¥ 2—-3

B LFEMEDANEREZEICET HIER

(FrE19512821 B B#E)

CAS No. gfggg W& HEE RS
BIRRALTEAER 1

2-372 e s _ . s

103-44-6 o oo 2-TFAAFVL=EZL=I—TI REAREHR 23
28ARBIREROBESHHER 47

BIRRALTEHER 129

4130-42-1 4-362 2,6-T-tert-TFIL-4-TFI)LIx/—)L TEEERHER 157
28BREIRERORSEMHAER 187

BIRRALTEAER 269

2173-57-1 3-540 2-FI7FIAVIFILIT—TFIL FBEAEEHR 292
28BREIREROBEEHAER 314

X AREEH TR Z RO B VIR H SN 7B R FEA B LIS, ERIH DLW ZITUMER L 72b D TH D,
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LRI HTIZBUWT, 2-ethylhexyl vinyl ether [ZILBETFRAERZHRT H1ER
iYL NAPE -] A By vl

2-ethylhexyl vinyl ether DBETFRAEERFRMELZRIT I, RXIFT7RE
(Salmonella typhimurium) TA100 ¥, TA98 #, TA1535 FREBL TR TA1537 B2 & NT K
B (Escherichiacoli) WP2uvrd B BV BIRSEAE BB BT o .

2-ethylhexyl vinyl ether LTI, 0.610~5000 pg/ L — FDOWTHOREIZBWT
b, Ty MFIZuy—2a (S9) BMOFEIIIDOLT, BIEHRBO 2 F2825 X
5 RERER 20 =—ROEMIFED bhiedhoiz.

—75, BBHETRENL, ARBREMRIC ST LR e SR RS RIER R L.

(7, BERERR, FEMBSRELICEARRIZLY, ABEROBRENHER S
7.
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2. RE
2-ethylhexyl vinyl ether DRE % F\ B IR A8

3. ¥ERE®N
HERME D invitro IR HBITFERERFRME RN 5.

4. MWLEHA FFA B LUMSF L GLP
HA RIA4
o FHLFWEBIRIBBROTEIIOVWT (AR 154 11 A 21 BEEEREE 1121002
5, WAL 15-11- 13 BUREE 2 B, RRAFE 031121002 B)
¢ OECD Guideline for the Testing of Chemicals 471 (21st July 1997: Bacterial Reverse
Mutation Test)
GLP :
o FHLEMEFIIRDHBRE ElT 5 R BE T 5 FHITOWT (B 15 4 11
A 21 BEEAFE 1121003 5, Tk 15-11-17 BURE 3 5, BRLFEE 031121004 5)
e OECD Principles of Good Laboratory Practice (as revised in 1997), ENV/MC/CHEM(98)17

5. RBES
9046 ( 115—197 )
6. HBMERR
T437-1213 F{H) A2 EiTHEHTH 582-2

MEEA RRESESZEEHEE 57— ®8FF ZeFz )
Tel: 0538-58-1266  Fax: 0538-58-1393

7. WBREEE
T100-8916 AR T REXENE—TH 2 &2 5
[EAGEE EXEMR FETER P ERSIERE
Tel: 03-3595-2298  Fax: 03-3593-8913



11. Wﬁﬁ

FERBRSAE
EEHRBRLAH -
[HERERER]
PR RIRIRRA -
BERYELER -
an=— A
[RERERER GBS ]
PR EIRRRLA -
PR EER
ao=—f¥H
(A8

PR ERREA -
PR RALER
an=—8HA :
ERKETH :
REBKTH :

12. #BRWE

12.1.

12.2.

BRBRYRA
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YRE 17878 13 B
YRR 1787 H27 B

YRk 178 7H278
YRR 177 A 275
ER17THETA29 B

YRR 17428 A 10 B
Rk 17468 A 108
Rk 174-8 A 12 B

YR 1748 A 23 H
TR 1748 A 23 B
T 174£8 A 25 H
R 174E8 A 25 B
YR 184E9 A 11 H

2-ethylhexyl vinyl ether 2-=FAANFIN=E=/V=T—7T V)

vy MBS
05A001

FINAL REPORT



Exp. No. 9046 ( 115—197 )

FINAL REPORT

12.3. ftEE ‘

99.9%
12.4. #’tT

| AAD—f FITEBREH

12.5. H#ER B

200543 H11 B
12.6. R

X, RERT (1 ~9°C)
12.7. BRTEBFT

SR L X — RIS (H2 : WM 34~4.8°C, 2005 463 J 14 H~2005 & 7
A 25 B ;6 B8H 2 BRI ERBISRIN M F<=F 7 —F —ch. 41 : EHHE 4.8~7.7°C,
2005457 B 25 A~20054£10 A 6 B)

12.8. [ #==>A
2-ethylhexyl viny} ether

12.9. CAS No.
103-44-6

12.10.  {bXHEE

1211 AHFR
CioH200
1212. SHFR
156.27
12.13.  BHREORIR
o R IR
12.14. TR
YRFRE : 0.05g/100 g 7K, #9157 mg/mL DMSO (SRR DRABRIZL 5)

-7-



12.15.

12.16.

12.17.

12.18.

12.19.

Exp. No. 9046 ( 115—197 )
FINAL REPORT

RIEME/ R
B(A, ESRICIITEE ES, MfFrEIT).
iR TIIREZE.

ARE
3.3kPa (25 mmHg)

RYBWEOBE
fERtE « FIMEIRIA T, RRUTBSHY X 2 ED 50
BEM  BUIEME, B, 82 YOREREG 3.
BEOHBMERRD 5.
MR EITAD LMEREL, KESRCT
BEREEE (A7 - B85 2EAL, BMVSAAEY, B, REB X USRS
A AN 5 R 0l I

Bt
SHEOEE (5 M) LDy, 1350 mgke

BARFER DN

EBKTHE, 1.0 g 2RIMRAFRRIETEREEOEET T #—IURFL, &
VIIREMSH OO0, BRMESEEFLE 2 L TEAY— 3 FIEHRSHC
RHI L. S ofEE (2005 48 11 A 22 BfHERE), #BWESHBHMPRE Th-o
ez LSRR INT.

13. RBHELS L UHEE

13.1.

oy S
WEE RV AEREAREZERRCBVGRESHEY A R4 L CIIRBEEIEE
SNTWAZ b, RBEKEL LTRD s BEOEKELER L.
ZXIFT7 R TA100 (& RFT U BERMEDHEHEHARY)

FRIFT7AE  TA9S (ERFUUBERHEDT L—AT 7 M)
XXIFT7RE  TAI535 (& RF- U BERMEDIFEETHE BT

FXIFTRE  TA537 (ERXFPOUEREDT L—A T M)
KIFE WP2uwr 4 (F V7 b7 7 VEREDEESTERAY)

FXIFTAEIZI983E9 A9 RIZH D) T A=TKE (=A 2REER) 06, %
7o, REBEIZOVVTIX 1983 43 A 16 BICESEARERET 3 EERMLRSEEN
RFED o5 EZITTL.

200449 H 6 B~F4E9 A 9 BICEKROIFERELZERL, HEOREZHFEFLT
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13.2.

13.2.1.

13.2.2.

13.3.
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WHEKREZRRICER Lz, FEROBERBIRICY A FALALVFEFT K (DMSO, GC
A, BHEE99.9%, Lot No. K30049278, Merck) ZZAEH 80 : 7 DRIATHRM L%,
BRERT 2—712 02 mL FORE L. ZhEREZRE BT L%, B
B7 Y —H— (MDF-U71V, ZHEE A4 AT 10 ; BREME : -80°C, EHEfH : -60°C
LITF) R

B Hh DR

Bob /N — 2EREARIE (FL—F)

TAAT 47 AN E5Hh (2005 453 A 8 AR, LotNo. ANI200CU, 7V > ¥ /VEER
T 2RBRICERALEZ. 27— M3, Vogel-Bonner BVEEME 28 ﬁM 30mL %
FERNC Y —VIZRELEDDTHS.

B 7 N3 — 2R EREE OB A LLFIOR L.

Wilg~ 7 X7 Atk 02 g
7 . Bk 2 g
PINT 7 & Sy B Ry NN 10 g
VU ART E= YA | 192 g
VN el VRN 066 g
D) Fa—x 20 g
#EX (BA-30A, LotNo. 40721, FEFRMAIE) 105 g
FREbK 1000 mL
hoFTH—

BT P A 0.5 whv%B X UK (Bacto-agar, Lot No. 3069265, BD Diagnostic
Systems) 0.6 wv%Z S ikEREZA— 7 L—7CBE L. XXIFT7REZHAVD
HBROFE, 0.5mmol/LL-t XAF T (Lot No. 308C2055, BIHALS) 33X 01%0.5 mmol/L
D-E4F > (Lot No. 301C2275, BASALS) /AEH 2 2RISR 10 BRICXT L 1 FEMZ,
RKBEEZ AV AREEROBA, 0.5 mmol/L L- Y 7 h7 7 (Lot No. 008D2026 [FIEFR
FERER), LotNo.211D2047 [4388%) BAm{LE) AWEERICL 1 FRMZ .

REBREPRORIIEE

NER 200 mL DY IZAMEZAT7 TR 25 wh%b=a—h) T b TR
(Nutrient Broth No. 2, Lot No. 298714, Oxoid) ¥5##k% 25mL /3L, ZIUCRARELT=
BB SOpL B L2, 75 Ra% s — ARy z—Hh— (ML-I0F, ¥4 7v7)
ICERE L, HEEBAE TOM, REBE 4°CICHEBE L., T0%, 37°C DR T 8K
fit® (100[8],4)) HEEL-. BBRECEROEELERL, HRERITERTHR

TR L.
-9.
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ATP7 # bA—F— (VIFRF—K-100, Fy3—<) ZAV, RBREKROLS
¥ 1.0x10°/ mLE ETHD Z L B LTz, EERERORITR LT
A (x10°/mL)

& TAI00  TA1535 WP2urd  TA9 TA1537
FERRERBR 3.50 3.22 4.70 3.92 1.47
IBIERER 3.79 3.65 — 321 1.72
AR 3.02 2.79 3.03 249 1.20

S9 mix

B 6 » B LMD S9 mix (Lot No. FSM-523 [ I BSR EaBIs L UNEImEER], Lot No.
FSM-526 [A38R]), ¥va—<>) 2RBRIEA L. FEAFECRERY YV —F—
(RRTEME : -80°C, EHEH : -60°C LLTF) ITRFELT. '

S9 DOFERS .
S9 OB OBMTE, 4, R, FEMEROWICHEESEELZUTIORLE.
FBRERR, B FRER
oy +ES | RAA-523 RAA-526

BEFA z(ggwg&ga?ﬁé@séa) 20057 AV R (RE)

=R 5> b : Sprague-Dawley 5%
e EE | 7 B
kB 207~243 g 215~259 g
s FrFiieg ,
FEYME | Phenobarbital (PB) 33 KU S5,6-Benzoflavone (BF)

#E5E& | PB: 30mgkg 1E (1HA),

BLO 60mgkg 3H (2~4 AH)
#5R% | BF: 80mgkg 1[E (3HH)

®EFE | BEARS

EBEE | 26.05mg/mL 25.58 mg/mL

-10-
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S9 mix DAERRK
SOmix 1 mL POEFLTITRLTE.

S9 0.1 mL
MgCh 8 pmol
KCl 33 pmol
G-6-P 5 umol
NADPH 4 pmol
NADH 4 umol
Na— Y ESEER (pH 7.4) 100 pmol

R RIR oW

&K&&%Etim:%? DMSO IZHfET D Z L b, HRYEEZELF 2T ——
TEROTHKAE%E1To7- DMSO (Lot No. K31758278, Merck) ([Z¥fE L, FHRURIK
L7

REREABRTIX, FREMCERYE 400 mg 2REICREY, BREMEIHRBECB
L7z, ¥ 6 mL @ DMSO (ERWLEL) Mz, S LR OEMEE. E56IZ, DMSO
ZMZT8mL IZERL, RBURIK (50.0 mg/mL ¥&K) ZY¥EML7-. 4.5mL ® DMSO
IZZ M 50.0 mg/mL FHAYEHE 3 mL IZM X5 Z &i2X Y 20.0 mg/mL HHEKZ AR L7z
LTS A RENERIT = L2k ), 800, 3.20, 128, 0.512, 0.205 33X TX0.0819
mg/mL FWRZ R L7, FEME, FeNEALE. £, BERERR (BIRR)
T, EREAMIEBRYE 200 mg ZBEBICRY, BBRMERBREICB L%, H8mL
D DMSO (ERYEED) 2Nz, SR L2H b ¥z, E51Z, DMSO #/12 T 10mL
IZEA L, RBUFIK (2.00 mg/mL BHK) % ¥ L7z, 3 mL @ DMSO {Z Z @ 2.00 mg/mL
PRBURIK 3 mL 225 Z &1k Y 1.00 mg/mL BHRERBE L. LLFREEZFREIR
KATH Z &2k v, 0.500, 0.250, 0.125, 0.0625, 0.0313, 0.0156 35 X T} 0.00781 mg/mL
VAT L. B, EOMICHA L.

ARB T, FEAEMHEERYE 300 ng ZREHICEY, BERXRBREITB L%,
¥14mL O DMSO (BEREE) Nz, HE LN oI, E5HiZ, DMSO Zl
2 T6mLIZERL, REEE (50.0mg/mL %K) ZHfE L. 3.0mL O DMSOIZZ
@ 50.0 mg/mL BB 3.0mL £MZ 52 L2k 250 mg/ml WRERR L. UT
FERRARFREZNERITO Z £1T LY, 125, 6.25, 3.13, 1.56, 0.781, 0.391, 0.195, 0.0977,
0.0488, 0.0244, 0.0122 B X Tr0.00610 mg/mL EKRZRE L7, AR, HOTER
L7

-11-
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13.6. S FREE
136.1. BEatE ) xR
BB OEETH D DMSO %R Lz,
13.62. BBMERR

TREIE DB R E AR (RSEHIR : 2006 €69 A 1 A, AV X AERTE)
ERRICERA L. HARE CRIERY Y —F— GREM : -80°C, EHEE : —60°C LU
T) TRFL=. BHERmEARLUCARS LU TIOR L.

AF2 227U MW)3-G-=ha2-7 U MTZIUAT IR
NaNj; TIF MY T A

9-AA 9T ITIYVERE

2-AA 2T IJTURTEY

CRBREECRIEFET -89 AUE)

AR BEEe R
w0V PR v mmex =oiEm
L—b)  (pg/mL)

XXIFTRHE
TA100 AF2 200523 0.01 0.1  050203AF01
RXIFTRHE
TA%8 AF-2 200523 0.1 1.0 050203AF10
FXIFTAHE
TAL53S NaN; 200522 0.5 50  050202N
RXIFTRE
TALS37 9-AA 200523 80 800 050203A9
KipE
Al AF-2 200523 0.01 0.1  050203AF01
(RBNEECRTEAET © +S9 AR _
XXIFTAE
TAT00 2AA 200522 1.0 10 050202A210
FAIFZAE  pan 200522 0.5 50  050202A205
TA98 '
R XIFT AR
TAL535 2AA 200522 2.0 20  050202A220
FRIFT7RE
TALS3T 2AA 200522 20 20 050202A220
KAGE '
iady 2AA 200522 10 100 050202A2100

7B, INLORERY 'ZFHECRBIIERFEMRR—FT X bVA KA & GLP)
(FEEREEESMEFWERERR, 1991 4) [CHELCTRELE.

-12-



13.6.3.

13.7.

13.7.1.

13.7.2.

13.7.3.

13.7.4.

13.7.5.
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ERRR
BRI TR 75 TNC S9 mix ICoWCIHERRBR R B Lz, +72bb,
PRI 100 pL & 2V M S9 mix 500 pL iZ by I 7 H—% 2mL HML, 7L— kb LEiT
HEWE. 37°C OFET 48 R L7otd, MREROFELER L. RARRB X
RS9 mix DVYFIUZHONTH 2 D7 L— M W TEERRZ ER L.
2-ethylhexyl vinyl ether FREUFHE7: & UNT S9 mix DERERBRITBVT, BEOHGEIIEED
5V (A9 Ry el ‘

RESERR (THRRR)

RE -
HA K54 EEDONERBHARETHS 5000 pg/ 7L — 2 BEHAREEL, BT
2000, 800, 320, 128, 512, 205 BXT8.19ug 7L — i 8 ARZRE L.

R V— MG L USERIS B

HAEY7=9 37 1L— 2RV

WA > 7 ZRVTREREN, S9 mix OHERSICHREMRETDIZLIZIVET
L— M &R L.

TRIE B BV IR E O L USRS

REET, T, SBRYEIRD D\ BB E TSRS 100 pL, KO CRENE
HALRIEEET (SO ) OF4, 0.1 molLF Y 7 .Ah - VU EEHEK (pH 74) %
500 pL, RENEHELREIET (S938) OHA, S9mix% 500 uLAELRE. X HITAT
e U7 RABREREIR 100 pLEMZ 728, VA —F — R z—F— (M-100%, ¥
AT v 7)) ZRAWT37°COFRMT 20 HfERE 120 B 5, VAo Fa—al)
Liz. IREBKTHE, by TH2mLzHML, ARBERE L. 20%, BEKE
FV— b RICEE RIS . 1888 (SSV-R11DA, MEEL) 2V, £71—b
% 37°COSRMFT 48 R L s

W OBER
BAEEIZ Y ‘T EBRMERFR L U 1 wh—ﬁahﬁﬁ# HBRWRENTHSORELA

oo =—EHA

BEBMEOABREERLZHERTS-D, 7L— b EORBHEKR FEH) OLFBWR
BBIZOWTRATEMEE (x40) ZAVWTER L. RWT, ERERERIZIVAELR
oo R L. BHCBEEL I, Sn=—TF I P— (CA-1l, LRTFAY
AT R) BV, BREFHEZRLNIEIE L L EE2ERE L Con=—K2EH L.

-13 -
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13.8.

13.8.1.

13.8.2.

13.83.

13.8.4.

13.8.5.
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7221, RRERIIAT AMEOATHEEMERICEL Y, —S9 443, TA100 Bk 320 ug
/7= MIEDORR TR an=—7F 71 ¥—0ERIFEN L ¥l L, BRICTE
Ban=—0HEEER L.

FRBERR GEIE

FBRERROMESR, FIAEREED TA100 B, TA1535 Bk, TA98 BRI X LR TA1537 #RiZ
BOTERHEEMERMRE TH Oh, FHERED 4 RRICHICRD -7 2 LA DIBIR
BEERELE

Jiih:
RERTERBOBERZEIL, £FHEESBEDONS LEXONDHEZRSHER,
ROFITR LIz 6~7 HBREZRELT-.

(RBHEMHCREAET « —S9 40

Btk HE (w7 v—»8)
TA100 0781 156 313 625 125 250 500
TA1535 0781 156 313 625 125 250 500
TA98 0781 156 313 625 125 250 500
TA1537 0781 156 313 625 125 250 500
CRBHEEERIFFE T : +59 08E)
(73 HE g/ 7 v—Nh)
TA100 625 125 250 500 100 200
TA1535 625 125 250 500 100 200
TA98 625 125 250 500 100 200
TA1537 625 125 250 500 100 200
B L — N L UL
1372\ ZTROFHEITHEL 7=,

HEERTE 3 D\ NN R E OIS X U
13.73.AZFEMOFBITHE L. 7272 L, U —F — A =—HF— I MM-10(Z A T >
7Yy RV,

HriH&Engig
13. 74RO FHEIZHEL -,

o =—EGEHR
13.7.5. BB D FEICHEL 7-.

-14-
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13.9.

13.9.1.

13.9.2.

13.93.

13.94.
13.9.5.

13.10.
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AR
HE

RERERRBLUCHERTEHR (BIRAR) OFR, £ TORREKICBVTAE
FERBD OGN, £, BREMIEED O Lk T, XRRTIIALE
FAESHED NI EEZEXONIHAREZREHEL L, ROFXITRLI- 6 HEZRELE.

CRBHEMHERIEFAE T - —S9 J03E)

253 AE (wg/ 71—1F)
TA100 0610 122 244 488 977 195
TAI535 0610 122 244 48 977 195
WP2uvrAd 156 313 625 1250 2500 5000
TA98 122 244 488 977 195 391
TA1537 0610 122 244 488 977 195

CCEHEAEALRIFTE T : +S9 4)

53 BE e/ 71v—1)
TA100 488 977 195 391 781 156
TA1535 488 977 195 391 781 156
WP2uvrd 781 156 313 625 1250 2500
TA98 977 195 391 781 156 313
TA1537 488 977 195 301 781 156

FER7V— MEB X USRS
13.7.21Z0B8 L - FiEic#E U,

BERYE B DI IR E OAERRS K UM

13730 LI HEICHE L. 2L, va—F— AT x2—F—[IMM-10 (#A1
Tv7) BRAVWE.
FHHEO#HER

13.74.1ZC8E L7 FIEICHEC 7=,

2w =—HEHE

13.7.5.150#8 L 7- FEAICHE U 7.
Fov D ATR: Jas

Rttt iR LU E RO EREIRER 2 o =—IIERT — # O RO 7= EHEE
NTHDZ L. BIERRO 2o =—EIRRattRED 2 5282 5 2 &. U kDS

-15-
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HFERT LTSS I BB LTz ST L 7=,

1311 FREROMIT
| ERER v =—HSRRERTRO 2 BB L, Sor 0N BREEED S
VNIEEMESRD DR SICEE S HIE L.
HEHPNFEREE AR EIZER Lo 7.

14. RBRER

141 FIRBUERBR
FER% Figure 1~5 B X ' Table 1, 21T/RL7=.
2-ethylhexyl vinyl ether MBRDFE, -S9 WFR7R B UNI+S9 MERDOV VTN OREREERIZ
BOTH, ERERD o =—HOEMNIERD bhkdoT. RBREKCRT 5 4HRE
fERIY, —S9 RIS K UMS9 DL TOEMKIZRBWTHRH LI, TA100 Bk, TA1535
Bk, TA98 BRI KT TA1537 R CIIAFRE 2R SRV AR 4 BT /2d o 7.
—%, BHEXREIY, SRBRERCN L CTHERERERLHEEICHER L.

142. FRMROWHE (ERERR)
SAERBRAARFIZ, +S9 AR D 5000 pg 7 L — b DR CHEEROFT AR D bive.
a v =—HEHRRC WO TE, TTHEOB BRI ho Tz,

143.  FERERR (BINHR)
¥R % Figure 6~9 3L ' Table 3, 4 1R, _
2-ethylhexyl vinyl ether SABRDIFA, —S9 AF & TNT+S9 AERDV VT DORBRERRIC
BNTH, BIRERau=—EOEMIRD bhihote. £, BEBRERICHT 54
BHEERL, MUEOLTOEKRIB O CEHAER TR L.
—%, BHERWHEY, FRBREKIC L CERERERFEZICHER L.

144,  ERGERE GEIRR)
ERBARE S & R 1 = —BEHARR, A S O LB S o Te.

14.5. ARBR
#ER % Figure 10~14 33X Table 5, 6 {ZR L7,
2-ethylhexyl vinyl ether AMBRDFE, HHRER oo =—HOEIMIFED bI/edoT:.
Eie, RBRBROST3AFHEEERL WTIhbEARRTHED L.
—75, BAESRGEIL, MBRERCOY L TRRERREREREICHELT.

146. FEMEOITHE GEIRER)
WBEBIERS I X R o =—HEHARRC, TS OB TER SN2 T

-16 -
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15. BRBIURR

2-ethylhexyl vinyl ether DIBEF ISR ERFRIEDEEL BT 2720, ME (X3
F7RE - KR RV LA U F a_—Ya VERIL L AERERERRB L B
L7=.

HA R4 EED LN BERAETHS 5000 pg/ 71— b BVIIRBREKROLE
BEMAETHHEE TRET L7ZRER, 2-ethylhexyl vinyl ether ZUBBEETIX, ABREHLR
FIFE TR L URBEEHERFETOVTZRN TS, BIEIRO 2 F2BX5 X5
RERER 2 0 =—EOBMIZED bhiahoT-.

INOMABETORBRERIL, AERERAR, FEMRRSLUFERICLY BE
AR S .

FAFBRYE 2-ethylhexyl vinyl ether {22\ T OBMEEMERR D UNIREBAMEIZEET 58
HiXR2h ot

, BRI 2bb, B THS hexanol, 2-ethyl-36 & X ethylhexyl acrylate DB{EEEMEAR
LUNTRPAAEICEET 2 8E L R o T

7238, RBAERE X UBHEHROESERER 2 v =—503, WIhbYEROER
T —% (Appendix 1) 2»HRDE-EBEFNTH Y, RERBIEFHERMI LI Lb,
LRBLEE e TERINZ b0 LEET S .

U EDORBEERND, UL TIZR T, 2-ethylhexyl vinyl ether ORI
LSBT RRERFRIEIIRME L HE L

-17-

_‘]4_



Exp. No. 9046 ( 115—197 )
FINAL REPORT

16. BEL LRH
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Table 1. Summary data on dose-finding study of 2-ethylhexyl vinyl ether
[ Non—activation method : -S9]
Revertant colonies per plate [ Mean * S.D.]
- Compound Dose : ‘
(hg/plate) TA100 TA1535 WP2uvrA TA98 TA1537
2-ethylhexyl 0 a) 129 130 136 15 15 13 22 24 22 20 20 16 7 8 7
vinyl ether 132 * 4] 14 * 11 [ 23 * 11 [ 19 * 2] [ 7 + 1]
8.19 107 101 115 8 12 12 22 22 20 20 18 19 7 9 8
108 t 7] 11 + 2] [ 21 t 11 [ 19 t 1] [ 8 t 1]
20.5 75*  69* 70 * T+ 12 8 * 20 21 18 15% 18+ 15 * 6* 8 7 *
71 x 3] 9 + 31 [ 20 + 2] [ 16 + 2] [ 7 * 1]
51.2 79* 64* 66* 5% 9 9 = 18 14 18 16* 1le* 13 * 5% 5 5%
70 + 8 1 8 * 21 [ 17 * 2] [ 15 * 2] [ 5 x 0]
128 59* 65* 67*% 7 * 6 6 * 22 18 20 16* 18* 18 * 5% 6 3%
64 * 4] 6 + 17 [ 20 * 21 [ 17 + 11 [ 5 + 2]
320 23* 27* 40 * 7* 5 7 * 21 24 24 18* 12 12 * 6* 3 4 >
30 k4 91 6 * 11 [ 23 + 2] [ 14 x 31 { 4 T 2]
800 18* 20* 15* 7 * 4 6 * 20 19 22 12* 13* 12 % 5% 5 3*
18 + 3] 6 + 21 [ 20 . ¢ 2] [ 12 + 1] [ 4 + 1]
2000 13~ 12* 20~ 6% 6 7% 20 18 23 13x* 8 * g * 1* 4 4 =
15 * 4] 6 + 11 [ 20 + 3] [ 10 * 31 { 3 x 2]
5000 le* 21* 15* 6 8 6 * 16* 14* 15* 13+« 14* 17 * 3% 4 4 *
17 * 3] 7 * 11 [ 15 * 1] [ 15 + 2] [ 4 t 1]
Positive control 806 820 849 b) 589 511 562 c) 104 130 122 b) 596 530 535 d) 352 282 266 e)
[ 825 + 221 [ 554 + 401 [ 119 + 131 [ 554 t 371 [ 300 + 46 ]

: AF-2,

Negative control (Dimethyl sulfoxide,
: AF-2; 2-(2-Furyl)-3-(5-nitro-2-furyl)acrylamide, 0.01 pg/plate c):
9-Aminoacridine hydrochloride,

0.1 pg/plate

e):

9-AA;

Growth inhibition was observed.

100 pL/plate)

NaN3; Sodium azide,'O.S ug/plate

80 pg/plate
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Table 2. Summary data on dose-finding study of 2-ethylhexyl vinyl ether

[ Activation method : +S9]

Revertant colonies per plate [ Mean * S.D.]

Compound Dose -
(ng/plate) TA100 TA1535 WP2uvrA TA98 TA1537
2-ethylhexyl 0 a) 104 122 114 15 10 13 25 26 22 28 34 33 16 14 21
vinyl ether [ 113 + 91 [ 13 + 31 [ 24 + 21 [ 32 + 31 [ 17 + 4]
8.19 1le 121 115 17 14 13 21 21 22 33 29 29 15 13 14
[ 117 * 31 [ 15 + 21 [ 21 * 11 [ 30 + 2] [ 14 + 1]
20.5 124 117 111 15 11 11 16 20 20 27 26 24 14 11 14
[ 117 + 71 [ 12 + 21 [ 19 * 21 [ 26 + 21 [ 13 + 2]
51.2 116 119 106 16 15 18 21 21 18 30 24 27 14 16 21
[ 114 + 71 [ 16 + 21 [ 20 * 21 [ 27 ot 31 [ 17 * 4]
128 T4* 79* 67 * 9* 5% 8 * 23 25 20 23*% 23% 20 * 13> 15* 9 *
[ 73 * 61 [ 7 + 21 [ 23 + 31 [ 22 * 2] [ 12 + 3]
1320 63* T79* T6* g * 9x* 9 * 20 27 25 19> 12* 19~ Tx 12% 9 *
[ 73 * 91 [ 9 + 11 [ 24 * 41 [ 17 x 4] I 9 + 3]
800 67* T0* T4 % 6% 6 * 5% 19 20 20 20% 1e* 20~* 9% 6* 10 *
[ 70 x 41 [ 6 * 11 [ 20 + 11 [ 19 + 21 1 8 + 2]
2000 53* 59* 55 % 6 * 9= 7% 16% 20% 15%  22% 20% 17* 10~ 7* 8 *
[ 56 + 31 [ 7 * 21 [ 17 + 31 [ 20 + 31 [ 8 * 2]
5000 48* 64* 56 9% 10* 8 * 20% 22+% 15 * 19% 21* 20 * 8 * 6 * 6 *
[ 56 * 81 [ 9 + 11 [ 19 + 41 [ 20 + 11 [ 7 x 1]
Positive control 808 768 867 b) 286 252 276 c) 522 501 495 d) 321 360 337 e) 121 133 138 c¢)

[ 814 t 50] [ 271 * 171 [ 506 + 147 [ 339 * 201 [ 131 + 91

a): Negative control (Dimethyl sulfoxide, 100 pL/plate)

b):2-ARA; 2-Aminoanthracene, 1 pg/plate «c):2-BA, 2 ng/plate d):2-AA, 10 pg/plate e):2-AAR, 0.5 pg/plate
* 1 Growth inhibition was observed. :
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Table 3. Summary data on dose-finding study of 2-ethylhexyl vinyl ether (Additional study)
[ Non-activation method : -89]
Revertant colonies per plate [ Mean * S.D.]
Compound Dose
(ng/plate) TA100 TAI535 WP2uvrA TA98 TAL1537
2-ethylhexyl 0 a) 105 116 108 12 12 13 25 21 20 7 9 11
vinyl ether [ 110 + 61 [ 12 + 11 - [ 22 + 31 [ 9 x 2]
0.781 128 111 119 10 12 9 27 26 20 10 5 6
[ 119 * 9] [ 10 % 2] [ 24 + 4] [ 7 + 31
1.56 115 109 105 9 12 12 21 26 23 13 9 8
[ 110 + 5] [ 11 + 2] [ 23 x 3] [ 10 + 31
3.13 118 107 109 16 14 13 27 23 28 12 11 9
‘ [ 111 * 6] [ 14 + 2] [ 26 + 31 [ 11 + 2]
6.25 100 109 109 12 10 11 27 25 24 .12 9 11
[ 106 e 5] [ 11 + 1] [ 25 * 2] [ 11 T 2]
12.5 92% 98%* 97 * 10* 8% 7 * 22 23 20 3* 6 6 *
[ 96 * 3] [ 8 * 2] [ 22 - 2] [ 5 * 2]
25.0 72% 66* 69 % 5*x T 7 l6* 15* 19* 7* 6 4 *
[ 69 + 3] [ 6 * 11 [ 17 * 2] [ 6 + 2]
50.0 60* 72* 65 Tx  8* 12* 14+ 13* 3% 3 5 *
[ 66 * 6] ( 8 + 11 [ 13 + 1] [ 4 * 1]
Positive control 732 797 778 b) 628 646 640 c¢) 638 660 595 d) 209 285 283 e)
[ 769 + 33] [ 638 * 91 [ 631 + 33] [ 259 + 43 ]

a): Negative control (Dimethyl sulfoxide, 100 pL/plate)

b): AF-2; 2—(2—Furyl)—3—(5—nitro—2—furyl)acrylamide, 0.01 ug/plate c)
d): AF-2, 0.1 pg/plate e): 9-AA; 9-Aminoacridine hydrochloride, 80 npg/plate
* : Growth inhibition was observed.

NaN3; Sodium azide, 0.5 pg/plate
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Table 4. Summary data on dose-finding study of 2-ethylhexyl vinyl ether (Additional study)
[ Activation method : +S89]
Revertant colonies per plate [ Mean % S.DJ
Compound Dose
(ug/plate) TA100 TA1535 WP2uvrA TA98 TA1537
2-ethylhexyl 0 a) 121 118 113 12 15 33 29 13 17 16
vinyl ether 117 + 4] 13 2] 30 3] 15 + 2]
6.25 110 116 109 11 13 25 34 13 15 12
112 * 4] 11 2] 30 51 13 * 21
12.5 105 103 106 12 9 29 27 17 19 11
105 * 2] 10 2] 29 3] 16 * 4]
25.0 102 109 - 107 11 10 28 29 17 16 14
106 * 4] 12 3] 29 2] 16 + 2]
50.0 107 111 111 12 16 34 30 16 12 14
110 + 2] 13 3] 31 3] 14 * 2]
100 85* 92* 87* 6* 9 * 28 31 11* 13%* 9 *
88 + 4] 7 2] 28 3] 11 * 2]
200 74* 68* 68 % 7% 7 * 25 % 22 % 10%* 8 * 8 *
70 x 23] 7 1] 25 3] 9 x 1]
Positive control 1048 980 1021 b) 370 392 ¢) 341 350 e) 106 115 130 c¢)
1016 =% 341 [ 374 171 [ 367 371 [ 117 + 12]

a): Negative control (Dimethyl sulfoxide, 100 uL/plate)
b):2-BAA; 2-Aminoanthracene, 1 pg/plate c):2-AA, 2 pg/plate e):2-AR, 0.5 pg/plate
* . Growth inhibition was observed.
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Table 5. Summary data on bacterial reverse mutation test of 2-ethylhexyl vinyl ether
[ Non—activation method : -S9]
Revertant colonies per plate [ Mean * S.D.]
Compound Dose
(ng/plate) TA100 TA1535 WP2uvrA "TA98 TA1537
2-ethylhexyl 0 a) 107 106 106 11 12 13 21 26 22 25 20 24 12 8 12
vinyl ether [ 106 + 11 [ 12 * 17 [ 23 * 31 [ 23 + 3] 11 + 2]
0.610 115 110 108 10 13 12 6 12 9
[ 111 + 41 [ 12 + 2] 9 + 31
1.22 106 112 101 9 10 9 20 26 21 10 13 11
[ 106 + 6] [ 9 + 1] [ 22 + 3] 11 + 2]
2.44 121 111 106 13 15 11 ‘ 21 20 22 14 11 11
[ 113 + 81 [ 13 + 2] [ 21 * 1] 12 + 2]
4.88 104 110 106 14 14 11 21 21 21 10 10 8
[ 107 + 31 [ 13 + 2] [ 21 + 01 9 + 1]
9.77 93* 83* 96~ 6* 11% 8 * 25 21 20 9% 6 9 *
[ 91 T 71 [ 8 * 3] [ 22 * 31 38 * 21
19.5 2% 67* T9* 6 * 5% 4 * 19* 20* 20* 7* 7 6 *
[ 73 * 6] [ 5 - 1] [ 20 + 1] 7 + 1]
39.1 16* 14* 18*

a): Negative control (Dimethyl sulfoxide, 100 plL/plate)
* Growth inhibition was observed.
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Table 5. -Continued
Revertant colonies per plate [ Mean * S.D.]
Compound Dose
(ng/plate) TA100 TA1535 WP2uvrA TA98 TAL1537
2-ethylhexyl 156 20 24 24
vinyl ether [ 23 + 2]
313 22 20 21
[ 21 * 1]
625 20 25 25
[ 23 + 3]
1250 22 20 21
[ 21 + 1]
2500 21 22 22
[ 22 + 1]
5000 12% 14* 14%*
[ 13 * 1]
Positive control 827 768 790 b) 596 609 602 c) 121 106 118 b) 713 728 695 d) 254 231 244 e)

[ 795 * 301 [ 602 + 71 [ 115 + 8] [ 712 b 171 [ 243 + 12]

b): AF-2; 2-(2-Furyl)-3-(5-nitro-2-furyl)acrylamide, 0.01 pg/plate c): NaN3; Sodium azide, 0.5 npg/plate
d): AF-2, 0.1 ng/plate e): 9-AA; 9-Aminoacridine hydrochloride, 80 pg/plate
* : Growth inhibition was observed.
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Table 6. Summary data on bacterial reverse mutation test of 2-ethylhexyl vinyl ether
[ Activation method : +S9)
Revertant colonies per plate [ Mean * S.D.]
Compound Dose
(ng/plate) TA100 TA1535 WP2uvrA TA98 TA1537
2-ethylhexyl 0 a) 112 104 114 12 14 10 25 26 22 35 38 36 23 21 20
vinyl ether [ 110 + 5] [ 12 + 21 [ 24 + 2] [ 36 + 2] 21 + 2]
4,88 109 113 119 14 11 12 16 19 20
[ 114 * 51 [ 12 + 2] 18 + 2]
9.717 115 122 114 11 10 11 34 31 34 22 20 18
[ 117 * 41 [ 11 + 11 [ 33 * 2] 20 * 2]
19.5 118 124 116 9 14 12 29 32 35 21 18 20
[ 119 + 41 [ 12 x 3] [ 32 + 3] 20 * 2]
39.1 126 117 117 13 12 10 37 31 37 18 21 18
[ 120 * 5] [ 12 + 2] [ 35 + 31 19 + 21
78.1 92* 85* B8l ~* 10* 7 * 9 * 23 28 24 38 36 31 16* 20x 19*
[ 86 + 61 [ 9 + 21 [ 25 + 31 [ 35 * 4] 18 + 2]
156 74* 85* 8O * 8* 10%* 6* 22 23 21 28* 28* 26%* 12* 1le* 13 *
{ 80 + 61 | 8 * 21 [ 22 * 11 [ 27 * 1] 14 t 2]
313 26 23 24 23* 26* 28*
[ 24 + 2] [ 26 + 3]
625 29 26 26
[ 27 + 2]
1250 23 23 22
[ 23 + 1]
2500 19% 20% 17 *
[ 19 t 2]
Positive control 1195 1163 1111 b) 434 460 414 c¢) 527 516 495 d) 403 424 441 e) 143 190 142 ¢)
[ 1156 = 421 [ 436 * 231 [ 513 + 161 [ 423 + 191 [ 158 + 271

a): Negative control (Dimethyl sulfoxide, 100 nL/plate)
b):2-AA; 2-Aminoanthracene, 1 pg/plate c):2-AR, 2 ng/plate
* : Growth inhibition was observed.

d):2-An, 10 pg/plate

‘e):2-AA, 0.5 pg/plate
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Er

WHRRBREMET D invino BRBH IZ38V T, 2-ethylhexyl vinyl ether HREKRELHE
L2V O LM L.

2-ethylhexyl vinyl ether DERFHIZHOWTRAKREBREOFTEL BRI B0,
F A =—X +« NARF—FRHEFIEE (CHLIU) %8V 2 in vitro ReBERERR
2iTo7%. ’

& 57> LR LI MR R R R AR RFRBROMBEZRE L.
Yo R M BB CI LIRS AR SO AL & CNITIRIHSO AT 303, 785 33 XTX 1570
pg/mL @ 3 FARIZ W TSI SR > T LTz

FORER, 2-ethylhexyl vinyl ether QUEBREDIBS, HFRFREIERIE-SO BRI LTS 4L
HOWTIIZIBN TS, BARERREARE BEREROICERE) OFRIIFED
baholz. UEDRERLY, oI, EHlsRk 24 FEERFICIVTS 393,
785 BX TR 1570 pug/mL @ 3 AEIZOW TSR L=, RRBREICRBNT
%, 2-ethylhexyl vinyl ether ZLERIZ L DGR Y BERELROCIZENEYR) OFR
138D bR - T

RERE MR E-S9 A X USERAABEOBMNRHE TH D1 bwf v C
(MMC) 72 bINTRHSY ABRDBBALRRIE S 7 1R A7 7 I K (CP) ERETIY, B
BABERKOHBHEENR LR LTHY, BESR LR L CREHENICER

(p<0.025) 72¥EMN%ERLUTE.
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=
2-ethylhexyl vinyl ether DIFFLIERERAIEZ AV AR EARR AR

HEEN
BEBRIE D in vitro \Z31T 5%@#&%%1&%&%&5.

WL L= A R4 B L USHESE LT GLP

HA RIA

o FHULEWEZETRIBROFEICOWT (B 154 11 A 21 BEARE 1121002
%, W15 11- B3 RRE 2 5, BRIREFE 031121002 B) ‘

* OECD Guideline for the Testing of Chemicals 473 (21st July 1997: In vitro Mammalian
Chromosome Aberration Test)

GLP

o FRILFWEEIRIRRE T 5 RABRMRICEET BV T (BRR 154 11
A 21 BEARZEE 1121003 B, FRE15-11-17 8FE 3 B, BHECRE 031121004 )

¢ OECD Principles of Good Laboratory Practice (as revised in 1997), ENV/MC/CHEM(98)17

RREE
9047 ( 115—198 )

R
T437-1213 ##E REE BT H 582-2
MEEA BRBERGZSETMEE ¥ — B Ltk r¥—)
Tel: 0538-58-1266  Fax: 0538-58-1393

BREEE
T100-8916 AHTREAXKENBE—TH 2% 2 5
EAFEE ERERR FEETER WHYERSNRE
Tel: 03-3595-2298  Fax: 03-3593-8913
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12. FRAR
HERBALAE - YR 1748 A 16 H
LR : PR 1748 A 2 B
[mpa s HIEAER]
PRV EIRRELE - VR 1798 A 22 B
PR ELER FrR 1748 A 22 H
HRAETRERHIA - YRR 1798 A 23 B
[Seafh R EAER]
R EREA YR 174E9 A 8 B
BEREAER - YRR 1749 A 8 R
R fEAERLE - . ERR1T#E9A9H
LEABIEETH - TR 17410 H 13 B
ERHETH ¢ ¥Rk 174610 A 13 B
HBRIETH - WRL184E9 A 11 H
13. #BWE
13.1. TR E 4
2-ethylhexyl vinyl ether (2-TFANF I /=L =/ l=T—F )
132. vy hRE
05A001

_25..
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13.3. Pl

99.9%
13.4. it

AR —A FIERESH
13.5. HAMEA B

200543 11 A
13.6. RERE

WX, BEFET (1~9°C)
137. R '

T X — R EREE (H-2 : 328 32~7.7°C, 2005 4 3 A 14 B~2005 £ 8
B 19 B ;6 B8 2 BREBWERRIEN M < /VF 7 —F—ch. 41 : FHHE 3.1~7.7°C,
200558 A 19 E~20054£11 A 1 H) '

13.8. b4
2-ethylhexyl vinyl ether

13.9. CAS No.
103-44-6

13.10.  {LFEEE

1311 2HFX
CioHO
13.12. HFE
156.27
13.13. R OREE
| SRR
13.14. TSRRME
VRARPE : 0.05g/100 g 7K, #9157 mg/mLDMSO (4HERDRBRIZ L 5)

-7-
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Rt
BA, BESRICIITRE (B, DMEEZY).
RBIE TIIARRE.

RIE
3.3kPa (25 mmHg) (73°C)

By & EDER
fERRME : FIRAMERIE T, RRUIMBRET R E/ED 90,
B  ARUIEE, B, BRCOBELEETS.
BEOHEBYERRHS.
BIEPBICAD LEERER L, REZEZT.
WEVRRER (v X7 - %) 2HEAL, RWORAAEY, B, BRERICIERICH
N2nE STl

Bt
SHREOEE (5> B) LDy, 1350 mgkg

BAREBE DN

EBRKTE, 1 g TRMRFEREREEE OFET TR F—ITRFL, &Y
REEEIT OO, HRUESEREREE L L TRIGTISRA L. afofR
(2005 42 11 A 22 BfHR), SRYESHBHIRPRE ChoZ LR S

14. BEBHIEHR X UHE

14.1.

Rk

I EFEESE R VB AR ERBRICIT, BEEMTA RS54 U THRESHh
TWBZEDD, FxA=—X - NARF—FHHROFHESAEE (CHLIU #ig) %
M L7z, CHL/AU AEARIE 1984 45 11 A 15 BICEMEARRT (R EMEERAMLE
ARFZERD PoREEZT, PAFARLEXT R (DMSO, GC H, HiEE 99.9%, Lot
No. K26414578, Merck) #ZBH T 10%FM L7, KEEFPIRE L. BRI
LTI, B0 LI-MIB 2R L7288, 3~5 B L ICRM Lz b D% Liz.

7233, FRSIETEIRIRER CIIRM NS 15 OMIRE R, Bufafk BEREER CIIR B 20 DM
fa% v 7z,

WEm y MBIZv A a7 5 A<ERRE (B, FIRFORE (179 ), R
B (e— N 25 AROMIRLAS 82%) DRIFER B UNZREMERRE LU RRIZISIT 5
WERFHBEREORREZERL, REORVABRZRASICHERLE.

\
/

-8/
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HRIROWB

Eagle-MEM #&{&EEHE (IWAKI, Lot No. 519045, JBF 2 2 75 R) \Z3E@k (56°C,
3043) BEAOFFMTE (Lot No. 54238545D, Invitrogen) % BikiREE T 10%i2725 K 5
U7, RS OSRIKIFERRE THIEFT (ISCUT) IRELE.

HrRSR{
COf rFan—F— (ZHEBR M FAT 4 7) ZRAV, COMME 5%, 3T°CORMH

THlaZ e L.

S9 mix

BE#% 6 5 AL S9 mix (Lot No. CAM-526, ¥y a—=y) ZHRBRERALE.
{ERRFE CRRIEIR Y Y —— GREM : -80°C, EMEH : -60°CLLT) ITRfFELE.
SO DB |

SO FASDEROBMATE, #, W FEWHERLUICHEHELUTIORT.
oy  NES RAA-526
BLEFA B 200567 H 29 B (FEMEREGNES BE)

EREY Z > b : Sprague-Dawley %
v /7 B

hE | 215~259¢g

figas i33 ]

HEYE Phenobarbital (PB)3 & (} 5,6-Benzoflavone (BF)

PB: 30mgkg 1[E (18B)
60mgkg 3[E (2~4HE)
BF: 8mgkg 1/E GAHA)

BEEBIU
5Bk

BB Fk iR s
BEHEE 25.58 mg/mL
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14.6.1.
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S9 mix DR,
S9 mix 1 mL POFENEHOREZUTIORT.
S9 03 mL
MgCl, S pmol/0.ImL
KCi 33 pmol/0.1mL
G-6-P ‘ 5 pmol/0.1mL
NADP 4 pmol/0.1mL
HEPES &k 4  umol/0.2mL
HEK 0.1 mL
BRI O

FYBRWEIIKIZEES T DMSO IKIEfFTH 2 00, $BWELEL X2 T —
T E W TBIKEE 21T -7 DMSO (Lot No. K31758278, Merck) ([CYAEL, FRABIRK
&Lz '

HROHEIHIRRR T, EREAICHERYE 314 mg BFEEICRY, B EIRARE
B L, 1 mL @ DMSO (R Mz, H# LR LERIE. &b(T,
DMSO #MA T2 mL IZBAE L, REUFR (157 mg/mL #HR) Z¥EM L7=. DMSO 1 mL
2L, 20 157 mg/mL FABURR 1 mL 225 Z 22k Y 78.5 mg/mL FRZRE L
7. UTREERFREZIBRITY Z Li2k Y, 393, 196, 9.81, 491, 245, 123 BX
U00.613 mg/mL BWREFRBLL /2. ,

LR ERR T, FHENCERYE 314 mg RBICRY, BRMHERAREIC
BL# #1 mL ODMSO (EREE ZMx, BHRLARBOEMIRL. SbIT,
DMSO #h1% T 2mL ICEA L, FEUEHE (157 mg/mL Y&HK) %% L7z, DMSO 1 mL
2%t L, 20 157 mg/mL FHRUEIK 1 mL #0235 2 212k ¥ 78.5 my/mL BEEZTRB L
Tz. UTRAERFRZIERITO Z&I2dY, 393 BLTR19.6 mg/mL IFEERE L.

B, EONIMEEITo 7.

xR

Rett (ALD xR
PEROE DR TH D DMSO ZER L-.

ettt B (RS9 ALBRTS L UNERTALERE 24 RS ALER)
HERAA (BAERFENAK, LotNo.K3G77, KEREKTHE) smLiCERL-<

A4 h=A43C (MMC, Lot No. 415ACF, BfEREET¥) 24BAER (BAERE

ABRIEHK, LotNo.4C87N, KEMETH) #HAWVWTHRL, | mL FOouELE,

-10-
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14.7.

14.7.1.

14.7.2.

14.7.3.

14.7.4.
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BHREHRTF LT b OZRBRIZAV L.

PR, RIS T 0.1 pg/ml, EEEBIET 0,05 pg/mL, & Lz,

Bt (GERFRIALERL+SO ALER)

EESAIK (Lot No.K3G77) SmL IZ¥EME LTz 7 uRk A7 7 I K (CP, LotNo. 4028,
EEERE) 2AHEAEIR (Lot No.4C87N) ZHWTHERL, 1ml FooELRE,
BHRERIEE LT b DRI AV

BT 125 ug/mL & L7z,

MERRIEAERIIHIRAER (TSR

HE
HA4 R4 EED LN BEARTHS 1570 pgml (10 M FBY) T HEHAEL
L, BT, 785, 393, 196, 98.1, 49.1, 24.5, 123 353X TR6.13 pg/mL D79 FHEZ R

RO RE L L.

BER 7 = 80 X USERI

1 AEYSEY 2 v VERVWE.

A > 7 ZRWT, RRES, MBI UCERYHRETAZLICE Vv
BRILT. '

SERFEIALERL-SO AR

12 7T AD7V— b GREEA~ALF7L— b 12F: ER—27 54 b) OFUT
JATHERHE R FAVT 8 x 10088, mLIZFRE! L 7 MRVl 1 mL2487/E L, 3 B RigE
L7e. BB TH, 1476155087 5518 CHILE L BRWE OB 21To 7. 6 B
MR ERET T2, &Y TAORBEREREL, Sy ) S EBER (Lot No.
094K2331, Sigma-Aldrich) #AVNCHIEE 285 Ui, Ffs2Be8i 500 pLx iz,
HiT 18 FEfRER Z M) e

SHRFEIALERSO AU
BT TIVZ 8 x 108,/ mLIZFRE L 7o APt | mLE 48 RE L, 3 BRSE L.
BT, 14761081 58168 CRERS L UERYE OB E{To 7.
ZOBRDEET 4T3 LR,

TR 24 BeB1A0ER

BT 8 x 10°MI88,/ mLIZFAS U7 ARy | mLE 36/ L, 3 BRSER L.
SR T, 14761500 5516 RIS L UBBRE OIERAT, & bic 24 B
BERERIT T,

-11 -
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14.7.6.

14.7.7.

14.7.8.

14.8.

14.8.1.

14.8.2.
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REBE—F
e FRE LU E
4222371 S9 mix SRR
-89 4R 600 pL - 3puL
+S9 208 500 uL 100 pL 3uL
24 WAL 600 uL - 3pL
WS 0B
FAVEEIZ B\ CRERBREAR L UK TRACITHE O F B2 IR CRZ L.
50%orARIEFEAIHIR B DR H

HMBEREMHRRICE LS v oAb BIERIREIRE, 10%FHEEEFL~< ) K
(REMEEEM @ Lot No. EWK9790, FIEMEETSE) #MNA T 1o offifisz@EE L. K
W, 0.1%7 Y AZL - A F L > b (Lot No. K31134240, Merck) 7KIAHET 10 274
MRaZRE L. &7V — MekBEL%, BRI UV VCEREHK (0%
TF =), 1%EHKESR) % 3 mL Mz, 5 RSB LE. &0 onEHiERE 96
VINDTL—b (T viA T L— b, IWAKD 1284300 L 2L, w707 1L—
kY —%"— (51450, BIO - RAD) %AV T 570 nm TOWRNEZBIE L. Batbxt
B TOREICHT 5 (HlAEFER) 28ROV TRDE.

Rk RE DB

HE

SR RFEIERRBR OISR, W THOAERIZ BT bREARD 1570 pgmL (10 mM
YY) CHIBRDBERES 50%LL EEIT5 = Lidah ot 6o T, RAERERBRTIX
1570 pg/mL ZREAEL L, 785, 393 BX U196 pg/mL DFt 4 AREFRELE.

