 1000 mg/kg Day 92 End of administration period

Gross pathology:

Stomach Thickening, forestomach: mild
Other tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear
Nasal cavity Disarrangement, respiratory epithelium: minimal
Level 1
Dilatation,nasal gland: minimal
Level 2
Atrophy,olfactory gland: moderate
Level 3
Stomach Hyperplasia, squamous cell, forestomach: mild

Hyperkeratosis, forestomach: mild

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Kidney, Lymph node,mesenteric

Lymph node, submandibular, Lung(bronchus), Mammary gland, inguinal, Optic nerve
Parathyroid, Pancreas, Pituitary, Prostate, Salivary gland, submandibular
Salivary gland, sublingual, Skin,inguinal, Sciatic nerve, Spleen

Skeletal muscle, femoral, Seminal vesicle, Spinal cord,thoracic, Testis, Thymus
Tongue, Trachea, Thyroid, Urinary bladder, Zymbal gland
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Appendix 10-39(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 4009 Male 1000 mg/kg Day 92 End of administration period

Gross pathology:

Stomach Thickening, forestomach: mild
Other tissues Not remarkable
Histopathology:
Kidney Basophilia, tubule: minimal, unilateral
Liver Cell infiltration,focal: minimal, mononuclear
Nasal cavity Cyst,respiratory epithelium: minimal
Level 1
Cyst,olfactory epithelium: minimal
Level 3
Disarrangement, respiratory epithelium: minimal
Level 1
Disarrangement,olfactory epithelium: minimal
Level 3
Atrophy,olfactory gland: moderate
Level 3
Stomach Hyperplasia, squamous cell, forestomach: mild

Hyperkeratosis, forestomach: moderate

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Lymph node,mesenteric

Lymph node, submandibular, Lung(bronchus), Mammary gland, inguinal, Optic nerve
Parathyroid, Pancreas, Pituitary, Prostate, Salivary gland, submandibular
Salivary gland, sublingual, Skin,inguinal, Sciatic nerve, Spleen

Skeletal muscle, femoral, Seminal vesicle, Spinal cord, thoracic, Testis, Thymus
Tongue, Trachea, Thyroid, Urinary bladder, Zymbal gland
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Appendix 10-40(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 4010 Male 1000 mg/kg Day 92 End of administration period

Gross pathology:

Stomach Thickening, forestomach: mild
Other tissues Not remarkable
Histopathology:
Nasal cavity Disarrangement,olfactory epithelium: minimal
Level 3
Atrophy,olfactory gland: moderate
Level 3
Stomach Dilatation,gland,glandular stomach: minimal

Hyperplasia, squamous cell, forestomach: mild
Hyperkeratosis, forestomach: moderate

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow, sternal
Cerebellum, Coagulating gland, Cerebrum, Epididymis, Esophagus, Eye

Bone, femoral (knee joint), Harderian gland, Heart, Intestine,duodenum

Intestine, jejunum, Intestine,ileum(Peyer's patch), Intestine,cecum
Intestine,colon, Intestine,rectum, Kidney, Lymph node,mesenteric

Lymph node, submandibular, Liver, Lung(bronchus), Mammary gland, inguinal

Optic nerve, Parathyroid, Pancreas, Pituitary, Prostate

Salivary gland, submandibular, Salivary gland,sublingual, Skin,inguinal

Sciatic nerve, Spleen, Skeletal muscle, femoral, Seminal vesicle

Spinal cord,thoracic, Testis, Thymus, Tongue, Trachea, Thyroid, Urinary bladder
Zymbal gland
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Appendix 10-41(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1101 Female 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Cyst: minimal, bilateral

with hyaline cast

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow, sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Lymph node,mesenteric

Lymph node, submandibular, Liver, Lung(bronchus), Mammary gland, inguinal

Nasal cavity, Oviduct, Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary
Salivary gland, submandibular, Salivary gland, sublingual, Skin, inguinal

Sciatic nerve, Spleen, Stomach, Skeletal muscle, femoral, Spinal cord,thoracic
Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus, Vagina, Zymbal gland
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Appendix 10-42(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1102 Female 0 mg/kg Day 92 End of administration period

Gross pathology:

Stomach Focus,dark red,glandular stomach: 1 present
2x1mm

Other tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear

Skeletal muscle, femoral Degeneration,muscle: minimal

General Information Antemortem artifact:

dark red focus in the glandular stomach

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow, sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine, cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Lung (bronchus)

Mammary gland,inguinal, Nasal cavity, Oviduct, Optic nerve, Ovary, Parathyroid
Pancreas, Pituitary, Salivary gland, submandibular, Salivary gland, sublingual
Skin,inguinal, Sciatic nerve, Spleen, Stomach, Spinal cord,thoracic, Thymus
Tongue, Trachea, Thyroid, Urinary bladder, Uterus, Vagina, Zymbal gland
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Appendix 10-43(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1103 Female 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal
Lung (bronchus) Aggregation,alveolar macrophage: minimal

Pancreas Hemorrhage, focal: minimal
with mononuclear cell infiltration

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Mammary gland, inguinal

Nasal cavity, Oviduct, Optic nerve, Ovary, Parathyroid, Pituitary

Salivary gland, submandibular, Salivary gland, sublingual, Skin, inguinal

Sciatic nerve, Spleen, Stomach, Skeletal muscle,femoral, Spinal cord, thoracic
Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus, Vagina, Zymbal gland
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Appendix 10-44(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1104 Female 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Parathyroid No sample

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Lung (bronchus)

Mammary gland, inguinal, Nasal cavity, Oviduct, Optic nerve, Ovary, Pancreas
Pituitary, Salivary gland, submandibular, Salivary gland, sublingual
Skin,inguinal, Sciatic nerve, Spleen, Stomach, Skeletal muscle, femoral

Spinal cord,thoracic, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus
Vagina, Zymbal gland
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Appendix 10-45(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1105 Female 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Lung (bronchus)

Mammary gland, inguinal, Nasal cavity, Oviduct, Optic nerve, Ovary, Parathyroid
Pancreas, Pituitary, Salivary gland, submandibular, Salivary gland, sublingual
Skin,inguinal, Sciatic nerve, Spleen, Stomach, Skeletal muscle, femoral

Spinal cord, thoracic, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus
Vagina, Zymbal gland
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Appendix 10-46(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1106 Female 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation, hepatocyte: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Lung (bronchus)

Mammary gland, inguinal, Nasal cavity, Oviduct, Optic nerve, Ovary, Parathyroid
Pancreas, Pituitary, Salivary gland, submandibular, Salivary gland, sublingual
Skin,inguinal, Sciatic nerve, Spleen, Stomach, Skeletal muscle, femoral

Spinal cord, thoracic, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus
Vagina, Zymbal gland
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Appendix 10-47(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1107 Female 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow, sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Lung (bronchus)

Mammary gland,inguinal, Nasal cavity, Oviduct, Optic nerve, Ovary, Parathyroid
Pancreas, Pituitary, Salivary gland, submandibular, Salivary gland, sublingual
Skin,inguinal, Sciatic nerve, Spleen, Stomach, Skeletal muscle, femoral

Spinal cord,thoracic, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus
Vagina, Zymbal gland
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Appendix 10-48(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1108 Female 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow, sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Lung (bronchus)

Mammary gland,inguinal, Nasal cavity, Oviduct, Optic nerve, Ovary, Parathyroid
Pancreas, Pituitary, Salivary gland, submandibular, Salivary gland, sublingual
Skin,inguinal, Sciatic nerve, Spleen, Stomach, Skeletal muscle, femoral

Spinal cord,thoracic, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus
Vagina, Zymbal gland
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Appendix 10-49(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1109 Female 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow, sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Lung (bronchus)

Mammary gland,inguinal, Nasal cavity, Oviduct, Optic nerve, Ovary, Parathyroid
Pancreas, Pituitary, Salivary gland, submandibular, Salivary gland, sublingual
Skin,inguinal, Sciatic nerve, Spleen, Stomach, Skeletal muscle, femoral

Spinal cord,thoracic, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus
Vagina, Zymbal gland
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Appendix 10-50(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 1110 Female 0 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Oovary Atrophy: moderate, bilateral

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung (bronchus)

Mammary gland, inguinal, Nasal cavity, Oviduct, Optic nerve, Parathyroid
Pancreas, Pituitary, Salivary gland, submandibular, Salivary gland, sublingual
Skin,inguinal, Sciatic nerve, Spleen, Stomach, Skeletal muscle, femoral