SNFRYE Fif (ug/ml)
SRRSO AL 196 393 785 1570
ERFRIALER SO AL 196 393 785 1570
EGEALHERLE 24 REREA0ER 196 393 785 1570

TRZM LRI W THREARE OISR 2T L.

ER 7V — Mk L USREIH R

1 BN 207 L— bRV

WA 7 ERWT, RRES, WBERIUEESHRETIZLICEIVETL—F
oot 731 R D el
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14.84.

14.8.5.

14.8.6.

14.8.7.

14.8.8.
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R OIETR-S9 A

ER60 mmDTL— b EESEAY v—L  ER—27 54 b) 128 x 10488,
mLIZFRE L7 MERPERE S mL (4 x 10%08) Z38REL, 3 DRSS L. SRR TH,
1486.IZER T DEE THE, #BWER I UBHEIRMREOLREZ(To7c. 6 Kl
BERITTE, §7L—rOERREREL, IRy al UBEEK (Lot No.
094K2331, Sigma-Aldrich) ZAVWTHIlaZEESE Uiz, SRR 3 mlE ML, &6
Iz 18 R AE A0 T I B AR R R L 7.

SERF AR SO AER
£7L— E 8 x 10/ mLICTB L 7 AUBSVE S 5 mL 2 FER L, 3 I RSRE L.
HERE T, 1486128 A ES T, MR S L OB B E DR ST -
7z
TOBHOBAET 14831 BB LI FIRICHE T,

EEALERYE 24 BRI

£ L— BT 8 x 10°HI,/ mLIZFREY U7 WAV g s mLE 48R L, 3 BRI L.
R T, 14.8.6.ICC8 T 2316 TR, $HRWHE B X U E R E O LTV,
X BIT 24 REIE R i o B I A MER Z/ERL L T

R
RatdsetiRB X OB E RE e
BRI 59 MiX | gy g BRI | S9 mix plasten
-SomE | 3.0mL - 003mL | 2.7mL - 0.3 mL
+SO4UE | 25mL | 05mL | 003mL | 22mL | 05mL | 03mL
24 FFRAAEE | 3.0mL - 003mL | 2.7mL - 0.3 mL
WHE g |
BB B\ TERBRMAR L UV TRACHT S DR B2 IR T L=,
AR D/ERL

Yeta (R AIERID 2 FERTRMIC, BAKEETO02 pg/ml 2725 X ) 203 FIATK (Lot
No. 1252976, Invitrogen) Z#HML, RSB Y TEIE S¥T. ROV, R
BLEICEBB L%, 025% Y 7V AR (Lot No. 1263419, Invitrogen) % FEVMT
Tl— FrOHIEEZRBEL, BEOEAOEERICIMA 2. MEEIRE 1000 /min TS5
SRR LAEE L CEERIRE IR V2R, 37°C IZHE L TRV V2 75 mmolL ¥kl V v A
KEHKZ 5 mL M1z, 37°C H°C 16 BRI 21T o 7. BUABEC X 0 (ERKZBR
Wi, KM LAEER (AF/—A3E B 1) THREZEERLZ BEKE2

-13 -
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[EIZHR LT, HLVEER S ERMAMIREE L L. Ml E 2B 2R R

BL, MRREMEEODREMERL | KIERLEL. T0%, REAKAFT=—X R
BB (HANABD Z2WVWT, R74 AT X LIRS | R F L, RadE
Az 2 BB L. AT A MEREHMTHBESE, 1/100mol/L Y T A ) UEEBR
&% (Buffer tablets pH 6.8 : Lot No. TP601474, Merck) %MV TR L7z 12%F LY
¥ (LotNo.OB318388, Merck) T 12 e llc. A7 A FEBRIAELERE, &
Bk,

SRR ORIE

DB MTEAERET, RIETREE, SHBRMEERRR X VB IERENE L — b
IZOWT, ATP 74 FA—F— (LIFARF—C-100LU, ¥va—<y) &EVTHIE
WREICEET 27— 2R L.

F72Dh, 1% Tween 80 /KK 2 mL 47 Liw/NABRE I, EARAE L7-MilRiK %
S50 uL HANL, HFER L TH LR 20 HRIFHE L. BIEAF = —7IZ Z DRAHRE 100 pL
SEL, ATPPEAREX Y b (L7 =—1 250, F v a—<) OFENFREE 100 uL
WL 7=%, FAXIZEE (Relative Light Unit ; RLU) Z8IE L7z, RRMERRREICRIT 5
RLU IZX§ 5l (=HIlS4ARSE) 2ERAEHICOVTRYD, HIEFEmbIEL L.

BEMR L L0, KRR L O 14.8.9. OFEHHIBHER A VT DN
BHZRBVTH S0%ELETH-Z 20, RRLERDBVARZEEAEL L W
FTHIZBWTbiERET 5 3 ARZIHERISRE L.

e (RO BER

SERERIALERY: L R D TN TR OEA R T T a— ME L. thbIcERRsL
IOV TREROBEYER L, TORE, BRIEERME LI, 5l Xkl
SRR DA AT BT o Tr. |

F7L— YD 1008, T72bb 1 ARYLY 200 BOSRPIELTEMET (x
600) TEEEL, RAEOMENELE LTEy v (gap), RBSKUN (b), e
LM (csb), Befairfdaih (cte), YeafkrZ#r (cse) BLUZOM (oth) DEERE
OB L. L, syl B\ Ik FITH e L, RetafkeiT
BOBAED ONDHE, TOILOIERN YT EKDRIERE, 1%KL
BOLTHTORVERIIOAE Yy v 7 LT L. Ee, BEELLT 1H
B7-1 200 HONTIFIME S EE L, EEESOHEEIzOVTHEE L.

-14-
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149. BB
Rattet FR ORI R EHIRTIS X USRI O HBEEITE B 7 — 7 1 bR DI %
ERTHY, o, WThb S%RBTHEZ L. BiSdBoER SO HIRSEE
I ERRDOREBEBANTH Y, 0, 10%A ETHBZ &, L DSR2 LI-BEITRA
BRI L= LRI L7,
1410, FEROMBENT
X¥ v T OHMEET HHPRIC OV TIZEEMIREIC S DRV THIEL .
KREMROMBEE S, Fisher DEHERERHERE (FRKERN2.5%) ZHVWTHRE
L7z, ¥£7-, FAREFEMEIZOVWTIE, Cochran Ammitage DIEIERRE (BEAHER R 2.5%)
EHAWTREL-. ‘
RatEeHiBRE L el L, SR BB BV THEEENRD LN, 2, ARICKE
MO ONDD, HAVIIEEMESERINTZRES, BiELHELE. EL, B
HI7RRIENY, BEBREGT COAMRRZ YL EER L TiTo7.
15. RBER
151, HORRHERRIMERAR
15.1.1.  AAReERRInH AR R
HBER% Figure 1, 28X Table 1, 2ITR L7z
SRRSO A0, [R1+S9 AMERES X UNELGRALEEY: 24 BRI CIT, W hoogksk
WEABRIZIBW TS, MRRAEFRIIREMRTREED 80%LL L2 /R LA LD, 50%HRg
EREIIHRREIIEH & o e '
1512, HrHEOB8E
B IR REE, T DMERD 393 pg/mL PL_EDRABIZEW TR OFT R
BHLNE. WRWENBETH, FHEORET MR LN,
152. RE4RERR
152.1.  SERFRALEREE-SO WuEE

RBAER % Figure 3, Table 3 38X TR Appendix 1 1Z7R L7z,

2-ethylhexyl vinyl ether ZLERRE COLAAMEER H HEHEIT, 393 pg/mL T2.0%, 785
BIU1570 pg/mL TO0.0%%TL, [BHEHREE (0.5%) & H#k LB b
RhoTe. SRR MBS, 393 pg/mL T 0.0%, 785 33X TR 1570 pg/mL T 0.5%
ERL, BRAERHBEE (0.0%) LRIEThor. '

—%, BB EHE MMC TOEE L7-HIR Gl SaEsRE RS EEesh, ¢

DHBSREIT 42.0% (p<0.025) TH-7-.
-15-
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1522, ERFRHIALERESS9 S0

FEBER 2 Figure 4, Table4 353 T} Appendix 2 iR LTz,

2-cthylhexyl vinyl ether SUERE COLAAMERE MBREIL, 393 L TR785 ng/ml
T0.5%, 1570 pg/mL T LO%ETRL, REtEafER (0.0%) & Mk UBIREZBIMIERD b
NIRhso To. (GBI DO HBERETE, 303 pg/mL T0.5%, 785 pg/mL T 1.0%, 1570 pg/mL
TO05%ZRL, BRIEIRE (05%) LREThHolk.

—77, BRtERRO CP BB TORAHEEREHEMAEIL 24.0% (p<0.025) T
Hot-.

1523, SESOEEE 24 BRI

RS % Figure 5, Table 5 331 T} Appendix 3 {Z7R L7z

2-ethylhexyl vinyl ether 2B COREAEE R INFBEIL, 393, 785 BLTF1570
pg/mL T 0.0%%ZRL, R (1.5%) & B UBRSEINIGRD bhviadoT:.
FEEAEHERR D SRR IY, 393 pg/mL T0.5%, 785 BLTR1570 pg/mL T 0.0%%7RL,
BEtERiBEE (1.0%) LREThHork.

—7%, BRHERRME MMC T L7 IS ClI e iis RS g sh, £0
HERBEEEIE 24.5% (p<0.025) Thote. |

1524. W& oBIE
PR IRRRAARY, £ TOLIRD 393 pg/mL BL_EDOREITIBW TR OFT L
BHoNT. FRWHEABEKTE, FrHSEORETREELIIEED bhRdoT.

16. BERBI UM

2-ethylhexyl vinyl ether DERFH, T2 b bLREAREFTHEEORELHRTT 570,
B (CHL/IU) Z V= invitro YRR B HBR A M L7z,

FRSEFEIRIARGE R 2 2T, FERFRALERIL-SO AU, [R+S9 MABR7g b INT @R
1524 AR TIIAA FI4 v ERD b -BRmAE TH S 1570 pg/mL (10 mM FH)
R LE |

FDFER, 2-ethylhexyl vinyl ether MBEEDRE, SORFHILERRE-S9 LFEES L UMRHS9
WEOVTIUTBNT S REFRE OFRBEIIRMERRE L REOELZ R L, R
R iERE OBFRIIRD b2 o7z,

SERSRIAERIEIZ BV TR L HIE S NI Z L 0D, EGREREE 24 R DY
DBREFM L. ZORBR, WThoAERW CHIRRLREERE HERERD
NZEHIRY) OFFIRD b o Tz, o

AHEBRYIE 2-ethylhexyl vinyl ether (Z-DV T DBmEMER b NCRBAAEIZEET 58
Hixizh ot

-16 -
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Bk izbb, BIEETHS hexanol, 2-ethyl-33 X U ethylhexyl acrylate Difiinztt72

DINTHED AR DBE b h ol

28, BENRE IUBEER TORGAREHBEREIVTLOERT —F

(Appendix 4) 2>HROI-FLHEENTH Y, RBRESIRHER LI &b, MR
IXEEREECR I L T S .

LLEDRBARERD D, YUKRBREMTIZI8\ VT 2-ethylhexyl vinyl ether DI LM

M T D REAREFRIE IR L HE L .

17. BEL LRk
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in vitro - A screening for chemical carcinogens. Mutat Res 1977; 48: 337-354.

Ishidate M. Chromosome aberration test in vitro for chemical mutagens in our environment.
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Evans HJ. In: Hollaender A editor. Cytological methods of detecting chemical mutagens.
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Matsuoka A, Hayashi M, Ishidate M. Jr. Chromosomal aberration tests on 29 chemicals
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Report of the Ad Hoc Committee of the Environmental Mutagen Society and the Institute for
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[ Short-term treatment : -S9]

we % [Short-term treatment : +S9]
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Figure 1. Growth inhibition of CHL cells treated with
2-ethylhexyl vinyl ether
[Short-term treatment]
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—O— [Continuous treatment : 24 hj

120 p
100

. 80 F

2\3

<

P

2 3

o]

fal

o

So60 b

[0}

O

[

>

- d

+

G

—

Q

moo40 b
20 p

O - ' 2 A 2 2 N ' A ']

.0 6.13 12.3 24.5 49.1 98.1 196 393 785 1570
Dose (pg/mL)

Figure 2. Growth inhibition of CHL cells treated with
2-ethylhexyl vinyl ether

[Continuous treatment]
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Table 1. Results of growth inhibition test of 2-ethylhexyl vinyl ether Exp. No. 9047 (115-198)
[ Short-term treatment]

[ Short-term treatment : -S9] [ Short-term treatment : +59]
Relative Relative
Compound Dose (pg/mL) cell [ Mean 1 . Compound Dose (pg/mL) cell [ Mean ]
growth (%) growth (%)
2-ethylhexyl 0 a) 100.0 [ 100.0 ] 2-ethylhexyl 0 a) 100.0 [ 100.0 ]
vinyl ether 100.0 vinyl ether 100.0
6.13 94.3 [ 94.7] 6.13 99.8 [ 99.8 ]
95.0 99.8
12.3 93.5 [ 96.4 ] 12.3 106.2 [ 105.4 ]
99.2 104.5
24.5 97.9 [ 96.7 1] 24.5 103.4 [ 102.6 1
95.5 ) 101.7
49.1 108.2 [ 108.9 ] ‘ 49.1 104.1 [ 106.6 ]
109.6 109.1
98.1 90.4 [ 92.0] 98.1 94.6 [ 94.31
93.6 93.9
196 90.6 [ 88.2] 196 93.9 [ 93.6 ]
85.7 ) 93.2
393 k 93.6 [ 91.2) 393 99.0 [ 94.8 1
88.8 90.6
785 84.0 [ 84.6 ] 785 96.6 [ 95.7]
85.2 94.8
1570 87.4 [ 88.51] 1570 99.5 [ 97.1 ]
89.5 94.6

50% Growth inhibition dose was as follows:
[ short-term treatment : -S9] Not inhibited
[ short—-term treatment : +S9] Not inhibited

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)
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Table 2. Results of growth inhibition test of
[ Continuous treatment]

2-ethylhexyl vinyl ether

Exp. No.

9047

(115~198)

[ Continuous treatment 24 h)
Relative
Compound Dose (pg/mL) cell [ Mean ]
growth (%)
2-ethylhexyl "0 a) 100.0 [ 100.0 1
vinyl ether 100.0
6.13 94.7 [ 96.3 1
97.9
12.3 94.0 [ 93.8 ]
93.5
24.5 98.5 { 97.9 1
97.2
49.1 99.6 [ 105.3]
110.9
98.1 99.3 - [ 101.0 ]
102.7
196 101.8 [ 101.7 ]
101.5
393 ©98.2 [ 97.4 1]
96.6
785 103.8 [ 97.2 ]
90.6
1570 106.5 [ 105.3 ]
104.0

50% Growth inhibition dose was as follows:
Not inhibited

[ Continuous treatment

24 h}

a): Negative control (Dimethyl sulfoxide:10 pL/mL)
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Table 3. Chromosome aberration test in CHL cells treated with 2-ethylhexyl vinyl ether Exp. No. 9047 (115-198)

[ Short-term treatment : -S9]
Relative Number Number of cells with Number of Number of Number of
Compound Dose Time of cell of structural aberrations cells with cells polyploid
(ng/mL) exposure growth cells aberrations analyzed cells
(h) (%) analyzed gap ctb cte c¢sb cse oth -gap (%) for polyploid (%)
2-ethylhexyl 0 a) 6 100.0 200 1 1 0 0 0 0 1 ( 0.5) 200 0 ( 0.0)
vinyl ether ‘
393 6 89.9 200 3 1 3 0 0 0 4 ( 2.0) 200 0 ( 0.0)
785 6 95.9 200 1 0 0 0 0 0 0 ( 0.0) 200 1 ( 0.5)
1570 6 85.7 200 5 0 0 0 0 0 0 ( 0.0) 200 1 ( 0.5
MMC b) 40.1 6 78.6 200 16 33 67 0 0 0 84 ( 42.0) ~* 200 1 ( 0.5)

Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, oth: others
~-gap: total number of cells with aberrations except gap

* :Significant difference from control (Fisher's exact test):p<0.025

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)

b): Positive control (Mitomycin C)
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Table 4. Chromosome aberration test in CHL cells treated with 2-ethylhexyl vinyl ether Exp. No. 9047 (115-198)
[ Short-term treatment : +509]

Relative Number Number of cells with Number of Number of Number of
Compound Dose Time of cell of structural aberrations cells with cells polyploid
(ng/mL) exposure growth cells aberrations analyzed cells
(h) (%) analyzed gap ctb cte csb cse oth —gap (%) for polyploid (%)
2-ethylhexyl 0 a) 6 100.0 200 0 0 0 0 0 0 0 ( 0.0) 200 1 ( 0.5)
vinyl ether
393 6 87.0 200 0 0 1 0 0 0 1 ( 0.5 200 1 ( 0.5)
785 6 89.4 200 0 0 1 0 0 0 1 ( 0.5) 200 2 (1.0
1570 6 90.0 200 1 1 1 0 0 0 2 ( 1.0) 200 1 ¢ 0.5
CP b) 12.5 6 89:0 200 5 8 43 0 0 0 48 ( 24.0) ~* 200 1 ( 0.5

Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, oth: others
-gap: total number of cells with aberrations except gap

* :Significant difference from control (Fisher's exact test) :p<0.025

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)

b): Positive control (Cyclophosphamide)
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Table 5. Chromosome aberration test in CHL cells treated with 2-ethylhexyl vinyl ether Exp. No, 9047 (115-198)
[ Continuous treatment : 24 h)

Relative Number Number of cells with Number of Number of Number of
Compound Dose Time of cell of structural aberrations cells with cells polyploid
(ng/mL) exposure growth cells aberrations analyzed cells
(h) (%) analyzed gap ctb cte c¢sb c¢se oth -gap (%) for polyploid (%)
2-ethylhexyl 0 a) 24 100.0 200 0 2 1 0 0 0 3 ( 1.5) 200 2 ( 1.0)
vinyl ether
393 24 93.8 200 0 0 0 0 0 0 0 ( 0.0) *200 1 ¢ 0.5
785 24 95.8 200 1 0 0 0 0 0 0 ( 0.0) 200 0 ( 0.0)
1570 24 91.6 200 2 0 0 0 0 0 0 ( 0.0) 200 0 ( 0.0)
MMC b) ) 0.05 24 86.3 200 9 12 38 0 2 0 49 ( 24.5) * 200 0 ( 0.0)

Abbreviation: ctb; 'chromatid break, cte: chromatid exchange, csb: chromosome break,’cse: chromosome exchange, oth: others
-gap: total number of cells with aberrations except gap

* :Significant difference from control (Fisher's exact test):p<0.025

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)

b): Positive control (Mitomycin C)
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Appendix 1. Chromosome aberration test of 2-ethylhexyl vinyl ether Exp. No. 9047 (115-198)

[ Short-term treatment : —-S9]
Relative Number Number of cells with Number of
Compound Dose Time of cell of structural aberrations Only Total - cells  Polyploid
(pg/mL) exposure dgrowth cells gap (-gap) analyzed cells
(h) » (%) analyzed gap ctb cte c¢csb c¢se oth (%) (%) for polyploid (%)
2-ethylhexyl 0 a) 6 100.0 100 1 0 0 0 0 0 1.0 0.0 100 0.0
vinyl ether 6 100.0 100 0 1 0 0 0 0 0.0 1.0 100 0.0
393 6 94.3 100 1 0 2 0 0 0 1.0 2.0 100 0.0
6 85.4 100 2 1 1 0 0 0 1.0 2.0 100 0.0
785 6 93.2 100 1 0 0 0 0 0 1.0 0.0 100 1.0
6 98.6 100 0 0 0 0 0 0 0.0 0.0 100 0.0
1570 6 84.3 100 3 0 0 0 0 0 3.0 0.0 100 1.0
6 87.0 100 2 0 0 0 0 0 2.0 0.0 100 0.0
MMC Db) 0.1 6 75.6 100 7 17 30 0 0 0 3.0 39.0 100 1.0
6 81.6 100 9 16 37 0 0 0 2.0 45.0 100 0.0

Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, oth: others
-gap: total number of cells with aberrations except gap

a): Negative control (Dimethyl sulfoxide,10 pL/mL)

b): Positive control (Mitomycin C)
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Appendix 2.

Chromosome aberration test of 2-ethylhexyl vinyl ether

Exp. No. 9047 (115-198)
[ Short-term treatment +39]
Relative Number Number of cells with Number of
Compound Dose Time of cell of structural aberrations Only Total cells Polyploid
(pg/mL) exposure growth cells - gap (—gap) analyzed cells
(h) (%) analyzed gap ctb cte <csb c¢se oth (%) (%) for polyploid (%)
2-ethylhexyl 0 a) 6 100.0 100 Q 0 0 0 0 0 0.0 0.0 100 1.0
vinyl ether 6 100.0 100 0 0 0 0 0 0 0.0 0.0 100 0.0
393 6 86.4 100 0 0 0 0 0 0 0.0 0.0 100 0.0
6 87.6 100 0 0 1 0 0 0 0.0 1.0 100 1.0
785 6 86.9 100 0 o 1 0 0 0 0.0 1.0 100 2.0
6 91.8 100 0 0 0 0 0 0 0.0 0.0 100 0.0
1570 6 93.8 100 1 0 1 0 0 0 1.0 1.0 100 0.0
‘ 6 86.2 100 0 1 0 0 0 0 0.0 1.0 100 1.0
CP b) 12.5 6 86.1 100 4 4 23 0 0 0 1.0 27.0 100 1.0
6 91.8 100 1 4 20 0 0 0 1.0 21.0 100 0.0
Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, oth: others

~-gap: total number of cells with aberrations except gap
a): Negative control (Dimethyl sulfoxide,10 npL/mL)

b): Positive control

(Cyclophosphamide)
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Appendix 3. Chromosome aberration test of 2-ethylhexyl vinyl ether

¢ Exp. No. 9047 (115-198)
[ Continuous treatment : 24 h]

Relative Number Number of cells with Number of
Compound Dose Time of cell of structural aberrations Only Total cells Polyploid
(ng/mL) exposure growth cells gap (-gap) analyzed cells
(h) (%) analyzed gap ctb cte csb c¢se oth (%) (%) for polyploid (%)
2-ethylhexyl 0 a) 24 100.0 100 0 1 1 0 0 0 0.0 2.0 100 2.0
vinyl ether 24 100.0 100 0 1 0 0 0 0 0.0 1.0 . 100 0.0
393 ‘ 24 93.8 100 0 0 0 0 o .0 0.0 0.0 100 1.0
24 93.8 100 0 0 <0 0 0 0 0.0 0.0 100 0.0
785 24 97.6 100 0 © 0 0 0 0 0.0 0.0 ' 100 0.0
24 94.0 100 1 0 0 0 0 0 1.0 0.0 100 0.0
1570 24 91.3 100 1 0 0 0 0 0 1.0 0.0 100 0.0
24 91.9 100 1 0 0 0 0 0 1.0 0.0 100 0.0
MMC b) 0.05 24 83.9 100 6 8 20 0 1 0 2.0 27.0 100 0.0
24 88.6 100 3 4 18 0 1 0 3.0 22.0 100 0.0

Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, oth: others
-gap: total number of cells with aberrations except gap '

a): Negative control (Dimethyl sulfoxide,10 pL/mL)

b): Positive control (Mitomycin C)
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3.1 HEREEE

ABREE : B-5804
REREE - 2TFRAAFIU A= AT—FTLOTy N2 AN

2 AEEIEEERE LS 28 AHIRERORSHEAR

32 HEREM-

HWRMEEZ T v M 28 HRIRKEROKRE L, TOREZHOLNICTL L E BT, ©
D% 2EMOEEHM 2R T CHEEOAHEMELA L L2 AL L, B, AR
BRIIKASHR Y VY —F v o F—BPERZESOEARBEZIT T 5,

3.3 HERERRE
BEARBE EERLE BETER LEHELEXERE
T100-8916 FHE TR HEXKEBEEE 1-2-2

3.4 HEBREEE
ARV —F o ¥ —
T156-0042 FECERHAARKFIEA 1-3-11
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4. E#H

Sprague-Dawley % SPF 7 » & [Crl:CD (SD) ] AW T, 2-=FA~AF U AE= L
T—TFNVOREFREICLZEHT VI EOREEZRTT L, HE5RBIZ0 (Y 7 -
*FEREE) . 8. 30 RN 125 mg/kg/day & L. 28 BREIXEMHAIROKRE L=, 1 HOEY
BUIXTREE KR OY 125 mg/kg % 58 CHERES 12 VT, 8 XU 30mg/kg ¢ 5 BF CHEHES 6 [T
ELl7, ZDHh, MBEER 125 mg/kg 5B DOMMES 6 Blic oW Tk, 28 AR#E
5% 2 BERRE 7,

1) —IRREOHE, #EL-RRKEOHE. BERE. BARUVEREHEDR

E. AERBCICEHERAE | .
BEROEEHELEL. WThOoREEBICSH, HRYWEREOEEIRD N
o T,

2) RIEE (EAEAEED) '

R pH OIRMEMEMAS 125mg/kg % 5-BE D MEREIC . ¥ M B 51 0O HEMNME R 2% 125mg/kg
BEHOMIZRD N, TNbDOEFREIZL D TR biEL L, BIEESTED
LTz,

3) MBFRE
WINOBREERICH, HRYERSOZEIIBOON L1 o1,

4) mFILERE
ALP O EEDS 30mg/kg # 5B OHER N 125 mg/kg B GREDOMHEIZ, L AT o —
w&ﬁ)yﬁgwﬁﬁﬁ1%myg&5ﬁ@M%;mmeto_hawfkiW£
ZEDOWTFRBERL, EEENRD BN,

5) REXRE

FrigCix, MAXTEEORME & AR HRE C/NEFOEFAZAE XSS 30mg/ke #58F
DHEKZ N 125mg/kg B 5 BEOMEREIZ . BEAIREEED 125mg/kg T EREOMEHEIZRD b
oo 7z, BIR T, HNEEDORME & MEBFRE CRME LMD B/ NMED
FEEMEE OEMMN 125mg/kg HEHDOHEIZR D bz, Fio, BETIE. ﬁﬁi%@'
EIED 125mg/kg BHBHIIBO ONTZ, T DT, ﬁ%ﬁ;@ﬁﬁ%ﬁ<
THOEBRFRIZLIDVEES D VIIERB L. BIEERRED N,

PUEDERENS, 2-TFAAF AL LT —FT LORRBLMETICBIT S EEE

B3 T 8mg/kg/day, T 30mg/kg/day EHEE SN, BB, BREEOREZRS
L DAL DN TIE, WT R HIREIZ X D BEEERERD bz,
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Jilll

5. #

BEAEZEE EXRLR FETHER CFEWELEMREOKEIZ 2-TF )L
XN AT—TNAETy M2 ARIRERNEE L. Z0E %a‘:fﬁ %75= i35k
EbiT, 2 BRAREL, BEOREMEZRAN-OTETOMBERET S, B, AR
BRI, urm%ﬁ%@+&ow4r74/ THEMLL CER LT,

1) GLP
(TR EMES IR ALY Ef T 2 AR ERICE T 2 EEIZHOWT]
(CERZ 154 11 B 21 H - ARE 1121003 &, FEaL15-11- 17 8FHE 3 &, BRIE
EFE 031121004 B, FR 174648 1 B HHKKIE)

2) SHHBRAMEFSAY
o [HFHIEEWESFITROIRBROFIEIZONWT
(FRR 15411 A 21 B : EEXRE 1121002 5, Frk 15-11-13 WFFE 2 5, Bk
EFE 031121002 5, FL 17464 A 1 B HAEHE)
[OECD Guideline for Testing of Chemicals 407 ]
(OECD BE£ : 199547 A 27 )

3) B DELL
o TEMOEERVERICET HERE]
(FEFN 484 10 A 1 HIEEE 105 5. FH 174 6 A 22 H&EMEWIE)
o [EREBMOEE R OMRE L IS ER OEBICET 5 HE%E)
(ERk 185 4 A 28 HREAETFE/N+IN\5)
B RBRIZBE S 5 fat)
( (b)) BAEREYFS, BMM62HFESH 22 H)

10
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6. HEMHRUSHK

6.1 WEMERUENK

6.1.1 HERYE

%%%EzI%w«#/wt,wm~7wm5$ﬁwm4$I¥%tA&iDF&
iz, ¥RBRICEALEERYEOz v FES, MEZIIKOBY THhb, -,

AR 2 IR R 112
SR

CAS &5
s X E R R
oy &S
HEE
AFE
27N

W
SR
LLE
VAR
e

REFIE
RIS

BV EoEE

A

E%Z L7z,

2-TFNAF N E =T —T )

2-Ethylhexyl vinyl ether

103-44-6

CH,=CHO-CH,-CH(C,H;)-(CH,);-CHj3

06F002

99.9%

500g

ﬁéL%ﬂ%

177°C

156.27

0.81

#E (k)

BRBRE TRICAERD — 1 RLEKRXSHIZIRA
LEEMDOREREZIRTER 2 1ICB& Lz,

EIRKEPT (Z2EH| KOH Sppm &4 ) (GEHRME: 17~27°C)

HEBSTERT HBRYERFEEROE | HHEHERY
B

~R7 ., FREERT D,

BB NGEFTE CEBOKKIEZBE L. &Y RO EER
L & DREfih % BT 5,

WERE S5g B IRTFRE E LTRET D, TR/
FUTHBRME ORBIIERE L, £z, FEEIRM

FIRHI L EE AR LT,

B RRAEECHERBRWEOCORBIIEET S Lo T, TRTOHEBRYE (HTH
AN T L BRME 2 R<) DEREZREFIOERALE,

6.1.2 BEAR
& FR
ny MEE
A==
RFHIE

Z U 7

6203
RABERA A
=R

11
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RIFERT : BESHIIERT 1 IR E R E

6.2 BEROFAH

6.2.1 A F AP E]
BEZCIVEBOHBRME X ERIZE— I —ICERL, 2V 7HEzmz&R I
AAVY U E—THERBICART v 7 L, FFEITE 1 B EOEE CHRL, &

B% S HUNICHER LE (272 L., 8 ARIOREMSHER IR T CIIHRRR L L
=)

6.2.2 BRERDRERE
BEHE (NRERGREZED) 31 AOLESTHOBET T AMRICHEL, EHK
ECTWBRENICRE L (FRIRE : 4~6°C) ,

6.2.3 BADTOREN

1 X0 200 mg/mL &R (LK - 40 7)) i3, BET 7 ZBICABEERN 8 HH
RES. R UENRETIHLETHL I EBPKRRNESLER Y VS —F o X — B
GBI CHRAINLTVWD (BRBRES : A-1906, HWATERL3) .

6.2.4 REYDRERER
BEF1RLE ABORSIZAVIEREOHRIKIZOWVWT, ZOREZKRAST
RSV —F o7 — HEBEBHETTGCEXAWVWCHERLE, TOKRE, RREIC
X HREDOEIAIL 97.6~102.3% (FEHH : FREX10%) ThHhH ., FEHMHANT
Holr (FTER4-1, 4-2) , DHHEOBRE 2 KIZTT,
1RESTZ D OBRBAH (BRIE)

14 (10mL)
B E Xt S E : 2-TFNAF VN =L —F )
- RITE R AR IEYE
£ : 2-TF AT )L — T )L
7y NES : 06F002
RIFEFIE : FIREEFT (ERIE : 18~23°C)
i AR : GC ¥ 27 A ; Agilent Technologies Inc.

GC (HP6890N)

A= % (G2613A)

F— M 7T Mo (G2614A)

F— 4L Y 7  (GC ChemStation G2070A7)

12
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GC HIE &
71T A : HP-1 (0.53 mm LD.x15 m, BE/E 1.5 um. Agilent
Technologies Inc.) ’
¥ UTHR : He
mETE—FR : aAVARE N T7R—F—F
Xx UT HRARE 4.5 mL/min .
EAA : 27V v hLAEAD
EAORE : 200°C
R : Flame lonization Detector (FID)
R AR A : 300°C
H, & : 40 mL/min
Air i & : 450 mL/min :
F—7 RE : 100°C %> 5 200°C DHIEF 227 F 2 (10°C/min)
REHEAR : 1 ul

‘6.3 HERSYERVRKEOEIRER

EERBIETA RIAIZEV Ty PEAWERBRALEL SR TWS, ZORER
WHERSNAREDT y MIFERI<ambh, TEEENEE THDZ EnHER
L7,

6.4 REREMRUELSIT

Sprague-Dawley % SPF 7 v b [Crl:CD (SD) . BAF v — /L& « Y N—RX &k,
BEARFAEE ¥ —) ML S20C%% SEBCTAFL., 4P 8 AMMKRE - BILAB L
e, —MeREBOBE (1E/R) | FEAIE GRE) ROFEMEZ—KKE (1E) 217
WV, REEIMAIER T RIREBEICEEOA LN WVEE L B 28RS 36
PE (EREE U CHMERES 24 D5, [EEREE U CHEES 128) 2B, 6 B CRBRICHE
L7z, %E5BthHE ORESHIL, #ET192~220g, T 151~176g TH V., #5HLA
ReDTEMRESH (B : 100~190g, M : 90~180g) % HE T LE - 2 BNEFEDOEHE
BLEO 2 2ET R EABRABICITZEN 20 L HHlT Lz,

ik, B - BMEHIRF ORESEMEIC X V&%, BTN A (RERKBD 2
HEl) DOEREICESWTEIMLL., FHOFEYEENTE LR THEL D &L 5K
EER Lz, EECEMTIIay Pa—F2AVWET 0y JEEEEROCEESIE
DA (Tuy 7EBETLERBEEZHER L, RBREROHENOEEKESZEES
WEETD) I2XVITo7, £, RKREBYIIR GBS THRBRENLLORS L,

B RBREEE IS, EIXEEIIHRS SO Th o8, ERICITMES 52 MRHA S,

13
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6.5 fEEH

IR 23 £3°C (ZEHIE : 21~24°C) . HEXHEE 50+£20% (ERIME : 52~59%) . #
KBS 1 RERT 10~15 8], FREA 1 B 12 B[ (07:00~19:00) OEMMEHAEE (301 5%)
T, BWE 77y b REREME/ —Y (W 250xD 350xH 200mm : HAZ — VKR
) KWRALTEINCHEE L, #0 1EOERE2ERKLZ, BEFEHL CRF-1 (4
T NVERTEKRKESHE, oy FEE 060411, 060606) K OMEHERSHE KEKE
FEARRIZ LY BHICERX®ET,

6.6 HFIMRUHBHKFIOEAME «
FEFORBAYEICE L CRFEASr vy MW THEEABARRSTEY & —
THOWEIT, Hio, BEKIC DWW TII R MMBE ¥ L & — Bl CARE IR I
WS 2 KERELEHOC (FA4E) Tok, ZhbOOITREEELAFL, HBRK
TBIZHEN 2N L 2R LERRELE,

8.7 EBMOHEIARTT—OADRT

BV I AR B 2 5% U CEEFRBI Lz, AT OB T TE TORIIREBRE
B HIEOCEERSEHAT Ly — Y7 -UE 2072, BEST#IZ, HIERCHEE
e (RRRE. K, YROEHEHOIR) IZ4T0BEEE DT, ZOHAE. 1000 D
ALIZHEE, 100 OOLIEME (0FBZHE, 1 B2 | 10 & 1 OLIEERESICR S, HEHF
=i, BOUMECTHERLEZES VI VOBRICHEE (B JliagirLE
TN EDT, RBES. BRERE. BEE H. BYES. FEBRSROIHRTE
HEBAR LIz, 72720, F#M2—RREOBE, KiERE, BOIRVERESHERNE
Fik, BIREICH L TEEOFEREZHIRT B2 -V T U EEER L TRRE S
HERR OEEEZEEDHREFER LT,

6.8 BERER. REHM. BEAERUEERFE T S0OEIRER
FBERBIETA R4 VU B#ERBIIRAOBR G ZBINL, 5 HMIX 28 HE
& L7z, BEEBIIRERGHRBE CT—ROIITOATHA 1 B 1E (7E/R) & Lz,
EIEHRIIEEOR ML R T H0ICELE B2 65 2E (14 AF) &L, &
DG ZIToRrolz, BEFEITXSmL/kAkgEKEL L, BY T 2RV THERED
BE L7z (8:06~11:45 D) , tREEOEWIZITEAR (U THH) ZFRFICERS L,
EEZEDORSEBIIRFOREICESHNCTEH L,

6.9 BEERUVZTORTHENLVIZEER

2-TFNAAFUNE =T —FT D 004 Y 7)., 125,250, 500 & O 1000 mg/kg/day
1 BEERES SICDT v M2 14 BEIREROEES LIZFER Y| 1000mg/kg # 550 M
He2B], 500mg/kg B GEEOME 3B, ME2HINEE Lz, £z, HRIEHAED 125 mg/kg
BEBHOMHET, MEELFREIZBWTALPO LA LEBEERBIZBVWIREEDS

14
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ERROONTZ, LER-T, ARRICBITHIBREBITHARTEENTE DN
125 mghkg ZEmAEE L, UTARK 4 THRLT, 30XV 8 mgkg D 3 FAIBEZREL
Teo THUCHTREEZ M Z, BH4BE2FRIT 72, TR CIIMERES 6 UC, BEIERE CIIer R
ROERER CHHES 6ILE L, BEREZROE 1IITT,

& 1LEBRE

StE BH5E "’ E {%@E,@ “i B \@iﬁﬁ

(mg/kg) (mg/mL) (mL/kg) EhEk EEE B BYES
e | o [ [0 5] ¢ [ [pem
| o [0 [ A o
HAEE | 30 6 5 fé A el _
| w | | e ¢ [ ¢

6.10 BERUBREDHX
FNETNEHINHEHICHELOBRELERB L=, RBROIOKEICE L TIX TR
DEY TH D, '

5 Bse B :#¥E5% 1 H (day 1 of administration)
BE1»6#%57H 5% 1 (week 1 of administration)

=118 B A% B (T&%—/ﬁﬁfﬁﬁﬁ‘@T@ﬁﬁﬁ)
: [E11E% 1 B (day 1 of recovery)

B 1A EE7H : [E11E% 118 (week 1 of recovery)
6.10.1 —REDOHE

BEHRETIIER 3E., REMEREERROCREN 2KHE (2L, HBEDT
KRB IIHREME B EGEEZO 2E) | BESMSIIER 1E, f4x, RERRE, £5,
TR R 2 EO—RREBEZBIELE, £z, BEF B HOHELEEE 24 HD
HEDORE%K 2 B OBEIL, #Fl2 —REBOBE, BiERE., BHIRVERE
BREOHEZITo/ed, TNOOREKRTRICERK L GREBHEEOREN O R
U=, #EHBEZEC CEFERBEI N QW RNV I ENLRBEEICIIEZE T2
WEHIBT L) '

6.10.2 HHT—ARKEOHE. #BERE. BEARUVERESEDORE

FMe —RREOBRERIIAFEEICOVT, BREBMKENC 18, REHFFEROEE
HEFIIER 1 EBE L, £, #BERE, BHOKUVEBEREGHEOREILILMEEIC
DNT, BEFE 4 (FETHEEFE 23, HCTEEFE 24 0) ROEEF2HE (BES
10 B) X727z, 2B, BIERVBREIESOEREFHIRL, 8% 7 ¥ LAICEE

15
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L7zREE (7T A4 F) TIiTo7z,
B, RERBET (BRZ - BIMEHIRT) O —RIREOBEIZBOTREEITR
HDoNRhoT,

6.10.2.1 HT KBS E

1) R—Ar—URNBE
R KE, BRETH

2) FlIF->TOBIE
F=UROOBMY HLYT X, HKE - KEOKRE, IR RO,
BREk (RREkZeH, IRRRPAGHIRGE) | FIUUMEIE. B EMREE GRIE.
SR, AR, WRIE. BEFER) . N RU 7T SRR

3y A—F T 4 — FBIE
RERIRRE, %, EWTE. FRITE. KT, B, FEW, iLb Lk
2 EE, Peitty (BEEE. HER)

6.10.2.2 REERE
RO, BOERIG. BARROS, RWHELUS, B, ZFEmRE. 1B H

[

6.10.2.3 EHAE
CPU #—3 MODEL-9502A (F A a—x= =7 U v 7kAet) ZHWTH]
e e gD ZBIE Lz,

6.10.2.4 BREHNEDOATE
KRB A B RED Y Y —NS-AS01 (Rt =a —a ¥z 2) ZHNT
BREHEZRE L, BET 1HREE L, 10 5FBRT 0~60 5 ORIEEE
#£3t L7z, A

6.10.3 REHE

EEEKIZONT, BE 1, 4, 7. 10, 14, 17, 21, 24 RO 28 A 0 EHFNC, EE
HEPIXEE 1, 3, 7, 10 ROV 14 HIZEIE Lz, BIEIE 8:08~10:08 DREIZIT - 7o,
Fio, 2F5HETROCEEHEFOREHENEZEL Lz, SHHRBICIIENSEE
EREHOED, RIA»LH 16 FFER I =ROKELRIE LT,

6.10.4 EEEERE
EEEIZONT, BEHBP IS 1. 4. 7. 10, 14, 17, 21, 24 RO 28 H O

SRz, EESBFIEEE 3, 7. 10 XN 14 BIZBIE L7z, BIEIE 08:31~11:03 DE
WZiT-> 7, 2B, BEHETOEE 1 BIZEiE»»b0 1 BE, TUUBEIEX3I~4 BE®

16
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REE, FEHMTORESE 3 BIXEE 1 B0 2 BROREE. FUURKIL 3~4
HEORBEELZBEEL, 1K1 BEICHEER R L,

6.10.5 RIEE

BEE 4EROEES 2BICITo 72,

BEE 4B (REFE25RV26H) EHRELYHORSRIZEEKICOVNT, BIESE
2 (EEHE 11 HEO 12 B) XEEHOEFEEIZONVT, FRFhERBEEZ T Y b
L7 —VICRAL, - BHEATC4ERREZ, WKW THRESR - HEEKT
TEZDOED0FHAREHERL, R2IZEHLEEBROFERICLOVBRELE, £72.
FBAREIL, BRI —VICNELZRETHE» SO 1 BEREL., #HAHEE RV TH
E L7z,

R2RHFRENEE. AEERVERBELE

1) 4BERIZOVWTORE 2) 20 BFFERICOVWTDORE
BEHEH BEFE BEHEH BIEHE
pH ) RE QOEREE) ® A2y F—FH0niz
eABE FEME (BN : mL)
7 btk BB KA T
T na—2R > 1=Vava7 19 A-TEA SRR (BAZ : mOsm/kg)
b= giiiN (7 — 27 LA (%))
(B{Z : mEq/24hr)
[ =) I 7
vavy)g—Fr  /
=N HIRE S
b SRk

RE (4EHE) ¥ HEMRECYYEEAVE
AEWE (BAL: mL)

155 FA I E A 2R
a) . AUTION MINI™ AM-4290 (7 —7 L A #RE4h)
O HEEBEREEE A —FT7 U RRZy b OM-6030 (7—27 LA tkait)

s
B ABBOREL 20BBORELEE LT 24 ERORE (mL/24h) 2B L,

17
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6.10.6 MRZFHRE

BRESIE R OEEHFET OB OFHEFHREIC, AB»0—8& (K 16~20 KrfH)
RSV 2ERIZ O —T VR TICBEE L, BXEK) 5> EDTA-2K MM
B (SB-41: v A A v 7 AFAE) ik EHFR Lz, B ohzmiRiZDOW TR 3-1)
CRBELEZEAEROFECIVBRE L, £, 3.8%7 =BT MY U ABERINRER
F (MK IFIZR L 1 FOEA) TR UAZRE 2 EO08 GRE : £ 3,000rpm, 9
1,600xg, 110 %3f) L. Boh Mgz DWW TE 3-2) EHLEZEHROFEICL

DBREL,

RIMBFRENEB. ATERVERESILEE

1) EDTA-2K MULIEIZ DWW T HORE

BREER HIE ik B {r
R MRS BERERELRHE 10%/uL
~ESur B VT URARNES TS g/dL

~< b7V v ME MR R O R IMEREFE D D EH %
SR M ER AR BREAELBRHES fL
R ERD ARE ROFEBRONES o EENOEH pg
IR M B A SRPREE ~NETubtryERUOANT M Uy MESLEH %
AR M Bk =R Brecher £ : %
/MR Ek ERENELRHES 10%/uL
H i BkEk BRENEREES 10%/pL
EMLERE 7 ¢ May-Giemsa 8- & 5 EHRiE %
2) 7T MY U AHIMIED DS L - EEIZ OV T ORE ‘
BEEH BIEFH 1k B
=T N = g | 7oy hEY s
EHEALE D h e R

7S5 R F LR 7uy MEY s
T4TY ) =B fa R TT AF iR mg/dL

R E R 2R
O AN —2EBSEEMKRT T AV — T80 (RNy vy - a— ¥ —HREH)

O MK EEE B BhlE3E®E  ACL 100 (Instrumentation Laboratory)

18
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6.10.7 ML ERE

MRFARE AR & RIS LU K 2 EERERA DV RBRE () V=7 M-
A— by 7 TAEKAEE) IRV mOSBE BRIE : 9 3,000rpm, K 1,600xg,
10 5 L. BonzMBIizonTE 4-1) IRTEHBIZODWTRELE, £,
AU CITRBRE (MR 1mL %72 0 4 20 AL O~RY ») IS L M2 R 04
BE (BXE : 9 3,000rpm. # 1,600xg, 3 10400) L. &bz MmiEoVTEK4-2) I
RTHEBIZOWTHRE L,

RANBELFRENDER. AEERVERAERLTE

1) DEELZMEIC O\ TDRE
BREHER B E 5 1k B {r
ALP Bessey-Lowry 7 © IU/L
BalLxFo—n CEH-COD-POD i © mg/dL
MY ZVETAR LPL-GK-GPO-POD i © mg/dL
UVIEHE PLD-ChOD-POD ¥ © mg/dL
BEYLE L YA FFUE—FEY mg/dL
TNa—=R SN a—2Fe FaiF—FEY mg/dL
REER Urease-LEDH 7% © mg/dL
7VTF= Creatininase-creatinase-sarcosine oxidase-POD ¥ © mg/dL
F YT A A Z BR BB © mmol/L
FV T A A A BIREBIE © mmol/L
HER A A BRIREARIE © mmol/L
HN T A OCPC ¥ © mg/dL
mHEY Y TTFUBEY mg/dL
Bi-ABE Biuret i g/dL
FTT I BCG %9 g/dL
A/G t BIEABBROTALTIVNbEH
2) ~NY IR S OB L iR IC OV T ORE
BREEE BIE B L
AST (GOT) UV-rate # © IU/L
ALT (GPT) UV-rate ¥ © 1U/L
LDH : UV-rate % © IU/L
y-GTP Y- NE I N3-HINRF 4= baT =Y RiE© IU/L
5 PRI EHE 28
O BERIEFEEEBSIIERE TBA-120FRE (MRAHEE)

6.10.8 REBZRE
6.10.8.1 B

2T O EHREIZ OV T, FHMZERENREIWIC LV Rin B s, o= -
BAED - ISR - B R S 2 F DORE - MR ORIRIC L 23R REAEI 21TV, BR
RSk LT,

6.10.8.2 REEERE
ETOFEIHARBHIZONT, RIDRTHREOEE (BXEER) Z2HETLE LD
2, A ERELIBRBOMRENDKE 100g 4720 OMIEELREH L, B, *H

19
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A LEFAEOBEIL OV CIIEAR L ICBIE L., ZOAFHETIHE L,
b, B BoRR, FEEE. GOE. ATRE. B, R BRI IR 7E

6.10.8.3 REMBERE

éEETCDﬂEHZIS IDOWTRICARTERE - MEZERL. UV UBEE 10% -1~ VKT
BELE, 2L, i) VEBEE 10%AL< ) Uik EEAR, BREREOHESRIZY
VERRREIR TR L 3% A ZNNTATE R - 2.5%KA< ) VIRTEE, BEED
B KT 7T R CEE L%, U VEBRE 10% AL~ U IR CRER, ST T 4
VEB LT, F0%, IR ELTAT XV v s oD U EERSER L, SR
HEOEHAEN (AIRMEEETAMIZOVWTIIEE) oW TERLE, 2B, %J;'Z%ﬁ%
B E5DOZENEDLIT-HEO BB R OCHERE O IR >V TR R O &R CNT
BEHOMNBHEEROEHEFRIZOWTOER L, 2. HEOMFBE OB oW T i
BEERE T,

B, F TR LEEAIMRSREIC OV COEIAEZRE L2283, SERIIARIOAITo T,

KM, /D, B () . A5k, RBEk: TEME, FRE EL/NMEx Rl
Bk BORR. M. FET U o oNER, BRI V8, DE. RE M (REXEE D) |
B. +T2186B. £, B (XM oifkzsgde) . B BB, BB, TR B
PERE, MR+, REE B+, pisiiR, I, TE, WE (BHZEd) KBE (B8
BET) ROKRREE RS

iz, SRR, "—F— R, WXEIR, &, B8, ETR. & TR, KR E. B
£, AR (BER) . KE (BEW) . BEEBIEA (BN ROMGELZHE L TR
FEL=,

6.11 #EtFEH

=77 4=V FNBIEOEENER, HEREDOEERMEE., EHRE. B3
BEIRORE, hE (FKEHMELET) | BEE, BKE. RREOCOEENIER.
¥R PR, m?WI:#@E&U‘%%EE%?*M:omT\ SREEEREHLOMT
WEHRRNT 21T o 72, %7\ Bartlett ¥EIZ L 0 BUIEORE 21T o 7= (FEAKYE W] 1%) .
SR E LW EE X Dunnett 5% AV TLIEZE 58 D56 13 Dunnett & D mean rank test
ERAWT, SIRHLEERSHLEOBMTREEZTo- (FEKE @l 5 B 1%) .
iﬁa@@ﬁ*obf@F@E*ib%ﬁ@“ﬁ@@—ﬁ@@%&ﬁ%ﬁéﬁ%ym
EiToT, TORER, FEHBEERRD NS ﬂﬁgﬁk%&%&%gf}:@ﬁikoﬂi
BHEDZEIZOWT Student D t 1 E (BEKE Wﬁls&o 1%) %, EoBMEDFE
anﬁwOL%A iAmedm@t&E(ﬁi*E ﬁ@s&vw%)%ﬁoto

E M RIREBOBER OBERBED A a T LT —ZIZOWTIEEARMIZ

BREOZ L— 2 2THB ORI ¥ METE, 3 HL EiX Mann-Whitney ® U BES% % A
WTHREZER L. (FEAE : BAISEN1%) , 2Y

20

_59_



B-5804
7. HEHR

7.1 — R EDEHE
Fi#& % Table 1-1~1-3 1R L7,
WITNOEIZB N TS, #ERVEEHMAEZECCEFZALN Do T,

72  HEMT-RBRREBEOBRE. BERE. BEHARUVBREGHEDAE

7.2.1 L —fkEoHR

(1) F—2r—IVNBE

F%#& % Table 2-1~2-6 IZ7R L 7=,

1) 5
WTFNOBRBERIZBWTOREIT R, FEBYERGHEREOMICEEZE
LA LN o T,

2) EEHM

WTNOREEBIZBWTHEFIT R, 125mg/kg BREHE L ABBHOBICAEZIT
H oo Tz,

Q) FiTH-> THEE
% #& % Table 2-7~2-12 127 L7,
) &E5HH
WTFNDOBMEBEBIZBONTHEFIIR, SHBRYERSH L SRBRBEOMICEREZE
XA e o Tz,
2) [EIEHIME
WTFNDOBREEBIZBWTHEREILZR <, 125mekeg B 58 L XREORMICEEEIX
BB o T,

B) F—TF v 74— FNEIE

FAE % Table 2-13~2-18 127 L7z,

1) 5
WTFNDOBREBEEHIZBOWTHLEFE IR, BEBRVERSH L IREORICEREZE
e Ny

2) [EMEHIMA

WFNOBREERIZBEVNTHRE IR 125mgks B5H & A BBEOMICERER
HoizinoT,
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7.2.2 HBEERE

A& % Table 2-19, 2-20 IZ7R L7z,

1) H5548H

WFNOREER BV THRFIIRL . SRRYERSH L BROMICEEE
A b NRD 2T,

2) EEH2EH
WIROREREICBNTHREITE < 125me/ke £ 58 LHRBEOMCHEER
KON ol,

7.2.3 B hlE

FiA# % Table 2-21, 2-22 127" L7z,

) HE5HE4EB

R ERGEHEOMBEOE NAE L, MRELIZEAKICHSE L, AEZITIALR
o T, '

2) EEFH2EH

125mg/kg 5B O MEREDE N RE T, MREE LIZITRKICHS L, AEERALN
R0 T,

7.2.4 BREEBHEDAE

F#E % Fig. 1~4 O\ Table 2-23, 2-24 |[Z7R L 7=,

1) #5%F 48R

125 mg/kg $ 5-EEDWET 50 225 60 FICHERBEMNRD bz,
2) [EEF2EH |

125 mg/kg FEBEDHET 50 2> 5 60 FICH B EHEIRD bh iz,

7.3 HKEAE

A& % Fig.5 & 0% Table 3-1. 3-21Z7R L7z,

1) HEHIH

W E R SHOMBEDOKRE L, SRS IFIIFAFICHE L. FEEIEIADRRD
ST, BB OEERNE T 8Sme/kg B EHOBIZE B REENIRD DLz,
2) [EIEHH '

125mg/kg W ERBEDOMEHEDEE L, MRS IZERARICHEB L, BEETA LIRS

27,
74 EHENE
FKiE % Fig.6, 7 KX Table 4-1, 4-21Z/" L7z,

1) #E5HIM
8mg/kg B EHOMETHRESE 10 B BICAEREENRD LN,
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2) EIEHRE
125mg/kg # 5-REDOMETHEIES 14 H B CHEZRENED DI,

75 REEEKEINEED)
F%#& % Table 5-1~5-8 [Z/R L 7=,
1) BEHFH4EHE
EMEEE T pH OXKMEMEM S 125mg/kg ¥ 5-FE O MERE T, 3 B F] O B8 INE [ A3
125mg/kg B EHDOHETRD bz,
2) HEEFE2HEA :
EMEROCEEHRE & ORRHELOMICALHREBITRD DRI ST,

7.6 MRFERE

FX#& % Table 6-1~6-4 IZR L7-,

1) BEHIFEETR

AMERE 5 RICB O THIRILEROEEREMEA 125me/kg B EHOMTRD bz,
2) [EE B T

FRFRMIKEDOH B RIEMED 125mg/kg HEREOHEIZ, ~EI/rEVERT~T b
7Yy MEOHE RIS ONCFEMALEES b o 2R 7 5 25 R OA B8 L
MREOBEZEMEN 125mg/kg B EBHOMEIZZRD iz,

7.7  MREFEEE

A& % Table 7-1~7-4 1278 LTz,

1) HEHREKTR |

ALP OB EREEA 30mg/kg R EROME L 125me/kg B EBEOMEREIC, B2 L 27
R— VRO VIEEOEERBIEN 125 mg/ke B EROMERIC, Tig) > OB
fE7S 8mg/kg R 5 BEDMEIZFRD BTz,

2) [EEHIMK TR

Wi ARBEOREZREMEM 125mg/keg B HBEOMEREIZFRD bk,

78 BEEE
%4 % Table 8-1~8-8 IZ;x L7~,
1) BEHMKTE

i : FREBROEEREMED Smgke HESHOMIZRD 5
iz,

JiF Higk : HIEEOAEREMEMN 30mgkg & 58 O &
125mg/kg ¥ G-HEDOMEHEIZFR D b LTz,

e i : X EECOEERKMEDN Smgkg HHEH O &

125mg/kg T 5B DOHEIZFED T,
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T
KR

2) [EMEHIRAET R
ik

79 BIRFR

ﬁﬁﬁi®ﬁi@ﬁﬁ@1%mwgﬁ5ﬁ®% IRD
b,

M EEOAEREMEN 125mg/kg BREHIZED LN
776

%ﬁi%@ﬁﬁ&%ﬁﬁlﬁmmgﬁﬁﬁww’ﬁﬁ
BEEOHFEREMED 125mg/kg Tﬁ'ﬂ_—ﬁﬁé@lﬂiﬁfﬁ IR
ni,

Mt R O EEORERBMED 125mg/kg 5T
B b,

f& % Table 9-1, 9-2 2R L7=,

1) REHRARTR
KR R
B Nk
JiFfigk
FE

2) [EMEHIRIAET
i N
HER

710 HREMRBFERE

FEEID KT REED 1 FLZRD BTz,

B HRILHEDS 30 mg/kg B HBEOHE 1 FlIZR ?5?5 bz,
—¥ER/NBAE DS 30mg/kg j&ﬁﬁ@fﬁ 1 BB b,
DO FANTRBEED 1 FIZRD bh i,

l

NEUE DS REED 1 FICRD DTz,
NEUE DS RREED 1 FlICRD b T,

F%#& % Table 10-1~10-4 IZR L7z,

1) HFEHIMHE TR

WRWERGIZELD B DN D EEDFRE OCBRBIZRD bz,

& ik

FF fi

B RME DD 5 BIRYERD 125mg/keg R EBEOLE
1 BT, BB R DBEAED 8mg/kg I GEEDOHE 151
W2, B DV IR E 7 RS B R AR O fFER /M
ﬁl%myg&ﬁﬁ@%3m:ﬁw6mtoﬁﬁﬁﬁ
WBWTERILENRD biv: 30mg/kg 5RO 1
BB W TIHRERERZILRPRO bz,
B D 2O TR EE 2 AT HRAE 0 /N BE T et 22 B TR AR 03 et
FEEEDRE 1 5 & E 3 11, Sme/kg B S BEDHE 1 6 &
4Bz, 30mg/kg | EEBFDOLE 3 5 & 4 FiZ, 125mg/kg
BEREORE 1l & M2 B, Z DKW 30mg/kg S5FED
HED 1 BIEHIBRET RICB DT —E/NEYE AR D BT
W5, BRI O BARARESE S 125me/kg B 5B
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DHE 45 &M 2 B, BB/ A B RO
161, 125mg/kg BEREORE 1 4] & M 4 BT, BEHMK
O E R REMEOBMENLA . 30 RO 125mg/kg &G
OHES 1 6Iic, Z DR 30mg/kg HE5EEOHE 1 HIIT5HHK
FrRIZBWT—E/NEERRB D SN TS, BHb 5
wm%ﬁ&dﬁwuiﬂmmmkﬁmmggﬁﬁﬁm
HE 1B, 125mg/kg B 5-EE DHE 6 B & HE 3 FIIZFRD
iz,

UTITRTFRIZOWTIL, ZOHBURAS 2 WITHFEABREZAER VTS
BEERE G L OREEME T A &HIW L7,

FEER A

ARBR

Dol

B

F=

2) [EIEHIFRE T

KRR

BERETRFESARBEL O 125mg/kg B GHDE 1

Bz bz, ZORD 1 EITEBIZBOD TRHEER

BOLNLTVD,

%f&ﬁﬁntzbﬁmmlﬁmygﬁﬁﬁwﬁlm

IR bz,

BRI REMEO LR 125me/kg BEBOKE 1 61

RO BT,

BRIS 72RO M ARIR M Y 125mg/kg B E-FEOME 1 Fli

A BT,

%ﬁ&ﬁ%%@a LB SR BEEORE 1 BllZ, B

m%&@m ﬁ%ﬁklﬁmwg&5ﬁ®@%]
%ﬁﬁ%kﬁﬂﬁ%ﬁ®$1Wumb6ﬂto

%ﬁ&ﬂ@&ﬁ#ﬁ%ﬁwmlmumb%hto

BRI FE O MR E S SRR T 125mg/kg B 5

HEoK 3B D T,

B2 Em A REBEORE | # LM 2 Fl

125mg/kg B 5-FEDOHE 1 FIIZFRO b iz,

B2 RO EILE N X REEOHE 1 flLIZRD BN

726

B EFTHEMRS 125me/kg RGO 1 FlIC, B

TR BB AR D 5 JAA T RBE DHERES 2 F11T, 125mg/kg

BEFHORE 1 IR bz,

FIRRAT RIZB O TO ) ARRD bt BB 1 6l
DWTIERERZO S Ao b,

HMPT RIZB WO TNUL D S-S BEO 161
BWTHBREREFOBDBZREBEED 1 FIZRO LN
7o
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SRk

B 72 R AR b R AR B O B R Mk /R A3 Sk BR B K Y
125mg/kg #% S EBEDOHES 1 FHZFRD bh iz,

B D TEREE R TR O /N DM ZE R T R A8
FREEDHE3 B & ME 1B, 125mg/kg B SREDME 1 FIIZ,
B e BN SERE DS KT RREE O HE 3 51 & 1 BT, BRI
e/ NEER DR RTAARAE RS 125mg/kg B EFEDRE 1 41
RO LT

BB RAZ BV T/ 3R D b ivi=xt REED 1 #ii
BOWTIIERE OERELRBO LN,
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8. #E=

Sprague-Dawley 52 SPF 7 v k (Crl:CD (SD) ] |2 2-=FA~F VA E=L=—T
0 (U 7 RFRREE) | 8, 30 &0 125 mg/kg/H DR T 28 AKX E®EHED
BEL, TOBMHEZRETTL L L 0IT, MBBELD 125 mg/kg 5 ITZ D% 2 HH
RIEXH, BLOREMEIZ OV TR L,

BERUVEEHMZELC THETEYITIAONT, —IREE, 72— IRE, #eE
RERCENRE CHEBRHERGOEBIIFZD bR,

5%@%%@%%?&nw@@&ﬁﬁwwfﬁﬁ%4ﬁ&@@@%2L®w~m

EIENRZRD b2, 0~60 SDRIEE CIIERETRICELAIBD ONT, £
—Hﬁ®WMT%5 ENOHBRYERE & OBEME TRV R L,

WETi B EHTOEEHEMEOKMED Sme/kg BHEREDOHETRD HTZH,
EREBICEELREEA AR TRV L b HBRMERE & OMEM X2V &4
L7,

EBEEE CIX, KED Smgkg B EREOBETHREGE 10 B BIZRED NN, —@BED
ETHY, BRYERES L OBEME T2V BB Uz, £72. 125mg/kg B 5RO
TEES 14 H BICEERIRD SN, B EHBICEEREERBH LN TRV T
LML HBRME RS L OBEMIT RV &I LT,

FREEE T, pH OIEMEEM S 125me/kg $e G-FEDOMEREIZ T ifn B 451 0 38 AN fE R 23
125mg/kg B EBEOHEICRD biviz, Zh b DEIX, w?h%%ﬁ%ﬁi%%ﬁf@
NS OOWBYERE L OBEEN bR, £i2, EROE(IIEERE BRI
D oY, BEEMENTED Bzmto

MEFHRE T, BMRESRICBIT 2 HEEKEEORMEN 125mgkg HSHOMET
BOLNTZA, BMERBELOCMOBMEKE SRIITIEERR DN TV RNWI L6
WERME R G L OBEMEITR VB Uiz, F72, BEEHMKETRIZBW T 125mg/kg
BEBHORECTRIRRMEREOKIES, 125mg/kg B EHOMT~E /B LV ER TN
N7 Uy MEDOERELE ITIEMALERS b e v R 7T AF R OEMRE & /MO R
EARBD ONZBOTNLEEHMK TERICIIRABEARAZEBRBO 5L T RnNT &)
LR E R G L ORFEMEILRV &Ik LT,

MEILFERE Cid. ALP O EED 30mg/kg 5B OHE K O 125mg/kg $ 5-5 O HELE
K\%2VX?D—W&UUVBE®ﬁﬁ#I%mwgﬁﬁﬁ®ﬁﬁumb6ﬂ B
BRERE L OBEESTRE I N, B, 2 b OB LIZEEHEICIER D T,
BIEMERRD bz, £ OMIZix, ﬂ%)/@ﬁﬁ#8mﬂg&5ﬁ@%:ﬁb6h
720, BHABBICRABEREIRBD LN TN EnOHBRYMERE & OB
RUWNEHIBT L7z, £, EEHEKTRICBWTRZABEDOEMED 125mg/ke &5
BEOMEIZRD NN R EHEK TRIZIZIFRRZEERBD N TWNRNWZ &1 D
WBRMERE L OB &l L,
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FRERE T, MEHLEREOKRERUL, FMOBMRFREICE N CNET
CIEFFRIBIER S Somg/kg BEBOML 125meke BB O, Ll
125mg/kg R EHEDOHMEICH O, HAEEOBEDLRED bz, 7o, BREOMBKT
*ﬁﬁ TRWTRME ERMEIC BRI/ MEDSIRBEEOBEMD 125mg/kg & 5HOKE

CHbh, HMEEOHELRDON, Fio, KEOHMEEDEEN 125me/ke
BEHTRD LN, MREHICIEROBEL TR T IEITAONARDP 0B, K
BRERGOREREDPNTZ, T O OB {IXEEHBKTRIZBW T, I TIEéE
SIE OB ED 125me/kg 58 OHEI AR ER O EAT 125me/ke £ SR ORI 7
B b DO MOBLEVTI S IEES B VTR L, BIEMESTRD bk, $ik,
BRCTIIVThoORLbHES S VITER L, EEESRD b, TICERTIE,
HR R ORI EROBER 125mg/ke B 5B TR b, B 5 REEMEEIED bh
mholo, TOft, BEEEOKMED 125mgkg BEHOM TR EKL TRIZRD LN
7o, HBREREICE(PIBD N TVARNWT R E RS & OREEIT W
LHIWT L7z, EROM.EBRETRS 5 WVIZREEERIZV O OEBED bR,
FN b OHBRES B WVITREZRMER» S, HRYERSE & OBEMEIL R &K
L7,

UEDER»L, RRBREHETIZBIT S 2-2F ATV E =Lz — T VO ERE
EIIHET 8mg/kg/day, T 30mg/kg/day EEZ bz, 2B, BREEORMEEZRK<
i DEAIZ DOV TIE, WAL IREIZ LY BEEESBD b7,
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Table 1~1 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Clinical signs (Administration period)
) Day of administration
Sex Dose Findings -

mg/kg 1 2 3 4 53 6 T 8 9 10 11 12 13 14

0 No. of animals 12 12 12 i2 12 12 12 12 12 12 12 i2 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Male 8  No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6

30 No. of animals 6 6 6 6 6 6 6 6 6 6 [ 6 6 6

No abnormality 6 6 6 6 - 6 6 6 6 6 6 6 6 6 6

125 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

0 No. of animals C 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Female 8 No. of animals 8 6 ] 6 6 6 8 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6

30 No. of animals [ 6 [ 6 6 6 6 6 6 6 6 6 6 6

No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6

125 No. of énimals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 - 12 12 12 12 12 12 12 12 12
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Table 1-2 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Clinical signs (Administration period)
Day of administration
Sex Dose Findings
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 8 No. of animals 6 6 6 6 6 6 6 6 [ 6 6 6 5] 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
30 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
125 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
[4] No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 8 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
30 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 [ 6 6 6 6 6
125 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 1z 12 12 12 12 12 12 12 12 12 12
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Table 1-3 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Clinical signs (Recovery period)
Day of recovery
Sex Dose Findings
mg/keg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Male 0 No. of animals 6 6 6 6 6 6 6 6 6 8 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
125 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Female 0 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
125 No. of animals 6 6 6 6 6 6 6 6 8 6 6 6 6 6
No abnormality 6 6 [ 6 8 6 6 6 8 6 6 6 6 6
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Table 2-1 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 1)
Sex Male ) Female
Dose (mg/kg) 0 8 30 125 0 8 30 125
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 - 12 6 6 12
Convulsion .
None . 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table.z—z A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations {(Week 2)
Sex Male Female
Dose (mg/kg) 0 8 30 125 0 8 30 125
Parameter No. of animals 12 6 6 12 12 ) 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 3] 3] 12
Abnormal behavior
None 12 6 6 12 . 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-3 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 3)
Sex Male Female
Dose (mg/kg) 0 8 30 125 0 8 30 125
Parameter No. of animals 12 6 8 12 12 6 6 _ 12
Posture
Normal 12 6 8 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-4

A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 4)
Sex Male Female
Dose (mg/kg) 0 8 30 . 125 0 8 30 125
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 [ 6 12 12 6 } 6 12

No significant difference in any treated groups from control group.
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Table 2-5 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations {Week 1 of recovery)
Sex Male Female
Dose (mg/kg) ¢} 125 0 125
Parameter No. of animals 6 6 6 6
Posture
Normal 6 6 8 6
Convulsion .
None : 6 6 6 6
Abnormal behavior : .
None 6 6 6 6

No significant difference between treated group and control group.
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Table 2-6 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 2 of recovery)
Sex Male Female
Dose (mg/kg) 0 125 0 125
Parameter No. of animals 6 6 6 6
Posture
Normal 6 6 6 6
Convulsion
None 6 6 6 6
Abnormal behavior
None 6 6 6 6

No significant difference between treated group and control group.
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Table 2-7 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : in-the-hand observations (Week 1)
Sex Male Female
Dose (mg/kg) 0 8 30 125 0 8 30 125

Parameter : No. of animals 12 6 6 12 12 6 12
Ease of removal from cage

Easy 12 6 6 12 12 8 6 12
Fur condition

Normal 12 6 6 12 12 6 [ 12
Skin

Normal 12 6 6 12 12 [] 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos '

Absent 12 6 [¢] 12 12 53 [ 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent ) 12 6 6 12 12 6 6 12
Pupil size ’

ﬁormal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 ] 12
Abggggg% respiration 12 6 6 12 12 8 6 12
Re%ggévity to handling 12 s 6 12 12 6 8 12

No significant difference in any treated groups from control group.
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Table 2-8 A 28-day oral toxicity study of 2*E§hylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : in-the-hand observations (Week 2)
Sex . Male ) Female
Dose (mg/kg) 0 8 30 125 0 8 30 125 -
Parameter No. of animals 12 6 6 12 12 6 12
Ease of removal from cage .

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 (3 12 12 6 - 8 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

_ Absent 12 6 6 12 12 6 6 12
Exophthalmos '

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection .

Absent 12 8 6 12 12 6 6 12
Pugg%mzize 12 6 6 12 12 6 6 12
Salivation

None 12 [§] [ 12 12 6 6 12

rma iration
Abggsen% respira 12 6 6 12 12 6 6 12
ivi to handlin . V
Reﬁgg; 1ty to han § 12 6 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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‘Table 2-9 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : in-the-hand observations (Week 3)
Sex : Male Female
Dose (mg/kg) 0 8 30 125 (V] 8 30 125

Parameter No. of animals 12 6 6 . 12 12 6 12
Ease of removal from cage

Easy 12 5 6 12 12 3] 6 11

Some resistance/avoidance Q 1 Q o - 0 Q0 0 1
Fur condition A

Normal i2 6. 6 12 12 6 6 12
Skin .

Normal 12 6 6 12 12 6 6 12
Secretions~-Eye, Nose

Absent 12 5} 6 12 12 6 6 12
Exophthalmos

Agsent 12 6 6 12 12 6 6 12
Palpebral closure

Ngrmal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 [ 6 12
Lacrimation '

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent i2 6 6 12 12 6 6 12
Pupil size

gormal 12 6 6 12 12 8 6 12
Sa&éxgtlon 12 6 6 12 12 v 6 6 12
Abggggg% respiration 12 8 6 12 12 6 6 12
Re%gg§v1ty to handling 12 s 6 12 12 5 ? 18

Slightly awkward 0 1 ‘0 0 0 1

No significant difference in any treated groups from control group.
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Table 2~10

A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : in-the-hand observations (Week 4)
Sex Male Fémale
Dose (mg/kg) 0 8 30 125 0 8 30 125

Parameter No. of animals i2 6 6 12 12 8 6 12
Ease of removal from cage

Easy 11 6 6 12 12 6 6 12

Some resistance/avoidance 1 0 0 0 . 0 0 0 0
Fur condition

Normal i2 6 6 12 12 6 6 12
Skin '

Normal . i2 6 6 12 ) i2 8 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 8 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 : 12 12 6 6 : 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 [} 12 12 6 6 12
Piloerection

Agsent . 12 6 6 12 12 6 6 12
Pupil size

ﬁormal 12 6 6 12 12 6 6 12
Sakg;gtlon 12 6 46 12 12 [ 6 12
A espiration
Abggggg% rese 12 6 6 12 12 6 6 12
Reggg;VJty to handling n 6 5 12 12 5 g 1%

Slightly awkward 1 0 0 ] 0 1

No significant difference in any treated groups from control group.
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Table 2-11 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : in-the-hand observations (Week 1 of recovery)
Sex Male Female
Dose (mg/kg) 0 125 0 125

Parameter No. of animals 6 6 6 6
Ease of removal from cage

Easy 6 S 6 6

Some resistance/avoidance 0 1 0 0
Fur condition

Normal 6 ’ 6 6 6
Skin

Normal 6 6 6 6

. Secretions-Eye, Nose

Absent 6 : 8 6 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal R 6 6 6 6
Piloerection

Absent 6 6 [ 6
Pupil size

Normal 6 6 6 6
Salivation

None 8 6 6 6
Abnormal respiration

Absent 6 6 ) 6 6
Regg;;v1ty'to handling 6 s 6 5

Slightly awkward 0 1 0 0

No significant difference between treated group and control group.
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Table 2-12 " A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : in-the-hand observations (Week 2 of recovery)
Sex Male Female
Dose (mg/kg) 0 125 0] 125

Parameter No. of animals 6 6 6 6
Ease of removal from cage

Easy [} [ [ 6
Fur condition

Normal 6 6 6 6
Skin )

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 6 [§]
Exophthalmos

Absent 6 6 6 6
Palpebral closure ‘

Normal [ 8 6 6
Mucosal membranes :

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 6 6 6
Pupil size

Normal 6 6 6 6
Salivation .

None 6 6 6 6

Abnormal respiration
Absent 6 6 6 6

Reactivity to handlin .
Easy y & 6 6 6 6

No significant difference between treated group and control group.
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Table 2-13 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 1)
Sex Male Female
Dose (mg/kg) 0 8 30 125 0 8 30 125

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 [¢] 6 12 12 6 6 i2
Convulsion .

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 [} 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

Normal 12 6 6 12 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 2+ 2 3+ 2 5+ 3 3+ 2 6+ 3 6+ 1 5+ 4 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 1 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Ur;gigion 10 4 6 10 12 6 5 12

Small amount 2 2 0 2 0 0] 1 ]

No significant difference in

any treated groups from control group.
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Table 2-14 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 2)
Sex Male Female
Dose (mg/kg) 0 8 30 125 o 8 30 125

Parameter No. of animals 12 6 6 12 12 ) 6 6 12
Arousal

Normal 12 [¢] 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 [ 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 ' 6 6 12
Gait

No/minimal location 2 1 0 2 0 0 0 0

Normal 10 5 6 10 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean#S.D.) 2+ 2 4+ 4 2+ 2 3+ 2 T+ 8 T+ 2 T+ 4 8+ 2
Defecation count (Mean+S.D.) 0+ 1 0+ 0O 0+ O 0+ O 0+ ¢ 0+ O 0+ 0 0+ 1
Urination

None 9 5 6 8 12 6 6 12

Small amount 3 1 0 3 0 3 8 g

Moderate amount 0 0 0 1 0

No significant differ

ence in any treated groups from control group.
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Table 2-15 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 3)
Sex Male Female
Dose (mg/kg) 0 8 30 125 0 8 30 125

Parameter No. of animals 12 6 6 12 12 6 6 12
AArousal

Normal 12 6 6 12 12 6 6 12
Convulsion .

None 12 6 6 12 12 [} 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 [ 6 12
Gait .

No/minimal location Tl 1 0 0 0 0 0 0

Normal 11 5 6 12 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 [ 6 12
Rearing count (Mean+S.D.)} 3+ 3 4+ 3 4+ 2 3+ 3 10+ 3 11+ 2 8+ 3 11+ 4
Defecation count (Mean+S.D.) 1+ 1 i+ 1 0+ 0 1+ 1 0+ 0 0+ O 0+ 0 0+ 0O
Urination

None 9 5 6 9 12 6 5 1g

Small amount 2 1 0 2 0 8 é 3

Moderate amount 1 0 0 0 0 9 S

Large/excessive amount 0 0 4] 1 0 0

No significant difference in any treated groups from control group.
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Table 2-~16 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 4)
Sex Male Female
Dose (mg/kg) 0 8 30 125 0 8 30 125
Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 8 12 12 6 6 12
Abnormal behavior a)

None ” 12 6 6 12 12 6 5] 12

Minor 0 0 0 0 0 o] 1 0
Stereotypy

None 12 6 [ 12 12 1 6 12
Gait

No/minimal location 1 1 2 2 0 0 0 0

Normal ) 11 5 4 10 12 6 6 12
Posture ) .

Normal 12 6 6 12 12 6 6 12
Grooming '

None 12 .6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 4+ 3 4+ 3 4+ 4 4+ 3 10+ 3 12+ 3 10+ 4 1i+ 3
Defecation count (Mean+S.D.) 0+ 0 1+ 1 1+ 1 1+ 1 0+ O 0+ 0 0+ O 0+ 0
Urination

None 6 5 6 11 12 6 [ 12

Small amount 6 1 0 1 [0} 0 0 0

a): Jumping

No significant difference in any treated groups from control group.



_18_

B-5804

Table 2-17 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 1 of recovery)
Sex Male Female
Dose (mg/kg) 0 125 0 125.
Parameter No. of animals 6 ) 6 6 [
Arousal

Normal 6 6 6 8
Convulsion

None 6 6 6 6
Abnormal behavior

None 6 6 6 6
.Stereotypy

None 6 6 6 6
Gait

No/minimal location 1 1 ] 0

Normal 5 S 6 6
Posture

Normal ' 6 6 6 6
Grooming '

None 6 6 6 6
Rearing count (Mean+S.D.) 4+ 3 5+ 3 10+ 1 10+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 6 5 6 6

Small amount 0 1 0 0

No significant difference between treated group and control group.
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A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 2 of recovery)
Sex Male Female
Dose (mg/kg) 0 125 0 125

Parameter No. of animals 6 6 6 6
Arousal

Normal 6 6 6 6
Convulsion

None 6 ] 6 6
Abnormal behavior

None 6 6 6 6
Stereotypy '

None 6 6 6 6
Gait

Normal 6 6 6 6
Posture .

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 4+ 2 6+ 3 10+ 2 10+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 3 5 5 6

Small amount 1 0 1 0

Moderate amount 2 1 0 0

No significant difference between treated group and control group.
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Table 2-19

Manipulative test (Week 4)

A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks

Sex Male Female
Dose {(mg/kg) 0 8 30 125 [ 8 30 125
Parameter No. of animals 12 6 6 12 12 6 6 12
Auditory response
Normal 12 6 6 12 12 6 6 12
Approach response
Normal 12 . 6 6 12 12 6 6 12
Touch response
Normal 12 6 6 12 12 6 [ 12
Tail pinch response
Normal 12 6 6 12 12 6 6 12
Pupillary reflex
Pass, both 12 6 6 12 12 6 6 12
Aerial righting reflex ‘
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 73+20 67+24 68+14 80+14 69+20 66+ 8 Ti+ 9 56+16

No significant difference in any treated groups from control group.
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Table 2-20 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Manipulative test (Week 2 of recovery)
Sex Male Female
Dose (mg/kg) 0 125 0 125
Parameter No. of animals 6 6 6 6
Auditory response
Normal 6 6 6 6
Approach response
Normal . 6 [ 6 6
Touch response
Normal 6 ) 6 6
Tail pinch response .
Normal 6 6 6 6
Pupillary reflex
Pass, both 6 6 6 6
Aerial righting reflex :
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0

Landing foot splay (mm: Mean+S.D.) 84+29 - 84+17 64+15 57+16

No significant difference between treated gfoup and control group.
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Table 2-21 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Grip strength (Week 4)
Sex- Dose Fore limb Hind limb
mg/kg -3 g
0 No. 12 12
Mean 806 483
S.D. 110 125
Male 8 No. 6 6
Mean 822 482
S.D. 238 143
30 No. 6 6
Mean 909 584
S.D. 145 35
125 No. 12 12
Mean 202 442
S.D. 120 120
0 No. 12 12
Mean 796 571
S.D. 134 138
Female 8 No. 6 6
Mean 758 536
S.D. 29 185
30 No. 6 [}
. Mean 702 578
S.D. 158 152
125 No. 12 12
Mean 715 522
S.D. 115 139

No significant difference

in any treated groups from control group.



_26_

B-5804

Table 2-22 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Grip strength (Week 2 of recovery)
‘Sex Dose Fore limb Hind limb
mg/kg g g
Male 0 No. 6 8
Mean 1232 691
S.D. 103 30
125 No. 6 6
Mean 1177 640
S.D. 234 120
Female 0 No. 6 [}
Mean 932 570
S.D. 97 117
125 No. 6 6
Mean 1043 646
S.D. 98 98

No significant difference between treated group and control group.
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Table 2-238 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Motor activity (Week 4) s
" Interval (minutes)
Sex Dose
mg/keg 0-10 10-20 20-30 30-40 40-50 50~-60 Total(0-60)
0 No. 12 12 12 12 12 12 12
Mean 393 309 271 190 151 158 1472
S.D. 66 93 141 137 140 141 589
Male 8 No. 8 6 6 6 6 6 6
Mean 368 322 183 140 138 T4 1224
S.D. 65 54 86 157 151 87 474
30 No. 6 8 6 6 6 6 6
Mean 429 370 324 291 169 68 1650
S.D. 49 57 57 53 106 85 193
125 No. 12 12 12 12 12 12 12
Mean 396 357 - 310 253. 236 213 1765
S.D. 52 45 81 116 122 133 426
0 No. 12 12 12 12 12 12 12
Mean 447 339 280 219 135 73 1493
S.D. 66 78 102 108 125 96 364
Female 8 No. 6 6 6 6 6 6 6
Mean 420 297 211 228 165 174 1495
S.D. 54 104 149 143 93 112 547
30 No. 6 6 6 6 6 6 6
Mean 398 347 294 249 219 173 1679
S.D. 47 75 48 123 129 91 319
125 No. 12 12 12 12 12 12 12
Mean 428 339 303 248 199 191+ 1707
S.D. 46 55 . 80 78 118 112D 363

# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 2-24 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Motor activity (Week 2 of recovery)
Interval (minutes)
Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
Male 0 No. 6 6 6 6 6 ) 6
Mean 391 319 268 214 239 164 1595
S.D. 20 44 85 57 70 145 254
125 No. [ 6 6 [ 6 6 6
Mean 401 1281 248 265 247 262 1704
S.D. 39 78 57 62 110 77 222
Female 0 No. 6 6 6 6 6 6 6
Mean 370 306 264 248 180 94 1461
S.D. 58 47 50 101 69 63 250
125 No. 6 6 [ 6 6 6 6
Mean 360 335 294 244 212 210« 1654
S.D. 21 40 70 101 110 88T 341

*

T : Student's t-test

: p<0.05 (Significant difference from

control group)
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Table 3-1 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Body weight (Administration period)
Day of administration
Sex Dose Gain
mg/kg 1 4 7 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 206 232 259 280 311 329 355 367 390 184
S.D. 7 10- 14 i8 24 29 32 34 36 32
Male 8 No. 6 6 6 6 6 6 6 6 6 6
Mean 206 228 251 270 295 307 329 337 351 145«
S.D. 7 9 13 18 27 31 36 39 42 37D
30 No. 6 6 6 6 6 6 6 8 6 6
Mean 206 234 260 284 318 340 367 380 398 192
S.D. 7 8 11 11 14 16 18 21 25 20
125 No. 12 12 12 12 12 12 12 12 12 12
Mean 205 229 254 274 304 321 345 355 372 167
S.D. 7 8 11 14 19 22 25 28 31 28
(4] No. 12 12 12 12 12 12 12 12 12 12
Mean 165 174 186 196 212 215 228 237 246 81
S.D. 8 8 8 10 12 i8 18 17 18 13
Female 8 No. 6 6 <] 6 6 6 6 6 6 6
Mean 165 171 184 193 206 213 224 231 238 T4
S.D. 8 13 16 16 17 18 23 24 23 16
30 No. 8 6 6 6 6 6 6 6 6 6
Mean 162 172 183 193 208 208 222 237 243 81
S.D. 9 11 14 13 12 8 9 14 15 12
125 No. 12 12 12 12 12 12 12 12 12 12
Mean 163 171 186 196 © 211 215 228 235 240 77
S.D. ] T 10 11 14 14 17 17 18 14
Unit : g

# : p<0.05 (Significant

D : Dunnett’'s test

difference from control group)
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Table 3-2 A 28-day oral toxicity study of 2—Ethylhexy1 vinyl ether in rats with a recovery period of 2 weeks
Body weight (Recovery period)
Day of recovery
Sex Dose - Gain
mg/kg 1 3 7 10 14 1~14
Male 0 No. 6 6 6 6 1 6
Mean 396 403 423 437 449 53
S.D. 45 45 49 49 53 9
125 No. 6 6 [ 6 6 [
Mean 387 395 . 412 426 441 54
S.D. 35 36 37 38 38 1
Female 0 No. 6 6 6 6 6 6
Mean 238 248 253 260 264 26
S.D. 16 17 18 20 22 7
125 No. 6 6 6 6 6 6
Mean 252 259 266 272 279 28
S.D. 18 19 21 24 25 ]
Unit

H 3
No significant difference

between treated group and control group.
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Table 4-1 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Food consumption (Administration period)
Day of administration
Sex Dose
mg/kg 1 4 7 10 14 17 21 24 28
(4} No. 12 12 12 12 12 12 12 12 12
Mean 24 23 24 25 24 23 24 21 23
S.Q« 1 2 2 2 3 3 3 2 2
!
Male 8 No. 6 6 6 6 6 6 6 6 6
Mean 23 22 23 22+ 22 21 22 19 20
S.D. 2 2 2 2D 3 3 3 3 3
30 No 6 6 6 [<] 6 6 "6 6 6
Mean 23 23 23 24 25 24 24 22 24
S.D. 2 2 2 2 2 2 2 2 3
125 No. 12 12 12 12 12 12 12 12 12
Mean 24 23 24 23 24 23 24 21 22
S.D. 1 2 2 2 3 3 2 3 3
0 No. 12 12 12 12 12 12 12 12 12
Mean 18 16 17 17 17 16 18 17 17
S.D. 2 1 2 2 2 2 2 2 2
Female 8 No. 6 6 6 6 6 6 6 6 6
Mean 19 16 17 16 16 16 17 17 18
S.D. 2 3 2 2 2 2 3 3 4
30 No. 6 6 6 6 6 6 6 6 <]
Mean 18 17 17 17 18 16 18 19 17
S.D. 2 2 2 2 1 1 2 2 1
125 No. 12 12 12 12 12 12 12 12 12
Mean 18 16 17 17 17 17 18 17 17
S.D. 3 1 2 2 2 2 2 2 2

Unit : g/rat/day
* : p<0.05 (Significant

D : Dunnett's test

difference from control group)
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Table 4-2 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Food consumption (Recovery period)
Day of recovery
Sex Dose
mg/kg 3 T 10 14
Male 0 No. 8 6 6 6
Mean 27 28 28 27
S.D. 4 4 3 3
125 No. 6 6 6 6
Mean 27 28 28 28
S.D. 2 3 3 3
Female 0 No. 8 6 6 6
Mean 21 20 20 19
S.D. 2 1 1 1 v
125 No. 6 6 6 6
Mean 23 22 21 21
S.D. 3 2 3 2T

Unit : g/rat/day
* : p<0.05 (Significant

T : Student's t-test

difference from control group)
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Table 5-1 A 28-day oral toxicity study of Z—Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Urinalysis (Week 4) '

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5,0 5.5 6.0 6.57.0 7.5 8.0 8.5 9.0 . dm ot b A+ . = 4 At b m de A e et
0 12 0 ] 0 0 1 2 2 7 0 1 3 6 2 0 0 0O 4 8 0 0O 0 12 0 0 0 ¢ 0
Male 8 6 0 0 0 1 1 2 1 1 0 0 0 5 1 O 0 1 4 1 0 O 0 6 0 0 0 O 0
30 6 4] 0 0 ) 0 0 1 3 2 0 0O 0 6 0 O Q i 2 383 0 O 0 6 0 0 0 O 0
125 12 0 0 1 5 0 2 3 1 0 1 2 6 3 0 ¢ 1 2 9 0 0 0 12 0 ¢ 0 O 0
0 12 0 0 4] 4 4 3 1 0 0 4 2 6 0 O 0 3 3 6 0 O 0 12 0 0 0 O 0
Female 8 6 0 0 0 2 1 1 2 0 o] 1 2 2 1 0 0 1 2 3 0 0 0 6 0 0 0 0 0
30 6 0 0 1 4 1 0 0 0 0 12 2 01 0 11 4 0 O 0 6 0 0 0 O 0
125 12 Q (4] 1 10 0 1 0 0 Q 4 2 4 2 0 0 3 3 6 0 0 4] 12 0 0 0 O 0
1) ~ 1 <10 mg/dL +- : 10 - 25 mg/dL + : 286 - 85 mg/dL ++ : 86 - 250 mg/dL +++ 1 251 - 600 mg/dL ++++ : >600 mg/dL
2) - : <5 mg/dL - +- 1 5 - 7.5 mg/dL + :.7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ @ 71 - 125 mg/dL ++++ : >125 mg/dL
3) - : <30 mg/dL +- : 30 - 60 mg/dL + : 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ 1 >750 mg/dL
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Table 5-2 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Urinalysis (Week 4) ’
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg N T Y - 4 4 A kb4 B A N A Y LY Y DY
0 12 12 0 0 0 0 11 1 ¢ O 0 10 1 1 O 0 012 0
Male 8 6 5 0 1 0 O 6 0 0 O 0 5 1 0 0O 0 0 6 0
30 6 5 1 0 0 O 6 0 0 O 4] 5 1 0 0 0 0 6 0
125 12 6-3 2 0 1 12 0 0 O 0 11 1 0 O 0 012 0
] 12 12 0 0 0 O 10 2 0 O 0 8 4 0 O 0 012 O
Female 8 6 6 0 0 0 O 6 0 0 O 0 4 2 0 O 0 0 6 0
30 6 6 0 0 0 O 6 0 0 O 0 5 1 0 0 0 0 6 0
125 12 12 0 0 0 O 12 0 0 O .0 g 3 ¢ 0 (¢} 012 0
4) - : <0.03 mg/dL +- 1 0.03 - 0.05 mg/dL + : 0.06 - 0.1%5 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL : 0.5 - 1.5 mg/dL. ++ : 1.6 - 5.0 mg/dL. +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL

+
6) +- : <2.0 mg/dL +: 2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7y LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-3 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Urinalysis {(Week 4)
*
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg ~ %= 4 4t et - 4= 4 ++ 4 - k= 4+t 4 - =+t e+ - 4=~ % - 4= 4 o+ 4+ - 4= 4+ 4 4+
0 12 12 0 0 0 ¢ 12 0 0 0 0 0112 0 0 0 12 0 ¢ 0 0 12 0 0 2 3 0 0 O 12 0 0 0 0
Male 8 6 6 0 0 0 0 4 2 0 0 0 0 6 0 0 © 6 0 0 0 0 6 0 0 5 1 0 0 O 8 0 0 0 O
30 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 0 6 0 0 0 O 6 0 0 5 1 0 0 O 6 0 0 0 O
125 12 11 1 0 0 O it1 1 0 0 O 012 ¢ 0 O 12 0 0 0 0O 12 0 © i1 » 0 0 O 12 ¢ 0 0 O
0 12 12 0 0 0 O 11 1 0 06 0 012 0 0 O 11 1 0 O O 12 0 O 10 2 0 O O 12 0 0 0 O
Female 8 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O ‘6 0 0 0 O 6 0 0 4 2 0 0 O 6 0 0 0 0
30 6 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 O 6 0 0 6 0 0 0 O 6 0 0 0 O
125 12 12 0 0 0 O 12 0 0 0 O 012 0 0 O 12 0 0 0 O 12 0 O 8 4 0 0 O i2 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- @ Slight
PS . Phosphate Salts * : Mild |
Cco : Calcium Oxalate ++ @ Moderate

+++ : Severe
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Table 5-4 A 28~-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Water intake and urinalysis (Week 4)
Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mlL/24h mL/24h mOsm/kg
0 12 Mean 31 7.7 2018
S.D. 6 3.4 397
Male 8 6 Mean 30 6.4 2188
S.D. 4 2.3 552
30 6 Mean 38 8.3 1879
S.D. 7 3.3 437
125 12 Mean 34 6.7 2127
S.D. 6 3.0 512
A
o
e 0 12 Mean 30 5.3 1999
S.D. 6 2.4 580
Female 8 6 Mean 35 5.7 2096
S.D. 11 5.1 527
30 6 Mean 34 4.8 2133
S.D. 6 2.6 467
125 12 Mean 35 4.7 2293
S.D. 8 1.5 490

No significant difference in any treated groups from control group.
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Table 5-5 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery)
1) i 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.06.57.07.5 8.0 8.5 9.0 P A T U Y, - 4= +d A bR
Male 4] 6 0 0 4] Q 4] 5 0 0 2 4 0 O (4] 1 2 3 0 0 4] 6 0 0 0 O Q0
125 6 0 0 0 0 0 3 1 0 2 4 0 0 0 2 3 1 0 0 0 6 0 0 0 O 0
Female 0 6 0 0 0 0 1 2 0 5 1 0 0 O 0 6 0 0 0 0 0 6 0 0 0 O 0
125 6 Q 0 0 1 2 1 0 3 3 0 0 0 0 3 3 0 0 0O 0 6 0 0 0 O 0
1) - ¢ <10 mg/dL +~ 1 10 - 25 mg/dL + 1 26 - 85 mg/dL ++ 1 88 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ : >600 mg/dL
2) - : <5 mg/dL +- : 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ : 71 - 125 mg/dL ++++ : >125 mg/dL
3) - i <30 mg/dL +~- : 30 - 60 mg/dL + v 61 - 125 mg/dL -+ 126 - 250 mg/dL T D

+++ 1 251 - 750 mg/dL

>750 mg/dL
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Table 5-6

Urinalysis (Week 2 of recovery)

A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks

4)

5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
ng/kg IR SR S S - Hd At = et At LY Y DY
Male 0 6 6 0 0 0 0 6 0 0 O 0 5 1 0 0 0 0 6 0
125 6 6 0 0 0 O 6 0 0 0 0 6 0 0 0 0 0 6 0
Female 0 6 6 0 0 0 0 6 0 0 0 0 6 0 0 0 0 0 6 0
125 [ 6 0-0 0 O 5 0 1 0 Q 5 1 0 0 [ 0 6 0
4) : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0,06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - <0.5 mg/dL « 1 0.5 - 1.5 mg/dL ++ : 1.6 - 5.0 mg/dL  +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + 1 2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-7 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery)
URINE SEDIMENT .
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg‘/kg' - +- + 4+ e+ - k= 4+t HE = 4t bt - 4~ + At A+ +- += 4+ 4 bt +~ + 44 4+

Male 0 6 6 0 0 0 O 5 1 0 0 O 6 0 0 O 6 0 0 0 O 0 3 0 0 O 0 0 0 O

125 6 6 0 0 0 O 6 0 0 0 O 6 0 0 0 6 0 0 0 0 0 1 0 0 O 0O 0 0 0
Female 0 6 6 0 0 0 O 6 0 0 0 O 6 0 0 O 6 0 0 0 O (4] 1 0 0 O 0O 0 0 ¢

125 (5] 6 0 0 0 O 6 0 0 0 O 6 0 0 O 6 0' o 0 O Ov 3 0 0 O 0O 0 0 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- @ Slight
PS : Phosphate Salts + . mild
co : Calcium Oxalate ++ @ Moderate

++ 4

: Severe
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Table 5-8 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Water intake and urinalysis (Week 2 of recovery)
Water Urine Osmolality
Sex Dose No. intake volume
mng/kg ml./24h mL/24h mOsm/kg
Male 0 6 Mean 37 14.6 1765
S.D. 7 6.0 360
125 6 Mean 39 12.3 1942
S.D. 5 3.1 250
Female o] 6 Mean 30 7.7 2076
S.D. 13 3.9 325
125 6 Mean 31 6.8 2368
S.D. 6 1.2 271

-901-

No significant difference between treated group and control group.
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Table 6-1

A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Hematology (Day 28)

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Sex Dose No. locyte let nogen
mg/kg X10*/mL g/dL % fL g % %  X10*/4L s s mg/dL
0 6 Mean 759 16.0 46 59.9 21.1 35.1 1.9 101.5 16.2 19.9 300
S.D. 35 0.6 1 1.9 0.8 0.4 0.4 5.4 0.6 2.5 7
Male 8 8 Mean 773 16.1 46 59.8 20.8 34.8 2.0 96.1 17.9 21.9 296
S.D. 20 0.4 1 1.0 0.4 0.5 0.1 4.1 2.8 3.0 31
30 6 Mean T49 15.9 45 60.4 21.3 35.3 2.2 95.3 15.8 20.3 294
S.D. 50 0.4 1 2.9 1.0 0.3 0.4 9.1 0.9 3.0 19
125 6 Mean 771 16.2 46 59.8 21.0 35.2 2.1 90.5 17.1 19.7 308
S.D. 20 0.7 2 1.9 0.6 0.5 0.4 12.7 1.2 1.8 24

L
S 0 6 Mean 733 15.5 44 59.9 21.2 35.5 2.1 106.9 14.7 17.86 253
! S.D. 50 1.0 3 1.2 0.4 0.3 0.6 10.9 0.6 4.2 32
Female 8 6 Mean 748 16.5 44 58.6 20.7 35.3 2.1 111.5 14.7 16.4 245
S.D. 32 0.3 1 2.0 0.8 0.4 0.5 6.6 0.2 0.9 18
30 6 ‘Mean 743 15.86 44 59.3 21.1 35.5 2.5 106.5 14.6 17.3 256
S.D. 33 0.4 2 1.3 0.7 0.6 0.4 4.9 0.7 0.8 27
125 6 Mean 749 15.6 44 58.6 20.8 35.6 1.9 93.7 14.5 16.5 272
S.D. 40 0.6 2 1.0 0.5 0.4 0.3 13.5 0.3 1.4 23

No significant difference in any treated groups from control group.
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Table 6-2 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Hematology (Day 28) )
WBC Differential leukocyte counts (%) Erythroblast
Sex Dose No. counts
mg/kg X10?/4L  Lymph. Stab Seg. Eosino. Baso. Mono. Others (/200 leukocyte)
0 6 Mean 112 86.2 0.3 12.6 0.2 0.0 0.8 0.0 0
S.D. 22 4.8 0.3 4.5 0.3 0.0 0.5 0.0 0
Male 8 6 Mean 93 81.9 0.3 16.3 0.5 0.0 0.9 0.0 4]
S.D. 32 8.1 0.4 8.0 0.4 0.0 0.4 0.0 0
30 6 Mean 103 83.4 0.3 14.6 0.5 0.0 1.2 0.0 0
S.D. 16 4.2 0.3 4.4 0.4 0.0 0.6 0.0 0
125 6 Mean 101 84.7 0.4 13.3 0.7 0.0 1.0 0.0 Q
S.D. 15 4.4 0.2 4.4 0.4 0.0 0.4 0.0 0
L
(o=}
¥ 0 6 Mean 104 84.4 0.5 14.1 0.3 0.0 0.7 0.0 0
S.D. 29 6.8 0.4 6.5 0.4 0.0 0.6 0.0 0
Female 8 [} Mean 101 90.2 0.3 7.6 0.8 0.0 1.1 0.0 0
S.D. 25 2.3 0.3 1.7 0.4 0.0 0.4 0.0 0
30 6 ' Mean o7 86.3 0.5 12.0 0.0 0.0 1.3 0.0 0
S.D. 31 3.9 0.3 4.0 0.0 0.0 0.5 0.0 0
125 6 Mean 78 85.0 0.3 12.4 0.7 0.0 1.6« 0.0 0
S.D. 22 4.6 0.3 4.2 0.7 0.0 0.7D 0.0 0

*» : p<0.05 (Significant difference from control group)

D : Dunnett’'s test
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Table 6-3 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Hematology (Week 2 of recovery) ‘

RBC Hb Ht MCV MCH MCHC Reticu-~- Plate- PT APTT Fibri-

Sex Dose No. locyte let nogen
mg/kg X10'/ 1L g/dL % fL rg % % X10*/ 1L ] s mg/dL

Male 0 6 Mean 799 16.1 45 56.8 20.1 35.5 2.5 115.0 15.0 22.4 266
S.D. 23 0.8 2 1.6 0.7 0.5 0.5 7.2 1.0 2.1 20

125 6 Mean 813 16.6 47 57.2 20.4 35.6 1.9+ 113.5 16.2 22.4 317

S.D. 23 0.4 1 1.1 0.5 0.5 0.3T 14.9 1.2 2.8 51

Female 0 6  Mean 743 15.9 45 59.7 21.4 35.8 2.3 - 99.9 13.2 17.5 223
S.D. 24 0.4 1 0.9 0.4 0.4 0.3 5.4 0.7 1.2 21

125 6 Mean 723 15.2# 43%n 58.8 21.0 35.7 2.3 108.8+ 12.5 15.0#» 215

S.D. 15 0.3T iT 1.5 Q.7 0.4 0.4 7.4T 1.0 2.3T 17

-601-

# : p<0.05 : #» : p<0.01 (Significant difference from control group)
T : Student's t-test
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Table 6-4 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Hematology (Week 2 of recovery)
WBC Differential leukocyte counts (%) Erythroblast
Sex Dose No. - - counts
mg/kg X10*/#«L  Lymph. Stab Seg. Eosino. Baso. Mono. Others (/200 leukocyte)
Male 0 6 Mean 112 89.4 0.3 9.1 0.3 0.0 0.9 0.0 0
S.D. 10 1.0 0.3 1.2 0.3 0.0 0.6 0.0 0
125 6 Mean 125 89.9 0.2 8.5 0.6 0.0 0.8 0.0 0
S.D. 12 5.0 0.3 4.5 0.7 0.0 0.3 0.0 . 0
Female 0 6 Mean 70 82.7 0.4 15.4 0.8 0.0 0.7 0.0 0
S.D. 15 4.6 0.4 4.8 0.4 0.0 0.3 0.0 0
125 6 Mean 65 83.3 0.5 15.1 0.6 0.0 0.6 0.0 0
S.D. 15 6.7 0.3 6.3 0.7 0.0 0.4 0.0 0

No significant difference between treated group and control group.
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Table 7-1 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Blood chemistry (Day 28)
AST ALT LDH v ~GTP AlP T.cho TG PL T.bili- Glucose BUN Crea-
Sex Dose No. (GOT) (GPT) rubin tinine
mg/kg IU/L IU/L IU/L IU/L I1U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL . mg/dL
0 -6 Mean 60 28 69 1 721 50 49 93 0.1 129 11 0.26
S.D. 5 3 26, 0 125 9 20 11 0.0 9 1 0.02
Male 8 [} Mean 59 26 54 1 803 ' B2 50 29 0.1 129 11 0.27
"S.D. 7 3 13 0 155 13 18 16 0.0 12 1 0.03
30 6 Mean 55 25 58 1 1035« 55 60 103 0.1 141 10 0.26
S.D. 4 1 13 0 266D 5 20 5 0.0 12 2 0.02
125 6 Mean 67 - 34 60 1 1542x+= G4 37 112+« 0.1 131 13 0.25
S.D. 16 11 16 0 259D 5D 18 5D 0.0 9 2 0.03
iR

-r o 6 Mean 55 22 50 1 472 62 13 119 0.1 118 13 0.29
S.D. 7 3 8 0 123 14 4 24 0.0 5 3 0.02
Female 8 6 Mean 65 24 52 1 505 50 11 96 0.1 104 14 0.32
S.D. 5 2 9 0 46 14 6 18 0.0 18 2 0.03
30 6 Mean 53 20 50 1 436 68 10 124 0.1 123 15 0.30
S.D. 2 2 6 o] 65 8 4 13 0.0 11. 1 0.04
125 6 Mean 59 21 58 1 661w 86+ 15 152+« 0.1 124 14 0.30
S.D. 15 2 18 Q 173D 18D 11 29D 0.0 17 3 0.05

: p<0.05 ; »+ : p<0.01 (Significant difference from control group)
: Dunnett's test

o *
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Table 7-2

A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Blood chemistry (Day 28)

Na K c1 Ca P TP Albumin A/G

Sex Dose No.

mg/kg mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 6 Mean 143 4.7 107 8.5 8.3 6.0 2.6 0.78
S.D. 1 0.3 1 0.2 0.3 0.2 0.0 0.04
Male 8 6 Mean 143 4.7 108 9.5 8.1 6.0 2.6 0.79
S.D. 2 0.1 1 0.3 0.5 0.2 0.1 0.04
30 6 Mean 142 4.6 106 9.7 8.4 6.0 2.7 0.80
S.D. 2 0.1 1 0.2 0.6 0.2 0.1 0.03
125 6 Mean 143 4.8 107 9.7 8.4 6.0 2.7 0.81
S.D. 2 0.2 2 0.1‘ 0.6 0.2 0.1 0.01
R

F3 0 6 Mean 143 4.4 109 9.9 7.6 6.2 2.8 0.82
! S.D. 2 0.2 2 0.1 0.4 0.1 0.1 0.04
Female 8 6 Mean 143 4.7 109 9.8 8.4+ 6.1 2.7 0.80
S.D. 2 0.4 2 0.2 0.3D 0.2 0.1 0.02
30 6 Mean 144 4.2 110 9.7 7.8 6.3 2.8 0.82
S.D. 1 0.2 1 0.1 0.7 0.2 0.1 0.04
125 6 Mean 142 4.4 108 10.0 7.2 6.7 3.0 0.81
S.D. 1 0.4 2 0.4 0.5 0.5 0.3 0.03

s : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 7-3 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Blood chemistry (Week 2 of recovery)
" AST ALT LDH v —GTP AlP T.cho TG PL T.bili- Glucose BUN Crea-
Sex Dose No. (GOT) (GPT) rubin tinine
mg/kg - 10/L 1U/L 1u/L 1U/L 1U/L mg/aL mg/dL mg/aL mg/dL mg/dL mg/dL mg/dL
Male 0 6 Mean 67 30 53 1 599 55 48 99 0.1 135 12 0.27
S.D. 7 4 11 0 141 8 29 11 0.0 11 1 0.02
125 6 Mean 59 27 51 i 614 60 57 108 0.1 141 13 0.26
S.D. 7 2 : 11 0 161 9 - 23 15 0.0 15 1 0.03
Female 0 6 Mean 59 21 47 1 331 61 13 116 0.1 119 15 0.32
S.D. ) 3 6 1 59 8 9 13 0.0 13- 2 0.04
125 6 Mean 57 24 47 1 262 71 15 132 0.1 122 14 0.31
S.D. 8 S 11 0 52 11 8 16 0.0 ’ 18 2 0.03

No significant difference between treated group and control group.
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Table 7-4 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Blood chemistry (Week 2 of recovery)
Na K Cl : Ca P TP Albumin - A/G
Sex Dose No.
mg/kg mmol/L  mmol/L  mmol/L mg/dL mg/dL g/dL g/dL
Male 4] 6 Mean 144 4.7 107 2.4 7.3 6.1 2.6 0.76
S.D. 0 0.3 1 0.2 0.3 0.2 0.1 0.05
125 6 Mean 143 4.7 106 9.6 7.5 6.3« 2.7 0.76
S.D. 1 0.4 1 0.2 0.4 0.2T 0.1 0.03
Female 0 3] Mean 143 4.4 111 9.7 5.9 6.3 2.3 0.79
S.D. 1 0.3 1 0.2 . 0.7 0.3 0.1 0.03
125 6 Mean 143 4.3 110 9.6 5.6 6.8» 2.9 0.76
S.D. 1 0.3 2 0.2 0.8 0.2T 0.2 0.04

. p<d.05 (Significant difference. from control group)
T : Student's t-test
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Table 8-1

Absolute and relative organ weight (Day 28)

A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2'weeks

Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose ~ (R+L) (R+L)
mg/kg g gl(g/100g BW) mg(mg/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
0 No. 8 6 6 6 6 6 6 6
Mean 364 2.02 530 1.13 10.63 0.73 2.67 61
S.b. . 30 0.06 122 0.10 1.27 0.14 0.26 6
Absolute 8 No. 6 6 6 6 6 6 6 6
Mean 332 1.98 414 1.10 9.58 0.56+ 2.40 55
S.D. 39 0.05 121 0.15 1.76 0.06D 0.33 8
30 No. 6 6 6 6 6 6 6 ]
Mean 376 2.02 462 1.13 12.01 0.66 2.74 55
S.D. 22 0.06 58 0.06 1.06 0.10 0.16 5
125 No. 6 6 6 6 6 6 6 6
Mean 341 1.99 446 .1.09 11.93 0.64 2.74 55
S.D. 23 0.06 41 0.11 0792 0.06 0.24 8
v} No. 6 6 6 6 6 [ 6
Mean 0.56 145 0.31 2.92 0.20 0.74 17
S.D. 0.06 27 0.03 0.15 0.03 0.04 2
Relative 8 No. 6 6 6 8 6 6 6
Mean 0.60 124 0.33 2.87 0.17 0.72 17
S.D. 0.08 30 0.02 0.24 0.02 0.02 2
30 No. 6 6 6 6 6 6 6
Mean 0.54 123 0.30 3.19# 0.17 0.73 15
§.D. 0.03 17 0.02 0.14D 0.02 0.04 2
125 No. 6 6 6 6 6 [ 6
: Mean 0.59 131 0.32 3.50%e 0.19 0.80#= 16
S.D. 0.05 10 0.02 0.09D 0.01 0.03D 2

» ; p<0.05 ; »» : p<0.01 (Significant difference from control group}

D : Dunnett's test
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Table 8-2 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Day 28)
Male
Testis Epididymis
Dose (R+L) {R+L)
ng/kg g(g/100g BY) mg(ng/100g BW)
0 No. 6 6
Mean 3.06 841
S.D. 0.22 67
Absolute 8 No. 6 6
Mean 3.01 752
S.D. 0.21 47
30 No. 6 6
Mean 3.16 796
A 5.D. 0.32 64
T 125 No. 6 6
Mean 3.29 827
S.D. 0.28 71
0 No. 6 6
Mean 0.84 232
S.D. 0.04 14
Relative 8 No. 6 6
Mean 0.92 229
S.D. 0.12 31
30 No. .8 6
Mean 0.84 212
S.D. 0.06 10
1256 No. 6 6
Mean 0.97+ 243
S.D. 0.09D 22

» : p<0.05 (Significant difference from control group)

D : Dunnett's test
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Table 8-3 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Day 28)
Female

Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L})
ng/kg g e{g/100g BY) mg{mg/100g BW) gl{g/100g BW) £{g/100g BW) g{g/100g BW) g(g/100g BW) mngi{mg/100g BW)
0 No. 8 6 6 6 . 6 6 6 6
Mean 242 1.86 499 0.85 7.24 0.53 1.89 70
S.D. 12 0.07 107 0.08 0.71 0.06 0.15 12
Absolute 8 No. 6 ' 6 6 6 6 . 6 6 6
Mean 226 1.97 467 0.80 6.45 0.53 1.71 70
S.D. 20 0.10 141 0.08 0.61 0.09 0.13 3
30 No. 6 6 6 6 6 6 6 6
Mean 227 1.87 511 0.83 7.04 0.46 1.76 70
i S.D. 14 0.14 45 0.06 0.59 0.07 0.21 7
j“ 125 No. 6- 6 [ 6 6 6 6 6
Mean 223 1.90 445 0.80 7.88 0.41« 1.82 62
S.D. 19 0.08 . 115 0.09 0.60 0.04D 0.10 6
0 No. 6 8 6 6 6 6 6
Mean 0.77 207 0.35 2.99 0.22 0.78 29
S.D. 0.06 42 0.02 0.16 0.02 0.04 5
Relative 8 No. 6 6 6 6 6 6 6
Mean 0.88+ 205 0.35 2.85 0.23 0.75 31
s.D. 0.08D 57 0.02 0.05 0.02 0.05 2
30 No. [ 6 6 [ 6 6 6
Mean 0.83 225 0.37 3.10 0.20 0.77 31
$.D. 0.05 15 0.02 0.15 0.04 0.09 4
. 6 6 6 [ 6 6 6
129 r'ié’an ) 0.86 198 0.36 3.54%s 0.18 0.82 28
S.D. 0.05 37 0.03 0.16D 0.02 0.04 4

« : p<0.05 ; w»» : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 8-4 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Day 28)
Female
‘0vary Uterus
Dose {R+L)

ng/kg ng(mg/100g BY) mg(mg/100g BW)
0 No. 6 6
Mean 85.6 486
S.D. 7.7 91
Absolute = 8 No. 6 6
Mean 92.3 419
S.D. 8.1 112
30 No. 6 ]
Mean 92.5 499
iR S.D. 4.2 95
® 125 No. 6 6
Mean 80.5 470
s.D. 19.0 70
0 No. 6 6
Mean 35.4 200
S.D. 3.0 31
Relative 8 No. 6 6
Mean 41.1 185
S.D. 5.6 44
30 No. 6 6
Mean 40.8 221
S.D. 2.9 48
125 No. 6 6
Mean 36.1 213

S.D. 7.9 43

No significant difference in any treated groups from control group.