Spinal cord, thoracic, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus
Vagina, Zymbal gland
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Appendix 10-51(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2101 Female 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Vacuolation, hepatocyte: minimal

Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-52(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2102 Female 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-53(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings

Animal No. 2103 Female 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Nasal cavity, Stomach
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Appendix 10-54(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2104 Female 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Stomach Hyperplasia, squamous cell, forestomach: minimal
Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-55(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2105 Female 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Liver, Nasal cavity
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Appendix 10-56(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2106 Female 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-57(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2107 Female 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-58(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2108 Female 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Following tissues : Not remarkable

Nasal cavity, Stomach
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Appendix 10-59(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings

Animal No. 2109 Female 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Nasal cavity, Stomach
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Appendix 10-60(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 2110 Female 100 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Stomach Hyperplasia, squamous cell, forestomach: minimal
Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-61(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3101 Female 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Cell infiltration,focal: minimal, mononuclear

Vacuolation, hepatocyte: minimal

Stomach Hyperplasia, squamous cell, forestomach: minimal
Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-62(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3102 Female 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Liver, Nasal cavity
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Appendix 10-63(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3103 Female 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-64(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3104 Female 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-65(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3105 Female 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Vacuolation, hepatocyte: minimal

Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-66(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3106 Female 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Vacuolation, hepatocyte: minimal

Stomach Hyperplasia, squamous cell, forestomach: mild

Hyperkeratosis, forestomach: mild

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-67(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3107 Female 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Liver, Nasal cavity
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Appendix 10-68(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings

Animal No. 3108 Female 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Nasal cavity, Stomach
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Appendix 10-69(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3109 Female 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Vacuolation, hepatocyte: minimal

Stomach Dilatation,gland,glandular stomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-70(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 3110 Female 300 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Nasal cavity
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Appendix 10-71(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 4101 Female 1000 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Nasal cavity Atrophy,olfactory epithelium: minimal, focal
Level 3
Disarrangement, respiratory epithelium: minimal
Level 1
Disarrangement,olfactory epithelium: minimal
Level 3
Atrophy,olfactory gland: moderate
Level 3
Stomach Dilatation,gland,glandular stomach: minimal

Hyperplasia, squamous cell, forestomach: minimal
Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine, cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)

Mammary gland,inguinal, Oviduct, Optic nerve, Ovary, Parathyroid, Pancreas
Pituitary, Salivary gland, submandibular, Salivary gland, sublingual
Skin,inguinal, Sciatic nerve, Spleen, Skeletal muscle, femoral

Spinal cord,thoracic, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus
Vagina, Zymbal gland
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Appendix 10-72(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings

Animal No. 4102 Female 1000 mg/kg Day 92 End of administration period

Gross pathology:

Uterus Cyst: 1 present
cervical, 3x2x2mm

Other tissues Not remarkable
Histopathology:
Nasal cavity Disarrangement,olfactory epithelium: minimal
with single cell necrosis,
Level 3
Hyperplasia,olfactory gland, focal: minimal
Level 3
Atrophy,olfactory gland: moderate
Level 3
ovary Atrophy: mild, bilateral
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Uterus Cyst, squamous: minimal, cervical

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung (bronchus)

Mammary gland, inguinal, Oviduct, Optic nerve, Parathyroid, Pancreas, Pituitary
Salivary gland, submandibular, Salivary gland,sublingual, Skin, inguinal

Sciatic nerve, Spleen, Skeletal muscle, femoral, Spinal cord, thoracic, Thymus
Tongue, Trachea, Thyroid, Urinary bladder, Vagina, Zymbal gland
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Appendix 10-73(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 4103 Female 1000 mg/kg Day 92 End of administration period

Gross pathology:

Stomach Thickening, forestomach: mild

Other tissues Not remarkable

Histopathology:

Nasal cavity Cell infiltration,respiratory epithelium: minimal,
Level 2
Cyst,olfactory epithelium: minimal
Level 2

Disarrangement, respiratory epithelium: minimal
with single cell necrosis,

Level 1, Level 2
Disarrangement,olfactory epithelium: minimal
with single cell necrosis,