-6L1-

Table 8-5

A 28-day oral toxicity study of 2-Ethylhekyl vinyl ether in rats with a recovery period of 2 weeks

Absolute and relative organ weight (Week 2 of recovery)

Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g g{g/100g BY) wmg(mg/100g BW) g{g/100g BY) g{g/100g BY) g(g/100g BW) g{g/100g BY) mg{mg/100g BW)
Absolute 0 No. [ 6 6 6 6 6 6 6
Mean 419 2.04 426 1.28 11,19 0.67 2.81 67
S.D. 51 0.12 27 0.10 1.70 0.12 0.34 11
125 No. 6 ) v 6 6 6 ) 6 6
Mean 410 2.07 415 1.39 12.47 0.69 3.02 59
S.D. 37 G.08 87 0.20 1.53 0.11 0.29 10
Relative 0 No. [ 6 [ 6 6 [ 6
Mean 0.49 103 0.31 2.67 0.16 0.67 16
S.D. 0.06 10 0.03 0.14 0.03 0.06 2
125 No. 8 [ [ 6 6 6 6
Mean 0.51 101 0.34 3.04%s 0.17 0.74 14
S.D. 0.04 15 0.03 0.14T 0.01 0.04 2

#* : p<0.01 (Significant difference from control group)
T : Student's t-test
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Table 8-6 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Week 2 of recovery)
Male
Testis Epididymis
Dose (R+L) (R+L}
ng/kg g(g/100g B¥) wg{mg/100g BW)
Absolute 0 No. [ [
Mean 2.98 1020
S.D. 0.32 104
125 No. 6 6
Mean 3.45+ 1080
S.D. 0.22T 87
Relative 0 No. 6 6
Mean 0.72 246
S.D. 0.07 28
125 No. 6 6
Mean 0.85# 264
S.D. 0.10T 17

p<0.05 (Significant difference from control group)

- 3
T : Student's t-test
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Table 8-7

A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks

Absolute and relative organ weight (Week 2 of recovery)

Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose : (R+L) (R+L)
ng/kg g  g(g/100g B¥) mg(mg/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g BW) g(g/100g BYW) mg(mg/100g BW)
Absolute 0 No. 6 6 6 6 6 6 6 6
Mean 244 1.95 445 0.86 6.31 0.54 1.80 70
S.D. 18 0.06 101 0.04 0.65 0.14 0.15 5
125 No. 6 -8 6 6 ] 6 6 6
Mean 260 2.02 432 : 0.89 7.27« 0.54 2.04 75
S.D. 22 0.07 58 0.10 0.68T 0.07 0.26 7
Relative Q No. 6 6 6 6 6 6 6
Mean 0.80 183 0.35 2.58 0.22 0.74 29
S.D. 0.04 43 0.02 0.12 0.05 0.04 2
125 No. 6 6 6 6 6 6 6
Mean 0.78 167 0.34 2.79%« 0.21 0.78 29 -
S.D. 0.08 24 0.01 0.08T 0.02 0.06 3
# : p<0.05 ; = : p<0.0l (Significant difference from control group)

Student’'s t-test
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Table 8-8 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Week 2 of recovery)
Female
Ovary Uterus
Dose (R+L)
ng/kg ng({mg/100g BY) mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 86.4 642
S.D. 8.5 163
125 No. 6 6
Mean 88.6 587
S.D. 13.1 142
N Relative 0 No. 6 6
N . Mean 35.5 263
Fﬁ S.D. 3.4 64
125 No. 6 6
Mean 34.1 226
S.D. 3.9 51

'No significant difference between treated group and control group.
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Table 9-1 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Gross pathological findings (Day 28)
Organs Sex: M M M ¥ F F F
Dose{(mg/kg) : o] 8 30 125 (4] 8 30 125

Findings Number: 6 6 6 6 6 6 [¢]
Epididymis

Nodule 1 4] 0 - - - ~
Kidney

Dilatation,pelvic 0 0 ] 0 0 0
Liver

Area,small 0 0 1 ] (¢} 0 0 0
Uterus

Cyst - - - - 1 Q 0 Q

- : Not applicable
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Table 9-2 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Gross pathological findings (Week 2 of recovery)
Organs Sex: M F
Dose(mg/kg): 0 125 0 125

Findings Number: 6 6
Epididymis

Small 1 0 - -
Testis

Small

- : Not applicable
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Table 10-1 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Histopathological findings (Day 28)
Organs Sex: M F
. Dose(mg/kg): 0 8 30 125 0 8 30 125
Findings Number: 6 6 6
Adrenal
Number. examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 4] 0 8
Bone+Bone marrow, femoral
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Bone+Bone marrow,sternal
Number examined 8 ] 0 6 6 0 0 [}
Not remarkable 6 0 0 [ 6 0 0 6
Cerebellum N
Number examined 6 0 0 3] 6 0 0 6
Not remarkable 6 0 0 6 6 0 o} 6
Cerebrum
Number examined 68 0 Q0 6 6 ¢} 0 6
Not remarkable [} 0 0 6 6 0 0 6
Epididymis
Number examined 6 0 0 6 - - - -
Not remarkable 5 0 0 5 ~ - - -
Granuloma,spermatic 1 0 0 1 - - - -
mild 1 Q 0 1 - - - -
Eye
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 5 6 0 0 6
Fold/rosette,retinal 0 0 0 1 0 0 0 0
mild ) 0 0 0 1 V] 0 0 0
Heart :
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 5 6 0 0 6
Myocarditis, focal [} 0 0 1 0 0 0 0
minimal 0 0 0 1 0 0 4] 0
Intestine, duodenum
Number examined 6 0 0 6 6 0 0 8
L Not rem?rkable 6 ] 0 6 6 0 0 6
ntestine, jejunum ’
Number examined 6 0 0. 6 6 0 0 6
I Not rema{kab%g coh) 6 0 0 6 6 0 0 6
ntestine, ileum(Peyer's patc
Number examined 6 0 0 4] 6 o] 0 g
Not remarkable 6 0 0 -8 8 Y 0
Intestine,cecum
Number examined <] 0 0 6 6 0 8 g
Not remarkable 6 0 0 4] 6 0 o ®
Cell infiltration,mucosal 0 0 Q 0 0 0
minimal 0 0 0 0 Q 0 0 1
Intestine.colon
Number examined 6 0 0 6 6 0 Q 6
. Not remark%ble 6 0 0 6 6 0 0 6
ntestine,rectum
Number examined [ 0 Q <] 6 o] 0 6
Not remarkable 6 0 0 6 . 6 0 Q 6

- : Not applicable
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Table 10-2 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Histopathological findings (Day 28)
Organs Sex: M M .M M F
L Dose(mg/kg): 0 8 30 125 0 8 30 125
Findings Number: 6 6 6 6 6 6
Kidney
Number examined 6 6 6 6 6 0 0 6
Not remarkable 6 5 5 3 ] 0 Q 6
Dilatation,pelvic 0 0 1 0 0 0 0 0
~ mild 0 0 1 0 0 0 0 0
Dilatation, tubular,cystic 0 0 ) 1 0 0 ] 0
minimal 0 0 0 1 0 0 0 0
Regeneration, tubular 0 1 0 0 0 0 0 0
minimal 0 1 Q 0 Q 0 0 0
Eosinophilic body,tubular cell 0 0 0 3 0 0 0 0
minimal 0 0 0 2 0 0 0 0
. mild 0 0 0 1 0 0 Q 0
Liver
Number examined 6 6 6 6 6 6 6 6
Not remarkable 5 5 2 0 3 2 2 1
Vacuolation,hepatocyte,periportal 1 1 3 1 3 4 4 2
minimal . 1 1 0 1 2 1 1 0
mild 0 0 3 0 1 3 3 2
Necrosis,single cell,hepatocytic 0 0 4] 4 0 0 0 2
minimal 0 v} 0 4 0 0 0 2
Microgranuloma 4] v} ] 1 1 0 0 4
minimal o] 4] ] 1 1 Q 0 - 4
Fibrosis, focal 0 0 1 1 0 0 0 0
minima 0 0 0 1 0 0 0 0
mild 0 0 1 0 0 0 0 0
Hypertrophy,hepatocytic,central 0 0 1 (4] 0 0 0 3
minimal 0 0 1 2 0 0 0 2
mild 0 0 0 4 0 [} 0 1
Lung(bronchus)
Number examined 6 0 0 6 6 (4} 0 6
Not remarkable 4 0 0 5 6 0 0 6
Mineralization,arterial wall 1 0 0 Q Q Q 0 0
minimal 1 0 0 0 0 0 0 0
Pneumonia, focal 1 0 0 1 0 0 0 Q
S T S T T
Metaplasia,osseous
mgnimal 1 0 0 0 0 ¢} 0 4]
Lymph node,mesenteric
Number examined 6 0 0 6 6 0 0 6
Ngt rgmarkgbled oul 6 0 0 6 6 Y 0 6
Lymph node,submandibular
Number examined 6 o] 0 6 6 0 8 g
" Ngt §emark?b1e 6 0 Y 6 6 0
uscle, femora
Number examined 6 0 ] 6 6 0 8 g
goglrem%rgablii 8 8 8 g ? 8 ° 5
e infiltration
minimal 0 0 0 0 1 0 0 0
Ovary
Number examined - - - - g 8 8 g
P Ngﬁ remgrkable - -
arathyroi
Number examined 6 0 0 g g 8_ 8 g
Not remarkable 6 0 0

- : Not applicable
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Table 10-3 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks

Histopathological findings (Day 28)

Organs Sex:
Dose(mg/kg).:
Findings Nﬁmbgr:
Pituitary

Number examined

-
1%
o
[S)
©
w
=)
e
N
o

o
R0 =
=
[o215 10
m

Not remarkable
Prostate
Number examined
Not remarkable
Cell infiltration,interstitial
minimal
Sciatic nerve
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Hematopoiesis,extramedullary
minimal
Stomach
Number examined
Not remarkable
Mineralization,mucosal
minimal
Testis
Number examined
Not remarkable
Thymus
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Ectopic thymus
minimal
Cyst,ultimobranchial
minimal
Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Uterus
Number examined
Not remarkable
Cyst
mild

(o272
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[ex2e2]
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MG N0 MEEHLD OO OO0 OO0 KHEUIOD OO O WWWeH Ot

[ A |
et
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R I |

RO O OO NNDOOAD OO
CO00 OO OO0 QOOOOOC OO0
SO O OO0 OO00oOoTO O.

OO0 OO0 OO OOO00OO0O ©O

- : Not applicable
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Table 10-4 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Histopathological findings (Week 2 of recovery)
Organs Sex: M M F
. Dose(mg/kg) : 0 125 0 125
Findings Number: 6 6
Epididymis
Number examined 1 0 - -
Hypospermia 1 0 - -
mild 1 0 - -
Kidney
Number examined 6 6 0 0
Not remarkable 5 5 1] (3]
Eosinophilic body.tubular cell 1 1 Q 0
minimal 1 1 0 0
Liver
Number examined 6 6 6 6
Not remarkable 0 5 4 5
Vacuolation.hepatocyte,periportal 3 0 1 1
minimal 0 0 1 0
mild 3 0 0 1
Microgranuloma 3 0 1 0
minimal 3 0 1 0
Hypertrophy,hepatocytic,central 0 1 0 0
minimal 0 1 0 0
Testis
Number examined 1 0 - -
Atrophy.seminiferous tubular 1 0 - -
severe 1 o -

- : Not applicable
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L3 5] :
LA BREHETICR\ T, 2,6-Bis(1,1-dimethylethyl)-4-ethylphenol (Zi38EFERER

EEETAERBRNL O LM L.

2,6-Bis(1,1-dimethylethyl)-4-ethylphenol DR FRARERFBRIEEZHRIT 57120, XX
IFT7RE (Salmonella typhimurium) TA100 Bk, TA98 #k, TA1535 #kis LU TA1537 ¥k
ROENNCKIGE (Escherichia coli) WP2uvrd ¥-% AW T-HIRERERABR 21T o7~

FORR, 2,6-Bis(1,1-dimethylethyl)-4-ethylphenol 2L TiZ, 1.31~5000 pg” 71— b
DVTHORARIZBW TS, Ty MFIZ7uY—2A (S9) BNOFEZ»»D LT, B

PERHRD 2 L OB R 2 1 =— R ORNIIEERD bh b o 7.

—%, BIEaRmEL, SRBREKICN LI RERERFRIERAEZR L.
X7, RERERR (B, FRRBIUHFRR FRERR) cky, RBE

ROBBE R S 7.
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2. ®&E
2,6-Bis(1,1-dimethylethyl)-4-ethylphenol DI % A\ A IR ERE RAR

3. REREM | _
| BBRYWED invirro IZRIT HRIZTERERGBRIEZRETS.

4. HEHLLEVA FIA U BLUWSFLE GLP

A RGA4

o FHRLFWEEICEIRBROFECOVT (FER 154 11 A 21 BESRE 1121002
B, R 15-11- 13 8RE 2 B, RFRRE 031121002 B)

¢ OECD Guideline for the Testing of Chemicals 471 (21st July 1997: Bacterial Reverse
Mutation Test)

GLP

o FHULFMEZRSEBRE ET 5 BBERICEE T 5 ERE T OV T (ERR 15 11
A 21 BEASE 1121003 B, TR 15-11-17 BE 3 B, RIFLRE 031121004 B)

e OECD Principles of Good Laboratory Practice (as revised in 1997), ENV/MC/CHEM(98)17

5 HRES
9048 ( 115—199 )

6. B |
T437-1213 # VR M THEHTH 582-2
MEEA AREBERRZSHHIE ¥ — BH Tifzr¥—)
Tel: 0538-58-1266 Fax: 0538-58-1393

7. BBREIEE
T100-8916 FH TREKESE—-TH 2% 25
BEAREE ERaMR FETER (PR EZENEE
Tel: 03-3595-2298 Fax: 03-3593-8913 '
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(A3 FEEER) )

PR EHGRRA - 178986 B
PERENER ¥R 1749A6 B
aa=—fHA : ¥rk1749 A8 H
EERIETH - Y1749 A 8 H
ABHETH Frk 1849 A 11 B

12. BBYHR

12.1.

12.2.

12.3.

12.4.

12.5,

12.6.

12.7.

12.8.

12.9.

TR A «
2,6-Bis(1,1-dimethylethyl)-4-ethylphenol (BZA4 : 2,6-P-tert-7 FN-4-TFNT = ) —)V)

2y hEE
K630V

HEE

99.8%

%D 02%FH

#tT

s LRt
HESYBTER B
20055316 R

BERY
&%, =B (1~30°C)

RIFBET |

TR F— R EREE (H-3 : EHIfE 23.8~25.3°C, 2005 4E5 A 11 H~2005 £F 5
A 26 A ;6 5882 PEEBE RIS R —3— K51 ch. 40 (C-3) : F=HE 17.8~26.6°C,
200545 B 26 A~2005 & 11 A 29 H)

{b¥4

2,6-V-tert - T FNA4-F N T = ) —)b

2,6-Ditert-butyl-4-ethylphenol

B
Phenol, 2,6-di-tert-buthyl-4-ethyl-
2,6-Bis(1,1-dimethylethy!)-4-ethylphenol
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12.10.  CAS No.

4130-42-1
12.11. {bEFEEE

OH

12.12. 5}?5:6

CisHsO
1213. S9FE

234.38
12.14.  BEORIR

TR : REatERnIR

o PEAE
1215, B BBR

R : 45.7°C,/#BAR : 268.6°C
1216.  BlkR

132°C (7 V—7"5 > FRHED
1217. REE

KIZRE

Tha—), MLy, ~FE2, raaisih, IV, _UPUCREE
DMSO IZB¥ (>240 mg/mL : YR DORERIZ L )

1218, REM
BE OB FBNFHZBOTIRIEE

12.19. 3EAR¥ (Octanol/Water)
Log Pow>3.27 -
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1220. BV EOER
BORMRER (X7 - F8%) 2FAL, BRWAAKLY, B, EERLUREICAR
N LenwXsic4 5.

1221, A

REAREITIIT D LDs i3, #7 v T3 4800 mgkg, M~ R TIE 7450 mgkg TH
3.

1222. BRXFBHRONE
KRETHE, 01 g ZRIMFERETEREEOTET R 7 —ITRFL, &
D IXRERSTTOD, HRWESERRTE 2N L (ERYERILTIORA L. 4
HrowER (2005 £F 12 A 20 BAHRE), #BWEIHRBYIFPEE Th o7z 2 L AR
Nt

-10-
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13. HBEs L UHE

13.1.

13.2.

13.2.1.

FREREE
HHEZ AV IEREARAEERRICBOTREGESEY 1 R4V CI3RBRERSEE
ENTWBZ e, RBREKE LTKRD sBEOBEKZHER L.
FRXIFT7RH TA100 (e RFV VBRSO ERHBEHRY)

XXIFTRAE ~ TA9S (ERFTUERMEDT L—2T T M)
XXIFTRHE TA1535 (v 2AF VU BRI DI ERHERE)

XAXIFT7RE  TA1537 (ERXAFPUBERMED T L—1L 7 M)
PN ] WP2uvrA (MY 7 7 7 VEREORES B

FXIFT7RAENT1983E9 H 9 BITHY 73 N=TRE (A4 LREER) b, &
7=, KEBEIZOWTIX 1983 23 A 16 BICENEAERSRET (B ELERSRMEE
5N PoREEZITI.

2004459 5 6 H~FHE9 B 9 BILTR2005 £E 8 A 30 B~FHE9 A 1 BIZEHKRO
HEREZ L, REDIER AL TV 3EREHRICHER L. SEKROREEIR
WICOAFNANANEZY B (DMSO, GC A, #iE 99.9%, Lot No. K30049278 B LT}
K31758278, Merck) &7 &M 80: 7 OFIGTHRML 7%, BRSHEFEHRAF2—71202mL
TOBELE. ZhEBEERTZAVTHEE L%, BIER7 Y —¥— (MDF-UT1V,
SHEEBNA F AT 40 FRIE - -80°C, EYEE : —-60°C LLTF) ITIRFEL:

HEHIOOTARY

BN a— 2BREAREH (11— )

TFTRAT 4T ANBHL (2005 45 6 A 23 BEE, Lot No. ANISIOFU, AV > & /L8
BT Z2RBRITEA L. A7 L — ME, Vogel-Bonner B/ E %51 o85K 30 mL
PEENZS Y —LVIZDELZLDOTHS.

B /)L a— RER ARG O 2 L TFITR Le.

i1 e TN vy, L] 02 g
7Bk 2 g
Y UEBART LY A ” 10 g
VUBTART E=U A 192 g
Vi 3| Al R 066 g
D) Fna—= 20 g
#X (BA-30A, LotNo.41201, FEREMTE) 120 g
FREUK 1000 mL

-11-
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~y FTH—

HBILT FY T A 05 wW%BLUEER (Bacto-agar, Lot No. 3069265, BD Diagnostic
Systems) 0.6 WW%ZETKISIREA— M7 V—T CBE L. XXIFT7XEEAND
HROBA, 0.5mmol/LL-t 2FT> (Lot No. 308C2055, BEFALZ) 3L TX0.5 mmol/L
D-E3F 2 (Lot No. 301C2275, BARALS) /KIAK 2 ZERUSIK 10 FRICH L 1 FEMZ,
KIFE & AV ARROBES, 0.5 mmo/LL-FY 7 R7 7> (Lot No. 008D2026 [HesEaR
BRUULL 211D2047 [RERERAER), BEA{LT) ABEERLU< 1 FEMX .

HREPRORTEE

NZR 200 mL Oy IAFER/T7 523 25 wwh=a— kY Ty b7 X
(Nutrient Broth No. 2, Lot No. 298714, Oxoid) ¥5##k#% 25mL 3L, ZIUC@AEL7=
BB T SOULERE L. 759X 7 —nN 2y x—Hh— ML-10F, #A4Tv7)

CIZRREB L, BEMBAETOM, RERE 4°C ITHEB L. F0HK, 37°C DEHFT 8 H

FiHRE (100 B, %) $#Liz. BRREICEKROEEZERL, BRBRIUSBRTHR
RN LTz, .
ATP7 4 hA—F— (VIFRFZ—K-100, Fvya—=r) 2, RBEKROLH
¥A21.0x 10/ mLE ETHB Z L 2REBE L. ABEEBRORITT L ..
ABE¥ (x10°/mL)

e TAI00  TAI1535 WP2uwrd  TA98 TA1537
FERERR 4.69 3.77 3.39 3.31 170
FAEREARR GBI  3.60 3.67 3.90 3.15 1.62
AR 364 3.68 3.68 3.21 1.43

FAREB () 3.01 241 2.98 2.09 1.23

S9 mix .
15 6 1 A LAND S9 mix (Lot No. FSM-523 [HEsEaRBRLISL ), FSM-526 [REsEaRER],
Fya—<r) ZRBIEA L. ERARFE CEBIERY Y —— GREHE : -80°C, &
HEE : -60°C LLF) IZHREFE LT
S9 DFRBLA R

SO FREDOBEOEMYTE, M, [HRE, FHEYHLROLWIHEHESESROFRITR L.

-12-
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FERRBRLS FERERER
v hEE RAA-523 RAA-526

MR | 200546 H17 B (FF#E% | 200547 H 29 B (Y
BERERs%ksBE) | BREBS%ESAR)

EREW S b : Sprague-Dawley &
I BT B o7 B
KE 207~243 g 215~259 g
fzs i
FEYE Phenobarbital (PB) 33Tt 5,6-Benzoflavone (BF)
el R i < e

BF: 8 mgkg 1[E GHE)

&E5FHE fEEp 5

ERRE 26.05 mg/mL 25.58 mg/mL

S9 mix DFAFK

S9mix 1 mL ROEZLUTITR L.

S9 0.1 mL

MgCl 8  pmol

KCl 33 umol

G-6-P 5 umol

NADPH 4 pmol

NADH v ' 4 pmol

Na— Y EEER (pH 7.4) 100  pmol
TR RR O

AR IKICAZETDMSO (2B (5240 mgmL) THY, DMSO LiBETE., 4
RERICAIN TIXREL, e, BESOER(R o7, Lo T, Bz e ¥ 27—
=7 % VTR % 1T 7= DMSO (GC i, Bl 99.9%, Lot No. K31758278, Merck)
BEAL, FREMEIT 4 BERILIPICAER L s,

FEREARTI, FEAEMCERYE 400 mg % BEMAERBREIEHBICED, B
4mL @ DMSO (ERIWEHD) %Mz, HRL2RoEMI¥. S5HIT, DMSO #iix
T8mLIZERL, BRI (50.0 mgmL ¥K) Z¥EE L. 45mL ©DMSO IZZD
50.0 mg/mL FREUFHK 3 mL MR 5 Z L2k Y, 200 mymL HEEFRB L. LITTRER
RERENBRITO Z L12& D, 8.00, 3.20, 1.28, 0512, 0.205 F5L0*0.0819 mg/mL ¥

-13 -
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RERR LT

FAERERR (BMRR) Tk, EREMCERYE 200 g 2REICED, REM
ERBEITB L%, #2mL ¢ DMSO (ERED) 2%, SR L LIS
EHiZ, DMSO Mz T4mL iZEAL, FREK (50.0 mg/mL ¥R XEHLE. 3
mL @ DMSO 122 ? 50.0 mg/mL FEBUEIK 2 mL #h125 = £ 12X Y 20.0 mg/mL WK
RRBLE. UTRSREREIERITS 2 LickY, 800, 320, 128, 0512, 0.205,
0.0819, 0.0328 F3XTr0.0131 mg/mL R EZ B L7-.

FRRBLUARR SRR Ti%, HREANCHRYHE 400 mg ZBEICEY,

 BRMERBREIB L%, H4ml ODMSO (FEREED 2z, HIRLERLER

¥z, EBIT, DMSO £MA T8 mLIZEAEL, FREK (50.0 mg/mL IFK) ki
L7 4 mL @ DMSO iZZ M 50.0 mg/mL FRBUEH 4 mL 2% 5 = L2k Y 250
mg/mL EREBBE L 7=, LTERERFREZNERIT S Z LI2L D, 125, 6.25, 3.13, 1.56,
0.781, 0391, 0.195 3L TR0.0977 mg/mL EERE TR L7-.

HHHRRE

Bt (LD xR
TBRWE OB TH S DMSO REHA L7,

TR LB R E AR (IRFEHARR : 2006 £ 9 B 1 B, TV = X AEERTHE)
FRBICHEA L. EARE CEBIERY Y —F— GREME : -80°C, FHEH : -60°C LU
T) TR F L. BiERmEABLUCHES U TITRL..

AF2  2:2-7VW)3-(5-=ba2-T7 YWV T 2 UATI K
NaN; TIALF MY U A

9-AA 9T I /)T YIUEREE

2AA 22T )TVRTERY

-14 -
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13.7.

13.7.1.

13.7.2.
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(RETEMEALRIEFET : —S9 ALEE)
: . HAE o]
k&% Ttk 0t BE .
Hitk e iy R o7 wwam oo rES
v—1) (ug/mL)
FXIFTRHE
oo AF2 200523 . 00l 01  050203AF01
FAIFT AR AF-2 200523 0.1 10 - 050203AF10
TA9S
XRIFTAE
o NaNs 200522 05 50 050202N
RAIFTRHE
A 0-AA 200523 80 800 050203A9
KIGHE
il A2 200523 0.01 01  050203AF01
URBHEALRAFFET © +S9 AAFR)
FRXIF7RE
T 2AA 200522 1.0 10 0502024210
FAIFTAE Hap 200522 05 50 050202A205
TA9S |
XRIFTRAHE
T e 2AA 200522 20 20 0502024220
FRXIFT7AHE
o 2AA 200522 20 20 0502024220
KiGHE '
Sl 2AA 200522 10 100 05020242100

2B, ThoDRARIY MZRECRT 2ERFMERBR—T R FUA FFA & GLP)
(R T ERERMR, 1991 4) C¥ECTRELZ.
SRR

BRI (FRRUEUR) 725 TNC S9 mix K oWCHERRRE B L. T72bb,
FHRUFIK 25 pL 3DV ME S9 mix 500 pL iZ by I T H—% 2 mL ML, 71— LRI
HEVWTE. 37°C DT 48 B Liztk, MRABLOFELHGEL. RERKRB X
RS9 mix DVFTIUTDONT S 2 D7 L — F W TEERER % Lz,

2,6-Bis(1,1-dimethylethyl)-4-ethylphenol FREURHE/R & TNT SO mix DEERBRITIT,
BEOERIIRD b1z,

REREAR (TR

A&
HA R4 v ERD b= BmARTHD 5000 pg/ 7L—remmAEE L, UT
2000, 800, 320, 128, 512, 20.5 BLr8.19ug 71— rDFH 8 ARZREL -,

R 7 LV— M L USRI
FEY7-D 3 DT L— MV,

-15-

-138-



13.7.3.

13.74.

13.7.5.

13.8.

13.8.1.
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WA L7 BV CRBREE, S9 mix OEEBLURREHRT 5 LIEVEY
L— b &I LT

PERWE D D\ IR R E ORI X TSR EN
REEIC, FREE SRYERD D\ IR REERE 100 uL ZFMLZ.

WNTRENEHERIEGIET (S9 43) DFE, 0.1mol/L F U A - U U ERER
(pH74) % 500 pL, REFEEHLREFET (+S9LH) DORFE, SImix & 500 uL SHEL
To. SBICATERE UI-BREHIREIK 100 pL 22728, Ur—F—RA Y x—h—
(MM-10, Z4 7 v 7) ZRVVT37°C DEMHT 20 HRHRE (120 B, 43, LA ¥ =
R—vay) Lz RERTH, by77H—2 ml 2500, AEMZESLE. £
Dk, BEKEZTV— b LICEE—RITR 7. 15IES% (SSV-R1IDA, #hE3E(k) ZH
VY, £ L— b & 37°C DT 48 RERIZE LT-.

W& DOBIR

BAFIRIZI T, IRBRAARFR L U v = — G HARR B EiT S O R B2 8
IRCER L.
2| =—HEH

HEBWHE ORI L HIET 570, 71— b EOREEN (WRE) DR
RBRIZOWTEREMSE (x40) ZHAVWTEIR L. RWT, BREFERIZLVALE
auo—¥EHE L. BHICBRL T, ae=—7F5 4% — (CA-11, VAT ALY
AxVR) RV, BEAEZOURELIEL HEZERE L CTan=—K2BH L.
EEL, FHHOBEC LY, -89 FRE L UHS9 MO 5000 pg/ 7 L— hOFRET
Fauo—7F 74 P—DFERRREY CTHo/ /-, B tau=—25¥ L.

AERERR GBIMRER)

RERERROERITBNT, RBENEHECRIEFAET (S9 48 D TA #ri L Ut
TA1537 BRIV TOLAEBREMERREE TH LN, MOk E Tl L ERRED
NieZ L, BIRBRLERLE.

HE ,

AERERROBERIZBNT, RBNEHERIEFET S9 43 © TAIS HRBLT
TA1537 BRIZOWTOLAEBTRENERE L TH O, FOMOERETIL 5000 pg
/T — FORBIZBWTHAFTHESRD bvedhofz. Lo T, ARRERR
GBINEAER) \“BIT 2 HBWEORR L LT, 5000 ug/ 7'V — FBEHARIZKED 10
BPEERE L. '

-16 -
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(REREMHERIEFTET © —S9 mix)

3173 & (ug/7F1—F)

TA100 131 328 819 205 512 128 320 800 2000 5000
TA1535 131 328 819 205 512 128 320 800 2000 5000
WP2uwr4 131 328 819 205 512 128 320 800 2000 5000
TA98 131 328 819 205 512 128 320 800 2000 5000
TAI537 131 328 819 205 512 128 320 800 2000 5000

13.8.2.

13.83.

13.84.

13.8.5.

13.9.

13.9.1.

EH 71V — MR X USRIk
13720508 L 7= FHEICHE U -,

TERWE D\ TR TR E O L USRS
13.7.3.4250#k L 7= FEEicHE U s,

rHEOEE

13.74.1Z508 L= FiEIZHE U 7.
o m =—#EHA

137502508 L7~ HFERIcHE U 7.

FRER

RE

FERERRB LI UARRERR (BIRR) OBR, RBEHUREFET 89
40E) O TA00 B, TA98 #RIS KTR TA1537 BRI DWW TAEFHES A LIS, O
IZOVTIE 5000 pg 7 L— FOREIZBWTHATHEESRD bhied ol £e,
WTHOBRWEERZBO THERFIEIGRD bhihofe. Lied>T, 3R
TIIAEBHEESROOLND LEXDNIHEH DML 5000 ug/ 7L— e RkmARL
L, RRITTT 6~THE (Ak2) #RELE.

(RBEMELRIERIE T : -89 JuB)

B A& (g 71—1)
TA100 9.77 19.5 39.1 78.1 156 - 313 625
TA1535 - 156 313 625 1250 2500 5000
WP2uwrd — 156 313 625 1250 2500 5000
TA98 9.77 19.5 39.1 78.1 156 313 625
TA1537 9.77 19.5 391 - 78.1 156 313 625
-17-
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(RBHEPERTTE T « +89 ALE)

LS RE (i/7v—1)
TA100 156 313 625 1250 2500 5000
TA1535 156 313 625 1250 2500 5000
WP2uvrA 156 313 625 1250 2500 5000
TA98 156 313 625 1250 2500 5000
TA1537 156 313 625 1250 2500 5000
AT V— M L USRS

13720 L FERICHE U .

PEWE D DS BE DR X USRS
13.7.3.0CRE8 L= Hikic#e Uz,

W& o8

13.7.4 B8 L FIRIZHE U 2.
o = —#EHR

BB7SICREBUEFECHELCE. 272L, fTHOREICLY, -S9 IS K TUHS9
SR 2500 pg/ T — FUAEORETIXan=—7 74 P—DEANRFEY Th-o
Tefzdd, B Can=—%§¥ L7,

AHE (R

FRESRERRTIL, kT MY ¥ ABESHEME 0.5 wivk) LRz by 77 H—
04 wh%EHR) 2HERALELE, SOLIZEROREBELAT—F ECRIETERY (R
1931 & % UREEILARY) = & ASHIBE L7 00, S R R ORE B 4 RCaTH (5
BMERERR) [TRAT A Z idtiskia VLT L. L7eilo T, AR E OBFFMEL A
DS EHB L.

RE .
ARBRORER, RBEHCRIETFET (-S9 4438) @ TA100 BF, TAIS ¥RIs LT TA1537
BRIZOWTAFTHRERA LN, FEOMIZOVTIE 5000 pg 7 L— FORRIZBN
THAEBHESRBO b oz, £, BREFHEERD N7, LER-T,
B EERR) TL KRORT 6~7 AR (A2 ¥RELE.
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13.11.
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(RETEICRIEFE T -9 )
Bk RE (g 7v—"h)
TA100 — 195 391 78.1 156 313 625
TA1535 — 156 313 625 1250 2500 5000
WP2uvrA - 156 313 625 1250 2500 5000
TA98 - 195 391 78.1 156 313 625
TA1537 977 195 391 78.1 156 313 625
(RBHEIELRIFTE T : +89 A43E) '
773 & (ug/71r—1)
TA100 156 313 625 1250 2500 5000
TA1535 156 313 625 1250 2500 5000
WP2uvrd 156 313 625 1250 2500 5000
TA98 156 313 625 1250 2500 5000
TA1537 156 313 625 1250 2500 5000

RV — MR X USRI HE:
137212508 LI FHEICHEC -,

BEE & DT RE OERE X USRS
13.73.0CeRR L= FEBIcHE UL,

Prii&E o8

13740 L= HEEIcHE L.
oo =—HEH

13.7.5.12508 L= Fikic#E U -,
HRBRR :

Rttt R R XL UBHERROESERER o v =—iY, FRT —F 1o ROIEHEE
NTHDZ &, BHEROa o =—IFRREERRED 2 528252 L. LLEDE
HZi U= Ba BRI IR L7 LT L7z,

FER MR
BERER oo ——EN RO 2 f%L;U:&:iEJm L, 20O BREEED S

WEEEMISED SN B SICBE L HE L.
Rt PRIFEZ AW REIIER Lo .
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14. RBRER

14.1.

14.1.1.

14.2.

14.2.1.

14.3.

R ERER

#EH% Figure I~5 BX U Table 1, 21TR L.

2,6-Bis(1,1-dimethylethyl)-4-ethylphenol JAZBDIFA, —S9 JLERR b TUNI+S9 JEDVT
NOBRBEKITBOTh, BRER = 0 =—KOEIMIRD bhasoT. REREKIC
B ABEREERIT-S9 AHD TAS BER L ) TA1537 BRITOW T OHMEREE TR
Do, EFEBFEZRIRVERN 4 ARICHER o7,

—7%, BEREY, SRBRERICN L THERERERZBEEICHR L

ERE O HS
JERRRAERFT, -S9O AU TIX 128 pg/ 7 V— M EOHAETHEE, 5000 pg/ S L—
FORETHEOHEIR, BRI 5 N BRIROFTHIASFED b7z, +S9ME TIX320 pg
/" 7v— MU EORETHER X UERRTRR O YR LU RER D bk
oo =—HEHRHIBV T, -S9 AR L TUHS9 AU DOMALERD 2000 pg/ 7 L—
FORETERBREINR, 5000 ng 7' L— FOBETARBOIRE b TNTHFRONTH
PR D LN ‘
FERERR GBI
FER% Figure 6~10 B X T Table 3 1R L7z,
2,6-Bis(1,1-dimethylethyl)-4-ethylphenol ZBRDIFS, WIFHOBRBRERIZB VTS, #H
RER a0 =—HORNERD b b - iz, REREKICT 5 £ B E/ERIL TA100
Bk, TA98 #R38 L TR TA1537 #ED 320 pg /7 L— R LD RIZ OV TDARBD L.
—%, BHERWHEIL, SRBRERCY L THRERERZBELICHR L.

PERMEORHE

SOERBRAAIFIC, 128 pg/ 7L — MAEORETEE, 800 ug/ 7LV — MNAEDOHERT
BEOBHEIR S TNTERROFTH®, 5000 pg/ 71— FORAETHEIROTHSAS
BOONTC. TVA v FaX—a AHTH, 800~2000 pg 7 L— MAEDRETL
HERRAAIFICERD Dz BEBARAINER LTk

2 = —EEHIRRIC IV T, 2000 g/ 7 L— RO R B CHIMERR, 5000 pg
/7 L— FORETRAEDOIRRZ b ITHFRROTHSAE8D biviz.

AR ,
FER% Figure 11~15 B X X Table 4, 5I1TR L7
2,6-Bis(1,1-dimethylethyl)-4-ethylphenol ZLEEDFE, —S9 2 HTNI+S9 MEDV VT
NOBRERICENV TS, ERER o =—EOEIMIRD bhizdofe. i, AR
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BRI 2 A BB EMERIL-S9 LD TA100 BRI L TR TA98 BED 625 pg/ 7L —F,
TA1537 Bk 156 ug 7L — ML EDRABIZ DN TOHFBD b Tz,
—%, BAERmEL, FRBREKCN L THRERERZBEE AR L

PR E DTS

SOERBRSARRIT, -SO A TIL 156 pg /7L — P EOFRTHE, 625ug/ 7 L—F
U EDRETHEOBHFRZ D ITEROFT RO b, +89 B TIX 313 pg/
7 L— A EOARTAER L UERMEROITHHYR L UBESRED bhiz. L1
YFanR—a HETH, -S9 L TIL2500 pg 7 L— FAEDORETABIIRONT
B8 bz, 1

2 u =—HEHARRC BT, TAERD 1250 ng 7 L— ML EDO BB CEFIREIK,
2500 ug /7 L — FA EDORETHBORRR 5 TR OFTH 58D b iz

AR (RS

#EFR% Figure 16~20 B LU Table 6, 7 ISR L7E.

2,6-Bis(1,1-dimethylethyl)-4-ethylphenol ZABRMDIRE, HIRER = v =—HOHIMIFED
bhviehote. i, RERENKICKH 2 £BFEEERIZ-S9 LD TA100 #RES LU TA9S
BRD 625 ug /" Fv— b, TAI537BRkD 313 pg 71— b LU EDBEIZOWTDOHEDH S
nic. ,

—77, BRI, RRERIC L TERBRERZBEECHR L.

BBRYWEOTHSE

ALFRBAAAREZ, —S9 AR TIX 156 pg/ 7L — FUALDOHETHE, 625ug/ 71—k
U EORECREHFRRZ b NTHAMFER O EE0 bz, +89 AT 156
ng /71— MU EDRRTEE, 313 ug/ 7 L— FLEDORE CERRBR O
BHONE. FUA v Fa—a AETH, S METIE313 pg/ 7 L— FAEDA

B CERAMRIRD, 5000 ug 7 L— ML EOHRTHERIROTHDFBEED bh, +59

SAEETI 5000 pg/ 7' L— FMAEDOARTHEDORKI X UHFRROFTHIIFED b
7=.

oo =—HEHERC BT, FRED 1250 ug /7 L— FELED BB MR,
2500 pg/ 71— FA EORABRTHREHFRIK, 5000 pg/ 7L — FOAERTHEIRER
»ohhiz.

ULk, HERESR (BINIRR), ARRBLIHFHAR MR 12Xy, REE
PERIAFE T 36 L CRBEMCRTFE FORMAEIEIZ BV TR SRR S .
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15. BEBIUER

2,6-Bis(1,1-dimethylethyl)-d-ethylphenol DFEFEARERFZRIEDBEERFT571D,
ME RXIFT7RE - KEHE) 2RV VA ¥ ar— g VKX HDERERE
ERBRE R L. |

A R4 LD bNT-BRmARTH S 5000 pg/ 71— b HBWOIIEFHEEER
R HEE TR LR, 2,6-Bis(l,1-dimethylethyl)-4-ethylphenol ZAZRRECIE, ARG
EHCRIETHE TR L URBEHERFE T OWTIZBWTH, Bkt 2 5L E
DOERER 2 0 =—HORIMIFED bhvhoTz.

RERERR BIRR), ARRBIUARR FEERAE) 1Tk Sh bk
TORBRROBETESEE SN, '

Z I E T2 2,6-Bis(1,1-dimethylethyl)-4-ethylphenol D& f=gEMEAR & UNE RS AALICBET
AEET RV :

BEIETH Bp-tert-TFNT = ) —MZONTIL, MEZAWVWAERERERSRT
RatED, CHLAUMIRZ AV = RGARERRCBHD L BESh TV, ¥, 4-=F
N7 = ) —ACDWTIEE, MEZ AV AERERERAR TR, CHLIUMIRE AV
TR RERBR T L BE STV 5.

7P, BRI OB SR OEHERER = o =—8i, VWIThbYEROER
WMERBRILEY 2R CERB I NI b D L Hlr S .

- U EDORBERD D, UEEABREME TIZHV T, 2,6-Bis(1,1-dimethylethyl)-4-ethylphenol
DRI 5 BRIETRAERB Rt L HIE L.

16. BEIR
1
L E BRI EE Vol. 4, 295-299, 1996.
2)
LW EMERBREEE Vol. 4, 301-304, 1996.
3) ’ {CFHEERR

HEE Vol. 8(1), 567-571, 2001.
4) L mE=
HRBREE Vol. 8(1), 572-575, 2001.
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Table 1. Summary data on dose-finding study of 2,6*Bis(1,l-dimethylethyl)-4—ethylphenol
[ Non—~activation method : -59]
Revertant colonies per plate [ Mean * S.D.]
Compound Dose -
(ng/plate) TAL1Q0 TA1535 WP2uvrA TA98 TA1537
2,6-Bis (1,1 0 a) 129 124 136 14 14 18 28 21 19 24 21 21 8 12 8
-dimethylethyl) [ 130 * 61 [ 15 + 21 [ 23 * 5] [ 22 * 271 1 9 * 2]
-4-ethylphenol A
8.19 116 120 116 14 10 14 20 25 20 15 18 13 5 7 6
[ 117 + 2] [ 13 + 21 [ 22 + 31 { 15 + 3] [ 6 * 1]
20.5 137 123 121 7 7 13 22 28 23 16 17 14 6 5 10
[ 127 + 91 I 9 + 3] [ 24 + 31 [ 16 * 21 7 t 3]
51.2 111 115 119 16 9 9 25 20 19 15 17 16 9 6 9
[ 115 + 41 [ 11 + 41 [ 21 + 31 [ 16 + 11 8 * 2]
128 118 130 131 15 15 12 24 26 23 18* 15* 20* 6 * 6* 8 *
[ 126 t 71 [ 14 * 21 [ 24 t 21 [ 18 i 37 | 7 + 1]
320 107 106 107 11 13 15 31 23 32 21* 24%* 20%* 12* 10* 10+*
[ 107 + 11 [ 13 * 21 [ 29 * 51 [ 22 * 21 [ 11 * 11
800 126 129 99 15 16 12 30 22 28 20% 21*x 24%* 7 * 8 * 5%
[ 118 t 171 [ 14 + 2] [ 27 * 4] [ 22 + 21 1 7 + 2]
2000 + 109 120 104 13 10 11 20 24 22 17* 22* 20~* 7 * 8 * 5%
[ 111 t 8] [ 11 t 21 [ 22 t 21 [ 20 + 31 7 + 2]
5000 + 101 100 103 10 7 8 23 22 26 17* 16* 13* 5% 2% 3*
[ 101 t 21 1 8 * 2) [ 24 * 21 [ 15 + 21 [ 3 * 2]
Positive control 911 894 886b) 604 557 584 c¢) 162 158 147 b) 673 674 647 d) 248 247 281l e)

[ 897 T 137 [ 582 + 241 [ 156 * 81 [ 665 + 151 [ 259 + 191

a): Negative control(Dimethyl sulfoxide, 100 pL/plate)

b): AF-2; 2-(2-Furyl)-3-(5-nitro-2-furyl)acrylamide, 0.01 pg/plate c): NaN3; Sodium azide, 0.5 nug/plate
d): AF-2, 0.1 pg/plate e): 9-AA; 9-Aminoacridine hydrochloride, 80 pg/plate

* : Growth inhibition was observed.

+ : Visible precipitation was observed at the end of exposure period.
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Table 2. Summary data on dose-finding study of 2,6-Bis(l,1-dimethylethyl)-4-ethylphenol
[ Activation method : +S9]
Revertant colonies per plate [ Mean = S.D.]
Compound Dose
(ng/plate) TA100 TA1535 WP2uvrA TA98 TA1537
2,6-Bis (1,1 , 0 a) 129 136 132 14 11 13 24 28 29 31 27 28 24 26 23
~dimethylethyl) [ 132 + 41 [ 13 + 21 [ 27 + 31 [ 29 + 2] [ 24 + 2]
-4-ethylphenol
8.19 131 129 145 14 19 16 28 23 22 28 24 26 18 18 14
. [ 135 + 9] [ 16 + 31 [ 24 + 31 [ 26 + 21 [ 17 + 2]
20.5 131 139 141 16 14 14 27 31 26 33 38 34 16 16 15
[ 137 + 51 [ 15 + 1] [ 28 + 31 [ 35 * 31 [ 16 * 11
51.2 120 127 128 13 12 10 24 25 21 21 30 28 13 16 19
[ 125 + 47 [ 12 + 21 [ 23 + 21 [ 26 + 51 [ 16 + 3]
128 112 105 106 9 7 8 23 28 21 28 32 26 14 15 16
[ 108 * 41 I 8 * 11 [ 24 * 41 [ 29 + 3 [ 15 * 1]
320 106 108 105 10 8 8 24 23 23 29 24 26 17 14 17
[ 106 + 21 1 9 + 1] [ 23 + 11 [ 26 * 31 [ 16 + 2]
800 86 95 86 11 15 14 24 24 25 28 28 27 12 14 16
[ 89 + 51 [ 13 t 21 [ 24 + 11 [ 28 * 1] [ 14 + 2]
2000 + 89 99 85 11 13 10 21 26 23 27 29 23 16 11 11

[ 91 71 1 11 * 21 [ 23 + 31 [ 26 + 31 [ 13 + 3]

5000 + 76 86 87 9 14 14 23 24 20 19 21 18
[ 83 + 61 [ 12 t 31 [ 22 b 21 [ 19 * 21 5 * 1]

w
iy
()]

Positive control 1013 1048 1101 b) 321 341 335 ¢) 498 510 494d) 387 367 378e) 180 179 196 c)
[ 1054 + 44] [ 332 + 101 [ 501 + 81 [ 377 + 101 [ 185 + 107

a): Negative control (Dimethyl sulfoxide, 100 pL/plate)

b): 2-AA; 2-Aminoanthracene, 1 pg/plate c):2-AA, 2 pg/plate d):2-RA, 10 pg/plate e):2-AA, 0.5 ug/plate
+ : Visible precipitation was observed at the end of exposure period. :
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Table 3. Summary data on dose-finding study of 2,6-Bis(l,l-dimethylethyl)-4-ethylphenol (Additional study)
[ Non—activation method : -S9]
Revertant colonies per plate [ Mean * S.D.]
Compound Dose
(ng/plate) TA100 TA1535 WP2uvrA TA98 TA1537
2,6-Bis (1,1 0 a) 122 125 132 16 17 14 27 34 24 19 22 22 9 14 11
~dimethylethyl) [ 126 * 5] [ 16 * 217 [ 28 + 51 [ 21 * 2] [ 11 + 31
—-4-ethylphenol ’
1.31 126 130 132 15 12 15 22 25 27 19 14 19 9 11 13
[ 129 + 31 [ 14 * 21 [ 25 + 31 [ 17 + 3] I 11 x 2]
3.28 121 130 115 15 12 18 21 20 21 18 24 16 9 7 10
[ 122 + 8] [ 15 + 3] [ 21 + 11 [ 19 + 41 [ 9 + 2]
8.19 114 104 102 13 14 12 26 26 27 15 19 20 11 11 8
[ 107 t 61 [ 13 + 11 [ 26 * 1] [ 18 + 31 [ 10 + 2]
20.5 113 113 123 17 18 14 27 24 28 12 12 19 12 9 8
[ 116 + 61 [ 16 * 21 [ 26 * 21 [ 14 * 41 [ 10 + 217 .
51.2 100 106 105 © 15 14 15 23 28 26 14 17 13 10 10 6
[ 104 + 31 [ 15 + 11 [ 26 * 31 [ 15 + 21 [ o £ 2]
128 106 113 103 12 16 8 18 21 20 17 20 18 12 11 9
[ 107 + 5] [ 12 + 4] [ 20 + 2] [ 18 + 2] [ 11 t 2]
320 99* 95* 96 * 10 13 12 15 20 20 16*x 17* 21%* g* 12%* 8 *
[ 97 + 21 [ 12 * 21 [ 18 + 31 [ 18 x 31 I 9 + 2]

Negative control (Dimethyl sulfoxide, 100 uL/plate)
Growth inhibition was observed.
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Table 3. Continued
Revertant colonies per plate [ Mean #+ S.D.]
Compound Dose
(pg/plate) TA100 TA1535 WP2uvrA TA98 TA1537
2,6-Bis (1,1 800 99* 91 102* 13 10 9 25 26 24 15% 14* 17% 9 * 9* 12%*
-dimethylethyl) [ 97 t 6] [ 11 + 21 [ 25 + 1] [ 15 + 21 [ 10 + 2]
—4-ethylphenol _
2000 + 102* 95* 103 * 11 13 12 24 23 21 19% 14* 18~ 8 * 9 * 6 *
[ 100 + 4] [ 12 + 11 [ 23 * 21 [ 17 + 31 | 8 * 2]
5000 + 97* 98* 91 9 12 10 18 25 20 10 * 9* 13+* 5 * 5%* 4 *
[ 95 + 41 [ 10 * 21 [ 21 + 41 [ 11 * 21 1 5 + 1]
_Positive control 830 726 767 b) 516 592 553 ¢) 150 164 142 b) 679 700 649 d) 167 239 224 e)
[ 774 + 52] [ 554 + 381 [ 152 + 111 [ 676 + 261 [ 210 + 38]

b): AF-2; 2-(2-Furyl)-3-(5-nitro-2-furyl)acrylamide, 0.01 pg/plate ¢): NaN3; Sodium azide, 0.5 pg/plate
: AF-2, 0.1 npg/plate e): 9-AA; 9-Aminoacridine hydrochloride, 80 ng/plate

Growth inhibition was cbserved.
+ : Visible precipitation was observed at the end of exposure period.

2

*
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Table 4. Summary data on bacterial reverse mutation test of 2,6-Bis(1l,l-dimethylethyl)-4~ethylphenol
[ Non-activation method : -S9]
Revertant colonies per plate [ Mean * S.D.]
Compound Dose
(ng/plate) TA100 TA1535 WP2uvra TA98 TA1537
2,6-Bis (1,1 0 a) 125 130 118 12 19 15 21 32 23 25 19 21 10 9 9
~dimethylethyl) [ 124 + 6] [ 15 + 41 [ 25 t 61 [ 22 + 3] [ 9 + 1]
—4~ethylphenol
9.77 108 112 114 23 24 20 8 12 8
[ 111 + 31 22 * 2] 9 + 2]
19. 103 119 96 26 22 13 9 10 7
[ 106 + 12] 20 * 7] 9 + 2]
39. 110 110 85 21 27 22 12 8 9
[ 102 + 141 23 * 3] 10 + 2]
1 I
@ & 78. 111 102 97 25 22 30 9 8 8
! ' [ 103 * 71 26 £ 4] 8 + 1]
156 92 105 102 8 13 13 22 19 27 14 15 24 T* 7 6 *
[ 100 + 71 [ 11 + 31 [ 23 + 4] i8 + 61] 7 + 1]
313 83 103 104 14 13 7 23 28 21 17 15 20 9 * 5 7 *
[ 97 t 121 [ 11 * 41 [ 24 + 41 17 t 3] 7 * 2]
625 88* 103 * 111* 8 15 8 28 25 22 23* 26* 22% 5 * 7 8 *
[ 101 + 1271 [ 10 * 41 [ 25 * 3] 24 + 2] 7 + 2]

Negative control (Dimethyl sulfoxide, 100 uL/plate)
Growth inhibition was observed.
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Table 4. Continued
Revertant colonies per plate [ Mean + S.D.]
Compound Dose
(ng/plate) TA100 TA1535 WP2uvrA TA98 TA1537
2,6-Bis (1,1 1250 + 16 14 15 25 34 22
—dimethylethyl) [ 15 + 11 [ 27 + 6]
-4-ethylphenol
2500 + 8 11 9 21 12 23
[ 9 * 21 [ 19 * 6]
5000 + 12 11 12 22 17 19
[ 12 + 11 [ 19 + 31
Positive control 493 510 494 b) 565 570 592 ¢) 151 137 135 b) 713 673 658 d) 272 272 219 e)
[ 499 + 10] [ 576 + 1471 [ 141 + 91 [ 681 28] [ 254 + 31]

b): AF-2; 2-(2-Furyl)-3-(5-nitro-2-furyl)acrylamide, 0.01 png/plate c): NaN3; Sodium azide, 0.5 pg/plate
d): AF-2, 0.1 pg/plate e): 9-AA; 9-Aminoacridine hydrochloride, 80 pg/plate
+ : Visible precipitation was observed at the end of exposure period.
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Table 5. Summary data on bacterial reverse mutation test of 2,6-Bis(1l,1l-dimethylethyl)-4-ethylphenol
[ Activation method : +3S9] .
Revertant colonies per plate [ Mean * S.D.]
Compound Dose
{(ng/plate) TA100 TA1535 WP2uvrA TA98 , TA1537
2,6-Bis(1,1 0 a) 117 127 114 16 10 9 28 23 26 21 25 35 24 22 19
-dimethylethyl) [ 119 + 71 [ 12 t 41 [ 26 * 31 [ 27 * 71 [ 22 * 3]
-4-ethylphenol . :
156 98 101 104 9 13 10 23 23 20 25 28 32 25 23 19
[ 101 + 31 [ 11 I 21 [ 22 + 21 [ 28 t 41 [ 22 t 31
313 100 103 106 17 16 8 30 24 16 29 25 23 17 26 18
[ 103 * 31 [ 14 * 5] [ 23 * 71 [ 26 + 3] [ 20 + 5]
625 929 97 104 16 8 12 17 33 14 32 28 22 19 24 20
[ 100 + 41 [ 12 * 41 [ 21 * 0] [ 27 + 51 [ 21 % 3]
1250 + 87 94 80 16 12 16 18 17 24 27 35 26 13 11 17
[ 87 + 71 [ 15 + 21 [ 20 t 4] [ 29 + 5] [ 14 + 31
2500 + 90 88 83 12 10 6 21 18 15 23 19 23 9 8 6
[ 87 + 4] [ 9 + 31 [ 18 + 3] [ 22 t+ 21] [ 8 * 2]
5000 + 86 73 85 7 6 10 18 16 20 23 21 20 9 8 6
[ 81 * 71 [ 8 * 21 [ 18 * 21 [ 21 + 21 1 8 * 2]
Positive control 939 842 954 b) 371 318 359 ¢) 482 559 561 d) 406 415 362 e) 120 150 142 ¢)

[ 912 * 611 [ 349 + 281 [ 534 x 451 [ 394 T 281 [ 137 b 16]

a): Negative control (Dimethyl sulfoxide, 100 pL/plate)

b): 2-AA; 2-Bminoanthracene, 1 pg/plate c):2-AA, 2 ug/plate d):2-AA, 10 pg/plate e):2-AA, 0.5 pg/plate
+ : Visible precipitation was observed at the end of exposure period.
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Table 6. Summary data on bacterial reverse mutation test of 2,6-Bis(1l,1l-dimethylethyl)-4-ethylphenol

(Confirmative examination) [ Non-activation method : -S9]

Revertant colonies per plate [ Mean * S.D.]

Compound Dose
(ng/plate) TA100 TA1535 WP2uvrA TAO8 TAL537
2,6-Bis (1,1 0 a) 121 119 110 16 12 12 19 19 17 29 22 34 14 15 14
-dimethylethyl) [ 117 * 6] [ 13 * 2] [ 18 * 1] [ 28 + 6] [ 14 + 1]
-4-ethylphenol '
9.77 15 13 14
[ 14 + 1]
19.5 124 102 118 22 30 29 8 16 17
[ 115 * 111 [ 27 * 41 [ 14 * 51
39.1 122 102 116 22 26 22 16 11 16
[ 113 + 101 [ 23 + 21 [ 14 + 31
78.1 120 114 108 26 27 22 16 10 16
[ 114 * 6] [ 25 + 31 [ 14 * 3]
156 119 112 121 9 12 11 28 21 24 23 139 27 17 12 13
[ 117 * 51 [ 11 + 21 [ 24 * 41 [ 23 * 41 [ 14 * 3]
313 100 107 106 8 11 12 24 19 21 27 26 21 14+ 17* 8 *
[ 104 + 41 [ 10 * 21 [ 21 x 31 [ 25 + 31 [ 13 x 5]
625 116+ 112* 113 * 12 8 15 24 25 22 21* 22* 31% 11+ 11+ 14+%*

[ 114 + 21 [ 12 + 41 [ 24 + 21 [ 25 + 6] [ 12 + 2]

a): Negative control (Dimethyl sulfoxide, 100 pL/plate)
* : Growth inhibition was observed.
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Table 6. Continued
Revertant colonies per plate [ Mean + S.D.]
Compound Dose ;
(pg/plate) TA100 TA1535 WP2uvrA TA98 TA1537

2,6-Bis (1,1 1250 + 14 9 11 22 15 16
-dimethylethyl) [ 11 + 3] [ 18 + 41
—-4-ethylphenol

2500 + 15 12 11 22 21 17

[ 13 + 21 [ 20 + 3]
5000 + 6 9 9 20 20 17

[ 8 + 2] [ 1% * 2]

Positive control 677 699 722 Db) 564 622 556 c) 155 156 141 b) 725 699 768 d) 173 221 167 e)
[ 699 * 23] [ 581 * 36] [ 151 * 81 [ 731 * 351 [ 187 * 301

b): AF—Z} 2-(2-Furyl)-3-(5-nitro-2-furyl)acrylamide, 0.01 ng/plate c): NaN3; Sodium azide, 0.5 pg/plate
d): AF-2, 0.1 pg/plate e): 9-RA; 9-Aminoacridine hydrochloride, 80 pg/plate
+ : Visible precipitation was observed at the end of exposure period.
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Table 7. Summary data on bacterial reverse mutation test of 2,6-Bis(l,l-dimethylethyl)-4-ethylphenol
(Confirmative examination) [ Activation method : +S9]
Revertant coloniés per plate [ Mean * S.D.]
Compound Dose
(ng/plate) TA100 TA1535 WP2uvrA TA98 TA1537 -
2,6-Bis (1,1 0 a) 117 123 119. 17 10 8 22 28 19 26 40 28 34 27 24
~dimethylethyl) [ 120 + 31 [ 12 + 5] [ 23 T 5] [ 31 * 8] [ 28 * 5]
-4-ethylphenol N
156 96 101 106 7 8 12 20 23 23 36 27 27 32 29 34
[ 101 + 5] [ 9 + 3] [ 22 * 2] [ 30 * 5] [ 32 + 31
313 84 84 74 10 12 7 16 16 24 28 24 36 23 23 21
[ 81 * 6] [ 10 * 31 [ 19 + 51 [ 29 + 6] [ 22 + 11
625 108 89 96 12 17 13 20 17 21 31 35 40 23 16 19
[ 98 + 101 [ 14 + 31 [ 19 - 21 [ 35 + 517 [ 19 + 4]
1250 + 95 98 98 14 7 10 22 20 28 28 33 23 24 17 20
[ 97 T 21 [ 10 + 41 [ 23 + 47 [ 28 + 51 [ 20 + 4]
2500 + 87 85 96 10 9 15 25 21 22 34 32 27 15 19 13
[ 89 * 6] [ 11 * 31 [ 23 + 21 [ 31 + 417 [ 16 * 31
5000 + 87 78 85 7 9 9 19 18 20 29 28 24 12 16 13
[ 83 + 5] [ 8 * 1] [ 19 + 1] [ 27 + 31 [ 14 s 21}
Positive control 1027 1142 1047 b) 338 381 348 c¢) 558 499 524 d) 478 409 461 e) 162 169 200 c¢)
[ 1072 + 61] [ 356 + 23] [ 527 * 301 [ 449 + 361 [ 177 + 20]

a): Negative control (Dimethyl sulfoxide, 100 pL/plate)

b): 2-AA; 2-Bminoanthracene, 1 ug/plate c):2-AA, 2 pg/plate d):2-AA, 10 pg/plate e):2-AA, 0.5 pg/plate
+ : Visible precipitation was observed at the end of exposure period. .
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Y

YERBRERME T O in vitro RERRITET, 2,6-bis(1,1-dimethylethyl)-4-ethylphenol 1%
BEEELHETIENREH L b0 (GEEE) LMLz,

2,6-bis(1,1-dimethylethyl)-4-ethylphenol NDERFEHIZ OV TREKREFBEOTEL
BRI 2728, Fy A =—X - NARF—RHEERIEE (CHLIU) 2Rz in vitro
LERRERBREIT o7,

H b LOHFERE L - Ml itR s R 2 EiCLa Ak RERBROAREZRE L.
ST AR SO AT 35.0, 550 BXTRT50 pg/ml, FR+S9 AR TIL 250, 350,
45.0 BX U550 pg/mL D 3~4 FIBIC OV CEASBIR L EE L=

TORER, 2,6-bis(1,1-dimethylethyl)-4-ethylphenol ZAERFEDRE, SBRFREINEE-S9 4L
HTIL, BREREREARE (BERELRLOUICENER) OFBRIIRDLNRI T

LpLedsn, +89 MR TIx, REARYE WEREROCIEBER) 0FRREM
DFBD DI, TOHBSREED 10%RH LBV &5, BRRBMRS Ll cE
RV HRERREER T Uiz, HERABRTIL, 150, 25.0, 35.0, 450 BLTR55.0 pg/mL
D5 ARICOWTEMSBR TR L. TORE FERESELALLO0, P A
BB COHRALRDO LR THH Z L, BIUHBSEES 10%K5HLIENZ LE23EL,
BRI LT O e ore. & BT, SULAY Crily Rk OO b AT
FOBRPRBDONTNDZ &20, BFERE 24 RERERIZIVTD 350, 550
BLTT750 pg/mL D 3 ARIZHOVTEMSER 2 HME L70, FRBEICRBOTY,
2,6-bis(1,1-dimethylethyl)-4-ethylphenol ALFRIZ & B YufafkBE (BERELROICEE
®) OFBRIIBDOOLNLhoT.

SERFRIAAEEEE-S9 AERES X UNERAERIE OB IRME Th D<A hvA v C
(MMC) 72 5TRNTIF+S9 MBDBMERBWHE L 7 oA A7 7 X K (CP) XBRETIE, B
AEBERFOHBHER LR LTRY, BB LR L THAZNICHE
(p<0.025) 72tEMMER L7z,
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2. ®E :
2,6-Bis(1,1-dimethylethyl)-4-ethylphenol DI FUIESFEMIRE & iV A A AREHR

3. HERAW
BBRYE D invitro IZBI} D REARREFRIEEZ R 5.

4. MWRLEVA RSA U BIUMSFLIZ GLP

HARFA Y

. FHRCEWESIESRBROFECONT (B 154 11 A 21 BERATRE 1121002
B, PR 1511 13 BREE2 B, BRIEARE 031121002 B)

e OECD Guideline for the Testing of Chemicals 473 (21st July 1997: In vitro Mammalian
Chromosome Aberration Test) ;

GLP

o FHULFHESITR D AR S EHET A R AT A BT OV T (B 15 R 11
A 21 BEEAIEE 1121003 B, TR 15-11-17 8UBE 3 5, BRIFLFESE 031121004 B)

¢ OECD Principles of Good Laboratory Practice (as revised in 1997), ENV/MC/CHEM(98)17

5 HREE
9049 ( 115—200 )
6. HBumERR
T437-1213 F iR HTHESTH 582-2

MEEA RBRERGZEMHEYE ¥ — B LRFerF—)
Tel: 0538-58-1266  Fax: 0538-58-1393

7. BBREREE
T100-8916 FESTRARERGE—~TH 2% 2 %
FATBE ERRGR FEETER C¥WELEINE
Tel: 03-3595-2298  Fax: 03-3593-8913
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EBRETA : YRE174£12 5288
RBETAH YRk 1849 A 11 A
13. #RYR
131.  #BRYR4A

2,6-Bis(1,1-dimethylethyl)-4-ethylphenol (B4 : 2,6-F-tert-7 F IV -4-LF VT = ) —)L)

13.2. vy &R
K630V

13.3. WhEE
99.8%

Y 0.2%8F

134, #RET |
PR A 2 v

13.5. SESYHER B
200543 A 16 H

13.6. {RESH
K&, =R (1~30°C)
13.7. RSP

e F— R ERERE (H-3 : 8 23.8~253°C, 200545 A 11 H~20054 5
H 26 B :6 B4 2 BRI E RIS R —%— K51 ch. 40 (C-3) : =HHE 17.8~26.6°C,
200545 8 26 H~2005411 A 29 A)

13.8. (==
2,6-T-tert- T FN4-TFNT = ) —)V
2,6-Ditert-butyl-4-ethylphenol

139. BlA
Phenol, 2,6-di-tert-buthyl-4-ethyl-
2,6-Bis(1,1-dimethylethyl)-4-ethylphenol

- 1310. CASNo.
4130-42-1
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13.11. {EFEE
OH
13.12. A
CiH260
13.13. 4HT+E
23438
13.14. BHEOREE
TR« FESAERR
& SEER
13.15. BOEHR
AR 2 45.7°C PR 1 268.6°C
13.16.  BlkE
132°C (7 V—7 5 FEHED
1307, uehEpt
AKIZAREE

FNa—), "L, ~NFEY, runiis, HIVy, P AATHE
DMSO IZ5¥ (>240 mg/mL : LHROBRIZ L 5)

13.18. &EH
BE OB THNFREFIZBOTIIRE

13.19. SEMRIK (Octanol/Water)
Log Pow > 3.27

13.20. EHYROEOER
W REE (A7 - FEE) 2ERAL, RWAAKEY, B, BEBIOREICH

N Lpnk sz s,
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FINAL REORT
SR
BEOREIZIIT ALDsoid, HEZ > b Tl 4800 mg/kg, M~ 7 2 TiX 7450 mghkg TH 5.
BASRMR DI

EBRETHR, 1 g 2 EMAFHREEEREEOEET CEe ¥ — IR FL, &
DIXREHIF DT, BHRMESEEREE 2N L (HBRWHEIRESTORAI L. 7
WoRER (2005 4E 12 A 20 BFHRE), R ESRRYMPLEE TH o7 L1 FEGR
Shie.

14. BBBPBB I UL

14.1.

14.2.

14.3.

RBAaRE

ISR AV A REARERRICBVOCRESET A FS4 U THEESHh
TWBRZEDD, FrA4=—X  NARY—[HBESEOSMESFMIE (CHLIU M) %
A Lz, CHLAU #BAEIX 1984 4F 11 A 15 BIcENAARRTT G BEMERLRNE
ERFERD HoyEEZIT, PAFAALEFY R (DMSO, GC A, HEE99.9%, Lot
No.K26414578, Merck) ZZFEHT 10%RMN L7ct, MEZERPICRE L. RBRICER
L%, B L-AIRRZBEE L7, 3~5 B IR L= b R ER L.

2P, MBHEREPIHIRRER CIIAEAS 8 DR (Lot No. CLC-001) %, RafkRERER
THERERE 14 OHBIE (Lot No. CLC-001) %, REAREHER (BN TidRHIK
21 DAEE (Lot No. CLC-001), ReffkRuHIR (HESERER) Tiikf i 3 DMK (Lot No.

- CLC-004) %RV 7=,

FRER Y MBIZA 277 X{E0RE (B, ZIRFEORIZE (Lot No. CLC-001 :
179 FfH], Lot No. CLC-004 : 152 i), R (— N3k 25 AOREA, Lot No.
CLC-001 : 82%, CLC-004 : 84%) DRI b UNIEMEHRI L BRIz 51
R HRAEOMRE I L, BEOR HITEREBIC A L.

BRI

Eagle-MEM #3534 (TWAKI : Lot No. 919084 [#MRassismisIzRER], 519045 [Hofas
FEIHIERBRLISL), MBS 2 75 R) 2L (56°C, 30 4Y) HAHDIFEMmIE (Lot No.
511116 [AERBSFEMEIRARR], 5423845D [MRRSHSFEMBISBALISL], Invitrogen) ZHA&
BET 10%I25 X 58MU7T. RBEEOEERIIERARE THIERT (15°C UF) I
HRFE L

KRRt ,
COf V¥ a—F— (ZHEBB NS A AT 4 7) BV, COABEE 5%, 37°CDEM

THllaZ R L.
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144.  S9mix
| s 6 LI S9 mix (Lot No. CAM-520 [MESERBRLISL], CAM-526 [REREER
B], ¥ya—~r) 2RBRICER Uiz, EHRFE TBIERY ) —V— GREE:-80°C,

- EHEE : -60°C LIT) ITRFFLIL.

144.1.  S9 OFRREE .
SO RBDOBROBYYE, 1, RS, FEWHELRLWIHFEFEEFKRIORT.

2y MEE | RAA-520 RAA-526
SR 2005454 A28 H GGREWER| 200547 A 29 B GFEWER
EBshe s B ) SRl 5 B B)

FEREW Z > b : Sprague-Dawley &
. EE | BT Bl

KE 193~237¢g 215~259 g
fgaR FFFRg:
HEYE Phenobarbital (PB)33 X T 5,6-Benzoflavone (BF)
BERR L PB: 30mgkg 1[E (1HH)

60mgkg 3E (2~4 BH)

B SER BF: 8 mgkg 1H (GHRE)

BEHE | EEARE
EHSE | 24.86 mg/mL 25.58 mg/mL

1442.  S9 mix DFERL
S9 mix 1 mL FOENBEMDORE LI TITRT.

S9 03 mL
MgCl, 5 pmol/0.1mL
KCl . 33 umol/0.lmL
G-6-P - ' 5  pmol/0.lmL
NADP 4  pmol/0.1mL
HEPES #&##& (pH 7.2) 4  pmol0.2mL
AREK 0.1 mL
-10-
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BRYEE O

AEBYEIAICAVET DMSO IZHIETH Y, DMSO LiBAH, 4 REEILINTIIR
B R, BESOBNRbPok. LER-T, BEZTEL 27— —7 AN
THIAEZAT>7- DMSO (GC A, #lEE 99.9%, Lot No. K31758278, Merck) Zf# A
L, BRI 4 RERLINICOE ZAT o7 .

FIRETEEIARR T, SR EATICHEBRYE 1172 mg & BT EHBREIOREICRY,
# 3 mL @ DMSO i, $#RLRAOEMMEIET-. S HITDMSO 2 TS5 mL i
EAL, REUFME (234.4 mg/mL ¥K) Z8EL7=. 1mL © DMSO XL, ZD 2344
mg/mL FEFEZ 1 mL X5 L2k Y, 1172 mg/mL BREZRE L=, DUTR&R
FRZIBRITS Z L2 XD, 586, 29.3, 14.7, 7.33, 3.66, 1.83, 0.916 3 L TX0.458 mg/mL
WRERR L.

Pufa pREREHRBRCIL, AEMCHBRWHE 85 mg & BREF ERBRFIOREICEY, B
6 mL > DMSO &M%, HRLARPOEMIE. SHITDMSO 22T 10 mL IZE
AL, FBURK (8.50 mgmL IFiK) ¥ L7=. ZORBRKELUTIORTFIRT,
DMSO ZAWTIERARL, SHEBRWEREFAR L.

PERWEIRRATIE QREkRERR

RERE &zggﬁ REE DMSO

(mg/mL) (me/mL) (mL) (mL)
7.50 8.50 3.0 0.4
6.50 7.50 26 0.4
5.50 6.50 22 0.4
4.50 5.50 1.8 04
3.50 4.50 1.4 0.4
2.50 3.50 1.0 0.4
1.50 2.50 0.6 | 04
0.50 1.50 .02 0.4

BIMRER T, EREMCHERYE 75 mg & BB ERREORFICE&Y, M6mL
DODMSO iz, HBRLLRBROEMEIE-. S5HIZDMSO #MZ T 10 mLIZERL,
PRI (7.50 mg/mL %) RMEB L. = ORBUEREKICTTFIET, DMSO &
AVUBERFRL, SEBRUERZRE L.

-11-
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PRWETRTIE GEIAR)

RIEIRE Hﬁgiﬁ RIE DMSO
(mg/mL) (mg/mL) (mL) (mL)
6.50 7.50 26 04
5.50 6.50 22 0.4
4.50 5.50 1.8 04
3.50 4.50 1.4 0.4
2.50 3.50 1.0 0.4
1.50 2.50 0.6 0.4
0.50 1.50 0.2 0.4

HERABRTIY, ERENCEBRYE 65 mg ¥ BB ERBRBICHREICED, MoemL
DO DMSO &Mz, HIRLZNLEMISE. SHIZDMSO % T 10 mL IZEAEL,
FRREE (6.50 mg/mL K) YR L7, ZOMBIRKREZL TSR FIET, DMSO
FRAWUBRARL, #BRWHRERARLZ.

PR EIRRELFIR (REBRER)

R et REE DMSO
(mg/mL) (me/mL (mL) (mL)
5.50 6.50 22 0.4
4.50 5.50 1.8 04
3.50 4.50 1.4 0.4
2.50 3.50 1.0 ; 0.4
1.50 2.50 0.6 0.4
0.50 1.50 02 0.4
payiiciicd
et (LD R
HWERYE OV TH 5 DMSO ZEA L.

BB (GERFRIARERIE-SO RS X UNERTANER S 24 FERALER)

HEFAK (AAERFEHAK, LotNo.K3G77, KFREKTIE) SmL 2L~
A4 k=43 C (MMC, Lot No. 415ACF, WHGfiBEETE) »ABRER (BAKRS
AFRAIEIR, LotNo.4C87N, KEFEHETH) ZHAWTHRL, 1mL F oL,
BRRE LS O2RBRITHV-. |

&I, EFREEETO.1 pg/ml, SRR T 0.05 pg/mL & Lz,

-12-
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14.7.1.

14.7.2.

14.7.3.

14.7.4.

14.7.5.
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PRt (GERFRALERE+ SO A0
ESAK (LotNo. K3G77 [REERBRLIUL], K4D8R [MERBRER]) 5SmL \CBMEL 7Y
Z7aikA77 I F (CP: LotNo. 4028, HBHRRFK) ZAEMRIEK (LotNo.4C87N) %
BWTERL, 1mL $ o0 L%, WRERFELEZHOEZRRITAVE.
ARIX 125 pgmL & L7z
MIRHEREAIRIRR (THeeAER)
RE
HA RIA VLD ONREARETHS 10mMAEH D 2344 pg/ml ZHREHEL L,

LIF 1172, 586, 293, 147, 73.3, 366, 183, 9.16 38X Tr4.58 ng/mL @ 10 FIEA4IIG
BRI O AR L. '

R D VB L USERIS

1 ARV 2 T VRV

WA L7 BRNT, RBED, UEBERBXEREZHAR T ERLVEYTLE
7211 L Ol
SERFRIALERE-S9 LU

12UV DFL— b (HREEA~ALF7SL—F 12F, ER—251 }) OFU=
IR FIVYT 8 < 10K, 'mLIZFRE L 7 ARV2 Rk | mL 28R L, 3 BREE
Lic. BBKTR, 1476208 T 2FIETHRED 2 WITERWEOLELZTT. 6
FFEIER I 2R, BTNV OREEREREL, FAXy a2 ) VESREHR (Lot No.
064K2309, Sigma-Aldrich) %RV zTHIRRZ VG L7, FrE2i580K 500 pL& iz, &
BT 18 MR Z T 7. '
SERF AR ESO AR

£ 8 x 10K, mLIZFRSL U 7o MR | mLA 36/ L, 3 AR L.
BT, 1476188+ 2816 TRIED 5\ W E DR 1T o 2.

ZOBOBIEIX 147312508 LI FikICEC 2.
TEGRALERYE 24 BRI

£ TIWT 8 x 10°HHR/mLIFASE L7 ABRRTRER | mL2-4EME L, 3 BRESEE L.
BB TR, 147618 T 2EA CHBEL D2V IIEBRME OLEEIT, EHIT 24
ReIER AT 7.

-13-
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Exp. No. 9049 ( 115—200 )

] FINAL REORT
PR
REMERTER 3 DV TR E
. ) /N1
| ERE | Smix | gl
-89 4R 600 pL - 6 uL
+S9 4LER 500 uL 100 pL 6L
24 By 600 uL - 6uL"
W ogLE |
BALFRHRI T 30V O OIRBRAATS L UULIRAE TRICHT IS O ES IR CEZE L.
50%HBBR SRR OB H

AR BRI L 72 7 A D BIFRIR IR E, 10%PHEEE SV~ ) VK
(KBAREEIZEA, Lot No. KLH9734, FIDEMIZETE) %02 T 10 Mg EEE L. K
WT, 0.1%2 VRHFL - 4 F V> b (Lot No. K31134240, Merck) 7KEEK T 10 531
MRERGE L. £ V— bk L%, BRIV £V T/ MTEREIR 30%
TF ), 1%EEEAESR) % 3 mL X, 5 ARMELE. &I AOREHIKE 9%
TINADTL—b (7oA FL—F, IWAKI) IZ8£ %300 pL 3L, <A 7 nFL—
Y —&— (51450, BIO  RAD) %V T 570 nm CTOWKEEZHIE Uiz, Bkt
FRRECOWNEITRT5 (=HBAGFSR) 2EREMICOVTRDE.

BT, £TOMBRICH CHISSFEHSBD bh i), 7ty MERA
UNT S0%AARTEImEIRE B U7, BHICIZ 4.58~T733 ug/mL D 5 A< (-S9 48,
183~733 pg/mL M 3 & (+S9 A3 BLTRI.16~733 pg/mL D 4 1 (24 R %
)z 1Y sl

Pk BB, BINAERE JURSERR

Jiih o

AIRRTEIIHRBR DR R, £ T OB RO THIREESED b, S0%HERE
FEHIREEII TN 71.0 (EREALERS-S9 (AFE), 34.3 (GERFREIALEREES J03) 3
X TR520 pg/ml GEEALERL 24 FREIALER) LEMENh. Lo T, RAKRER
BT, MBS 50%EL LIS 5 LHEESNWORAE, T72bh, —S9ET 85.0
ng/mL, +S9 KVE-C 45.0 pg/mL, 24 RERIAAEEC 65.0 pg/ml 2 TN ChEBAEL L, K
129 5~6 IEZRELT. '

-14 -
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5 e fi% (ug/mL) |
-89 R - ~ — 350 450 550 650 750 850
+S9 JLEE 500 150 250 350 450 — @ — - -
24 FEfEA0ER - — 250 350 450 550 650 — -~

- TFEREM LERARICOWTREKREOBRR L ERE L.

LR RERBROER LIRS AHRS X UM 24 BEGERICBWT, £
TORETHXHHRRIETERED 50%LL E2R U, BT 0%, Lkl 2 BE3E
bR oT=. LIedio T, +89 B L TR 24 REREIAAERIZ S W GEINRER 2 =0 L 7=.
BB TIX, UTITRT 6 ARZRELE.

ubiiti S FE& (ug/mL)
+89 f0ER 500 150 250 350 450 550 — -
24 B0 - — 250 350 450 550 650 750

THREA LIRS HOWTRAKRRE DB EH L -

IBIRBR DA R R ANFEE+S9 ERIZBWT, BB TH S LR TX Iedo
Tefe ), +S9 MERIZ OWCHERRBR 2 e L7-. e BRTI, UTFITRT 7 HEER

ELT.
ik F& (ug/mL) ‘
+S9 S0 500 150 250 350 450 550 65.0.

T2 Lf:ﬁi&:«:mf%&éﬁkﬁﬁ@ﬁ%%%ﬁ@ Li-.

ER7 V— M X USRBI S

1 BN 2 D7 L— F 2RV

A 7 ZRWT, RBREE, WBERIUEESPHRETHIZLICEVETSL— b
ZRI L7z,
SRR EIALERE SO AR

B 60 mmNTL— b (MKUEEAL Y —L, FER—2F4 ) 128 x 104088,
mLIZFAS U7 ARARVFEE 5 mL (4 x 105408R) Z3BTE L, 3 HRISSE L. 5P TH,
1486127089 D BIG T, HBWED D WIIBIERYE DB EIT o7z, 6 B
BEREBITIR, £7L— FOBBREREL, FAXva) VBEFK (Lot No.
094K2331, Sigma-Aldrich) #BAVWCHIRRZ¥ES L7z, SRR 3 mLEMZ, &5
IZ 18 SR T fri T T A iE AR R R L7z

-15-
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ST SO ALER

&7 L— MZ 8 x 10°HIH,/ mLIZFREL U 7o MRV S mL 248 L, 3 AR Lz,
BRI TR, 14.8.6.1508 3 5816 TR, SBWHEH 5V IR RYE OB LT
7=.

FOBOBIET 14831208 LRI U s,

ERCAERS 24 RERALER

£ V— MZ 8 x 10°8, mLIZFREL U - AIRSRR S mL 245/ L, 3 AR L.
R TR, 1486IERTIEI6THE, #HBRWHD D WIIBHERMEONE (T
VY, I BIT 24 BRI AT o TR AIER S /ER LT,

MBE—K
FEtERTER 3D DV IR E R FR
. . 07311 S N . PRtE R
B S9 mix SRR 3% S9 mix i
-S9 &&ﬂ 3.0mL - 0.03mL 2.7mL - 0.3 mL
+S9 KR 25mL | 0.5mL 0.03 mL 22mL 0.5mL 0.3 mL
24 FFfELER 3.0mL - 0.03 mL 2.7mL - 0.3mL
WrHZEOEE
BBV TGRS X OVAEK TRICITHE O R B2 AR CaIZ L.
RO

Yeta AAEAVERID 2 BERIRNG, BRKEE T2 ugml &5 K 5 kI FEK (Lot
No. 1252976, Invitrogen) ZAINL, MARLRZFHITHEIEEIEZ. KOT, BHERE
BLEIZEBB LR, 025% Y U8R (Lot No. 1233304 [Het ik RERER],
1263419 [[BiEI X UWESEERERR], Invitogen) ZAVVTF L — b bHIIIZRIBEL ,
BLVEROESRIRITIN X T, #IIRRREIEA 1000 r/min T 5 2hE D08 U Bk E R
Wk, 37°C IZRIR L TRV 2 75 mmol/L (bl U ¥ A/kESKE 5 mL h%, 37°C
T 16 HEHERMUEZTT- 7. BOSEEC X VIEREEZRV V%, KB LEBKR (R
F)—NV3E BRI CHREZEELE. BERY2ESBRLULE, FLOBEEK
EEEMN ZHBRRIRR L LT, NIREEE 2B RREICIRE L, MIRRERESED DY
BAEAT 1 BHER L7, 20, Rfafkx ¥ 7 =—XEBREEE (HANABD 2RV T,
RFA4 FH TR TR 1 I T L, RadiERE 2 L. 254 MR
Ao+ EREE, 1/100mol/L F Y U A - U U FSEEWR (Buffer tablets pH 6.8, Lot
No. TP601474, Merck) ZRAWVTHFR L7z 1.2%F LFEEHK (Lot No. OB408561 [Hu6,
HREERER], 0B318388 [BIMRABRE L UWEEAER], Merck) T2 HIRE L. R

-16 -
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T4 PR KB LTk, RREET.

MR TR EE DORIE

Qe A ERIBNC, RESTIRE, S EREERR X VB REEOS 71— |
IZ2WT, ATP 74 hA—&— (LIFRHZ—C-100LU, *va—<r) ZRVTHE
BREC ST BT — X R LT

F72bb, 1% Tween 80 /K¥AK 2 mL 2454 L7/ NRABRET, (EIRQE L7-Mlaik%:
50 uL FRANL, HH8 LT B39 20 0RIRE L. BIEAF 2 —71c 2 ORAHE 100 L
SEL, ATPHIERARE X F (L7 =—1250: F v a—<) OFENHRAIES 100 uL
WL 7ct, #8506 (Relative Light Unit : RLU) %2BIE L. RRMERERECHT 5
RLU IZxH 5t (=HIIAFSR) 2SHERICOVWTRD, HIREFEIHIE L L.

BEARL LTI, 1489405 HHERHIR AR SRR RRED S0%AMIC 72 5 5
HECHERSPEEBARE L. 23, +S9 N5 X USEBEIMEIE T\ I BRERIC
BUNTYERR LIAZAD S TR 23 BIR L, +S9 IR ClimE A B OMIa SR cog
BEREBRIESHERT 5700, BT 5 4 BRLWENS GEARD XLk &b
i, BB TR R T 535, BT CEE L BB AR, DB S
5 AERIFIN S SRR L Lk -So Ak USEREmEIc R\ CIiEmkT 5
3 AR CIHRREREAI -, RRELZZET T3 ARYTiNS @A) Lk

PSRNy -k =

SRR L BRI D TN TN OEAZ T Ta— ML, 72720, SR
HUEBYESO AT J UNEIEAMIRE: 24 WERAMBOIEAS, EATRRBCIHY TR L7zAR
AEFALE £, BERRBROERIIOVNTHa—MEL, BELE.

B7L— 470 10018, 7205 1 AEYY 200 BOLRTHBREBEET (x
600) THIZEL, REAOEENENLE LTXY v (gap), R bl (ctb), R
UEIMT (csb), BBiriact (cte), YefafdrZt (cse) BLUEDML (oth) DEERE
IR LT, 1220, Yefairiid 2\ itk FIoERed iR FE L, RedctilT
BROBHRBDONDHE, TOIEGEMEREAS YYD IR, 2 O4kDAL
BrLTNTCWRWRAIZDOAX vy L UTEHR L. F72, BREELT, 18
B4720 200 BOSETHBREEEL, HEESEOHTEICOWTHEEK L.

PRBRARL SR

B ROBIEREHIIES L USEMEMIROHBRBEITERT — F 1 DROIEE
ENTHY, 7, WINLb S%RKETHD Z L. BIEBOEEREHIROHESRE
X EFEDERENTH Y, 230, 0% ETHBZ L. LLEDORMEZRH LIHEITR
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BRIIRRIL U7 LT L7z

RERORRT

¥ v TOHEET AR OV TREEHREZED RV THE L.

REMIROMBSEE Y, Fisher OEHEMERFIEE BEAERR2.5%) 2RVTRE
L7z, ¥z, BERIEFHEIZ OV TIX, Cochran Amitage DEIARE (BE/KIER R 2.5%)
ZRWTRE L.

PEtEtRBRE L B L, HBRWELEBHICB O THAEEMRD O, o, AERIKSF
B BNED, HAVIEBTMSER INERS, BiErHeLE. =L, &k

HZRHEIY, RREGT COEMR2ZLEBERL TTo 7.
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15. HBRER
151, FEREARAHIRASR
15.1.1.  HERIEREIDHIRRBE R

15.1.2.

15.2.

15.2.1.

15.2.2.

PBER% Figure 1, 28X R Table 1, 2 IT/RLTE.
SO%MRRRFEAIRIRE IS, SERFRALIRIE-SO BT 71.0 pg/mL, SERFRILERIESO 40
BTIX 343 pg/mL, ESGEALERY: 24 BERAER T 52.0 pg/mL ThHo Tz

i g

TR NERRRMAEE, £ TOMIRD 147 pg/mL PLEORARIZE W CERBEIROFTH
PHBH O, &5HIT586 ugml LA EORECIXEARRROTHG LRERD bR, #
BB TR, £ TOMEED 147 pg/mL L EDOARIZI\ CERBEROHT A
2 0Y5Y gl el

Qs hRHHIR

SRR RS9 L ,

AR Figure 3, 4, Table3 33T Appendix 1 1R L7z,

2,6-bis(1,1-dimethylethyl)-4-ethylphenol LEERE T D RAAEER T HBERBEIL, 350
pg/mL T 2.0%, 55.0 pg/mL T 1.5%, 750 pg/mL TO.5%% L, RUEHERE (1.0%) &
Lt UBARE 2RI LERD e s o e, (SRR D BRI, 350, 5.0 BXTRT5.0
pg/mL T 0.5%% L, BEMERIREE (0.0%) LF&EThol. E72, ARITKFELHM
RAEFROBMEMPBE I, ROKERETHEFEPOBHARTSH S 750 pg/mL TD
HIRAETFRIZ 49.0% ThH - 7=

—77, BYERRHE MMC TR LIRS, R dlEsRENSEBESh, £
DOHBFEEIL 38.0% (p<0.025) THholz.

SRS AR

HERFEE % Figure 3, 4, Table4 383 TX Appendix 2 {Z5R L7z,

2,6-bis(1,1-dimethylethyl)-4-ethylphenol ZLFREE CORGAEER T HBEHAEL, 250
pg/mL T 2.0%, 35.0 pg/mL T 5.5%, 45.0 pg/mL T 8.5% (p<0.025), 55.0 pg/mL T 8.0%
(p<0.025) Z/RL, FatEeiREE (1.5%) CHEXLUABZREM (p<0.025) BRDLNE.
SRR O HIRBREIY, 25.0 pg/mL T 1.5%, 35.0 pg/mL T5.5% (p<0.025), 45038
LU 550 ugml T 5.0% (p<0.025) ZRL, PEMERREE (0.5%) &HELUAERHEMm
(p<0.025) B3R BTz, L L s, ZhbOHBSBED 10%:K5E L BN &0 b,
IR RIS & IR T & fadao e, $7e, FIRITHTE Lo ABla AR R ORI ER A8
23h, PEKREHERHPOBARETHS 550 pg/mL TOMKRAEFRIL 37.9% ThH -
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7=,
—7F, BtExtERo CP 4B TCORGARERE HRBEIT 38.5% (p<0.025) T
Hotr.

B 24 FRERALER

RERER % Figure 7, 8, Table 6 38X TR Appendix 4 {Z7R L7z,

2,6-bis(1,1-dimethylethyl)-4-ethylphenol #UEEE CORGAEERFHBHEEIX, 350 B
X T*55.0 pg/mL T 1.5%, 75.0 pg/mL T0.0% %KL, FEMERTHREE (1.0%) & B LA
RIEINIERD Db o 7o, EEPHBIROHIRSEENL, 35.0 pg/mL T 0.5%, 55.0 pg/mL
T 1.5%, 750 ug/mL TO00%ZRL, BHEBE (0.0%) (FREThok.

—7%, B RYE MMC TOE LAl TR e RERSHBIERSh, £0
HERBEEEIY 27.0% (p<0.025) Th-T-.

WriE DB
TR IRRRLAR L UM TR, 75.0 pg/mL Bl EDHEIZIBW T BEBRRDOHTH

YRR bz,
REKRERR REHR
SR ALER SO SOER ‘
RBFER % Figure 5, 6, Table 5 38R Appendix 3 IR L7z,
2,6-bis(1,1-dimethylethyl)-4-ethylphenol LI T DY AiE R EHBHAEIX 150
ug/mL T 0.5%, 25.0 pg/mL T 0.0%, 35.0 pg/mL T 1.0%, 45.0 pg/mL T 6.0% (p<0.025),

550 pg/mL T 4.5% (p<0.025) %R L, FRMEHREE (0.5%) & K UAR2H8M (p<0.025)

BRD LN, EEMROHESEEEL, 15.0 pg/mL T 0.5%, 25.0 pg/mL T 1.0%, 35.0
pg/mL T 7.0% (p<0.025), 45.0 pg/mL T 8.0% (p<0.025), 55.0 ug/mL T 7.0% (p<0.025)
L, BHEdBEE (00%) LB UERZREM (p<0.025) #BBHLH. Ll
Bo, REREEHARLBREENEONZLO0, VARGEHTOHTEED LR T
HBHZ L, BIOHBEEEN 10%FKM BN L EEBL, BHRILR LM TE D>
7o, Eio, RABRCEF LISHRAETFROBMEMPBESh, REARETHEFETOR
FBETH D 55.0 pg/mL TORIBEAEFRIZ 229% Th o7z,

—75, BHERHRYE CP TR L7-MIlE T, ReMEERENRSEBIEIh, £0
HBRBEEEIT 47.0% (p<0.025) Tho7z.

B OB o A |
BERYIAERS S L DYUBAE TH, il 5\ IR OB S ORET S
EAZBH BRhoTe.
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16. BEBLUEMR

2,6-bis(1,1-dimethylethyl)-4-ethylphenol DEREM, T2bbREKREFBREOTE
ZRETT D700, BEME (CHLIU) ZAVWE inviro AR EHRRE ER LTz

HMIRIEREIIRIRBE R A BT, ERFEIAIRR-S9 A3, [RI+S9 KB/ b UNTEREE
ik 24 RO CIIMIES S BB IO DA R TRE L.

ZORER, 2,6-bis(1,1-dimethylethyl)-4-ethylphenol AAERREDES, BRFREIERE-S9 AL
B, PRRRAARYE BERERLUIENEYR OBFRIIEDLhRhok.
LU 5, +80 0BT, RadkRE WEREROWNIEHRE) 0BFRREM
DFBD LI, EOMBBEED 10%KRFH LBV L35, BIRERBMERS L HlT T &
TRV OHEERRR 2 EHE L 7.

FERRROBER, REKRFERER L OFREENELNZ L DD, FVARFKEETOH
BBEDO LR THEZ &, BXUHBSER 10%KRHKLIENZ & 2EET 5 LARERE
MG TH D LHBTCE b oTe. & I, BIULAY CIIERAIRE TH bHNTHAK
HEIROBRIBOONTWAIZ L 25, EREEOERIZ OV T HIBIMEE L
2, FRLRAARE (EEERLICENER) OBRIBED IR

2B, BEYBRBLUOBERR CTORGARFHBRBEEIINTILERT—4
(Appendix 5) D>HROF-EHEHNTH Y, RBRBNIEHERIZ LIz Z &b, YR
LB R TR Sh - LT S .

Z I E TIZ 2,6-bis(1,1-dimethylethyl)-4-ethylphenol DIBIREIE AR & TUNTHNS AAEIZEET
DEEITR.

WERETHDp-tert-TFNT = ) —MTHONWTIL, MEZBVWAEBEAERRRT
Ket?, CHLAUMNaR Y Ve kR B R TN (BERH S X U
HEDOLR) Ve BESNTWA., ¥, 4FLT7x ) —/UIZOWTH, #EZEN
HERERERSAS CRRIE, CHLAUMRZ AV Ve AR R R ChtE BERED
HEBEEOLER) "2 8HEF&hTWVW3. Z0Z &b,
2,6-bis(1,1-dimethylethyl)-4-ethylphenol > X 3% BRIZ 331 5 CHLAUABIE~DIERIX, Zh
DIFGMEORIMEIZBEIL TV A2, BNboThd B L.