Level 2
Atrophy,olfactory gland: moderate
Level 3
Stomach Hyperplasia, squamous cell, forestomach: mild

Hyperkeratosis, forestomach: moderate

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow, sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung (bronchus)

Mammary gland, inguinal, Oviduct, Optic nerve, Ovary, Parathyroid, Pancreas
Pituitary, Salivary gland, submandibular, Salivary gland, sublingual
Skin,inguinal, Sciatic nerve, Spleen, Skeletal muscle, femoral

Spinal cord,thoracic, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus
Vagina, Zymbal gland
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Appendix 10-74(1/1)

Animal No. 4104

Gross pathology:

Stomach

Other tissues
Histopathology:
Heart

Liver

Nasal cavity

Stomach

Urinary bladder

Following tissues

Adrenal, Aorta,thoracic,
Cerebellum, Cerebrum, Esophagus,
Intestine, duodenum,
Intestine, cecum,
Lymph node,mesenteric,

Mammary gland, inguinal,

Pituitary,
Skin, inguinal,

Zymbal gland

Intestine, colon,

Salivary gland, submandibular,
Sciatic nerve,
Spinal cord, thoracic,

4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Female 1000 mg/kg Day 92 End of administration period

Thickening, forestomach: mild

Not remarkable

Cell infiltration,myocardium: minimal, focal, mononuclear
Cell infiltration,focal: minimal, mononuclear
Disarrangement,olfactory epithelium: minimal

Level 3
Atrophy,olfactory gland: mild

Level 3
Hyperplasia, squamous cell, forestomach: mild
Hyperkeratosis, forestomach: mild

Cell infiltration, submucosa: minimal, mononuclear

Not remarkable

Bone marrow, femoral,
Eye,
Intestine, jejunum,

Bone, sternal, Bone marrow, sternal
Bone, femoral (knee joint), Harderian gland
Intestine, ileum(Peyer's patch)
Intestine, rectum, Kidney
Lymph node, submandibular, Lung (bronchus)

Oviduct, Ovary, Parathyroid, Pancreas
Salivary gland, sublingual
Skeletal muscle, femoral
Trachea, Thyroid, Uterus, Vagina

Optic nerve,

Spleen,

Thymus, Tongue,
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Appendix 10-75(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 4105 Female 1000 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Cyst: minimal, unilateral
Liver Cell infiltration,focal: minimal, mononuclear
Nasal cavity Atrophy,olfactory gland: moderate
Level 3
Pituitary Aberrant craniopharyngeal tissue: minimal
Stomach Hyperplasia, squamous cell, forestomach: minimal

Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Lymph node,mesenteric

Lymph node, submandibular, Lung(bronchus), Mammary gland, inguinal, Oviduct

Optic nerve, Ovary, Parathyroid, Pancreas, Salivary gland, submandibular
Salivary gland, sublingual, Skin,inguinal, Sciatic nerve, Spleen

Skeletal muscle, femoral, Spinal cord, thoracic, Thymus, Tongue, Trachea, Thyroid
Urinary bladder, Uterus, Vagina, Zymbal gland
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Appendix 10-76(1/1)

Animal No. 4106

Gross pathology:

Stomach

Other tissues
Histopathology:
Liver

Nasal cavity

Stomach

Following tissues

Individual gross and histopathological findings

Female 1000 mg/kg Day 92 End of administration period

Thickening, forestomach: mild

Not remarkable

Cell infiltration,focal: minimal, mononuclear

Cell infiltration,respiratory epithelium: minimal,
Level 1
Disarrangement,olfactory epithelium: minimal
with single cell necrosis,
Level 2, Level 3
Hyperplasia,olfactory gland, focal: minimal
Level 3
Atrophy,olfactory gland: moderate
Level 3

Hyperplasia, squamous cell, forestomach: mild
Hyperkeratosis, forestomach: mild

Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal

Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland

Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)

Intestine, cecum,

Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Lung (bronchus)
Mammary gland, inguinal, Oviduct, Optic nerve, Ovary, Parathyroid, Pancreas
Pituitary, Salivary gland, submandibular, Salivary gland, sublingual

Skin, inguinal,

Sciatic nerve, Spleen, Skeletal muscle, femoral

Spinal cord,thoracic, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus
Vagina, Zymbal gland
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Appendix 10-77(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats

Individual gross and histopathological findings

Animal No. 4107 Female
Gross pathology:
Stomach

Other tissues
Histopathology:

Eye

Liver

Nasal cavity

Stomach

mg/kg Day 92 End of administration period

Thickening, forestomach: mild

Not remarkable

Dysplasia,retina: minimal, unilateral, focal
Cell infiltration,focal: minimal, mononuclear

Atrophy,olfactory gland: moderate
Level 3

Hyperplasia, squamous cell, forestomach: mild
Hyperkeratosis, forestomach: mild

Following tissues : Not remarkable

Adrenal, Aorta,thoracic,

Bone marrow, femoral, Bone,sternal, Bone marrow, sternal

Cerebellum, Cerebrum, Esophagus, Bone, femoral (knee joint), Harderian gland

Heart, Intestine,duodenum,

Intestine, jejunum, Intestine,ileum(Peyer's patch)

Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric,
Mammary gland, inguinal,

Lymph node, submandibular, Lung(bronchus)
Oviduct, Optic nerve, Ovary, Parathyroid, Pancreas

Pituitary, Salivary gland, submandibular, Salivary gland, sublingual

Skin,inguinal, Sciatic nerve,
Spinal cord, thoracic, Thymus,

Vagina, Zymbal gland

Spleen, Skeletal muscle, femoral
Tongue, Trachea, Thyroid, Urinary bladder, Uterus

374



Appendix 10-78(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats

Individual gross and histopathological findings
Animal No. 4108 Female 1000 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Cell infiltration,focal: minimal, mononuclear

Lung (bronchus) Aggregation,alveolar macrophage: minimal

Nasal cavity Cell infiltration,olfactory epithelium: minimal,
Level 3

Atrophy,olfactory epithelium: mild, focal
Level 2, Level 3

Atrophy,olfactory gland: moderate
Level 3

Stomach Hyperplasia, squamous cell, forestomach: minimal
Hyperkeratosis, forestomach: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Mammary gland, inguinal, Oviduct
Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary

Salivary gland, submandibular, Salivary gland,sublingual, Skin, inguinal

Sciatic nerve, Spleen, Skeletal muscle, femoral, Spinal cord, thoracic, Thymus
Tongue, Trachea, Thyroid, Urinary bladder, Uterus, Vagina, Zymbal gland
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Appendix 10-79(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 4109 Female 1000 mg/kg Day 92 End of administration period

Gross pathology:

Stomach Thickening, forestomach: mild
Other tissues Not remarkable
Histopathology:
Nasal cavity Atrophy,olfactory gland: moderate
Level 3
Stomach Hyperplasia, squamous cell, forestomach: mild

Hyperkeratosis, forestomach: mild

Thymus Hyperplasia,epithelium: minimal, focal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow, sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Harderian gland
Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine, cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)

Mammary gland,inguinal, Oviduct, Optic nerve, Ovary, Parathyroid, Pancreas
Pituitary, Salivary gland, submandibular, Salivary gland, sublingual
Skin,inguinal, Sciatic nerve, Spleen, Skeletal muscle, femoral

Spinal cord,thoracic, Tongue, Trachea, Thyroid, Urinary bladder, Uterus, Vagina
Zymbal gland
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Appendix 10-80(1/1) 4-ethenyl-2-methoxyphenol:90-day oral toxicity study in rats
Individual gross and histopathological findings
Animal No. 4110 Female 1000 mg/kg Day 92 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Harderian gland Cell infiltration,interstitium: minimal, unilateral,
Nasal cavity Atrophy,olfactory gland: moderate
Level 3
Stomach Hyperplasia, squamous cell, forestomach: mild

Hyperkeratosis, forestomach: mild

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone marrow, femoral, Bone,sternal, Bone marrow,sternal
Cerebellum, Cerebrum, Esophagus, Eye, Bone, femoral (knee joint), Heart
Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung (bronchus)

Mammary gland, inguinal, Oviduct, Optic nerve, Ovary, Parathyroid, Pancreas
Pituitary, Salivary gland, submandibular, Salivary gland, sublingual
Skin,inguinal, Sciatic nerve, Spleen, Skeletal muscle, femoral

Spinal cord,thoracic, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus
Vagina, Zymbal gland
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