PLEDRBHRERD?D, UEREBREMHF TITBT 2,6-bis(1,1-dimethylethyl)-4-ethylphenol
DIFFFRERRIC T S A AR ER BRI IR L HE L.
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-l [ Short-term treatment : -S9]

L - {3 [Short-term treatment : +S9]

Relative cell growth($%)

0O 4.58 9.16 18.3 36.6 73.3 147 293 586 1172 2344
Dose (pg/mL)

Figure 1. Growth inhibition of CHL cells treated with
2,6-bis(1l,1l-dimethylethyl)-4-ethylphenol
[Short-term treatment]
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& [Continuous treatment : 24 h]

O '} '} 2 2 'l 2 A A, A, 5
0 4.58 9.16 18.3 36.6 73.3 147 293 586 1172 2344
Dose (pg/mL)
Figure 2. Growth inhibition of CHL cells treated with

2,6-bis(1,1-dimethylethyl)-4-ethylphenol
[Continuous treatment]
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Table 1. Results of growth inhibition test of 2,6-bis(l,l1-dimethylethyl)-4-ethylphenol
[ Short-term treatment] )

[ Short-term treatment : -3S9] [ Short-term treatment : +S9]
Compound Dose (pg/mL) Survival (%) [ Mean ] Compound Dose (pg/mL) Survival (%) [ Mean ]
2,6-Bis(1,1 0 a) 100.0 [ 100.0 ] 2,6-Bis (1,1 0 a) 100.0 [ 100.0 ]
—-dimethylethyl) 100.0 ) ‘=dimethylethyl) 100.0
-4-ethylphenol —-4-ethylphenol
4.58 101.3 [ 102.6 ] 4.58 98.7 { 95.8 ]
103.8 92.9
9.16 97.7 [ 97.5 1 - 9.16 96.3 [ 94.3 ]
97.2 92.3
-18.3 101.2 [ 101.2 ] ) 18.3 93.0 [ 90.4 ]
101.1 87.7
36.6 105.4 [ 100.8 1] 36.6 41.2 [ 45,3 ]
96.2 : 49.3
73.3 38.6 [ 37.4 ] 73.3 5.3 [ 5.3 ]
36.1 5.2
147 d) 0.0 [ 0.0 1] 147 d) 1.3 { 2.4 1]
0.0 . 3.4
293 d) 0.0 [ 0.0 ] 293 d) 0.7 { 1.1]
0.0 1.4
586 d) 0.0 [ 0.0 ] - 586 d) 0.8 [. 0.6 ]
0.0 0.3
1172 d) 0.0 [ 0.0 ] 1172 d) 0.0 [ 1.0 ]
0.0 2.0
2344 d) 0.0 [ 0.0 1 2344 4d) 2.0 [ 2.8 ]
0.0 3.6

50% Growth inhibition dose was as follows:

[ Short-term treatment : —S9] 71.0 (pg/mL)

[ Short-term treatment : +S9] 34.3 (pg/mL)

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)

d): Visible precipitation was observed at the end of exposure period.
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Table 2. Results of growth inhibition test of 2,6-bis(l,l-dimethylethyl)-4-ethylphenol

[ Continuous treatment]

[ Continuous treatment : 24 hj

Compound Dose (ng/mL) Survival (%) [ Mean ]
2,6-Bis (1,1 0 a) 100.0 [ 100.0 1
~dimethylethyl) 100.0
—4-ethylphenol
4.58 98.5 [ 99.4 ]
100.3
9.16 98.9 [ 100.5 )
102.1
18.3 100.6 [ 100.8 ]
100.9
36.6 103.8 { 94.2 ]
84.5
73.3 _ 5.4 [ 6.4 ]
7.3
147 d) 0.0 [ 0.0]
0.0
i 293 d) 0.0 [ 0.0]
0.0
586 d) 0.0 { 0.0 ]
0.0
1172 d) 0.0 [ 0.0 1
0.0
2344 d) 0.0 [ 0.0 ]
’ 0.0

50% Growth inhibition dose was as follows:
[ Continuous treatment : 24 h) 52.0 (pg/mL)

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)
d): Visible precipitation was observed at the end of exposure period.
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Table 3. Chromosome aberration test in CHL cells treated with 2,6-bis(1l,l1-dimethylethyl)-4-ethylphenol
[ Short-term treatment : -S9]
Relative Number Number of cells with Number of cells Number of Number of
Compound Dose Time of Cell of structural aberrations with cells polyploid
(rg/mL) exposure growth cells aberrations analyzed cells
(h) (%) analyzed gap ctb cte csb c¢se oth ~gap (%) for polyploid (%)
2,6-Bis (1,1 0 a) 6 100.0 200 1 2 0 0 0 0 2 ( 1.0) 200 0 ( 0.0)
-dimethylethyl) .
-4-ethylphenol 35.0 6 130.6 200 0 1 2 1 0 0 4 ( 2.0) 200 1 ( 0.5
55.0 6 120.0 200 0 1 2 0 0 0 3 ( 1.5) 200 1 ( 0.5)
75.0 d) 6 49.0 200 1 0 1 0 0 0 1 ( 0.5 200 1 ( 0.5)
85.0 d) 6 20.1 NA
MMC b) 0.1 6 78.6 200 12 34 54 0 0 0 76 ( 38.0) * 200 2 ( 1.0)
Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, oth: others

—-gap: total number of cells with aberrations except gap
:Significant difference from control
NA : Not analyzed

*

a): Negative control
b):
d):

(Fisher's exact test):p<0.025

(Dimethyl sulfoxide, 10 uL/mL)
Positive control (Mitomycin C)
Visible precipitation was observed at the end of exposure period.
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Table 4. Chromosome aberration test in CHL cells treated with 2,6-bis(1l,l-dimethylethyl)-4-ethylphenol
[ Short-term treatment +59]
Relative Number Number of cells with Number of cells Number of Number of
Compound Dose Time of Cell of structural aberrations with cells polyploid
(ng/mL) exposure growth cells aberrations analyzed cells
(h) (%) analyzed gap c¢ctb cte c¢csb c¢se oth ~gap (%) for polyploid %)
2,6-Bis (1,1 0 6" 100.0 200 2 2 1 0 0 0 3 ( 1.5 # 200 1 0.5) #
—dimethylethyl)
—-4-ethylphenol 25. 6 88.1 200 2 3 1 0 0 0 4 ( 2.0) 200 3 1.5)
35. 6 89.0 200 2 5 7 0 0 0 11 ( 5.5) 200 11 5.5) *
45, 6 50.2 200 4 10 10 1 0 0 17 ( 8.5) * 200 10 5.0) *
55. 6 37.9 200 3 6 14 0 0 0 16 ( 8.0) ~* 200 10 5.0) *
CP Db) 12. 6 118.9 200 5 27 64 0 0 0 77 ( 38.5) * 200 0 0.0)
Abbreviation: ctb; chromatid break, cte: chromatid exchange, ¢sb: chromosome break, c¢se: chromosome exchange, oth: others

-gap: total number of cells with aberrations except gap
:Significant difference from control
# :Significant difference from control
(Dimethyl sulfoxide, 10 pL/mL)

*

a):
b):

Negative control
Positive control

(Cyclophosphamide)

(Fisher's exact test):p<0.025
(Chochran-Armitage trend test):p<0.025
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Table 5. Chromosome aberration test in CHL cells treated with 2,6-bis(1l,l1-dimethylethyl)~-4-ethylphenol
(Confirmative examination) [ Short-term treatment : +S59]
Relative Number Number of cells with Number of cells Number of Number of
Compound Dose - Time of Cell of structural aberrations with cells polyploid
(pg/mL) exposure growth cells aberrations analyzed cells
(h) (%) analyzed gap ctb cte <c¢sb c¢se oth —-gap (%) for polyploid (%)
2,6-Bis (1,1 0 a) 6 100.0 200 1 1 0 0 0 0 1 ( 0.5) # 200 0 ( 0.0) #
—dimethylethyl) '
—4-ethylphenol 15.0 6 81.0 200 1 1 0 0 0 0 1-( 0.5) 200 1 ( 0.5)
25.0 6 71.9 200 0 0 0 0 0 0 0 ( 0.0) - 200 2 ( 1.0)
35.0 6 65.0 200 1 0 2 0 0 0 2 ( 1.0) 200 14 ( 7.0) *
45.0 6 36.4 200 3 5 11 0 0 0 12 ( 6.0) * 200 16 ( 8.0) *
55.0 6 22.9 200 0 3 8 0 0 0 9 ( 4.5) * 200 14 ( 7.0) *
65.0 6 6.1 Toxic
CP D) 12.5 6 119.1 200 4 18 86 0 1 0 94 ( 47.0) * 200 0 ( 0.0)
Abbreviation: ctb; chromatid break; ' cte: chromatid exchange, c¢sb: chromosome break, cse: chromosome exchange, oth: others

~gap: total number of cells with aberrations except gap
:Significant difference from control (Fisher's exact test):p<0.025
# :Significant difference from control (Chochran-Armitage trend test):p<0.025

*

a):
b):

Negative control (Dimethyl sulfoxide, 10 uL/mL)
Positive control (Cyclophosphamide)
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Table 6. Chromosome aberration test in CHL cells treated with 2,6-bis(1l,l-dimethylethyl)-4-ethylphenol
[ Continuous treatment : 24 h]
Relative Number Number of cells with Number of cells Number of Number of
Compound Dose Time of Cell of : structural aberrations with cells polyploid
(ng/mL) exposure growth cells aberrations analyzed cells
(h) (%) analyzed gap c¢tb cte csb c¢se oth -gap (%) for polyploid (%)

2,6-Bis (1,1 0 a) 24 100.0 200 2 1 1 0 0 0 2 ( 1.0) 200 0 ( 0.0)
—dimethylethyl)

~4-ethylphenol 35.0 24 102.5 200 0 2 1 0 0 0 3 ( 1.5) 200 1 ( 0.5

55.0 24 104.7 200 0 3 0 0 0 0 3.( 1.5) 200 3 ( 1.5)

75.0 d) 24 35.6 200 2 0 0 0 0 0 0 ( 0.0) 200 0 ( 0.0)

MMC b) 0.05 24 138.5 200 12 18 46 0 0 0 54 ( 27.0) * 200 0 ( 0.0)

Abbreviation: ctb;

-gap: total number of cells with aberrations except gap

* :Significant difference from control (Fisher's exact test):p<0.025
a): Negative control (Dimethyl sulfoxide, 10 pL/mL)

b): Positive control (Mitomycin C)

d): Visible precipitation was observed at the end of exposure period.

chromatid break, cte: chromatid exchange, c¢sb: chromosome break, cse: chromosome exchange, oth: others
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Appendix 1. Chromosome aberration test of 2,6-bis(l,l-dimethylethyl)-4-ethylphenol Exp. No. 9049 (115-200)

[ Short-term treatment : -S9]
Relative Number Number of cells with Number of
Compound Dose Time of Cell of structural aberrations Only Total cells Polyploid
(png/mL) exposure growth cells - gap (-gap) analyzed cells
(h) (%) analyzed gap ctb cte ¢sb cse oth (%) (%) for polyploid (%)
2,6-Bis (1,1 0 a) 6 100.0 100 1 1 0 0 0 0 1.0 1.0 100 0.0
—dimethylethyl) 6 100.0 100 0 1 0 0 0 0 0.0 1.0 100 0.0
-4-ethylphenol
35.0 6 129.3 100 0 1 1 0 0 0 0.0 2.0 100 0.0
6 131.8 100 0 0 1 1 0 0 0.0 2.0 100 1.0
55.0 6 110.3 100 0 1 1 0 0 0 0.0 2.0 100 1.0
6 129.7 100 0 0 1 0 0 0 0.0 1.0 100 0.0
75.0 d) 6 46.4 100 1 0 1 0 0 0 0.0 1.0 100 0.0
6 51.5 100 0 0 0 0 0 0 0.0 0.0 100 1.0
85.0 d) 6 28.1 NA
6 i2.1 NA
MMC D) 0.1 6 71.4 100 6 16 27 0 0 0 3.0 38.0 100 1.0
6 85.8 100 . 6 18 217 0 6] 0 2.0 38.0 100 1.0

Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, c¢se: chromosome éxchange, oth: others
-gap: total number of cells with aberrations except gap

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)

b): Positive control (Mitomycin C)

d): Visible precipitation was observed at the end of exposure period.

NA: Not analyzed
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Appendix 2. Chromosome aberration test of 2,6-bis(l,l-dimethylethyl)-4-ethylphenol Exp. No. 9049 (115-200)
[ Short-term treatment : +S9]

Relative Number Number of cells with Number of
Compound Dose Time of Cell of structural aberrations Only Total cells Polyploid
(hg/mL) exposure growth cells gap (—gap) analyzed cells
(h) (%) analyzed gap c¢tb cte «csb c¢se oth (%) ($) for polyploid (%)
2,6-Bis (1,1 0 a) 6 100.0 100 1 1 1 0 0 0 1.0 2.0 100 1.0
-dimethylethyl) 6 100.0 100 1 1 0 0 0 0 1.0 1.0 100 0.0
-4-ethylphenol )
25.0 6 71.9 100 0 2 0 0 0 0 0.0 2.0 100 1.0
6 104.2 100 2 1 1 0 0 0 2.0 2.0 100 2.0
35.0 6 85.7 100 0 3 4 0 0 0 0.0 6.0 100 7.0
6 92.3 100 2 2 3 0 0 0 2.0 5.0 100 4.0
45.0 6 50.7 100 3 5 3 0 0 0 2.0 7.0 100 6.0
6 49.6 100 1 5 7 1 0 0 1.0 10.0 100 4.0
55.0 6 44.7 100 2 4 7 0 0 0 2.0 8.0 100 8.0
6 31.1 100 1 2 7 0 0 0 1.0 8.0 100 2.0
CP b) 12.5 6 137.3 100 2 7 29 0 0 0 1.0 34.0 100 0.0
6 100.4 100 3 20 35 0 0 0 1.0 43.0 100 0.0

Abbreviation: ctb; chromatid break, cte: chromatid exchange, c¢sb: chromosome break, c¢se: chromosome exchange, oth: others
—-gap: total number of cells with aberrations except gap :

a): Negative control (Dimethyl sulfoxide, 10 nL/mL)

b): Positive control (Cyclophosphamide)
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Appendix 3. Chromosome aberration test of 2,6-bis(l,l1~dimethylethyl)-4-ethylphenol Exp. No. 9049 (115-200)
(Confirmative examination) [ Short-term treatment : +S9]

Relative Number Number of cells with Number of
Compound Dose Time of Cell of structural aberrations Only Total cells Polyploid
(hg/mL) exposure growth cells gap (-gap) analyzed cells
(h) (%) analyzed gap ctb cte csb cse oth (%) (%) for polyploid (%)
2,6-Bis (1,1 0 a) 6 100.0 100 0 1 0 0 0 0 0.0 1.0 100 0.0
—dimethylethyl) © 100.0 100 1 0 0 0 0 0 1.0 0.0 100 0.0
—-4-ethylphenol
15.0 6 83.5 100 1 0 0 0 0 0 1.0 0.0 100 1.0
6 78.4 - 100 0 1 0 0 0 0 0.0 1.0 100 0.0
25.0 6 67.1 100 0 0 0 0 0 0 0.0 0.0 100 1.0
6 76.6 100 0 0 0 0 0 0 0.0 0.0 100 1.0
35.0 6 63.1 100 1 0 1 0 0 0 1.0 1.0 100 8.0
6 66.9 100 0 0 1 0 0 0 0.0 1.0 100 6.0
45.0 6 37.9 100 1 3 5 0 0 0 0.0 6.0 100 5.0
6 34.9 100 2 2 6 0 0 0 1.0 6.0 100 11.0
55.0 6 17.1 100 0 2 5 0 0 0 0.0 6.0 100 9.0
6 28.6 100 0 1 3 0 0 0 0.0 3.0 100 5.0
65.0 6 5.0 Toxic
6 7.2 Toxic
CP b) 12.5 6 125.4 100 2 9 36 0 1 0 1.0 41.0 - 100 0.0
6 112.8 100 2 9 50 0 0 0 1.0 53.0 100 0.0

Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, oth: others
—gap: total number of cells with aberrations except gap

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)

b): Positive control (Cyclophosphamide)
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Appendix 4. Chromosome aberration test of 2,6~bis(l,1-dimethylethyl)-4-ethylphenol
[ Continuous treatment : 24 h]
Relative Number Number of cells with Number of
Compound Dose Time of Cell of structural aberrations Only Total cells Polyploid
(ng/mL) exposure growth cells gap (—gap) analyzed cells
(h) (%) ‘analyzed gap ctb cte csb cse oth (%) (%) for polyploid (%)
2,6-Bis (1,1 0 a) 24 100.0 100 1 0 0 0 0 0 1.0 0.0 100 0.0
—dimethylethyl) 24 100.0 100 1 1 1 0 0 0 1.0 2.0 100 0.0
—4-ethylphenol
35.0 24 95.6 100 0 1 0 0 0 0 0.0 1.0 100 1.0
24 109.4 100 0 1 1 0 0 0 0.0 2.0 100 0.0
55.0 24 109.2 100 0 1 0 0 0 0 0.0 1.0 100 0.0
24 100.2 100 0 2 0 0 0 0 0.0 2.0 100 3.0
75.0 d) 24 29.6 100 2 0 0 0 0 0 2.0 0.0 100 0.0
24 41.6 100 0 0 0 0 0 0 0.0 0.0 100 0.0
MMC Db) 0.05 24 139.4 100 5 9 20 0 0 0 3.0 24.0 100 0.0
24 137.6 100 7 9 26 0 0 0 4.0 30.0 100 0.0
Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, c¢se: chromosome exchange, oth: others

~gap: total number of cells with aberrations except gap

a): Negative control (Dimethyl sulfoxide, 10 nL/mL)

b): Positive control (Mitomycin C)

d): Visible precipitation was observed at the end of exposure period.
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3. HEREREHME

3.1 HAERETEE

AERE S : B-5805

AR R E : 2,6--tert-7 FI-A-TF N T = ) — DT v NERANE

2 ERHEE AR A ST 28 BHMXER O &5 EEFER

32 HERBEM

WRMEEZ Ty M2 ARIRERAORE L, ZOEEBFHLNITIELBHIT. £
D& 2BRADEEHMEZRT CTEEOMHEMLZRADL L2 BHE L, B, AR
BRI ESHA Y VY —F v ¥ —EPEREZESOERREZIT T2,

3.3 HERRRE
BEAREE EERELR FEETHEHR LEWERENRE
T100-8916 HEART(UHXEEA R 1-2-2

3.4 HERRIEE
BRXEHER YV —F o 2 —
T156-0042 REEHBEASXPIEA 1-3-11

35 EEREIEMD
Bt R ) Tz

1) BB OYRERAE A VRS
BRREERY VY —F ko & — HBEENERT
T412-0039 ##EBREESHHE L 1284 '

2) TREEAREE
MRAESHER SV —F ko ¥ — HRAPER
T419-0101 F#[6 R B 5 EVBI FETRR =A% 1308-125
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4. EH

Sprague-Dawley & SPF 7 v b [Crl:CD (SD) ] ZHWT, 2,6-V-tert-7 F-4-TF
N7 )= VORBEEIZLIZ2EHEECICZOREEEZRA L, BE5EEIT 0
(0.5wiv% A F v m—ZKEEIR « xFRREE) | 15, 60 KT 250 mg/kg/day & L. 28
HEREREREORE Lz, | BEOBMEIIREER O 250 mg/kg ¥ 5-8F THERMES 12
T, 15 R 1" 60mg/kg B ERE CTHERES 6 L& L7z, D5 H, MREEKR T 250 mg/kg %
BREOMERER 6 Bl OWTIE, 28 BB 5% 2 BEIKRE S &7,

1) —%ﬁ%sﬁﬁﬁ—ﬂﬁ%®ﬁ$~%%ﬁﬁsﬁﬁ&Uﬁﬁﬁﬁiwﬂi~ﬁ
ENHVICELSES

BEROEIEHMZEL, WThoBEEBRICH, %%%E&%@zﬂﬁ 2 bh

o T,

2) RIRE (EKEED)
BERDS 250mg/kg BREHOBIIRD bz, TOEMIAIEIZ L v EEL, HE
PERRB D b Tz,

3) MERFRE

M/MRBR T 4 7Y ) =57 BEOBEE CIZEEESS e v R 7T 2F kR
DIER D 250mg/kg T EEEOMEREIZ, 7' b o v B URFBOER A 250mg/kg & 5-FHD
BB Oz, ZThODEMIIREIZEVIEERD D WVIEFERE L. Wb EEER
B b,

4) mikEFRE * ;

WAL AT a— VRERUOREZAEEDEMED 250mg/kg B SHOMEREIZ, TP T A
DEED 250mg/kg B EHEDOHEIC, U VBB O R E & CE R OIRED 250mg/kg 57
DHEIZFED bz, ZHODEMIIRIEIZL D HERD D WITEBE L., Wb EEMSE
wuy) Ej’bflo :

5) REBERE

REALRR F R E I BT B/ NIEF OB AE K2 60mg/kg LL_E D 5B DM
Kz, FRIBROTERS ERHIBRIE R AS 60mg/kg # G5 REDHE & 250mg/kg $% 55 D MEREZ
wu&an O E(LITEREME £/, ZhODOE{iE, REICLVEEL, H
EHERBED LN,

ui@%%ma\Kﬁﬁ%#?ﬂ%ﬁéL&v%nf%w41%w7z/—w®ﬁ

HEBITMHEL b 1Smg/keg/B EHEINLTE, 2B, RO LONEELIT, KREIZLIDHE
KHDVITEE L, WTNHEEEEZRL 2,
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5.

#E

EAREE EEAME BETER CEPWEREXMREOKEICLY ., 2,6-T-tert-
TFNA4-TFNT =/ —)v%Ty M 28 ARIKEROERS L, ZOEELHALNIT
THELLIC, 2 ARAREL, BEOREMEERA T, TORBEZRET D, &8,
EILT HEERONTA RT A 72 E3UTOEY THD,

1

2)

)

GLP
(FRILFEHES IR IR E T 2 R Bhask B 2 EEICOWT

(ERE 15411 H 21 H : ZEARSE 1121003 &, FErk 15-11-17HFEHE 3 &, BRIE
BFE 031121004 5. ¥Rk 17 4 A 1 B HKKIE)

ENRBRAA KA

(BRI EE S IR AIRBOFIEICONTY

(R 15411 B 21 B : EAREE 1121002 5, FAL 15-11- 13 WBHE 2 5, BRHE
B 031121002 5, FERL 179 4 A 1 B H&EBIE)

TOECD Guideline for Testing of Chemicals 407 ]

(OECD B#E4£ : 19954 7 A 27 H)

BHDiEHt

(& O BER NVERICET 5 IEE]

(FEBFn 484 10 B 1 H¥EESE 105 5. Ak 174 6 A 22 HEKKIE)
[EEREIY DOFE R RE L N ER OERICEE 5 &)

(Erk 1844 H 28 HEREA LT 88 5)

TEV ) EBR DB IE 72 EHEIZET T2 A RTA )

(BARZEM=% FR 186 A 1H)

10
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6. HEBRMHRUAE

6.1 HERMERUEK
6.1.1 WERME

WEBRWE 2,6-F-tert-7 F I -4-TF L7 = ) — LT EABEFERSE L0 5
AN, YRBRIERALEZHEBRWEO o vy FES, MEZIIKROEY THD, .
RBREEZ RMASEE 1ITR L,

4 R :

CAS &5
AR
oy NEE
HlLEE
AFE
PR

Zif

R
DTE

L EME
wRIEFEFH L
RIFGAT

BV EoEE

A

2,6--tert-7 F ) -4-F )N T = ) — )b
2,6-di-tert-butyl-4-ethylphenol
4130-42-1

CoHsCeHy(C4Hy),OH

HAUO1

99.0%(GC)

500g

R AR RER R

45°C

272°C

234.38

BRI T RICAUEAMLFERRNSTITRA L, &
ETHDI LPERINTE,

 RERBIIAN., AEFICRE (BHREN. ERE

4~8°C)

HBAE AT RO ERFEEROE | FEHERY
B =

v A7, FREERTDS,

BB ECEROKRKREBRE L. mRY kR O5REE
LA & OBfl % BT 5,

WEmE sg wREREE L TRELE EEIZT AT
HEAREICRA LY,

B . RBHEECHERYEOBRIIEETA I IR TV, EEICIIEREET, TT
DEHEWE (SRS T L ERYE R ET) OBRELHEBEIER L,

6.1.2 27
% R ,
oy &R
A—Tg—
RIFFHIE
RIFET

AFnEra—R (Fh%4 ; A b a—X SM-400)
411523

Elb T EKNEH

=il

MBS B R ERR=E

11
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6.2 HEBOAH
6.2.1 L7 NG
ARG IE : AFLEALT—R (A Fa—X SM-400) %15 AK
(BRREHRBERIETH, oy MBS ; 6A93) ICHMHF
L. 0.5WN% A FLELa—RKERKE LT,
RIEFHIE : T AEBZAI, B (WERERN, ERIE ; 3~7°C)
ICRFE L, 2B, MAMRITARZ 108 L L,

6.2.2 HWERBEDFH
REZCICLERBOWHBRYE 2 EREIZEER L, 0.5whv% X F L&/ — X KEBERIZ
BEBLTHERICART v 7 Lz, #HBRIEITE 1 EU EOEECRM L, ARNEZ-H
VIRICER LT, '

6.2.3 BERORESE
BE5®RIX 1 BORESTOBENT T AEXRRICOEL, EARE THBENICRET
L7 (ERRRE : 3~7°C) ,

6.2.4 HWEADTOREN

0.5 RO 100 mg/mL BRBIKIL. BEY S EEBICANABEN 8 HEREEFEER, =
B 24 BERELEREZETH D Z EBEANESHER Y ) b —F 8 F —HEGH R
THERINLTWDS FRBRES : A-1907. BfTEE2) .

6.2.5 FRYDIRE - H—EHER
BREF 1ELE GBORECAV D FREOHRIKIZONT, TORE - H—E%E
HRASHEARY U b —F & o & — HEBGEHFRFT T HPLC % AV THER Lz, £ORRE,
FRMBEICH T HREDE ST 98.8~102.4% (FAREE : £RMEX10%) . H—HX
0.7~2.4% (FFAME : CVIO%LIN) THYH ., WTFNLHBRHMEANTH - 7= (BAHER 3
RO 4) , S8k ORI % IR T,
VIREY 720 ORBAH (BIRE)
3R (B, FROTEMLER) | 1 AIZD>E 10mL

BIEXI R Y'E | : 2,6-T-tert-7 F)L-4-F )T = ) — )b
B EXIZIEEYE
AR : 2,6--tert-7 F /-4 F VT = ) — )b
oy hEE . HAUOI
RIFFIE o K[EBRZICAIL, BREFT (WREN, ERE : 3~7°C)
WZRTF
12

-191-



B-5805

EA s : HPLC > 25 A (Waters Corporation)
HPLC 2600 E L — g UEY 2 — )b
MR 2487 5 = 7 )V A UV/VIS & %8
T — A LRI E V=T AP ruw NS T T4 Ry —
HPLC &%
BT A : L-column ODS
(5 pm, 4.6 mm 1.D.x150 mm, MEEAN {LFEYE M
AR FuikE)
T LR : 40C (7 NBIEERERE)
BENTE : T b=k U AEEDK (9:1. v/V)
BRI : 1 mL/min
i an : UV (BIEH & 280 nm)
AENEAE : 20 pL
FOBHE B : 10C (A—+V 77 —RERE)

6.3 HEFYERUVURFORIREH

EERBRIETA F7A4 k0T FERWERBRALEL IR TS, ZORR
WHERENAREDOT v MIFER I Mbh, TRERNEETHDHZ LHER
L7,

6.4 HEIMRUVELSIT

Sprague-Dawley 7% SPF Z v b [Crl:CD (SD) ., BAF ¥ — R - U N—RA&H,
EAFAET Y ¥ —) ML 2P % s BECTAF L, HFFT 9 BERE - BiLEEE
L. —fREEOBLE (1E/A) . FERE GE) ROFHEMZ —RECBE (1H)
BT, REHEMAER T RRESICEE 0L bR R Bbh b Bt s
36 JC (EREE U CHERES 248, [EIERE L L CHERES 1200) 2B, 6 8% TRERIZ
L7, ®EGHM%BE OKRESMMIL, HET200~223 g, M T 136~158g TH o7,

Biid. B - DML T OKEEMEIC X 0 IERI%., BT S A (BEEBD 2
AR OEBICESHNTEIMEL, SHOFHERENTEIETHEL LD L&
R L, BEOEMITFIZayPa— 22T oy JEEBEEKOEESHEE
DHEE (Tuy /EBETCKLERELER L, RBREROCENOEKES & EES
WEIMTH) Ik ViTodz, £72, REHWITHRSHEBICHRRRL LRI Lz,

B REREHEEICHE . HEITEIIMEES SOITTh o728, ERNICITHERES 52 IEAMA Shiz,

6.5 HfHEEH
W ITIRE 22~25°C, FIXHBEE 45~61%., R [E% 1 BERE 10~15 (8], FREA 1 B 12 K¢
i (07:00~19:00) OEMFEE=E (201 B=) T, 757 v hRE&BEE 7 — (W250xD

13
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350xH200mm : B AY —JHtat) CEMRAEL., B 1 HORERNOERE =
M L7z, EEER CRF-1 () = X VEER T ¥ SH, v v FEE:060606, 060706,
060808) K UMHEEH EKEKEZHBKBRIZL Y BHICERIET,

6.6 FMRUBRMKPDEAYME

BRI OREAWEICE L CdEAer vy M OWTHEEARERREROFT B F —
THFEATV, Elo, EIKIZOWTIIREBRRE £ 7 — KA TRERICHE
WA DKEREZEHIC (FE4E) 1To7, ThODOHREEELZAF L., ABRK
BICHEP RN L 2HBLIEE, ELEREFLL,

6.7 BYOBEAIRTT—IADRTF

EhIT AFTRRIC B 2 5655 L CREERDI Lz, AR OESTRTE COMITIRERSE
5. M EROCEERESAZHT LiZr— Y7V E 01 iz, B4t HE, MR E
ZE (HRREE. K, FROEREHOIR) IC4Hi0BEFE DT, ZOHAE. 1000 D
PLIZEE, 100 OLIXME (0BZEHE, 1 ELZME) | 10 & 1 OMLIXEGKESL Lz, £E8HF
=X, BOURMECERLEF—YSNA0EICHE (B) JricasitLz
T UvEOT, RBRES, BRERK, BREE 4 BHES. BEEERCIHRTE
AEBAR L, 72720, s —RRECHEE, BiERE, BHIKVBEREHEHE
ik, BIEEFICRH L TEREOBHREZFIBRT IO —V TNV EERL TRRE S
MR OEEZREDARE R LT,

6.8 5. BREHM. BREFERUESEHE TA L DRIRER
BEURBRIETA FIA ICED, BERBIIROBR 52BN L, B5HHI 28 AH
LT, BERBIIKERSRBRTHROITbA T3 18 1@ (7E &) &L
k;@@%ﬁﬁ%%@ﬂﬁﬁ%ﬁ%Té@t%%&%Z%hé2@%“4HﬁﬂﬁA
ZOBBEEITORPoT-, #ERBIZ 10mL/kgAEL L, BY T2 AW THEEIR
A#&E5 L7z (08:04~11:46 D) . xREOEIMMICITEMLR (0.5WwV%AFVELE—X
KEER) ZRRICES Lz, BRI ORGREBIEFOFEICESHNTEB L,

6.9 HREERUVZFOXRTERMNLELIZEHER

2,6-V-tert-7 F ) -4-F )V T = ) — )LD 0(0.5Wv% A F LT — R KEIR) L 125,
250, 500 % UF 1000 mg/kg/day & 1 BEMEMER ST T » M 14 BRERERARE LT
D 1000mg/kg W EREDHE 4 ], M3 FUCFE T BB D b, £7-. 250 mg/kg
ULEOBER (FRER) OBFEERCRVWUFRBEREOSMES MR, BHREED
BESHEIZED b, Lzlo T, KRRICBIT 258X, 28 BEOKEROK
EICE VAP REEEAERTIEELZOND 250 mgkg 2B HEL L, UTA
K 4 TBRL T, 60 XY 15 mg/kg @ 3 HEXRFRE L7, THICHBEELMZ, 3 4
BAERITTz, ERETIIMHES 6L, EEH CIINBREELOEAER CHHES 6CE L

14
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Tro BEEBRERZROF 1ITRT,

®1LEBEE
wmp | B5E | R E | BRERER|,, x B & B
(mg/kg) | (mg/mL) | (mL/kg) Btk | BYWES | 80| BNES
S FEE HE 6 1001~1006 6 1007~1012
R 0 0 10 i 6 1101~1106 6 1107~1112
= i3 6 2001~2006 - -
ERER 15 15 10 e p 5101~2106 i B
\ HE 6 3001~3006 - -
FRER 60 6 10 p p 3101~3106 - _
= m e 1 6 4001~4006 6 4007~4012
A EE 250 25 10 it 6 4101~4106 6 4107~4112

6.10 BERUREDAE
FUNENEHINTEZFRICBHERORELER L, RBRAOBEICEHL TEXTR

@Y TH D,

®5- kA #5518 (day 1 of administration)

BE 1208578 #5%F 18 (week 1 of administration)

EIERR%E (BE5HMKTOERB)

: [E18% 1 B (day 1 of recovery)
EIfE 1 2bEE7H  : EESE 138 (week 1 of recovery)

6.10.1 —KEOEHE

BEHMPIIER 3E, REMEBREEZERUEREN 2RKHEEZE (2L, TRBET
KB BEGMEREE#D 2[E]) | BESHMATIEER 1B, FoR, KEBRE, B8,
TR ORI 2 & O— R B E B LT, '

6.10.2 T -BRBROSR. BERE. EARUVBREFGFEDATE

MR — AR OB EITEEEIZ OV T, BEFBRNC 1 B, BEHHATROEE
HRPIERE 1 EEE L, £, #iEkRE, BHORVBERESEOREITEMEMEIC
DWT, BEF 4B (FErRE5E 200, EHRE5EE27H) KOEEFH 2R (BES
13 BH) X727, 2B, BERKVREIIBRSOEREZFIRL, 89527 FAHICEE
L7=4REE (714 F) TiTo7=,

7B, BEEEET (BRE - BMEEIET) oM —RECBEICB VW TEREITR
OBz,

6.10.2.1 HHET—RREOER
1) F—Ahr—URNEE
KB K BRETE

15
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2) FIZEHoTHEE
TV ODWMYH LT E, #E - RKEORE, B Bo5Ww, IBEk (IR
R, IREBFASREE) | FIEKE, BEMERHEE (RR, LB, BEAE. RE,
BEMR) | ANV RY AR BRI

3) =77 4—/ FRBIE
REERRE, B, RETEH, BRTEH. HIT. €8, HEV., X5 R0 EE,
Petty (BEZESR. $ER)

6.10.2.2" BEERE
BERES, BEEROG, L. BREKG, B, ZPEmMKE. &K
g

6.10.2.3 EHRIE
CPU %*—% MODEL-9502A (7 A 2—=x= V=7 Y v 7RAEHE) & BV TRl
BEROBREOBAZRE LR,

6.10.2.4 BRESHEDATE
%%ﬁ%%ﬁ%ﬁﬁky%~N&mm(%fAﬁ: —pH A= R) FRANT
BREBEZHE L, BIEIT1EFER/E L, 10 5FBRBED 0~60 45 OHIEE %%
L,

6.10.3 AERE

2EEIZONT, #®E 1, 4, 7. 10, 14, 17, 21, 24 kO 28 B o 57z, EE
HRIEEE 1, 3, 7. 10 ROV 14 BICHIE Lz, BIEIE 08:19~10:20 DRIICAT - 7,
Bz, 2B 5HMAFPROREHMFOFREEMEL*BEH L, AR ICIIHENSHEE
BREHOED, AIE» LM 16 BB S EEBOKRELRE LT,

6.10.4 EREEAE

ZEEIZONT, BEHEFIIERE 1. 4. 7. 10, 14, 17, 21, 24 R 28 A O
ERnic, EEHSHBETIXEE 3, 7. 10 RO 14 BIZEIE L7, B 08:33~10:44 D
WZiT-o72, 2B, BEHHFTORE 1 BIZEIE»LD 1 HE, THULIEIX 3~4 BE®
REE. BEHFATOEE3IAZEE 1B 2 BFOREE. %nuhi}4a
FORBEZRIEL., 1K1 BEICBRERR L,

16
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6.10.5 RgE
BEE4BEOEESE 2BIZTo T,

BREFE4E (BEFE 2KV 23H) IREY B OERERIZEEKICONT, BEIES
28 (HEF 11 ARV 12 H) BEEHEOLEEIZOWVWT, TREhERBEZE > b
L7 —VICRAEL, A - BHEBAKTTA4REREZ. ROCTHHER - BAREKT
TEDED 20 FFMREZHER L., R2ICHEELZHBEREROTFHEICEIORELE, £,
BAERIL BR7—VICRELEZRETRIE»LO 1 BEREZ, HAOEE AV CEl

E LT,

R2ERBRENVEER. ARERVERBRLTE

1) 4BBIRICOVWTOBRE

2) 20 BERRIZOWVWTORE

BEEE HEFSIE

pH 3

=ABEE

& kR

Za—R Y3V AT {9 ) A-TEA BRERIE)
E=3il (7 — 7 LA R EH)
By

A=R= Rl

&R AR LR

e SRR

HEEMA Ty YEERVE
AEERE (B : mL)

RE (ARRE) ®

BREIEHR BlEF Ik ,
RE QUBEEE) ® 22V F—%A0E
REHE (BAL: mL)
KEETIEY

(BA7 : mOsm/kg)

REE

i P E AR
a)

b)

: AUTION MINI™ AM-4290 (7 —7 LA #X&th)
 HBBBEREER ATV FAZ vk OM-6030 (7 — 27 LA H&4)

" =

)

AREOREL 20EMOREZAH LT 24 EBERORE (mL/24h) #EHLU K,

17
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6.10.6 MmAZHRE :
BEHEERCEESNRE T ORH OFEFREC, ATE» D —& (K 16~20 Kf)
RS E2EFIZONT=—FT VR TICHEE L, BEXREIRD? 5 EDTA-2K S
B (SB-41: ¥R A v o7 AR SH) ICMEEZFER L, B o MRIZ oV T 3-1)
ICEH LZEAROCHFECLORE L, £, 3.8%7 =B U U AR
B (MK IBFIZKHLI1BOEE) ICERLUEZREZELOSBEE (RE : £ 3,000rpm, 9
1,600Xg, 10450 L. BoNmMmIEICHNWTE3-2) ICR&H LAEZEAROFEI
LOBRELE,

RIMEFRENVEE., AEERVEAKELE

1) EDTA-2K MIMIKIZ OV T ORE .
BREEH BIzEF 1% B {7
AR Bk BERENELRHES 10%pL
~NETREUE VTR RNESBEUES) g/dL
~< 7V v ME FRILERF K OB R MERERES b E %
R MEREE BERERELREE fL
THRMRMERE FRMERB R RN~NET B HEH pg
SEH R ER LG SR B ANESOECBER~NT Yy MEDDEH %
AR ML ER = Brecher %
/MR $ BEREALTCRES 10°/uL
A i Bk BRUERE bikbE 10°/uL
ALK E & F May-Giemsa ¥ 812 L B8R %
2) 7= BT MY U AIMIED S5 BE LT IUEIC OV T ORE
BAEEE HIEF ik ‘ B
AT =R | 7y hED s
EME LRSS b e R

7T RF R sy hMED s
TJ47V ) —=FUE Fa RS RFUED B mg/dL
FEFRB ERES
O I —RHB SEEMET ST A F— T80 (Ry v - a— b F )
O MEEEE HBEIERERE ACL 100 (Instrumentation Laboratory)

18
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6.10.7 MK FERE

R AR & IR AR L 72 MU & BEEHRAEAI A 0 BB (X V=2 B L
A= by 7 FERNEM) KBV, EO5BE (BRIE 1 49 3,000rpm, # 1,600X g,
10408 L, oMz o\WTE 4-1) IRTERBICOWTHRE L, X7,
~RY UIRBRE (I 1mL %72 Y 40 20 BEEO~ Y ) IR L7z il 4 E 4y
B (R : #93,000rpm, #71,600xg. £ 10455f) L. BohzmEo TR 4-2) 12
ARTHEEBICOVWTRE LR,

RAMBRECFREQOER., AEERUVERABELLE

1) SEELZMBIZ 2V TORE
BREHEE BIEITE ' A
AlP : Bessey-Lowry ¥ © IU/L
BavxFo—nL CEH-COD-POD % © mg/dL
UV ESAR LPL-GK-GPO-POD i © mg/dL
Yo isg PLD-ChOD-POD i% ® mg/dL
Brisey EUAE AR —FEEY mg/dL
T a—=z INa—2xFe Fayr—EEo mg/dL
RERER Urease-LEDH 7% © mg/dL
IVTF= Creatininase-creatinase-sarcosine oxidase-POD ¥ © mg/dL
FrI UL A F ERERIE © mmol/L
BTN A A UBIRERERE © mmol/L
BER A F U RIRERIE © mmol/L
AT A OCPC ik © ‘ mg/dL
Y v TY ST B mg/dL
BirABE Biuret % © g/dL
TFNT I BCG i © g/dL
A/G E BIEAVEBROTAT I i bEH
2) ~2NY IR BB L I oW T DRE
BREEHR HIE ik A
AST (GOT) UV-rate £ © , IU/L
ALT (GPT) UV-rate 3 © ' IU/L
LDH UV-rate £ © IU/L
y-GTP Y-INE IN-3-ANRFEL-4-=buT =Y R IU/L
& R e 28
O EERALFE BB OIERE TBA-120FRE (MRRAHEZE)

6.10.8 REERE

6.10.8.1 Bil4&
TARTOFEFIRED IOV T, I EBEREARTIETIC XL 0 i B5E &, KHh5 -

BHED - MOES - B 2 S L2 0ORE - BEOWRRIC L 23R REMRT 2TV, R

Frogk L7,

6.10.8.2 HEEEAE _
TRTOFEFBREIIZONT, RICFTHBEPEE (BXER) 2RETL L L
b2, MEREEETIRFOERENHLEE 100g 470 OMRMEEZEH L, 2.

19
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*HZ A LEFRAEOREIC OV TIERBI A ICRHIE L, Z£OEFHE TRHE L7z,
. BIRE*. MR, RREE. DR, FPRE. ER*. OREE*. KR LA IR TE

6.10.8.3 RERBERE

TRTOFEEICOWVTRIZRTERE - EBREERL, UV UBEE 10%FRV~ U ViR
THEELE, 2E L, iEY CBERE 10%R 0~ U VR EEAL, RERE ORI
U UBEEIR CHEE L 3% A ZATATE K - 25% kA< VI CHEER. BE
BRORBEEEIIT T AR TEE LR, VU BEE 10% s <) VIECREL, X5
T4 ABLE, TO%, SIFL LT~ bRV Yy s oA DU RAEREERL,
SBEROEHERE (ARMOEEZHMIZIOVTIZERE) oW TER L, 2B, #
BB RS OREN B T2 MERE O FF R O FRIRIC DV CHHE R Ot A BRI ONE
EEHOEEEIZIONTHER L, -, HOFEBEOCFRRIZOVWTIEERY
{77, : :

2B, * TR LEAAIMESRBIC OO TIEMAIZREH U3, SRITF RO ARIT 7,
KB, /DB, FEE (BE) . LB, IRER:, TEE, FRIE ER/ME* 8
B, MIAR, MR, BTV oG, BRI VN, D, KF. i (REXEET) |
B, T8, =5, BB (A oAikxEte) . BB, BB, BB, TR B,
FEME. RBE*, KRR L& misthR, IR+, 75, WE (BlzEd) . KBEF (F
BEEETe) ROKEERERKD

iz, Rk, ~—F—R, BXER, &, £E. BETR. TR, Bk B8
. LR (BB . BFE (REH) . EEZEL (B) ROMEEZ L L TR
ELZ,

6.11  #REHEN

F—7r 74—V FANBEOEENER, BEEREOEEMNER, BAHHE, B
EHEORE. FE (FEENELZET) . BHE, BKkE. RREOCOEENEE.
MRFERE., MKREEREROCREEET — XI5\ T, NBHLEREHELOMT
FCRHEANT 24T o 72, 523" Bartlett tEI1Z K W S EHEDKRE 21T o 7= (B EAKYE: WHl 1%) .
FEBE LA Dunnett t5 %2 iV T IEE 58 D55 1X Dunnett 2 D mean rank test
ZRAWT, MBHELEERGEHLEOBTREERITo- (FEAE @Ml 5 KW 1%) .
BB EEHEICOVWTIZ. FREICLVEZHOSBOZH OB E (BEAKLE: Al 5%)
EiTolz, ZORBR, EHBMERRD SN BAICITBE L R ERER L OF
BHMEDZEIZ-DUNT Student D tHEE (FEAKYE : @il 5 RO 1%) &, EH5BHENR
LR Do T23FEITIL Aspin-Welch D tIRE (BEKYEE : @l 5 KON 1%) 21T 7,

T, MR RREBEOBER OBERED A a7 LT —ZIZ OV TITEARH
WREDZ L — R 2IHE OBFE x *BER. 3 ELL EiE Mann-Whitney ® URES %
AWCTHREZE/B L (FEKHE0.05 R0 0.01, mE) , 22

20

-199-



B-5805

7. HERER
71 —BEREOHRE
&% Table 1-1~1-3 [Z/R L7z,
WTNOBIZBWTH, RERXVCEEHHZE L TEBIXLONR 10T,

7.2 BHHLTRREBEOHT. BERE. BEHARUVBREHE

7.2.1 HHT—REBOHRRE

(1) F—rr—TNEE
FX#& % Table 2-1~2-6 IZ;x L 7=,

1) ®5HIR
WTNOREEBICBWTOEFIIRL, EEROERGH L SREOMICEREE

AN ho Tz,

2) [EMEHIME
WTNOREBEEBICBWTHLEFILR<, 250mg/kg # 58 L MBEOBICEEZIT

BB o T,

(2) FILF-TOEE
A& % Table 2-7~2-12 IZ R L7z,
1) REHIMH :
WTNOREEBIZBWTHEEIR L, FHEBRVERGHEGBREORICARZE
TH BN T,
2) [EEHIMH
WTHOBRBEEBIZBWTHEEIT L, 250mg/kg B E5&# L BRBEORICERZEIT
BN oT,

(3) AT 74— FNBIE

A& % Table 2-13~2-18 125K L 7z,

1) ®EHH .

BEE 2BIZLD ERYEFOBTEREME L HEEROGEREMEN 250mg/kg &5
HOHEZ, BEE 4581235 XY BEOBFE LKA 250mg/kg B 5EHOMEIC, HE
EHOEEREMEN 250mg/kg BEFHOHEIZERD b,

2) [EIEHIME

WTNOKREBEEBICBWTHEEITRL, 250me/kg 5 & REBEORICEREZIX
BN T,
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7.2.2 AR
FAE % Table 2-19, 2-20 1278 L7z,

1) &EF 4B
WTROBREBERIZBO TS, BEEIRCABELZERETHY . ARELSD
R o T,

2) [EIMES 28

& HiBABINE DG B2 &N 250mg/kg # 5 REDHEIZRD b T,

7.2.3 BHEE
FE#&E % Table 2-21, 2-22 TR L7z,

) ®BEF4E ,
WRMER SROMBEOE T, B L ZEREREELRL. FEERILLNR
Do T,

2) [EIEEE 28

250mg/kg B REDOMEMED IR 1%, XTIREE L IZERERELZ TR L, AEETZHA LR
NnoTm,

7.2.4 B ESHEDAE

% A& % Fig. 1~4 KO Table 2-23, 2-24 12" L7z,

1) ®&EFE44E

30~40 4y DHEIE THEZRIEMED 15 mg/kg BEHOHEICR D b iz,

2) EEHF2HE

- 250mg/kg R EREOMERED B FEEB BT REE L IIEARICHER L FRERA O
RinoTz,

7.3 @&E

FXA& % Fig.5 KU Table 3-1, 3-2 2R L7z,

) #®&5HM

BB R SHEOMREOREIL, REELIZTERCHEEL, BEEZAZONLRN
27,

2) (=145 # R

250mg/kg B EBHOMHEDEREIL, TR LIZIIRKICHERE L, AEETHZLNLRD

277,
7.4 EEEE
F#E % Fig.6 & U\ Table 4-1, 4-21Z7R L7z,

1) ®&E5HM
85 24 HORETHEZRMED 250me/kg BHEHOHEIZRD oLz,
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2) [EIEEIM .
250mg/kg | EEEOMEMEDOFEEEIL, M RE L ITITRRICHER L, FREREITIA LN

o,

7.5 REEFEKESD)
% #& % Table 5-1~5-8 {Z5R L 7=,
1 #E5HE4E
250mg/kg B EHOHETEKEDFELRRENIRD bz, BT, 250mg/kg &EH
OHETITETF THREARN 1269 9 flIZBDd b v, ’
2) EEFE2E
BHEEDOHE B REMED 250mg/kg ¥ 5EHOMIZRD b=,

7.6 MREFERE

F#& % Table 6-1~6-4 |Z7< L7=,

1) BEHRKTE

/AR E 740 7Y )= BOEBRRERMEEEEES ha VR T T AF R
DOHEERIEED 250mg/kg BEHOMEEIZ, Yo bo v B VRO ERIERED
250mg/kg G B OHEIZRD vz,

2) [EMEHIRIET R

R R P~ b7 U o MEOFERIKME L /Mg OB E R EMED 250mg/ke
BEHOHIZRD b,

7.7 OREFEHRE

FiAE % Table 7-1~7-4 1278 L7z,

) BEHMETE

BAaLVAT =V RORIEABEOEREZREMED 250mg/kg RERFEDOMEREIZ, I
U LDEERBIED 250mg/kg BEBEDOHEIC, ASTIEMHOEERBEMER RV VIEE
DEBERBEL NHEEOEE REMED 250mg/ke B E5EEDOMEICRD biLiz,

2) [EIEHIMKET R '

RIABBERVT AT I OFEREMER 250me/ke BEHORIZ, B2 L 271
—VOEBEZBED 250mg/kg B E5HOMIZRD bii,

78 BREEE
Fi#& % Table 8-1~8-8 |27 L7=,

1) BE5HIRKTE v

N L ANEROAEREER 250myke BEBEOREICTD

LT,
Jig 7 : MM EBOEELSMEN 60mgkg B 5 EH DI &
23
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2) EHEHIRK TR
H fi

79  HBHmR

250mg/kg & 5B OWEREIZ ﬁifﬁ%@ﬁ%‘&%}ﬁyﬁ
60mg/kg U\_l:@?,’z“ffﬁ@ﬂﬁf@ R LTz,

Mt R U EEDOFERIKMEA 250me/kg BKEHD
MEIZFR O bIvTz,

Fii& % Table 9-1, 9212 L7=,

1) BHHRK TR
U

2) BRI TR
i

710 fREHABFERE

INBUE S RREE L 15 R TOY 250mg/kg B EHTH 1 4
RO,

BRI RO 1 BB b,

FX& % Table 10-1~10-4 |25 L7,

1) BREHIMKTR

HEBRMEREIZLD &%z 505 AL TN CHRRICR D b T,

T g

FRIR iR

BRI U ZERE DS )T BRBE DO I 4 1 & HEEH, 15mg/kg
B EREDOHE 4 5] & MEEF], 60mg/kg B GREDOHE 1 #] &
M2 Fl, 250mg/kg BE5EEDORE 3 B & M5 BliC, BED
DU IR EE 72/ NEE UL D FF A AR AR K 23 60mg/kg # 5
BEDHE 5 51 & 2], 250mg/kg 58 O M2 FNIZFR
»Hiiz,

BRI 72 E T M R 2% ot BRBE & OF 15mg/kg & 5-FF D MEHE
% 161, 60mg/kg E5HDOME 2 Fl, 250mg/kg & E5FED
M 1B IR IR AR D S B 28 Sk FREE D IERER- 4 61
15mg/kg HEBEDHE 4 51 L #E 141, 60mg/keg B 5HD
ME 151, 250mg/kg B 5B DKE 2 Bl & HE 1 FIC, B
TE R bR B IE K A 60mg/kg G EBEOKE 1 B,
250mg/kg B GREDOMHE 3 Bl & 2 FLZFBO iz,

PTFICRTFIRICOV T, 20 MRS 5\ IR EE R EOMER S DV Fh b

R E R G & OBEME T2

FEER L&

OV

EHIBE LT,
BWHOLVWEIEEREBEADOKE TR BT RE L
250mg/kg HEHDOE 1 HIIZRBD b,

B REED LHRDIIREBEORE 1 Gl &M 2 51,
250mg/kg 5RO 2 FLIZRD T,
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B

B I

Mfi(RE X & &)

2) [EEHIRRET R

B RS IR E B B O MR Y 250mg/kg & G-FE DI
KA 1RO b,

B e IR DERVIRIEIE S ST BREE & 250mg/kg 5
FEOHES 1 HlC, B2 RME OBAENSTREEOKE 1
B & M 2 B, 250mg/kg He 5B DHE 3 FlIC, B REE
DI EILE DN REEOHE 1 6, 250mg/kg £ 55 DI
2B L HE 1 BHZRR D BT,

B IREE SR REE R 1 61iC, B AEME
DEFHENTREEDOME 1 61, 250mg/kg ¥ 5FEOHE 1 611
B LT,

B IEEOMIREEA X REE D 2 i, 250mg/kg 5
BEO 3Plc, BH7EMBE O MR E S ot REED 1 41
IZRB D b7,

BB AW T/NEE RO bR BREE, 15 R
250mg/kg B 5RO L 1 Bl CIXREH» b B EOBME O
EErBO LN,

UTFICRTHRICOVTIE. 2 D HERIL S 5\ IR OER S 5 VT h b
BBRAS £ OREHET LA LI,

B ik

igd

SN

HIRFT A CBRIENRD SN BB O 1 i
WTBRERBRILR, BMARR \EH”'SUDEE&U\%EOD
TWEIRENRFRD DT,

B2 RFMEEESE DS 250me/kg B 5 REDME 1 FliC, ]
P NAERE S X BREE DI 5 1] & MELHI, 250mg/kg
BEHOHE S ) & HE2FIZFED bz,

fRGE R D 5 RSt FREE O 2 B & M 3 B, 250mg/kg B
EHOREIF L M2 FICRBD LN,
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8. ER . ,

Sprague-Dawley % SPF 7 v b [Crl:CD(SD)] T 2,6-V-tert-7 F/V-4-=F VT = ) —
Va0 (0.5WV% A F B — R KEEHR - *HREE) | 15, 60 2 TX 250 mg/kg/day D H
ET28 HRIRERABORE L. EOEEEZHREFTT DL & bIT JTREE K U250 mg/kg
BEHITTO% 2 BEAKRES Y, BOBEMEICOWVTRET L,

BEROEEHEZBL CRCEHITIALNT, —BRREBICLEREEIRDONEH
-7,

M —RREBOBETIZ, T —7F 0 74—V FRBEIZBIT 2 HEEHOFER
250mg/kg T EREDOHETHEEE 2 L4 BIZED NN, BE A DNDIEEOE):
ETHa2Z Lo, HBEWEREG L OBEMEITRVEHBI L, B2, X5 LAV E
BORED 250mg/kg B GFEDOHE TR EE 2 BIZ, 250mg/kg 58 OME TR E 48]
ROLNTER, BREFEICEMIIAONL TRV &b, w&%g&ge@@L
PEIZAR W E IR Lz, Zoft, BREEBEOKMED 15meg/kg BREHOHTREE 48
D 30~40 FIZHBH SN2 H, BABHICFAFERELEIH DTN EhbERNKE
DI LRI LTz, E7z. HEEREICRIT 2 B MBI OB EA 250mg/ke B 5O
HECEIRE 2 BIZRBD LN, BEHBFICRAKRRELIRBD DA THRNI &
OB ERE L OFEMEIT RV &I L,

FETIX, B#ERVEEHMTZE U CHEBRPERSOEEIIR O b hroT,

BEHETIL, SEDN 250mg/kg EBHOHETHRESE 24 BIZRO N, —@tkED
BThHY, HBRHERS L OBEMEILZR D & LTz,

RBETIZ, BKRKEDOHMEN 250mg/kg BEHOBETRD NN, REERVRE
JEZICIIEERRBDO N TN E O HBRMERS & OBEMEILR W & HB LT,
F7, BERD 250mgke HEHOBICRD bRz, EHEEESICE TR F
HEMFRECBOWTERBREICEE IR OO TRV &b, w%%gﬁaa@
BT EEbIL b O D, ﬂﬁémiii&wkﬂﬁbtoﬁk 1B R ITRERIC
DIEK LTz, Zofic, BEIEE 2 BIZREEDEED 250mg/kg FEFHOMEIZRD
N, BHHRPIIEREREER A LN THARNI E b, %%&@Wm&ﬂ%
L7,

MEFERE T, MMREERERT 7V 7 — 7 BEOBEIE CIZIEEAE S b ey
RTTRAF BRI DOIERED 250mg/kg B EEHOMREIZ, 7'n bo B U RFEOER D
250mg/kg B HEFEDOHEIZRD b, BEEFITZHLOMLTERWLOD, FHBRYWEERS &
DORSEMEN DN, 2B DOEIE, RBIC IV HED S WVITER Lz, oMz
@@%ﬁ%?ﬁ:ﬁmﬁﬁﬁw«vb&)/Fm@ﬁﬁﬁ2wmwg&5ﬁ®%:ﬁ
Do, BEHMKTRIC iﬂ%ﬁ%k@%b%hfw&w:kﬂ%\%%ﬁk
HIWr L 7=,

MEERHRECHE, BaLAFa— AL RUOHMEZAABEDEIEL 250mg/kg REHHOD
MEREIZ, U VEEDORED 250mg/kg BEFHOMIZRBDO O, #BRYWEREIZLDAT
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B~DOEENFEDLNT, £, IVV T LAOEMEN 250mg/kg RESFHOBEIT, ﬁ%@
KAEAS 250mg/kg BEHOMICRD Lz, ERRTHELNEE(ITWVT BIREEIC
DIHRD B VIR L7, i \Mﬁﬁﬁ®ﬁmﬂ2WmM@E5ﬁ@ﬁ_m®6ﬂ
R, BE - MBROBEEEZ TR TAEMTIZIARNI b, EHZENERIIRVEH
Wrliz, 2B, BEHFETRICBRTZABERCT VT I OEED 250 mgkg &5
HEOHIZRO b= HEHRK TR iﬂ%&wmmﬁb6h1m&m:&w%
BRMEDOE( L HWT L=,

FREFRAE CIE, FIROMBZEREICB T /N EP LT ARRERA 60mg/kg B
DEREFHOHMREIZR D b, EEOEME o7z, o, FRBOBEBFEREICET
2 VEHE L HRBAAE K AY 60mg/kg B EBEDHE L 250mg/kg # SREDOHEMEIZR O v, #
BRWERE L OBEENEDNZ, T b OBLITHREIC X Wk L, EROMIC
HRFTR, BEEED D WVITHBEREICBV TV ODOBESRD bR, #
NODHBRENLL, WTh b EKBRYWERE & OBEMEIT RV & BT LT,

PUEDFERNSL, RRBREMHETICRBIT S 2,6-V-tert-T FNN-4-2F VT = ) — /LD
BEBIIMMESD ISmgkg/H LB 2T, BB, RO EELIF. WIhbEIE
‘@733 vy 5] Eﬂf_o

27

-206-



B-5805

9. Xk

2,6-Ftert-F FNA4-TF N T = ) — N DTy NERWE 14 BEIRER
AR EEHRER (FERB) BREER Y VI —F o & — HREREE:C-B265.
2006 )

Y

2) Shayne C. Gad and Carrol S. Weil (1994) : Chapter 7. Statistics for Toxicologists, In

Principles and Methods of Toxicology (A. Wallace Hayes, ed.) , 3rd ed., pp. 221-274,
Raven Press, Ltd., New York.

3) AR (1981) : FZhFTLM —5HE & ARHT — 11 HE KFHERS, B,
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Table 1-1 A 28-day oral toxicity study of 2,8-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
‘Clinical signs (Administration period)
Day of administration
Sex Dose Findings
mg/kg 1 2 3 4 5 6 T 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 15 No. of animals 6 6 6 6 6 6 6 6 6 .6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
60 No. of animals 8 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
250 No. of animals 12 12 12 i2 12 12 12 12 12 12 12 12 12 12
No abnormality 12 i2 12 12 12 12 12 i2 12 12 12 12 12 12
0 Nol of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality . 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 15 No. of animals 6 8 6 6 8 6 6 (4] 6 6 6 6 8 6
) No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
60 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 8 6 ) 6 6 6
250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 127 12 12 12 12 12 12 12 12 12 12
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Table 1-2 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Clinical signs (Administration period)
. . Day of -administration
Sex Dose Findings
ng/kg i5 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 127 12 12 12 12 12 12 12 12
Male 15 No. of animals 6 6 6 6 6 6 6 6 6 6 6 ] 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
60 No. of animals 6 6 3] 6 6 6 <] 6 6 6 6 6 6 6
No abnormality 6 6 6 51 6 6 6 6 6 6 6 6 6 6
250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 i2 12 12
No abnormality i2 12 12 1z 12 12 12 12 12 12 12 12 12 12
[¢] No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 15 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality [ 6 6 6 6 6 6 6 6 6 6 6 6 6
60 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 8 6 6 [} 6 6 6 6 [} 6 6 6 6 6
250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 i2 12 12 12 12 12 12 i2 12 12 12 12 12
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Table 1-3 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Clinical signs (Recovery period)
Day of recovery
Sex Dose Findings
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Male 0 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
250 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Female o} No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
. No abnormality 6 6 6 6 8 6 6 6 6 6 6 6 6 6
250 No. of animals ) 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
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Table 2-1 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 1)
Sex Male ) Female
Dose (mg/kg) 0 15 60 250 0 15 60 250
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 8 12

No significant difference in any treated groups from control group.
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Table 2-2 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 2)
Sex Male Female
Dose (mg/kg) 0 15 60 250 0 15 60 250
Parameter No. of animals 12 8 6 12 12 6 8 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 ) 6 12 12 6 [ 12
Abnormal behavior
None 12 6 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-3 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 3)
Sex Male Female
Dose (mg/kg) 0 15 60 250 0 15 60 250
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture .
Normal 12 6 6 . 12 12 6 6 12
Convulsion
None ’ 12 6 8 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 - 6 12

No significant difference in any treated groups from control group.
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Table 2-4 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 4)
Sex Male Female
Dose (mg/kg) 0 15 80 250 0 15 60 250
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 8 6 12 12 6 6 12
Abnormal behavior . :
" None 12 6 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-5 A 28~day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 1 of recovery)
Sex Male Female
Dose (mg/kg) 0 250 0 250
Parameter No. of animals 6 6 6 8
Posture
Normal 6 6 6 6
Convulsion .
None 6 6 6 6
Abnormal behavior
None 6 6 6 6

No significant difference between treated group and control group.
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Table 2-6 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations {(Week 2 of recovery)
Sex Male Female
Dose (mg/kg) 0 250 0 250
Parameter No. of animals 6 6 6 6
Posture
Normal 6 8 6 6
Convulsion '
None 6 6 6 6
Abnormal behavior
None 6 6 6 6

No significant difference between treated group and control group.
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Table 2-7 A 28-day oral toxicity study of 2,6-di-tert~butyl-4-ethylphenol in rats with a‘recovery period of 2 weeks
Detailed clinical signs : in-the-hand observations (Week 1)
Sex Male Female
_ Dose (mg/kg) ] 15 60 . 250 0 15 60 250
Parameter No. of animals 12 6 6 12 12 6 6 12
Ease of removal from cage
Easy 12 6 6 12 12 6 6 12
Fur condition '
Normal 12 6 6 12 12 6 6 12
kin ' :
Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose
Absent 12 6 6 12 12 6 6 12
Exophthalmos
Absent 12 8 6 ; 12 12 6 6 12
Palpebral closure
Normal 12 8 6 12 12 6 6 12
Mucosal membranes
Normal 12 6 6 12 12 .6 6 12
Lacrimation
Normal 12 6 6 12 12 6 6 12
Piloerection )
Absent 12 6 6 12 12 4] 6 12
Pupil size .
gormal 12 6 6 12 12 6 6 12
Saigzgtion 12 6 s 12 12 6 6 12
Abggggg% respiration 12 - 6 6 12 12 6 6 12
Re%gggvity to handling 12 6 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-8 A 28-day oral toxicity study of 2,6-di-tert—butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : in-the-hand observations (Week 2)
Sex . Male Female
Dose (mg/kg) 0 15 60 250 0 15 60 250

Parameter No. of animals 12 6 8 12 12 6 6 12
Ease of removal from cage

Easy 12 6 6 12 11 6 6 12

Some resistance/avoidance 0 0 [0} 0 1 0 0 0
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin '

Normal 12 6 6 12 12 8 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 (] 6 12 12 6 6 12
Palpebral closure

Ngrmal 12 6 6 i2 12 6 6 12
Mucosal membranes

Normal ) 12 6 6 12 12 6 6 12
Lacrimation ‘

Normal 12 6 6 12 12 6 6 12
Piloerection ’

. Absent . 12 6 6 12 12 6 6 12
Pupil size . . 12

Normal 12 6 6 12 12 6 6
Sa#éggtion 12 6 6 12 12 6 [ 12
Abﬁﬁéﬁi% respiration 12 6 6 12 12 "8 6 12
Re%g§§Vity vo handling 12 6 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-9 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : in-the-hand observations {(Week 3)
Sex Male ) Female
Dose (mg/kg) 0 15 80 250 0 15 60 250

Parameter No. of animals 12 6 6 12 12 6 6 12
Ease of removal from cage

Easy 12 6 -6 12 11 6 5 12

Some resistance/avoidance 0 0 (4} 0 1 o 1 0
Fur condition

Normal 12 6 6 12 12 6 [ 12
Skin

Normal 12 6 6 12 12 6 [} 12
Secretions-Eye, Nose

Absent 12 : 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 5] 12 12 6 8 ’ 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size : '

gormal 12 6 6 12 12 6 8 12

1 i .
Se ona  1o" 12 6 6 12 12 6 6 12
Abﬁgégﬁ% respiration 12 6 6 12 12 6 6 12
Regggivity to handling 12 6 6 12 " 6 ? 1%

Slightly awkward 0 0 0 0 1 0

No significant differenmce in any treated groups from control group.
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Tahle 2-10 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a reco&ery period of 2 weeks
Detailed clinical signs : in-the-hand observations (Week 4)
Sex Male Female
Dose (mg/kg) 0] 15 60 - 250 0 15 60 250
Parameter No. of animals 12 6 6 12 12 ] 6 12
Ease of removal from cage
asy 11 6 6 12 12 5 6 12
Some resistance/avoidance 1 0 (4 [¢] 0 1 0 0
Fur condition
Normal 12 6 6 12 12 6 [$) 12
Skin
Normal 12 6 6 12 12 6 8 12
Secretions-Eye, Nose
Absent 12 6 6 12 12 6 6 12
Exophthalmos
Absent 12 6 6 12 12 6 6 12
Palpebral closure
Normal 12 6 6 12 i2 6 6 12
Mucosal membranes
Normal 12 6 6 12 12 6 6 12
Lacrimation
Normal 12 6 6 12 12 6 6 12
P ti '
1%3223% on 12 6 6 12 12 6 6 12
P 1 size
uﬁgrmal 12 6 6 12 12 6 6 12
Salivation .
aNone 12 6 6 12 12 6 6 12
Abnormal respiration
~ Absent ? 12 6 6 12 12 6 6 12
i
Reggg%vity to handling 12 s 6 12 11 6 g li
Slightly awkward ) 0 0 0 0 1 0

No significant difference in any treated groups from control group.
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Table 2-11 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : in-the-hand observations (Week 1 of recovery)
Sex Male Female
Dose (mg/kg) 0 250 0 250

Parameter No. of animals 6 6 6 .
Ease of removal from cage

Easy 5 6 6 6

Some resistance/avoidance 1 0 0 0
Fur condition

Normal 6 6 6 6
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 6 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes '

Normal <] 6 6 6
Lacrimation '

Normal 6 6 6 6
Piloerection

Absent 6 6 6 6
Pupil size !

Normal 6 6 6 6
Salivation

None 6 6 6 6
Abnormal respiration

Absent 6 6 6 6

i to handlin

Re%gg;vity o ha: g 6 6 6 6

No significant difference between treated group and control group.
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Table 2-12 A 28-day oral toxicity study of 2,6~di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : in-the-hand observations (Week 2 of recovery)
Sex Male Female
Dose (mg/kg) 0 250 0 250
Parameter No. of animals 6 6 6 6

Ease of removal from cage
Easy

5] 4 6 6

Some resistance/avoidance 1 0 0 0

Difficult 0 2 0 0
Fur condition

Normal 6 6 6 6
Skin .

Normal 6 6 6 6
Secretions-Eye, Nose

Absent [ 6 6 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation )

Normal 8 6 6 6
Piloerection

Absent 6 6 6 6
Pupil size

Normal [ 8 6 6
Salivation

None ) 6 6 [ [¢]
Abnormal respiration

Absent 6 6 6 6
Re%ggévity to handling 5 3 6 8

Slightly awkward 0 3 0 8

pifficult 1 Y 0

No significant difference between treated group and control group.
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Table 2-13 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 1) ’
Sex ' Male Female
Dose (mg/kg) 0 15 60 250 0 15 60 250

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 (3} 12 12 6 6 12
Gait

No/minimal location 0 0 0 1 0 0 0 0

Normal 12 6 6 11 12 6 6 12
Posture

Normal 12 6 . 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 iz
Rearing count (Mean+S.D.) 5+ 3 5+ 2 4+ 3 4+ 3 T+ 2 4+ 2 T+ 2 6+ 3
Defecation count (MeantS.D.) 0+ 1 0+ 1 0+ 1 1+ 1 0+ 0 0+ 0 0+ 0 0+ 1
Urination

None 9 3 5 10 12 6 4 11

Small amount 3 3 1 2 0 0 2 1

No significant difference in any treated groups from control group.
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Table 2-14 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 2)
Sex Male Female
Dose (mg/kg) 0 15 60 250 0 15 60 250

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 [¢] 6 12 12 6 6 12
Abnormal behavior a)

None 12 6 6 12 11 6 6 12

Minor 0 0 0 0 1 0 V] 0
Stereotypy

None 12 6 6 12 12 6 6 12
Gailt

No/minimal location 0 0 1 2 0 0 0 0

Normal 12 6 5 10 12 6 8 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) . 5+ 3 4+ 2 4+ 3 2+ 2+D T+ 4 6+ 4 9+ 4 6+ 3
Defecation count (MeantS.D.) 0+ 0 0+ 0 0+ 0 1+ 1««DT 0+ 0 0+ O 1+ 1 0+ 1
Urination

None 10 6 6 10 12 6 6 g

Small amount 2 0 0 1 0 g g >

Moderate amount 0 (¢} 0 1 4]

a) Career

* : p<0.05 ; #% : p<0.01 (Significant

D : Dunnett's test

DT : Dunnett-type rank test

difference from control group)
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Table 2~15 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 3)
Sex Male Female
Dose (mg/kg) 0 15 60 250 0 15 60 250
Parameter ' No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal : 12 [ 6 12 12 5 6 12

Increased alertness 0 0 0 0 0 1 0 0
Convulsioﬁ . :

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 5 11

Minor 0 0 0 0 0 0 1 1
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

No/minimal location 1 1 0 1 0 0 0 o]

Normal 11 5 6 11 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming .

None 12 6 6 12 12 [ [4] 12
Rearing count (Mean:S.D.) 4+ 3 2+ 2 3+ 3 3+ 4 T+ 3 5+ 3 10+ 5 6+ 4
Defecation count (Mean+S.D.) 1+ 2 1+ 1 0+ 0 2+ 2 0o+ 1 0+ 0 0+ O 0+ 0
Urination

None 10 4 5 8 12 6 6 13

Small amount 2 2 1 4 0 0 Y

No significant difference in any treated groups from control group.
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Table 2-16 A 28-day oral toxicity study of 2,6-di~tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 4)
Sex Male Female
Dose (mg/kg) 0 15 60 250 0 15 60 250

Parameter No. of animals 12 6 6 12 12 . 6 8 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 4] 12
Gait

No/minimal location 2 1 1 0 0 0 0 0

Normal 10 S5 5 12 12 6 6 12
Posture

Normal 12 [ 6 12 12 6 6 12
Groomin

None & 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 5+ 3 4+ 2 4+ 3 5+ 2 10+ 8 8+ 3 10+ 4 T+ 3#D
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 1+ 1#«DT 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 6 6 9 12 6 6 1%

Small amount 1 0 0 3 0 0 0

% : p<0.05 ; #» : p<O
D : Dunnett's test

.01 (Significant difference from control group)

DT : Dunnett-type rank test
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Table 2-17 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 1 of recovery)
Sex Male Female
Dose (mg/kg) 0 250 0 250

Parameter No. of animals 6 6 6 6
Arousal

Normal 6 6 6 6
Convulsion’

None 6 6 6 6
Abnormal behavior

None 6 6 6 6
Stereotypy ’

None 6 6 6 6
Gait

Normal 6 6 6 (]
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 6+ 2 4+ 2 8+ 2 7+ 3
bDefecation count (Mean+S.D.) 0+ O 0o+ O 0+ O 0+ 0
Urination

None 5 5 6 6

Small amount 0 1 0 g

Moderate amount 1 0 (¢}

No significant difference between treated group and control group.
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Table 2~18 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 2 of recovery)
Sex Male Female
Dose (mg/kg) 0 250 0 250
Parameter No. of animals 6 6 6 6
Arousal
Normal 6 6 6 6
Convulsion
None 6 6 6 6
Abnormal behavior
None 6 6 [§] 6
Stereotypy
None 6 6 6 6
Gait '
Normal 6 6 6 6
Posture
Normal 6 6 6 . 6
Grooming . .
‘None 6 ] 6 6 .
Rearing count (Mean+S.D.) 5+ 2 5+ 2 8+ 3 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ O
Urination ¢
None 4 6 6 6
Small amount 1 0 0 0
Moderate amount 1 0 0 0

No signifidant difference between treated group and control group.
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Table 2-19 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks.
Manipulative test (Week 4)
Sex Male Female
Dose (mg/kg) 4] 15 60 250 0 15 60 250
Parameter No. of animals 12 6 6 12 12 6 6 12
Auditory response
Normal 12 6 6 12 12 6 6 : 12
Approach resﬁonse !
Normal 12 6 6 12 12 6 6 12
Touch response
Normal 12 6 6 12 - 12 [ 6 12
Tail pinch response :
Normal i2 8 ) 12 12 6 6 12
Pupillary reflex
Pass, both 12 6 <] 12 12 6 6 12
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ O 0+ O

Landing foot splay (mm: Mean#S.D.) T8+16 89+15 91+16 89+17 62+13 61+19 64+28 68+14

No significant difference in any treated groups from control group.
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Table 2-20 A 28-day oral toxicity study of 2,86-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Manipulative test (Week 2 of recovery)
Sex Male Female
Dose (mg/kg) 0 250 0 250
Parameter No. of animals 6 6 6 6
Auditory response
Weak 0 1 0 1
Normal » 6 5 6 5
Approach response
Normal 6 ‘6 . 6 6
Touch response
Normal 6 6 6 6
Tail pinch response
Normal 6 6 6 8
Pupillary reflex )
Pass, both 6 6 6 6
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ O 0+ O 0+ 0
Landing foot splay (mm: Mean+S.D.) T2*+14 91+13+T 52+ 9 65+18

* : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 2-21- A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Grip strength (Week 4)
Sex Dose Fore limb Hind limb
ng/kg g g
0 No. 12 12
Mean 906 534
S.D. 95 71
Male 15 No. 6 6
Mean 965 620
S.D. 199 98
60 No. 6 6
Mean 912 583
S.D. 164 89
250 No. 12 12
Mean 1021 533
S.D. 252 139
0 No. 12 12
- Mean 902 426
S.D. 114 72
- Female 15 No. 6 6
Mean 808 472
S.D. 138 94
60 No. 6 6
Mean 857 390
S$.D. 190 57
250 No. 12 12
Mean 925 455
S.D. 189 89

No significant difference in any treated groups from control group.
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Table 2-22 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Grip strength (Week 2 of recovery)
Sex Dose Fore limb Hind 1limb
ng/kg g g
Male 0 No. 6 6
Mean 1398 653
S.D. . 204 135
250 No. 6 ‘6
Mean 1362 665
S.D. 98 108
Female 0 No. 6 [
Mean 1032 540
S.D. 79 99
250 No. 6 (1
Mean 1134 571
S.D. 94 75

No significant difference between treated group and control group.
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Table 2-23 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Motor activity (Week 4)
Interval (minutes)
Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 12 12 12 12 12 12 12
Mean 415 361 335 3556 308 317 " 2090
S.D. 46 44 T0 67 101 148 339
Male 15 No. 6 6 6 6. 6 -8 6
Mean 421 373 318 232« 237 252 1832
S.D. 35 79 80 131D 171 193 622
60 No. 6 6 6 6 6 6 6
Mean 438 396 372 348 314 261 2128
S.D. 26 47 37 54 100 147 201
250 No. 12 12 12 12 12 12 12
Mean 422 366 371 335 266 260 2019
S.D. 27 30 60 91 134 153 384
0 No. 12 12 12 12 12 12 i2
Mean 398 324 262 282 231 199 1695
S.D. 48 84 73 100 121 124 337
Female 15 No. 6 6 6 6 6 6 6
: Mean 409 328 282 277 253 199 1748
S.Db. 34 50 84 126 121 99 367
60 No. 6 6 [ 6 6 6 6
Mean 427 341 281 270 227 207 1753
"S.D. 48 30 49 51 129 105 283
250 No. 12 12 12 12 12 12 12
Mean 396 332 274 275 208 152 1637
S.D. 47 42 83 127 129 129 442

e ee

[w it 3

p<0.05 (Significant difference from control group)
Dunnett's test
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Table 2-24 A 28~-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Motor activity (Week 2 of recovery)
Interval (minutes)
Sex Dose —
mg/kg 0-10 10-20 20-30 30-40 40-50 '50-60 Total(0-60)
Male 4] No. 6 6 6 6 6 6 6
Mean 381 276 272 307 287 226 1747
S.D. 62 82 7% 61 106 136 394
250 No. 6 6 6 6 6 6 6
Mean 364 304 311 264 262 229 1732
S.D. 56 62 39 57 100 108 276
Female 4] No. 6 6 6 6 6 6 68
Mean 359 321 252 236 2086 118 1492
S.D. 64 20 79 5¢ 149 106 330
250 No. 6 6 [¢] 6 6 6 6
Mean 398 299 270 239 194 161 1561
S.D. 50 127 69 127 127 129 418

No significant difference between treated group and control group.
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Table 3-1 A 28-day oral toxicity study of 2.G—di—tert—bufyl~4-ethylphenol in rats with a recovery period of 2'weeks
Body weight (Administration period)
Day of administration
Sex Dose Gain
mg/kg 1 4 7 10 14 17 21 24 28 1-28
4] No. 12 12 12 12 12 12 12 12 12 12
Mean 212 240 260 283 316 337 358 371 391 179
S.D. 7 7 10 12 13 15 18 21 20 19
Male’ 15 No. 6 8 8 6 8 6 6 6 6 6
Mean 212 240 265 286 322 346 369 384 398 187
S.D. 5 7 10 13 17 21 25 25 28 24
60 No. 5] 6 6 6 6 6 6 6 6 6
Mean 213 242 265 284 316 - 338 357 373 391 179
S.D. 7 11 16 21 30 36 41 46 53 47
250 No. 12 12 12 12 12 12 12 12 12 i2
Mean 213 240 264 285 317 339 357 370 386 174
S.D. 8 9 12 16 20 23 25 - 27 30 25
V] No. 12 12 12 12 12 12 12 12 12 12
Mean 151 162 167 178 192 202 212 220 229 78
S.D. 5 8 8 12 13 15 17 19 21 18
Female 15 No. 6 6 6 6 .8 6 6 6 6 6
Mean 150 162 167 177 180 198 207 216 224 T4
S.D. 8 7 6 T 9 12 13 13 14 10
60 No. 6 6 6 6 6 6 6 6 6 6
Mean 152 163 166 179 191 202 212 218 227 75
S.D. 7 6 4 9 11 12 12 13 14 10
250 No. 12 12 12 12 12 12 12 12 12 12
Mean 152 163 168 179 193 205 214 221 227 76
S.D. 3 3 4 7 10 11 11 11 i2 11
Unit : g

No significant difference

in any treated groups from control group.
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Table 3-2 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Body weight (Recovery period) ~
Day of recovery
Sex Dose Gain
mg/kg 1 3 7 10 14 1-14
Male Q No. 6 6 6 6 6 6
Mean 406 415 434 449 457 51
S.D. 10 11 13 13 14 8
250 No. 6 6 6 6 6 6
Mean 380 388 408 422 430 50
S.D. 33 31 37 40 40 11
Female 0 No. 6 6 6 6 6 6
Mean 228 235 241 247 249 21
S$.D. 27 29 29 32 33 9
250 No. 6 6 6 6 6 6
Mean 230 233 235 241 243 13
S.D. 11 9 11 14 11 3
Unit

No significant difference between treated group and control group.
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Table 4-1 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Food consumption (Administration period)
] Day of administration
Sex Dose
mg/kg 1 4 7 10 14 17 21 24 28
0 No. 12 12 12 12 12 12 12 12 12
Mean 23 24 25 27 27 26 27 25 28
S.D. 2 2 2 2 2 2 2 2 2
Male 15 No. 6 6 6 6 8 6 6 8 6
Mean 24 24 26 28 28 29 28 27 28
S.D. 1 1 1 1 1 2 2 "1 2
60 No. 6 6 6 6 6 6 6 6 6
Mean 24 25 26 28 27 27 27 26 28
S.D. 2 2 3 3 4 4 4 4 5
250 No. 12 12 12 12 12 12 12 12 12
Mean 24 24 26 28 27 28 27 28+« 28
S.D. 2 1 2 2 2 2 2 3D 2
0 No. 12 12 12 12 12 12 12 12 12
Mean 17 17 17 18 18 18 19 19 20
S.D. 2 2 1 2 2 2 2 3 2
Female 15 No. 6 6 6 6 6 6 6 6 6
Mean 16 17 16 18 17 17 18 18 19
S.D. 2 1 1 1 i 1 1 1 1
60 No. 6 6 6 6 6 6 6 6 8
Mean 17 17 16 18 18 18 18 17 19
S.D. 2 1 2 2 2 2 1 1 1
250 No. 12 12 12 12 12 12 12 12 12
Mean 17 16 16 18 18 19 19 18 20
S.D. 1 1 1 2 1 i 1 2 2
Unit : g/rat/day

# : p<0.05 (Significant

D : Dunnett's test

difference from éontrol group)
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Table 4-2 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Food consumption {(Recovery period)
Day of recovery
Sex Dose
mg/kg 3 T 10 14
Male 0 - No. 6 6 6 6
Mean 29 28 28 27
S.D. 1 2 2 2 p
250 No. 6 6 6 6
Mean 30 29 29 27
S.D. 2 3 3 3
Female 0 No. 6 6 6 6
Mean 21 19 19 18
S.D. 3 3 3 3
250 No. 6 6 6 6
Mean 21 1¢ 20 19
S.D. 2 2 2 1

Unit : g/rat/day

No significant difference

between treated group and control group.
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Table 5-~1 A 28-day oral toxiecity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Urinalysis (Week 4)
1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 — = 4 hdt e e = d= 4+ 4 At et
0 12 0 0 0 0 0 0 5 T 0 3 7 2 .0 0 0 9 3 0 0 O 0 i2 0 0 0 0O 0
Male 15 6 0 0 0 0 (V] 0 0 6 0 0 5 1 0 O 0 4 2 0 0 O 0 6 0 0 0 O 0
60 6 0 l 0 [} 0 0 1 1 4 0 4 2 0 0 O (o] 6 0 0 0 O 0 6 0 0 0 ¢ 0
250 12 0 0 0 (¢} 0 0] 2 8 2 2 5 4 1 O 0 g9 2 1 0 0 0 12 0 0 0 O 0
] 12 0 0 0 1 2 1 3 4 1 11 0 1 0 0 0 11 1 0 0 0 V] 12 0 0 0 O 0
Female 15 6 0 0 0 V] 1 0 0 4 1 4 2 0 0 O 0 5 1. 0 0 O 0 6 0 0 O Q 0
60 6 0 0 0 0 1 3 1 1 0 4 1 1 0 O 0 4 1 1 0 O 0 6 0 0 0 O 0
250 12 0 0 [ 1 Qo 1 3 5 2 8 3 1 0 ¢ 0 10 2 0 0 O 0 12 0 0 0 O 0
1) - : <10 mg/dL +- 1 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ 1 251 - 600 mg/dL ++++ : >600 mg/dL
2) - : <5 mg/dL +- ¢ 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ : 71 - 125 mg/dL ++++ : >125 mg/dL
3) - : <30 mg/dL +- : 30 - 60 mg/dL + : 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ 1 251 - 750 mg/dL ++++ 3 >T50 mg/dL
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Table 5-2 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Urinalysis (Week 4) »
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
ng/kg - 4= + ++ dE4 - + o+ ket e d - + Ak ekt ke E LY Y DY
0 12 i2 0 0 0 O 12 0 0 o 0 12 0 0 ¢ 0 012 0
Male 15 6 6 0 0 0 0 6 0 0 O 0 6 0 0 O 0 0 6 O
60 6 6 0 0 0 0O 6 0 0 O (4} 6 0 0 O 0 0 6 0
250 12 12 0 0 0 0 12 0 0 0 0 12 0 0 0 0 0 3 9
0 12 12 0 0 0 O 12 0 0 0 0 12 0 0 O 0 012 0
Female 15 6 6 0 0 0 O 6 0 0 0O 0 6 0 0 O 0 0O 6 0
60 6 6 0 0 0 O 6 0 0 O 0 6 0 0 O 0 0 6 0
250 12 12 0 0 0 O 12 0 0 O (o] 12 0 0 O (o] g 12 O
4) - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL : 0.5 - 1.5 mg/dL. ++ : 1.6 - 5.0 mg/dlL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL

+
6) +- : <2.0 mg/dL + 1 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12,0 mg/dL ++++ @ >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-3 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Urinalys}s (Week 4)
URINE SEDIMENT
; CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No. -
mg/kg - - + 4 e+t - 4= + o+ - - + 4+ +++ - - + 4+ - - + - = + ++ 4 LR + 4t e+
0 12 12 0 0 0 0 12 0 0 0 0o 012 0 0 O 12 0 0 0 O 12 ¢ © 5 7T 0 0 0 12 0 0 0 O
Male 15 6 6 0 0 O O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 4 2 0 0 O 6 0 O o 0
60 6 6 0 0 0 O 6 0 0 0 O ¢ 6 0 0 O 6 0 0 0 ‘0 6 0 O 6 0 0 0 O 6 0 0 0 O
250 12 i2 ¢ 0 0 o 12 0 0 0 O 011 1 o0 ¢ 12 6 0 06 0 12 0 O 8 4 0 0 O 12 0 0 0 O
0 12 12 0 0 0 O 12 0 0 0 ¢ 011 1 0 © 12 0 0 0 O 12 0 0 8 4 0 0 O 12 0 0 0 O
Female 15 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 ¢ 3 3 0 0 O 6 0 0 0 0
60 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 0 6 0 0 0 O 6 0 O 3 83 0 0 O 6 0 0 O O
250 12 12 0 0 0 O 12 0 0 0 o0 012 0 0 O 12 ¢ 0 0 O 12 0 © 4 8 0 0 O 12 0 0 0 o
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + s Mild
Cco : Calcium Oxalate ++ 1 Moderate

Severe
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Table 5-4 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphencl in rats with a recovery period of 2 weeks
Water intake and urinalysis (Week 4)
Water Urine Osmolality
Sex Dose No. intake volume
ng/kg mL/24h  mL/24h mOsm/kg
0 i2 Mean 37 11.6 1871
S.D. 6 3.8 286
Male 15 6 Mean 38 12.6 1784
: S.D. 5 6.4 307
60 6 Mean 40 13.7 1914
S.D. 7 3.9 391
250 12 Mean Slex  14.0 1635
S.D. 12D 5.2 486
0 12 Mean 32 8.7 2142
S.D. 15 6.7 786
Female 15 ] Mean 25 6.3 2056
S.D. 4 1.6 288
60 6 Mean 28 4.8 2432
S.D. 6 1.5 456
250 12 Mean 26 5.9 2010
S.D. 6 3.4 324

#% : p<0.01 (Significant

D : Dunnett's test

difference from control group)
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Table 5-5 A 28-day oral toxicity study of 2,86-di-tert-butyl-4-ethylphenol in rats-with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery)
: 1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - = 4t A bt - e A ekt A EE - 4= 4+ et At Fhdt
Male 0 6 4} 0 0 0 0 1 2 2 1 1 4 1 0 0 0 4 1 1 0 0 0 6 0 0 0 O 0
250 6 0 0 0 o 0 0 3 2 1 1 3 2 0 0 0 4 1 1 0 O 4} 6 0 0 0 O 0
Female 0 6 0 0 0 1 1 1 0 3 0 4 0 2 0 O 0 4 1 1 0 O 0 6 0 0 0 O 0
250 6 0 0 0 1 0 0 2 2 1 0 4 2 0 O 0 1 4 1 0 0 0 6 0 0 0 O 0
1) - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ 1 >600 mg/dL
2) - 1 <5 mg/dL +~ 1 5 - 7.5 mg/dL + : 7.6 ~ 30 mg/dL ++ : 31 - 70 mg/dL +++ 1 71 - 125 mg/dL ++++ ¢ >125 mg/dL
3) - : <30 mg/dL +~ : 30 - 60 mg/dL + : 61 ~ 125 mg/dL ++ 1 126 - 250 mg/dL +++ 1 251 —.750 mg/dL ++++ : >T750 mg/dL
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Table 5-6 A 28-day oral toxicity study of 2,6~di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg B R T S S T S A e X 4 L L LY Y DY
Male 0 6 6 0 0 0 O 6 0 0 0 0 6 0 0 O 0 0 86 0
250 6 6 0 0 0 O 6 0 0 O 0 6 0 0 O 0 0 6 0
Female 0 6 6 0 0 O O 6 0 0 O 0 6 0 0 O 0 0 6 0 'wH
250 6 6 0 0 0 O 6 0 0 ¢ o] 5 1 0 O 0 0 6 0
4) - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 -~ 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL + : 0.5 - 1.5 mg/dL., ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL, ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-7 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast ) PS CcOo
Sex Dose No.
mg/kg - += + ++ +++ R R T - d- o+ ke et - 4=  + 4+ 4+ - +- o+ ~ 4= 4 ¥ ~ k= dE ok

Male 0 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 O 3 3 0 0 O 6 0 0 0 O

250 6 6 0 0 0 O 6 0 0 0 0 0 6 0 ¢ 0 6 0 0 0 O 6 0 O 3 3 0 0 O 6 0 0 0 O
Female 0 6 6 0 0 0 0- 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 O 6 0 0 4 2 0 0 O 6 0 0 0 O

250 6 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 O 6 0 O 3 3 0 0 O 6 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- @ Slight
PS : Phosphate Salts * 1 Mild
Cco : Calcium Oxalate ++ @ Moderate

+++ : Severe
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Table 5-8 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Water intake and urinalysis (Week 2 of recovery)
Water Urine Osmolality
Sex Dose No. intake volume
ng/kg mL/24h mL/24h mOsm/kg
Male Q 6 Mean 40 13.4 1910
S.D. 5 4.7 220
250 6 Mean 51 16.3 1644
S5.D. 12 6.2 500
Female 0 6 Mean 32 7.8 1862
S.D. 10 3.2 237 .
250 [ Mean 33 5.9 2254+
S.D. 7 2.4 309T

*

T :

Student's t-test

: p<0.05 (Significant difference

from control group)
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Table 6-1 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphencol in rats with a recovery period of 2 weeks
Hematology (Day 28)

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Sex Dose No. locyte let ’ nogen
mg/kg X104/ 4L g/dL % fL Pg % % X10*/uL S s ng/dL
0 6 Mean 769 15.8 47 60.4 20.5 33.9 2.3 100.8 16.5 25.2 280
S.D. 33 0.7 2 0.8 0.4 0.7 0.4 4.3 2.4 2.5 31
Male 15 6 Mean 773 16.1 47 61.0 20.8 34.2 2.0 106.3 16.3 25.2 319
S.D. 22 0.3 1 1.6 0.5 0.5 0.2 11.3 2.2 4.6 19
60 6 Mean 770 15.8 46 59.7 20.6 34.4 2.2 111.5 18.5 26.8 321
’ S.D. 39 0.5 2 1.7 0.6 0.7 0.3 11.3 2.4 3.0 30

250 6 Mean 778 15.8 46 58.9 20.3 34.5 2.4 120.6%% 24 . 1% 36.T#+ 411 %%

S.D. 44 0.5 2 1.7 0.5 0.5 0.6 12.4D 2.2D 3.8D 31D
0 6 Mean 757 15.9 45 59.5 20.9 35.2 2.0 113.2 12.0 15.9 239
S.D. 32 0.5 2 0.6 0.3 0.5 0.3 6.5 0.7 2.3 18
Female 15 6 Mean 772 16.0 45 58.7 20.7 35.2 2.0 117.7 12.0 18.9 240
S.D. 15 0.5 1 1.2 0.5 0.4 0.4 5.8 0.4 2.9 21
60 6 Mean 753 15.6 45 59.0 20.8 35.1 1.9 119.3 11.7 18.0 253
S.D. 36 0.8 2 1.6 0.8 0.6 0.4 2.2 0.6 2.6 23

250 6 Mean 757 15.4 44 58.1 20.4 35.1 2.0 127.3» 13.9 23.6#% 308#+

S.D. 47 0.9 2 0.9 0.3 0.3 0.5 10.5D 1.9 3.9D 29D

# : Dp<0.05 ; #« : p<0.01 (Significant difference from control group)
D : Dumnnett's test
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Table 6-2 A 28-day oral toxicity study of 2,;6-di-tert-butyl-4-ethylphenol in rats with a recbvery period of 2 weeks
Hematology (Day 28) )
WBC Differential leukocyte counts (%) Erythroblast
Sex Dose No. counts
mg/kg X10?/#L  Lymph. Stab Seg. Eosino. Baso. Mono . Others (/200 leukocyte)
0 6 Mean 93 83.1 0.3 15.0 0.6 0.0 1.0 0.0 0
S.D. 22 T.2 0.4 7.2 0.5 0.0 0.6 0.0 0
Male 15 6 Mean - 88 87.1 0.3 10.9 0.4 0.0 1.3 0.0 0
S.D. 26 3.7 0.3 3.8 .0.5 0.0 0.7 0.0 0
60 6 Mean 95 86.7 0.4 11.5 0.4 0.0 1.0 0.0 0
S.D. 27 . 3.8 0.2 3.9 0.5 0.0 0.5 0.0 4]
250 6 Mean 99 89.3 0.3 9.4 0.3 0.0 0.8 0.0 0
S.D. 35 4.1 0.3 4.1 0.4 0.0 0.5 0.0 Q
[
>
g 0 6 Mean 76 86.3 0.4 12.1 0.7 0.0 0.6 0.0 0
S.D. 8 8.3 0.4 5.8 0.7 0.0 0.6 0.0 Q
Female 15 6 Mean 76 82.8 0.5 15.4 0.6 0.0 0.7 0.0 0
8.D. 12 3.4 0.3 3.4 0.4 0.0 0.6 0.0 0
60 6 Mean 69 84.2 0.5 14.1 0.5 0.0 0.8 0.0 0
S.D. 19 2.9 0.3 2.4 0.6 0.0 0.7 0.0 0
250 6 Mean 85 84.5 0.4 13.6 0.6 0.0 0.9 0.0 0
: S.D. 16 7.6 0.6 6.7 0.7 O.Q 0.4 0.0 (4]

No significant difference in any treated groups from control group.
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Table 6-3 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Hematology (Week 2 of recovey)
RBC Hb Ht MCcV MCH “MCHC Reticu- Plate- PT APTT Fibri-
Sex Dose No. locyte let nogen
mg/kg X104/ L g/dL % fL pg % % X104/ pL s s mg/dL
Male 0 6 Mean 815 '16.4 47 57.0 20.1 35.3 2.2 95.2 15.0 24.3 344
S.D. 23 0.3 1 1.1 0.5 0.6 0.4 4.4 1.7 1.6 32
250 6 Mean 77T 16.0 45 57.9 20.6 35.5 2.5 105.5%» 16.5 22.6 311
S.D. 23T 0.5 1T 1.0 0.4 0.3 0.3 4.2T 3.8 2.7 38
Female 0 6 Mean 772 15.5 44 57.3 20.1 35.2 2.3 107.0 11.5 15.3 221
S.D. 19 0.4 1 1.0 0.4 0.5 0.4 7.7 0.4 1.6 30
250 6 Mean 764 15.7 44 57.7 20.5 35.5 2.2 106.0 11.1 15.8 249
S.D. 27 0.2 1 1.8 0.7 0.3 0.5 8.6 0.7 2.7 43

* : p<0.05 ; #% : p<0.01
T : Student's t-test

(Significant diffe;ence from control group)
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Table 6-4 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Hematology (Week 2 of recovey)
WBC Differential leukocyte counts (%) Erythroblast
Sex Dose No. counts
mg/kg X10%/#L  Lymph. Stab Seg. Eosino. Baso. Mono. - Others (/200 leukocyte)
Male 0 6 Mean 105 87.8 0.2 11.0 0.5 0.0 0.6 0.0 0
S.D. 18 5.5 0.3 5.3 0.3 0.0 0.5 0.0 0
250 6 Mean 99 87.3 0.3 11.4 0.5 0.0 0.4 0.0 0
. S.D. 22 1.6 0.3 1.5 0.8 0.0 0.4 0.0 ¢
Female 0 6 Mean 87 84.2 0.3 14.3 0.8 0.0 0.5 0.0 0
S.D. 19 6.1 0.3 5.8 0.6 0.0 0.6 0.0 0
250 6 Mean T2 86.3 0.3 12.0 0.8 0.0 0.8 0.0 Q
S.D. 7 3.9 0.3 3.6 0.6 0.0 0.4 0.0 0

No significant difference between treated group and control group.
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Table 7-1 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Blood chemistry {(Day 28)
AST ALT LDH v —GTP AlP T.cho TG PL T.bili- Glucose
Sex Dose No. (GOT) (GPT) rubin
mg/kg 1U/L IU/L 1U/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 6 Mean 67 27 62 1 685 47 40 94 0.0 134
S.D. 6 4 9 0 96 11 19 17 0.0 11
Male 195 [ Mean 66 31 60 1 734 59 54 -1086 0.0 125
S.D. 4 3 9 0 112 6 16 9 0.0 4
60 6 Mean 68 31 57 1. 754 59 37 101 0.0 131
S.D. 8 6 5 0 82 9 14 14 0.0 20
250 6 Mean 60 29 61 1 661 65 29 107 0.0 120
S.D. 2 4 11 0 147 17D 11 15 0.0 11
1
>
‘r 0 6 Mean 70 27 62 2 419 61 10 112 0.0 95
S.D. 11 2 7 1 29 13 3 15 0.0 9
Female 15 6 Mean 60 23 55 1 483 61 12 107 0.0 101
S.D. 7 3 11 1 131 13 5 18 0.0 9
60 6 Mean 62 22 56 2 413 73 10 118 0.0 89
S.D. T 1 15 1 59 T 5 5 0.0 4
250 6 Mean 58# . 27 52 2 362 OTwx 17 150« 0.0 98
1 41 . 23D 5 25D 0.0 7

S.D. 7D 7 4

% : p<0.05 ; #+ : p<0.0l (Significant difference from control group)
D : Dunnett's test
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Table 7-2 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Blood chemistry (Day 28)
BUN Crea- Na K c1 Ca P TP Albumin A/G
Sex Dose No. tinine
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 6 Mean 12 0.24 143 4.8 107 9.8 8.1 5.9 2.7 0.87
- S.D. 2 0.03 1 0.5 2 0.2 0.4 0.2 0.1 0.05
Male 15 6 Mean 12 0.26 144 4.7 106 9.9 8.2 6.1 2.8 0.86
S.D. 2 0.03 2 0.2 2 0.3 0.8 0.2 0.1 0.05
60 6 Mean 11 0.25 144 4.7 108 9.8 7.7 6.0 2.7 0.82
S.D. 1 0.02 2 0.1 2 0.2 0.2 0.2 0.1 0.04
250 8 Mean 10 0.23 143 4.8 106 10.3%% 7.7 6.4 2.9 0.81
S.D. 1 0.03 1 0.3 1 0.2D 0.5 0.2D 0.1 0.03
|
>
“ﬁ 0 6 Mean 17 0.32 142 4.4 110 10.0 7.6 6.1 2.9 0.89
S.D. 2 0.02 1 0.4 1 0.2 0.4 0.1 0.1 0.06
Female 15 6 Mean 16 0.29 142 4.5 110 9.8 7.6 6.1 2.8 0.88
’ S.D. 2 0.03 1 0.3 1 0.3 0.6 0.2 0.2 0.06
60 6 Mean 16 0.30 - 143 4.4 109 10.0 7.5 6.2 2.9 0.90
S.D. 3 0.05 2 0.5 2 0.2 0.8 0.1 0.1 0.04
250 6 Mean 14 0.27 143 4.4 107#» 10.3 7.7 6.6 3.0 0.86
S.D. 1 0.02 1 0.2 2D 0.2 0.3 0.2D 0.1 0.07

#% : P<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 7-3 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks

Blood chemistry (Week 2 of recovey)

AST ALT LDH v —GTP AlP T.cho TG - PL T.bili- Glucose
Sex Dose No. (GOT) (GPT) rubin
mg/kg 1U/L IU/L 1u/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 8 Mean 64 28 51 1 585 57 54 105 0.1 150
S.D. 7 4 10 0 107 Q9 20 11 0.0 16
250 6 Mean 67 29 47 1 499 58 40 108 0.1 140
S.D. 4 3 5 0 52 10 19 15 0.0 17
Female 0 6 Mean 59 23 41 2 283 62 15 118 0.1 118
S.D. 6 4 10 1 101 4 3 8 0.0 22
250 6 Mean 63 23 39 2 280 Ti= 13 124 0.1 116
S.D. 6 6 5 1 52 9T 5 12 0.0 16 .

-gG¢-

: p<0.05 (Significant difference from control group)
: Student's t-test

-] %



-¥G¢-

B-5805

Table 7-4 A 28-day oral toxicity study of 2;6-di-tert-butyl-4-ethylphencl in rats with a recovery period of 2 weeks
Blood chemistry (Week 2 of recovey) v
BUN Crea- Na K Cl Ca P ‘TP Albumin A/G
Sex Dose No. tinine .
ng/kg mg/dL mg/dL  mmol/L  mmol/L  mmol/L mg/dL mg/dL g/dL g/dL
Male 0 6 Mean 12 0.28 142 4.6 106 9.9 6.8 6.3 2.9 0.83
$.D. 1 0.04 1 0.4 1 0.2 0.5 0.2 0.1 0.05
250 6 Mean 13 0.29 144 4.4 108 9.7 6.6 6.0# 2.T» 0.85
S.D. 2 0.03 2 0.2 2 0.3 0.6 0.2T7 0.17T 0.03
Female 0 6 Mean 186 0.33 142 4.2 110 10.0 6.7 6.2 3.0 0.91
S.D. 2 0.03 1 Q.4 2 0.3 0.8 0.2 0.1 0.07
250 6 Mean 14 0.32 142 4.3 109 10.0 6.9 8.3 2.9 0.87
S.D. 2 0.03 2 0.3 2 0.2 0.6 0.2 0.1 0.04

%« : p<0.05 (Significant difference from control group)
T : Student's t-test
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?able 8-1 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Day 28) i
Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose : (R+L) (R+L)
mg/kg g g(g/100g BYW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
0 No 6 6 B 6 6 6 6 6
Mean 354 1.97 499 1.27 10.12 0.67 2.72 66
S.D. - 25 0.05 94 0.21 0.90 0.13 0.32 4
Absolute 15 No. 6 6 6 6 6 [ 6 6
Mean 371 1.98 565 1.21 11.23 0.64 2.77 - 60
S.D. 25 0.07 122 0.09 0.75 0.08 0.15 6
60 No. 6 6 6 6 6 6 6 [
Mean 363 1.99 500 1.23 11.63 0.62 2.78 57
S.D. 46 0.11 105 0.21 2.08 0.10 0.42 15
250 No. 6 8 6 6 6 6 6 6
Mean 366 2.05 439 1.12 14, 27%+ 0.65 2.95 64
S.D. 24 0.07 97 0.09 1.68D 0.09 0.25 : 8
0 No. 6 6 6 6 6 6 6
Mean 0.56 141 0.36 2.86 0.19 0.77 18
S.D. 0.04 26 0.03 0.14 0.03 0.08 1
Relative 15 No. . 6 6 6 6 - 6 6 6
Mean 0.54 152 0.33 3.03 0.17 0.75 16
S.D. 0.03 28 0.02 0.10 .01 0.04 2
60 No. 6 6 6 6 6 6 6
Mean 0.56 137 0.34 3.19+ 0.17 0.76 16
S.D. 0.05 21 0.04 0.21D 0.01 0.03 4
250 No. 6 6 6 6 6 6 6
Mean 0.56 119 0.31+ 3.89%x 0.18 0.81 18
S.D. 0.05 C 22 0.02D 0.23D 0.02 0.04 2

# : p<0.05 ; =% : p<0.0l (Significant difference from control group)
D : Dunnett's test
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Table 8-2 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Day 28)
Male
Testis Epididymis
Dose {R+L) (R+L}
ng/kg g(g/100g BY) mg(mg/100g BW)
0 No. 6 6
Mean 2.79 761
S.D. 0.50 118
Absolute 15 No. 6 6
Mean 3.00 763
§.D. 0.22 104
60 No. 6 6
| Mean 3.08 805
s §.D. 0.21 66
()]
g 250 No. 6 6
Mean 2.96 791
S.D.: 0.33 95
0 No. 6 6
: Mean 0.79 ’ 216
S.D. 0.14 37
Relative 15 No. 8 8
Mean 0.81 207
S.D. 0.10 35
60 No. 6 6
Mean 0.86 224
§.D. 0.07 24
250 No. 6 6
Mean 0.81 218
S.D. 0.10 33

No significant difference. in any treated groups from control group.
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Table 8-3 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Day 28)
Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)}
mg/kg g g(g/100g B¥) mng{mg/100g BW) £(g/100g BW) g(g/100g BW) g(g/100g BW) glg/100g BW) mglmg/100g BW)
0 No. 6 6 6 6 6 [ 6 6
Mean 215 1.83 408 0.75 5.86 0.42 1.62 61
S.D. 12 0.06 84 0.06 0.46 0.06 0.07 8
Absolute 15 No. 6 6 6 6 6 6 6 6
Mean 210 1.85 443 0.76 6.16 0.46 1.74 65
S.D. 13 0.10 54 0.04 0.50 0.09 0.12 9
60 No. 6 6 6 6 6 [ [ 6
Mean 213 1.86 417 0.77 6.91x 0.46 1.76 68
S.D. 14 0.05 108 0.06 0.61D 0.05 0.09 6
250 No. 6 6 6 6 6 8 6 6
Mean 215 1.83 444 0.77 9.61% 0.47 1.75 70
$.D. 16 0.05 85 0.05 1.00D 0.05 0.11 10
0 No. 6 6 6 6 6 6 6
Mean 0.85 189 0.35 2.73 0.20 0.75 28
S.D. 0.05 32 0.02 0.14 0.02 0.08 3
Relative 15 No. 8 6 6 6 6 6 6
Mean 0.88 212 0.36 2.94 0.22 0.83 31
S.D. 0.03 26 0.01 0.25 0.03 0707 3
60 No. 6 6 6 6 6 6 6
Mean 0.88 196 0.36 3.25%% 0.22 0.83 32
S.D. 0:05 48 0.02 0.19D 0.01 0.08 4
250 No. 6 6 6 8 6 6 6
Mean 0.85 207 0.36 4.4T% 0.22 0.81 33
S.D. 0.08 31 0.03 0.32D 0.02 0.03 4
% : p<0.05 ; #« : p<0.01 (Significant difference from control group)

D : Dunnett's test
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Table 8-4 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Day 28)
Female
Ovary Uterus
Dose (R+L)
ng/kg mg(mg/100g BW) mg(mg/100g BY)
0 No. 6 6
Mean 78.9 422
S.D. 6.5 85
Absolute 15 No. 6 6
Mean 77.8 439
S.D. 12.7 134
60 No. 6 6
Mean 78.1 463
| S.D. 10.5 87
~N
(&)
g 250 No. 6 6
Mean 83.2 439
S.D. 6.6 92
0 No. 6 6 ) '
Mean 36.8 196 -
$.D. - 2.5 32
Relative 15 No. 8 6
Mean 37.0 209
S.D. 4.5 62
60 No. 6 6
Mean 36.8 219
S.D. 4.8 48
250 No. 6 6
Mean 38.7 207
$.D. 2.2 57

No significant difference in any treated groups from control group.
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Table 8-5 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
" Absolute and relative organ weight (Week 2 of recovery)
Male
Body weight ' Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose . (R+L) (R+L)
ng/kg g  &(g/100g B¥) mg(mg/100g BY)  g(g/100g BW)  g(g/100g BW)  g(g/100g BW)  g(g/100g BW) mg(mg/100g BW)
Absolute 0 No. 6 6 6 6 6 6 6 6
Mean 430 2.07 439 1.40 12.15 0.69 3.05 64
S.D. 10 © 0.08 102 0.12 0.97 0.11 0.20 7
250 No. 6 6 6 6 6 6 6 6
Mean 400 2.02 453 1.34 11.77 0.73 2.91 62
S.D. 37 0.04 141 0.12 1.23 0.11 0.37 K
Relative 0 No. 6 6 6 [ 6 6 6
Mean 0.48 102 0.33 2:83 0.16 0.71 15
S.D. 0.02 22 0.03 0.21 0.02 0.04 2
250 No. 6 6 6 6 6 6 6
Mean 0.51 114 0.33 2.95 0.19 0.72 16
S.D. 0.04 a9 0.02 0.20 .02 0.04 2

No significant difference between treated group

and control group.
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Table 8-6 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Week 2 of recovery)
Male
Testis Epididymis
Dose (R+L) (R+L)
mg/kg g(g/100g BW) mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 3.27 1142
S.D. 0.16 66
250 No. 6 6"
Mean 3.23 1130
s.D. 0.16 58
| Relative 0 No. 6 6
> Mean 0.76 266
? S.D. 0.03 20
250 No. 6 6
Mean 0.82 284
S.D. 0.10 19

No significant difference between treated group and control group.
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Table 8-7 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Week 2 of recovery)
Female
Body weight Brain Thymus i Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
Absolute 0 No. 6 6 6 6 6 6 6 6
Mean 234 1.83 427 0.84 6.37 0.51 1.71 76
S.D. 28 0.05 95 0.08 0.94 0.14 0.19 15
250 No. . 6 6 8 6 6 6 6 6
Mean 227 1.88 315+ 0.82 6.62 0.47 1.74 15
S.D. 9 0.10 7T 0.05 0.54 0.05 0.06 T
| Relative 0 No. 6 '8 8 8 8 6 8
> Mean 0.79 182 0.36 2.73 0.22 0.73 32
T S.D. 0.09 30 0.02 0.13 0.04 0.05 5
250 No. 8 6 6 6 6 6 6
Mean 0.83 139« 0.36 2.92 0.21 0.77 33
S.D. 0.07 35T 0.02 0.23 0.03 0.04 3

« : p<0.05 (Significant difference from control group)
T : Student's t-test )
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Table 8-8 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Week 2 of recovery)
Female
Ovary Uterus
Dose (R+L)
ng/kg ng(mg/100g BY) mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 85.8 501
S.Db. 13.1 78
250 No. 6 6
Mean 88.0 478
S.D. - 13.4 56
Aa Relative 0 No. 6 6
[=23 Mean 37.0 215
n? S.D. 6.1 22
250 No. 6 6
Mean 39.0 211
S.D. 6.6 28

No significant difference between treated group and control group.
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Table 9-1 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Gross pathological findings (Main group)

Organs Sex: M M F F
Dose(mg/kg): 0 15 60 250 0 15 60 250
Findings ~ Number: 6 6 6 6
Testis .
Small i 1 0 1 - - - -
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Table 9-2 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Gross pathological findings (Recovery group)
Organs Sex: M M F
Dose(mg/kg): 0 250 0 250
Findings Number: 6 6 8
Kidney
Dilatation,pelvic 1 0 0 0




-69¢-

Table 10-1

Histopathological findings (Main group)

B-5805

A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks

Organs

Dose (ng/kg)
ose(mg :
Findings Numbgr:

MOR

M
15
6

M
60
6

[
250
6

oo

[y
[o213: B

oo

Adrenal
Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebellum
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Epididymis
Number examined
Not remarkable
Decreased sperm, luminal
minimal
severe
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Myocarditis, focal
minimal
Intestine,cecum
Number examined
Not remarkable .
Cell infiltration,lamina propria
minimal
Intestine,colon
Number examined
Not remarkable
Intestine, duodenum
Number examined
Not remarkable
Intestine, ileum{Peyer‘s patch)
Number examined
Not remarkable
Intestine, jejunum
Number examined.
Not remarkable
Intestine,rectum
Number examined
Not remarkable

DO OO OO O OGO OO0 MEUIG OO0 ORKEUIO OO® OO0 OO0 ;L O

OO OO OO0 OO0 OO0 COO0O0 OO0 OO COOO0O00 OO0 OO OO OO OO

oo OO OO’OO OO OOO00 OO0 OO O000O0 00O OO OO0 OO0 OO

OMm OO OM OO0 QO RO NDNEO OO0 RO GO0 OO OO0 GG O

DHB HO OO OO OO OON0 NNARD O

Dd D O DT O,

1

CO OC OO0 OO OO

OO OO0 OO0 OO0 OO OOe OOOO OO

o0 OO0 OO OO o

SO OO0 OO OO OO0 0000 OO0 oo

DD D OB DO OO

[ S T I )

DO OO D 00 OO0 HEAe oot OO0

-: Not applicable
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Table 10-2 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Histopathological findings (Main group)
Organs b ( /§e¥: M F F
e s . ose(mg/kg): 0 15 60 250
Findings : Number : 6 p g 15 60 258
Kidney :

Number examined
Not remarkable
Dilatation, tubular,cystic
minimal
Regeneration, tubular
minimal
Mineralization,medullary
minimal
Liver
- Number examined
Not remarkable
Microgranuloma
minimal
Hypertrophy,hepatocyte,
centrilobular
minimal

mild
Lung(bronchus)
Number -examined
Not remarkable
Cell infiltration
minimal
Accumulation, foamy cell
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular
Number examined
Not remarkable
Ovary .
Number examined
Not remarkable
Parathyrold

PO O® OOHROD OO HANG PREHERO0
OO ©CO COCO0C OO0 ARNG 00000000
00 00 Coo0oo OUHD<PWJHO> coocooooo
OB PO FHOCUIR RO0 WHOD MNLWHHNG

1
I
]

1
{
I
1

DO OO O® OO O®M OO OO0 OROR OONNOORG
OO OO0 OO0 OO0 OO O0O0OCO OO0 OMOl OOOOO00OO
OO OO0 OO0 OO OO OO0 OMO OGO OOCOOOOCO

Sciatic nerve
Number examined
Not remarkable
Skeletal muscle, femoral
Number examined
Not remarkable

Number examined 6 0 0 6
Not remarkable 6 0 0 6
No sample 0 0 0 0
Pituitary
Number examined 6 0 0 6
Not remarkable 6 0 0 6
Prostate
Number examined [} 0 0 6 - - B
Not remarkable 3 0 0 3 - - -
Cell infiltration,ventral lobe 2 0 0 3 - - -
minimal 2 0 0 3 - - =
Cell infiltration,dorsolateral lobe 1 0 0 0 - - -
minimal 1 0 0 0 - - -
6 0 Q 6
6 0 0 6
8 [ 0 6
6 0 0 6

[e>Xe > e Y o]
OO oo
o0 ©oo

OD HUIGT DD DD DR OOOOOd® OO0 UItIO® RROOCOOCUIR

[ 20 O A |

DR oM

~-: Not applicable
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Table 10-3 A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
Histopathological findings (Main group)
Organs Sex: M M M M F F F F
o Dose (mg/kg) : 0 15 60 250 0 15 60 250
Findings Number : 6 (] [ 6
Spinal cord,thoracic
Number examined 6 0 0 6 6 0 ] 6
Not remarkable 6 0 0 6 6 0 0 6
Spleen
Number examined 6 0 0 6 6 [0} "0 6
Not remarkable 6 0 0 6 6 4} 0 6
Stomach
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Testis
Number examined 6 1 0 6 - - - -
Not remarkable 5 0 0 5 - - - -
Atrophy.seminiferous tubular 1 1 0 1 - - - -
minimal 1 0 0 0 - - - -
moderate 0 1 0 0 - - - -
severe 0 0 0 1 - - . -
Thymus
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 -6 6 0 0 6
Thyroid
Number examined 6 8 6 6 6 6 6 6
Not remarkable 2 2 5 2 2 4 3 4
Ectopic thymus 1 1 0 1] 1 1 2 1
minimal 1 1 0 0 1 1 2 1
Cyst,ultimobranchial 4 a4 0 2 4 1 1 1
S R S R A T
Hypertrophy,follicular cell
v minimal 0 0 1 3 0 0 .0 2
Trachea
Number examined 6 0 0 6 6 0 0 6
- Not rg?aggable 6 0 0 6 6 0 0 6
rinary adder
Number examined 6 0 0 6 6 0 0 6
ot Not remarkable 6 0 0 6 6 0 0 6
erus
Number examined - - - - 6 0. 0 g
Not remarkable - - - - 6 0 0

-: Not applicable
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Table 10-4

A 28-day oral toxicity study of 2,6-di-tert-butyl-4-ethylphenol in rats with a recovery period of 2 weeks
. Histopathological findings (Recovery group)
Organs Sex: M M
L -Dose(mg/kg): 0 250 0 250
Findings Number: 6 6 6
Kidney
Number examined 1 0. 0 0
Dilatation,pelvic 1 4] 0 0
mild : 1 0 0 0
Regeneration, tubular 1 0 0 0
minimal - 1 0 0 0
Mineralization,medullary 1 0 0 0
minimal 1 0 0 0
Liver
Number examined 6 6 6 6
Not remarkable 1 1 0 0
Necrosis, focal 0 1 0 0
mild 0 1 0 0
Microgranuloma 5 5 6 4]
minimal 5 5 6 6
Thyroid
Number examined 6 6 6 6
Not remarkable 4 3 3 4
Cyst,ultimobranchial 2 3 3 2
minimal 2 3 3 2
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1. XRE
2-FTFNA VT FIm—T )L OME & A D IEIRIERE R

2. FAEREK
HHRWE ORI FIRNERB R 2 RE T 570, MEZ AV EREREEARE
Fhid 5. |

3. BEFLEGLP BIUMEIML7=UA RTA

GLP

o FHULFWEEIR DR F T SRR B 2 BT oW T (R 15 £ 11
A 21 BEAFRE 1121003 5, PAL15-11-17 WEH 3 5, BHECRSE 031121004 5)

¢ OECD Principles of Good Laboratory Practice (as revised in 1997), ENV/MC/CHEM(98)17

TARTA

o FHUYFEWEZIURDRROFIECOWT (ERR 15 4E 11 A 21 AZREFRE 1121002
=, PE1S-11- 13 8RS 2 5, BRIRERE 031121002 &)

e OECD Guideline for the Testing of Chemicals 471 (21st July 1997: Bacterial Reverse
Mutation Test)

4. HREREF
9889 ( 115—208 )

5. HABRMER
T437-1213 #H FLEE R T 582-2
MEEN BRRERRZEEHIE ¥ — WEH ZFter o)
Tel: 0538-58-1266 Fax: 0538-58-1393
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ERRIET R Rk 1848 A 17 A
HRERFET R - FRL1948 A 16 A

13. #EMRE

13.1.

13.2.

13.3.

13.4.

13.5.

13.6.

13.7.

13.8.

13.9.

13.10.

HEEREA
2-F T FNA VT FNm—T )

oy MES

GIo1

AL LMt

BAFAR
YRk 18 454 A 24 H

BAR
500 g

(ZZE= S

RIS
L & — R E A E N R E

o 7 BAE2 BB TSI B N LT RIRE ch. 72

{RTEHART : 2006 SE 4 A 24 B~R%E7 A L10 B
FHNE : 3.0~74°C

o 6 BAE2 PHEBRMETRELEN A A< /)VF 7 —T— ch.4]

Exp. No. 9889 ( 115-208 )
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{R77HAR - 2006457 A 10 H~FHES A 15 A (Bl H)

FEHIE : 5.0~6.6°C

—R
2-A VT RFIFTHLY

ea
2-Naphthylisobutyl ether
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13.12.

13.13.

13.14.

13.15.

13.16.

13.17.

13.18.

13.19.

13.20.

13.21.

13.21.1.
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FINAL REPORT

CAS No.
2173-57-1

le=ziidcs

Solu

7
Ci4H;60

ST R
200.28

Y DIRRR
SREFTE ]

[ g
32.4°C (R )

FlAR

68°C

b7NAT

K R

DMSO : A[¥ (50 mg/mL L1 L)

ZrEht
BRI PGB TITRTE.

B9 Eorg

BE(LA & OB IERT . BIAMESHRS , HRIE LA VigE.

B0 B R D BTG, MBS LV & 5 I .

B REAEEAL, WORAFY, B, RERLURECANA L 0TS,

BREESHT

FERIE T RITMIE ST 2 0 U7oRESE, MIEEN 99.6% (HIEEYE : 98%LIE) Tho
T2 eh, #RYEOERHR T OREE LI,
FLEESHTOFAI % Reference data 1 127
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REMSHT R B ORGFFM
LR ¥ — R R R E NIRRT
o 7 54E 2 BHBMEFREB N7 L TKIREE ch.72

{RAFHART < 2006 464 A 24 H~FFE9 A 13 B (RRRMERH)

FEHE : 3.0~7.7°C
BRI E DIEE

ERIE TR, 1.0 g OEBRWE 2 BRI EBEREE OFHR T T Z I

HEL, BV IIFEHORBICEELE.

14. RBHIEHS U5

14.1.

14.2.

14.2.1.

RBREERE
&% VA EIRERERRBRONA KT A L THRESNTWAKRD 5 FEEDEK
PERLT.

FAIFT7 R TA100 (b RF¥ BRI DR EHEHAY)
FAXIFTAE  TA9S (ERXAFPUERMEDT L—5 7 M)
XAIFTRHE TA1535 (b AT BEERME DO EHE#AY)
FRAIFT7RE TA1537 (e RFDUERMED 7 L—h 7 R
N WP2urd (MU 7 b7 7 VESRMEOEESHE R

RAIFTAENL1983 £9 A 6 RITH Y 7HN=TKE (=A h2EHR) 1D, E
Te, KIBEIZOUVNTIZ 1983 423 A 16 BICENEEAERBET B B ERL R
FeT) Do EEZT .

2005 8 A 30 B~FEE9 A 1 HICHROFIEREZEML, HEOFHEZRFL T
WS ERZRERIZER L7 ,

BERORTIL, BB AFALZVERTY R (DMSO, GC H, MIEE 99.9%,
Lot No. K31758278, Merck) #7EH. 80 : 7 DEISTHM LI-t%, BETHF = —7
12 02 mL F*ORELE. ZhEREEREAVCHERB LR, BRERZ ) —F—
(MDF-U71V, =¥ ; BRIEME : -80°C, ZSMEME : —60°C LIT) (ZHRFFELTC.

BT

B /v 2 — 2RI (71— )

TAAT 47 AN B (2006 424 A 1 HEUE, Lot No. ANI330DV, A Vx> 2 L&
BT #3RRIHEMA L. RS 1— M, Vogel-Bonner HEiH E 237 ol5H% 30 mL
BRI v — VIZRTELI b D TH .

-10 -
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BV 3 — ZRER AR ORI & LU TSR

B~ 7 5% o SEATI) 02 g
7 = —KFn) 2 g
VKRN U A 10 g
UV BTAKET BT L 192 ¢
Kb b U oA 066 g
D) 7 a—2A& 20 g
FEX (BA-30A, LotNo.51115, FHFERTE 104 g
FERUK 1000 mL
k77 H—

05 W%t LT b U 7.5 0.6 wv%ZER (Bacto-agar, Lot No. 4246218, BD Diagnostic
Systems) AEEEEA— b7 L—T7 CHRE LTz, ZOBREE 10 FEIZ, RAIFTA
B VA RBROEE, 0.5 mmol/L L-t 2F > (Lot No. 308C2055, BIRALE) 0.5
mmolL D- 45> (LotNo. 702W2180, BIR(L ) KK % | HEMZ, XipEZ A
HRBROBEA, 0.5mmol/LL- hY R 77 (LotNo.211D2047, BIR{LF) KER%E 1
REMZ T
HERERORTESE

AR 200 mL DNy 7 =ZA7 5 222 25 ww=a2—hJ Tz k7 a2
(Nutrient Broth No. 2, Lot No. 298714, Oxoid) Bk 25mL 5L, ZHIUZRMEL7-
BB SOUL 2B L 2. 77 X2k — NN RAYz—F— ML-10F, A7)
ICRRE L, SERBAE TORM, BERE 4°C ITHHE L. £0O%, 37°C ORIFT 8
FiRE (100 B %) & Lz, SBREICEKROBESELER L, HRBRIIERR TR
BCHNEER Lz

ATP7 & b A—F— (VI TFTAZ—K-100, Fva—~<) ZRHV, REREKROER
¥V 1.0x 100/ mLE ETHD 2 L 2R LT-. EEMEROFITRT.

AR (< 10°,/mL)

e TA100 TA1535  WP2uwrd TA98 TA1537
HEFRERR 3.71 3.05 4.37 4.18 1.57
Al — B 4.11 467 i 3.03 2.09
A 4.05 453 423 3.66 1.67

S9 mix
B 6 » ALIND S9 mix (Lot No. FSM-543, ¥ v a—=<y) ZHEBRIZERA L.

FEREEE CHRER Y U —— (GREME : -80°C, AU : —60°C LAF) IZHRfFELTE.
- 11 -
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14.5.
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S9 DFRLTTIE
S9 M DBROBMTE, M, s, FHFEWHELR O NIFEFEFEZRORITNY.
7y hNEF RAA-543
BUEFEHA B 2006 4E5 A 12 B (GEEWEREGHIGES A R)
EHE Z v b : Sprague-Dawley &
WEE | 7 A
rE 209~246 g
ez I
FEME Phenobarbital (PB) 13 JU!5,6-Benzoflavone (BF)
it B S e
BF: 8 mgkg 1[E (3HAH)
55k fEEAE 5
BHEE 25.94 mg/mL
S9 mix DFAEK
S9 mix 1 mL FDEZ LA TFITRT.
s9 | 0.1 mL
MgCl, 8  pmol
KCl . ' 33 pumol
G-6-P 5 pmol
NADPH 4 umol
NADH . 4 umol
Na— Y EEIEEWR (pH 7.4) 100  pmol
PEREIR DB

TERWEIL, KIRNET, DMSOILIZRIETH D Z L, BHMELEL 27—
—T7 % AW TR 24T > 7-DMSO (SeccoSolv®, #iEE>99.5%, Lot No. K32997731
[AEZERE, F—BRBR], HMEE>995%, Lot No. K35364331 [AFER], Merck) iZ
R X H 7=

FESRERBR I, EHEMYERRWE 350 mg 2REICEY, BBRMEIRBREICE
L7-%%, DMSOf6mL &M%, U3 bifExdr-. S5, DMSO #1zxT7
mL [ZER L, FBUFR (50.0 mg/mL I&K) % #fE L7z, Z D 50.0 mg/mL FHRFIR 3 mL
% DMSO45mL 252 &2k, 200 mymL WREZAM Lz, DUTFRIRICAIRE
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14.6.1.
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1TV, 8.00, 3.20, 1.28, 0.512, 0.205 3L TY0.0819 mg/mL AR % FAE L7-.

FRERERER (BRB) <L, HHEANCERYE 200 mg 2REICEY, BRETX
ABREIE LI, DMSOKI4mL 20z, B LRNOHEMIE. S5IT, DMSO
Mz T5 mLIZERL, FRFEK (4.00 mgmL &K ZERHLE. 20400 mg/ml
FRFE 2 mL % DMSO 3 mL 1Mz 5 Z &1k Y, 1.60 mgmL R EFRELE. LT
FHERIZAIR ATV, 0.64, 0256, 0.102, 0.0410, 0.0164, 0.00655, 0.00262 L 710.00105
mg/mL {FRE TR LT,

FRBR T, SERERTICHERIE 250 mg ZHEHICEY, BT SR BB L2,
DMSO 34 mL 20Nz, HEELA2NOHEMIE7-. I5HIZ, DMSO 22T 5mL IZE
AL, AR (50.0 mg/mL %K) ¥R L. 20500 mgmL FHEURHR 3.5 mL &
DMSO 3.5 mL 2% 5 Z &ic kY, 250 mg/mL WiRETRE L. UUTRBICHER T
VY, 125, 625, 3.13, 1.56, 0.781, 0.391, 0.195, 0.0977, 0.0488, 0.0244, 0.0122, 0.00610 |
35 X 18 0.00305 mg/mL VS SEL L 7. ‘

WTHORBRICIBW T H S, SRMEREZRECIIER L. 2k, Y
W (RS 3.5 B ICHE, R, BESOEMIEERD bR oT.

P (A0 xiER
BB TR V28¢5 5 DMSO &M L=

BorEse HR

TRLOBHERT R & 3 BRI Uiz, AF-2, 9-AAB KT 2-AAIE, DMSO (Lot No.
K30049278, Merck) & FVVCFREL L, NaNsid, FERFAK (AASERFEFAAK, Lot No. ,
SF77N, KIFZETH) 2RV CRE L. SRR E2E/BRERT = —71205mL T
DL, HRE (GREME : -80°C, FLUEH : —60°CLLT) A7 L7z b D ERBRICH
(EFIARR - 2007 412 A 28 A).

AF-2 2-2-7 U NW)3-(5-=ha2-7 Yy TZUNTIK
(B8 99.5%, LotNo.PKE1831, FytfliskT3)
NaN; 7T MU A

(W 99.5%, Lot No. KLH1033, fn;ﬂﬁﬁ'ﬁﬁ%l%)
9-AA 9-7 I )T UYL EREE

(M 99.3%, Lot No. 16323JR, Sigma-Aldrich)
2-AA 2-TI)T7 v oY

(Z 8 95.0%, LotNo.KLH1058, Tk T %)

-13 -
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14.6.3.

14.7.

14.7.1.

14.7.2.
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(RETEMEERIEFAE T - —S9 JLHE)

RE By

e BEMERHE  BRMERHR 1A
Bk B g/ — EEREE
WweE RS A Fol) (ugmL)

F R I F 7 AHE TA100 AF-2 2006.5.29 0.01 - 0.1
XA IF T XE TAS AF-2 2006.5.29 0.1 1.0
FAIF 7 AHE TA1535 NaNj 2006.5.29 0.5 50
XX F 7 AHE TA1537 9-AA 2006.5.29 80 800
KIGE WP2uwwrA AF-2 2006.5.29 0.01 0.1
CHEEMEALSRIAE T« +S9 AUER) ‘
= i BR

{ RS B FUe 1) (ughnL)
FAIF 7 AE TA100 2-AA 2006.5.29 1.0 10
FAIF 7 RHE TAS 2-AA 2006.5.29 05 50
XX IF T AE TAI535 2-AA 2006.5.29 2.0 20
X IF 7 RH TA1537 2-AA 2006.5.29 2.0 20
KIGHE WP2uvrA 2-AA 2006.5.29 10 100

7B, ThoDRET ZEEICRT 2 ERFMERER—T A b VA K54 & GLP]
(Ffirg ZemETM b F Y ERES R, 191 4F) (T TGRELE.
IEFERRER

WREIR (FRBYURIR) 72 5 UNT S9 mix 122V CIHERRBRE 6 L7z, $72bb,
AHRIEE 100 pL 3 BV NE S9 mix 500 pL I by F 7 A —2 mL ZHML, FL— ki
PRV, 37°C Gt T 48 ERIGHE L%, MBI OH IR HER L. TRUSIRS &
RS9 mix DWTHUZHOWT S 2 DT L— F &AW TEERBR L = L.

2-F T FNA Y TFNT—FT VFHRYFIR: & ONZ S9 mix DEFRBRIZISVNT, B O
FEIIRRD b o Tz,

RERERR (FiEs)

Jizh-+

FEREABRICBIT 2HBRWEOHEL LT, HA4 R5A4 2 EED SN 5000 ng”
FU— hemmAEE L, BUF, 2000, 800, 320, 128, 512, 205X 0U8.19 pg/ 7
L— RERE L. :
R L — M L USRI

1 &40 37 L— h RV,
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14.7.5.

14.8.

14.8.1.
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A > 7 2 RAWT, FBRERE, SOmix DEER I OHABZHARTAZLICLNES
L— MBI LT

PERWE b 5\ NIRTRIE OAIRES L USRS

AR ISR, SRR B 2 IR IR EESIR % 100 uL, WRW\T, REHE
PEALRIEGIET (-S9O 4H) DHFAIE, 0.1mol/l F MV 74« U U ESEEIR (pH74)
500 uL %, MREEHECRFET +S94H) OBAE, S9 mix 500 pL #5¥ELE. S
BT, AR L RERERBIR 100 uL 2278, YA —F—N"RAyz—h—
MM-10, #45 %) ZFVT37°C, 120 B,/ 50T 20 HEEELE (LA
UFa—vay). REKTER, borTH2ml 2HENL, NEWERE L. £
D, BEKRETL— M RICES, —HCRT 2. {HiR& (SSV-R11DA, MHEE(L) %
B, &7 L— b % 37°C OS{ET 48 ks Lz,

P&
BAIEIZ BT, ABRBIIARFR L OV o =—$EHAlRR - g E T O F &2
AR CHEIZE L.

= v =— 4G

WBEOEEREER 2R 5720, 7L— b EoOREBEK GRE 0£FR
BRIZOWTEEBMEE (<40) ZAVWTEELE. RWT, ERERERIZIVAELE
oo=—FEFRILZ., FHIICERL T, ar=—7F7 4% — (CA-11, VAT LY
A T R) RV, BRFEZRONCHZEL LBEEERL Cou=—HEHEH L.

AFBEED DVITHEIIC LV 2 =—TFF f P—DFEHITEL 256, BR
Tan=—#EFHEK L=,
FBRRERRR (BB
Fg

MBREART, —S9 LFD WP2uvrd FRUSL OB & UNT+S9 A3 D TA100 £,
TA1535 BRB LU TA1S37 #RICE W T, BHEE TEBHESRD bh, £BMELR
ST AEIX A AERMS 2034 HEUT LGN olz. LMo T, &
HIEMEZREL, MERERR (BRB) »FEEL-. FAERERR BRB) |
BIIA2HBRWEOREL LT, KEBIRTTHERZREL-.

-15-
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14.8.3.

14.84.

14.8.5.

14.9.

14.9.1.
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CHEEMEERIEFET - —S9 AU
Bk HE g/ 7L—1h)
TA100 0.105 0.262 0.655 1.64. 4.10 10.2 ‘ 25.6
TA1535 0.105 0.262 0.655 1.64 4.10 10.2 25.6
TA98 0.655 1.64 4.10 10.2 25.6 64.0 160
TA1537 0.105 0.262 0.655 1.64 4.10 10.2 25.6
CRENEMELRFET : +89 B
Bk HE (w/71—1)
TA100 0.655 1.64 4.10 10.2 25.6 64.0 160
TA1535 0.655 1.64 4.10 10.2 25.6 64.0 160
TA1537 1.64 4.10 10.2 25.6 64.0 160 400

R L — NS USRI
14727508 L= FiEICHE U 7.
PERE B 5\ IR E AR ES KOSt
1473 5CHE LT HEICHE L 7.
rHEO L
147417508 U= FIEICH#E U -,
= b =4 |
14.7.5.\Z5CE, LT FIEIZHE L 7=,

AR

&

MEREARRS LOHERERR (BB OfR, -S9 BRR X UHS9 DV
NORBRBRIC I T BRI b iz, HEREHICK3 2 A B THEER
I¥, FEERERBRC-S9 MURE L UNS9 MR D WP2uvrd HRUSNOBERRIZIBWT, B
EFIITHEE RO ONE. £z, AERERR BRB) 2B\, EELx:
ETOFRERERE (-89 4UHED TA100 ¥k, TA98 Bk, TA1535 £k, TA1537 £k, +S9 UMD
TA100 Bk, TA1535%K, TA1537#%) omAE (kXY 102~400 pg/ 7FL—hK) T

AEBHEEFESRBD O, LIzA->T, ARBRICBT S85RWEOMEL LT, WP2uwrd

BRIZBW T, 5000 pg/ FL—raEEHAELE L, ThUSNOBEKRIZBON T, £F
EFERSROOND LEZ DNLABERREHEL LT, KERIORT6 72137 AR

PERE Lz,
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.14.93.

14.94.

14.9.5.

14.10.

14.11.
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(HREREIECRIETFE T : —S9 JLEE)

BIER ME g/ 7v—"h)
TA100 0.305 0.610 1.22 244 4.88 9.77 19.5
TA1535 0.610 1.22 244 4.88 9.77 19.5 39.1
WP2uvrA - 156 313 625 1250 2500 5000
TA98 4.88 9.77 19.5 39.1 78.1 156 313
TA1537 0.305 0.610 1.22 2.44 4.88 9.77 -19.5

CHREHEME LR ETET - +S9 403E)

BEbk ' AE (wg/ 7L—1)
TA100 4.88 9.77 19.5 39.1 78.1 156 313
TA1535 4.88 9.77 19.5 39.1 78.1 156 313
WP2uvrd . 156 313 625 1250 2500 5000
TA98 19.5 39.1 78.1 156 313 625 1250
TA1537 4.88 9.77 19.5 »39.] 78.1 156 313

R V— N KOS E

147207508 L= FEICHE U 7.
BEERIE & 5\ SR E OERE L UREE S

4738 LI-FEICE L. 1270, LA rFaX—va AT vr—F—
2y z—H— M-1008, ®AFv2) ZRAVE.

PrHE g
14740508 L= HiEIc U7,

oo =—HEHA
14752508 U= FiEIc#E U 7.

HRERRRLEE

a. [EMERERE L OVGMERTEROEOEIRER o o =—803, HBT — ¥ 0RO EAE
ENTHEZ &

b, BB oo =—#0, RIFFNCERT 2 MRED 2 428152 &
RS R LTEEAT, RBIIRNI Uiz ST L.

RO |
SERAEIRIER = 0 = — HIMERTRD 2 S BTN L, oo, ZORIIN RS
Ve 5V NEFFEPEDSER & I B AIC IR L M LTz
SRR T i L o RN L Ao 7o
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15. RBER
15.1. FEFRERAR

15.2.

153.

FER% Figure I~5 B LU Table 1, 2 1R

2-FTFNA Y TF)E—T VB THE, —S9 JBRAR 5 ONTHS9 MRV ORRER
BERICRW T, ERER oo =—HKOEIMIERD bhiahoTz. 72, S9N X
U89 S DK WP2uwrd BREER< 4 BRETIL, ERED 2WITFHARU EORE
W CRBREKIC X 2 £ BEERARRD bz, 7238, —S9 LB TA100 HRIZH
7% 800 ug/ 7L— hAEDORET, BMONEBHEOKEIZLY, m0=—7TF74
P—CIERRERMEERO 2 0 =— L EREO o =— 4RI TE 2h o2z, B
LY au=—8EieE LTz,

PP E Y, SRBRERICK L CEIRERER LB ICHRE L.

WRWEOFTHE (HERERR)

KBRERAAIRAZ, ~S9 B TIL 512 ng/ 7 L — MU LD AECTRRNRIZHBRAEL, X
biZ, 800 ug 7L — Y kD AETILERMFEROITHISEE Iz, +S9 T
11320 pg /7 L— NAEOAETRINRICAENRAEL, X517, 800 pg/ 7 L— KAk
DHETHEKRROT MG L OBHMRROT N EE I h .

oo =—HERIERC R TIE, —S9 38 L UWS9 BB 12 2000 pg 7 L— RELED
AETRBHFRROITEMR AL, E5IZ, 5000 pg/ 7 L — b TILEHBRR O
HglEShie.

TA100 #RD 800 ug,/ 7" L— MIBWT, MWAEBHEOREICLY, ou=—7T7FF
A P—TIIRBERMEE RO 2 0 =— L BEEO an =— L BRI TE o lzfed,
BRICKY an=—8Esk Lz, £72, THHOEEC LY, -S89 LED 2000 pg”
TL— A EDORER L UHS9 LD 5000 pg/ 7'L— b TiE, avg=—7F 74 F—
DEFAAEY S HWTL, BRI LD 2 =—Ha it i
FABRRERBR— B3R

FER% Figure 6~9 B X' Table 3, 4 12T

22FTFNA Y TFNT—T VIR TIE, BRER Do =—HOBIMIGED bk
Motz £, BEBREMRICHT 2 EBHEERIL, —S9 4B, TA100 #kis LUt TA1537
BRD 102 pg/7'L— MU EOHE, TAI5358RkD 256 ug/” 7L — b, TA98 BRD 160 pg
/7 — RN b ONI+S9 AL, TA100 #k KON TAL535 #RD 160 pg /7 L— b, TA1537
BRD 160 ug /7L — MU EOHETRD b,

PRMETR Y, PEREMRICR L CERERER A ERICHRE L.
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HEREYEONHE (AERERR—ERR)

AOERRRRARE, SO JUBRD 64.0 pg /7 L— MAEDORAER X US9 ED 400 pg/
L— h ThRONRIC BB E U7 2d, 2o =—H8RHARRZIE, IS0 LidBEShR
Dotz

AR

FER% Figure 10~14 B3 X (X Table 5, 6 (T~ T~

2-FT7FNA Y TFNE—T MR TR, —S9 7 HTNI+S9 WEROVWT I OFRER
EIRIZBO TS, ERERD 0 =—HoNiERD bhved-oTz. £, SBRERICH
TAAEBHEEMRRIL, —S9 AU, TA100 Bk 19.5 g/ 7L— K, TA1535 ¥k 39.1 pg
ST L— b, TA9SBED 156 ng/ 7 L— A EDORE, TA1537 8D 9.77 pg/ 7L —h
PLEDOHER BNT+S9 4L, TA100 #kD 78.1 ug /7' L— hAEOFE, TA1535 B
K ONTAIS37 BRD 156 ng, /7" — R EOHE, TAIS BRD 1250 pg,/ 7' L— M TRD O
iz,

BBV, AR L TR R AT L.

HHRWEOWTIHE  (AFRER)

KFRBRAAIRT, —SO AR TIE 78.1 pg/ 7' L — MALOHABECTRISHICAENEL, &
BT, 625ug/ 7 L— hPAEORE CITERMFER O MBI iz, +S9LHET
%313 pg/ 7 L— MU EORAETRINRIZEENEL, 61T, 625ug/ 7 L— AL
DRETHEHARRONTH®N, 1250 pg/ 7 L— MNAEORAE TILERBRRONTH
wbBEIh. :

20 =—HEHAFRC I T, —S9 AT 1250 pg/ 7 L— FEL BB B CAGEEK
WM, X561, 2500 pg 7 L— A EOHAE CERBREIROFTHYBIE S
A7z, +S9 B TIL 2500 g/ 7 L— MAEDOHAETHEHRROITHESS, EbIT,

5000 pg 7 L— N CERER OB S .

W ORIz XV ,—S9 LR D 1250 pg /7 L — ML EDOFES K UHS9 L3 D 5000
pg/ 7= hTikER=—7F 7 P—OFERARNEL TH o7, Bl Tan=—
R LT
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16. BEB LU

2-FTFNA I TFNE—T N ORI TFIRERFRE R 5720, il (*X
SFTRE - NBHE) 2RV LA X a— g VR L A ERERE R R E
b L7

HA BTA v EEDONERERETH S 5000 pg/ 7 L— ki 5\ EERERER O &£
EXHETIHEEZREL, BREITo7. FORE, 2T 7FNVA VY TFILT—T )V

EERETCIY, —S9 AR JUNS9 MUERDA T ORERERIZIWT, MR & iR L,

BIRER o 0 =—HOEMIZRD bk otz

B TERETORBERL, ARRERR, FA—EtRBIUFARICLY, B
BMESHERS S v

RaMEXTRIS L OB RO EERER = n =—403, VW Ihb Sk oE R —4
(Appendix 1) 2>53RD-EIEENTH Y, RERFRSIEMERTE- L2 L235, Mkt
ISR CTERINZH O LB Sz,

P EOREBRIERND, YBRELETIZBWT, 2-F7FNA VY TF LT —T )LD
BITRS DIB(n T IR EF RN & I S,

7B, INETIZ2-FI7FNA Y TFNT—F LOEEGEEER L OFREN AT 5
W|EIT/2V . & CH Dnaphthaleneld, MR XV MElkk TOBIEFIERERR
BrcretE, CHOMIM, Vo kIS KLUSERRATD < U AR%E Ao Qe B E TR CIBE
LOWERHDHY. EbIT, v ABH TORGHEEEFHIGRD ONRNE, va vy
Pa U REOWEAR Y MRR CHRHERIGAERD It TV %Y. 1-Methylnaphthaleneds &
U 2-methylnaphthaleneld, t bV 17 SBRIZEUN TR ELSEBEFH R L, I HIT,
l-methylnaphthalene 1%, BV 245 bRAEEFE LFRET S LBESh TV 3.
2-Naphthylamineld, ~ 7 ZB 8/ IMZRER CHRERIBHERIEAH 5N TV 5. Glydidil
1-naphthyl etheri, MIE% A= EREREAR CHBMY, ~ T2V L BRCOYPEIREE
HBRTHIE, ~ U AEH TOLRGHRRFRBR TBEL Ot bH 5
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Table 1. Summary data on dose-finding study of 2-naphthylisobutyl ether

[ Non—activation method : -89]

Revertant colonies per plate [ Mean*S.D.]

Compound Dose
(pg/plate) TA100 TA1535 WP2uvra TA98 TA1537
DMSO a) 0 103 100 84 9 7 9 22 20 22 16 22 14 10 13 9
[ 96 + 10X 8 + 11 21 * 17 17 + 470 11 x 2]
2-naphthylisobutyl 8.19 89 89 92 11 11 12 20 24 17 12 12 15 7 7 9
ether [ 90 +t 21 11 + 110 20 * 4 ][ 13 + 21 8 + 11
20.5 7 9% 89* 80* 7* 12* 7* 23 21 32 13 23 17 o* 8% 4%
[ 83 + 61 ] + 31 25 + 61 i8 * 510 6 + 2]
51.2 67* 83* 72% 6* 8% 11* 18 26 15 23 15 16 8* 5% 3*
[ 74 e 8 Il 8 * 31 20 + 61l 18 + 4 5 + 3]
128 53% 54x* 52% 9* 14* 10* 21 25 24 12* 19* 19* 6% 3* ' 3*
[ 53 + 1N 11 + 31 23 + 210 17 * 41 4 + 2]
320 48* 47* 42% 8* 6% 9% 18 14 13 14* 18* 14x* 3% T* 5%
[ 46 * 31 8 + 21 15 + 31 15 x 21 5 + 2]
800 4% 4% 3% 6% 10%* 13* 19 21 22 22% 21% 24%* 6* 6% T*
[ 4 + 11 10 + 4 1 21 + 210 22 + 210 6 * 1]
2000 + 1* 2% 0% 6* 6% 5% 19 16 16 11* 14* 17* 3* 1x 3*
[ 1 + 130 6 + 110 17 t 21t 14 * 310 2 * 11
5000 + ° 3* 0* 0% 10* 2% 2% 17 12 7 15% 14% 9* 2% 1* 1*
[ 1 + 210 5 * 51 12 + 510 13 + 31 1 + 11}
Positive control compound AF-2 NaNjy AF-2 AF-2 9-RAA
Dose (ng/plate) ) 0.01° 0.5 0.01 0.1 80
Revertant colonies 677 694 724 616 616 644 105 105 99 631 717 672 311 465 342
per plate [ 698 + 24 625 + 16 11 103 + 31 673 + 43 1 373 + 81 ]
AF-2: 2-(2-Furyl)-3-(5-nitro-2-furyl)acrylamide NaN;: Sodium azide 9-AA: 9-Aminoacridine hydrochloride
a): Negative control (Dimethyl sulfoxide, 100 uL/plate) i
* ; Growth inhibition was observed.

+ ; Visible precipitation was observed at the end of exposure period.
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Table 2. Summary data on dose-finding study of 2-naphthylisobutyl ether
[ Activation method : +S9]
Revertant colonies per plate [ MeantS.D.]
Compound Dose
(pg/plate) TA100 TA1535 WP2uvrA TA98 TA1537
DMSO a) 0 104 92 116 12 9 12 31 20 27 28 27 29 25 15 20
[ 104 + 12 ) 11 s 21 26 + 6 [ 28 + 10 20 + 5]
2-naphthylisobutyl 8.19 114 133 119 15 20 10 23 25 19 23 30 26 13 17 i3
ether [ 122 + 10 10 15 + 51 22 * 31 26 + 4 ][ 14 t 21
20.5 119 112 110 12 17 13 19 17 20 31 24 30 10 11 19
[ 114 + 51 14 + 30 19 * 27 28 t 47 13 t 51
51.2 98 112 116 13 8 15 16 21 21 25 24 23 20 14 13
[ 109 + 91l 12 + 4 ][ 19 + 31 24 * 11 16 + 4]
128 86* 75% 91* 15 6 8 18 24 i9 20 25 17 13* 10% 11*
[ 84 + 81l 10 + 51 20 + 31 21 x 41 11 t 2]
320 63* 68* 77* 6* 6* 7* 21 15 15 22 28 29 11* 6% 13*
[ 69 + 7 6 + 110 17 + 31 26 + 4]0 10 + 4]
800 50% 56*% 59* 6* 5% 4* 20 14 19 29% 20% 17* 4% 4% [
[ 58 + 21 5 + 11 18 + 31 22 + , 61 5 t 1]
2000 + 49% 58* 64* 12* 5% 13* 16 19 27 24* 31* 21% 12* 11% - 16*
[ 57 + 8 1l 10 + 4 21 * 61 25 + 51 13 + 3]
5000 + 29* 39% 35% 11% 8* 5% 8 16 12 9 11* 12% 2% 1* 3%
[ 34 * 510 8 + 31 12 + 41 11 * 210 2 x 1]
Positive control compound 2-AA 2-AA 2-AA 2-AA 2-AA
Dose (ng/plate) 1 2 10 0.5 2
Revertant colonies 1149 1062 1013 355 381 330 561 614 623 343 357 388 146 127 16l
per plate [ 1075 + 69 11 355 + o261 599 + 34 ][ 363 + 23 1 145 * 17 ]

2-AA:
a): Negative control

*
+

2—-Aminoanthracene
(Dimethyl sulfoxide,
Growth inhibition was observed.

100 pL/plate)

: Visible precipitation was observed at the end of exposure period.
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Table 3. Summary data on dose-finding study of 2-naphthylisobutyl ether
(Additional study)[ Non-activation method : -S59]
Revertant colonies per plate [ MeantS.D.]
Compound Dose
(ng/plate) TA100 TA1535 TA98 TA1537
DMSO a) 0 88 93 104 12 13 15 18 26 30 5 9 8
[ 95 + 8 1 13 + 2] 25 + 6 1[ 7 + 2]
2-naphthylisobutyl 0.105 107 117 105 9 13 9 9 11 12
ether { 110 * 6 10 + 2] [ 11 + 21
0.262 99 114 109 5 9 6 9 5 6
[ 107 + 8 1l 7 + 2] { 7 + 2]
0.655 118 105 108 8 16 11 20 21 20 13 8 12
o [ 110 + 71 12 + 4 ][ 20 + 110 11 t 3]
1.64 96 105 107 15 11 13 29 30 31 10 13 11
[ 103 + 61l 13 * 21 30 x 171 11 + 21
4,10 77 93 103 5 9 38 27 24 20 11 10 8
[ 91 + 13 X 7 + 21 24 t 41 10 + 2]
10.2 70* 88* 75% 7 9 8 20 25 24 8* 5% 4+
{ 78 + 91 8 * X 23 + 310 6 + 21
25.6 71% 77 76* 3* 5% 9* 26 21 22 5% 2% 7*
[ 75 + 31 6 * 3] 23 + 310 5 * 3]
64..0 16 21 14
[ 17 + 4]
160 21x 22+ 16
[ 20 + 31
Positive control compound AF-2 NaNj; AF-2 9-AA
Dose (pg/plate) 0.01 0.5 0.1 80 :
Revertant colonies 606 573 583 573 535 554 590 589 575 321 373 346
per plate | 587 + 1710 554 + 191 585 + 8 1[ 347 * 261
AF-2: 2-(2-Furyl)-3-(5-nitro-2-furyl)acrylamide NaN;: Sodium azide 9-AA: 9-Aminoacridine hydrochloride

a): Negative control (Dimethyl sulfoxide,
* : Growth inhibition was observed.

100 pL/plate)
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Table 4. Summary data on dose-finding study of 2-naphthylisobutyl ether
(Additional study)[ Activation method : +S9]
Revertant colonies per plate [ MeantS.D.]
Compound Dose
(ng/plate) TA100 TA1535 TA1537
DMSO a) 0 106 96 103 7 9 9 15 16 12
{ 102 + 510 8 * 1 14 + 2]
2-naphthylisobutyl 0.655 100 106 87 8 6 8
ether [ 98 + 10 ][ 7 + 1]
1.64 114 123 109 9 7 10 21 23 18
[ 115 + 71 9 + -2 21 + 31
4.10 115 128 139 15 11 12 22 20 25
[ 127 + 12 ][ 13 + 21 22 t 3]
10.2 124 117 127 10 8 12 23 21 26
{ 123 * 51 10 * 23 23 + 3]
25.6 97 103 116 8 5 6 17 21 23
: [ 105 * 10 1 6 + 210 20 t 3]
64.0 98 90 104 11 7 6 16 23 16
[ 97 + 7 8 * 310 18 + 4]
160 75% 68* 75% 7 8* 6* le* 15% 14*
[ 73 * 410 7 + 10 15 * 1]
400 5k 12* 15%
[ 11 * 5]
Positive control compound 2-AA 2-AA 2-AA
Dose (pg/plate) 1 2 2
Revertant colonies 1007 973 905 356 323 349 126 122 119
per plate [ 962 + 52 ][ 343 + 17 10 122 + 4]

2-AA: 2-Aminoanthracene
a): Negative control

(Dimethyl sulfoxide,

* : Growth inhibition was observed.

100 pL/plate)

Exp. No. 9889(115-208)



Summary data on bacterial reverse mutation test of 2-naphthylisobutyl ether
[ Non-activation method :

Exp. No. 9889 (115-208)

Revertant colonies per plate [ MeantS.D.]

Table 5.

Compound Dose
(pg/plate)

DMSO a) 0

2-naphthylisobutyl 0.

ether

-68¢-
-1 -

19.

39.

78.

156

313

625

94
97

92
99

89
94

96

102

96
89

82
82

84*

85

i2
13

16
18

13
17

13
15

12
11

5*

10

[ = = =
HO N 0 HO H H®

*

H o

20

6 1

19
61

24
51

27
91

14
3]

14
31

13
4]

15*

20
20

17
17

20
15

21
19

21
19

20
23

19
19

25
19

24
22

16
15

le*

17

le*

15

16

3

24

21

24

S

18

21
2]

18
31

23*
5]

14*
1]

12
13

13
12

12
10

15
17

15
13

21
18

19*

15

O*

10

= = [
A e A

*

H O

+ O

11*
4]

17*
6]

a): Negative control

(Dimethyl sulfoxide,
* : Growth inhibition was observed.

100 pL/plate)
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Table 5. -Continued
Revertant colonies per plate [ MeantS.D.]
Compound Dose
(pg/plate) TA100 TA1535 WP2uvrA TAO8 TA1537
2-naphthylisobutyl 1250 + 16 13 24
ether [ 18 + 6]
2500 + 12 18 22
[ 17 + 5]
5000 + 10 13 16
[ 13 + 3]
Positive control compound AF-2 NaNj AF-2 AF-2 9-AA
Dose (ng/plate) 0.01 0.5 0.01 0.1 80
Revertant colonies 531 602 550 585 603 627 110 92 107 806 743 805 334 390 317
per plate [ 561 * 3710 605 + 21 1 103 + 10 1[ 785 + 36 Y[ 347 + 38 ]
AF-2: 2-(2-Furyl)-3-(5-nitro-2-furyl)acrylamide NaN;: Sodium azide 9-AA: 9-Aminoacridine hydrochloride

+ : Visible precipitation was observed at the end of exposure period.
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Table 6. Summary data on bacterial reverse mutation test of 2-naphthylisobutyl ether
[ Activation method : +89]
Revertant colonies per plate [ MeantS.D.]
Compound Dose
(pg/plate) TAL100 TA1535
DMSO a) 0 99 112 96 16 12 13 15 18 28 32 21 19
[ 102 + 91 14 + 21 18 4 1 28 51 21 2]
2-naphthylisobutyl 4.88 136 128 131 7 15 13 22 19
ether { 132 + 410 12 * 4] [ 20 2]
9.77 118 116 112 16 13 16 25 23
{ 115 + 310 15 + 2] [ 23 2]
19.5 93 108 110 13 13 15 22 26 21 18
{ 104 + 91 14 + 11 [ 25 31 18 31
39.1 105 118 104 9 7 16 25 25 16 11
[ 109 + 8 1l 11 t 5] { 23 411 14 3]
78.1 81* 8 6% 86* 8 10 12 23 23 22 21
[ 84 + 31 10 + 2] [ 24 1100 18 6]
156 70%* 67* 87* 6% 11* g* 22 23 20 28 L2* 13*
[ 75 + 11 8 + 31 23 2 ][ 23 4 ][ 13 1]
313 54% 58% 53* 14* 13 9% 23 20 19 24 le* 12%
[ 55 * 31 12 + 310 21 21 21 310 14 2]
625 22 14 23 32
[ 17 4 1( 27 51
1250 21 22 27* 22%
[ 23 21 23 4]
2500 + 17 . 20
[ 16 51
5000 + 17 20
[ 19 2]
Positive control compound 2-AA 2-AA
Dose (pg/plate) 1 2
Revertant colonies 934 924 980 361 387 372 507 509 398 349 162 175
per plate [ 946 + 30 ) 373 * 131 515 131 385 32 11 162 13}

2-AA: 2-Aminoanthracene
a): Negative control (Dimethyl sulfoxide, 100 pL/plate)
* : Growth inhibition was observed.

+ : Visible precipitation was observed at the end of exposure period.
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WHHABRELE T O invitro BERRIZBWT, 2-F7FNA Y T FNT—F WL, otk
BEEFELWNLOLHESNZ

2-FTFNA I TFNE—T N OREGIEEEFREEEZRGTT 2720, FrA=—X"
NI B —Pifi SR OBHESHIRER (CHL/IU #RR) % AV 2 in virro B EEFER 21T -
7.

B 55> UM Ui Ml BE RSN\, BERELITo7-. QAakR
WHRERTTIY, ERFEERE-SO AU T 76.8, 96.0 X0V 120 pg/mL 72 b ONZ[EHS9 A
T16.1, 20.1 BLV252 pg/mL DZENET 3 BEIC OV THEBSHSELER L. 20
R, 2277 FNA Y TFNT—T VAIREECIE, FRERAEE-S9 AT K UHS9 4
HOWTIUZBW TS, R ERREE BERER O NCHHER) oFRITFD
BRI T

PAEDFER L 0, B 24 FERAUEREEIZ OV VT 61.4, 76.8, 96.0 33 L U0 120 pg/mL
D 4 PEEC OV CEMEHREE EH L7288, FRBRIEICBL T, 277 F A VT F
NT—F VAT L A YL AR E OFRITFRD b o Te.

SR RAERE-SO ALBRIS JONEE 24 ReIE OB I E ~ A b~ A

C (MMC) 72 b UNT RS9 A DBRMEIIBWE S 7 ak A7 7 2 K (CP)
T, Wb REMRESERE MR L i U CRBEEICER L.
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1. FE
2-FTFNA T FN—T VO THIEEE MR A AV B YR B R

2. HERERY
RE DY B R R R M2 | SRS A ThE 5.

3. ESFL7ZGLP BXUMERLL=HA KTV

GLP

o FRULFEWERIR IR E KT 2 HBRIERICBE T 5 BEHEIT OV T CERR 15 11
H 21 BIRAFE 1121003 5, FRL15-11-17 BEHE 3 5, BEGREE 031121004 5)

e OECD Principles of Good Laboratory Practice (as revised in 1997), ENV/MC/CHEM(98)17

A RFA

o FHRLEMBESITFRARBROFTEIOVT CERR 15 4F 11 A 21 AZEARE 1121002
=, VR 15-1-BRUEE 2 5, BRIRGFEE 031121002 5)

e OECD Guideline for the Testing of Chemicals 473 (21st July 1997: In vitro Mammalian

Chromosome Aberration Test)

4. PEEE
9890 ( 115—209 )

5. PERAERR :
T437-1213 FHf 48 B TR 582-2
MEEA BERRERRZEMHI ¥ — @5 ZFer )
Tel: 0538-58-1266  Fax: 0538-58-1393

-293-



Exp. No. 9890 ( 115-209 )
FINAL REPORT

13 sERYE

13.1. HERYE4
2-FT7FNA Y TF)Nm—F)b

132. n©vhEE

GIO1
13.3. MR

99.1%
13.4. BT

FRALR LAt
135,  BAMEAR

R 18464 F 24 A

136 BAR

500 g
13.7. RS

8 - T - BRIE
13.8. CRAFSPT

TR o X — R R R IR AR
o 7 SHE2 R ERRE B N LT KIREE ch. 72
PRTFHAR 2006 4£4 A 24 H~F4E7 A 10 B
FEHIE : 3.0~74°C
o 6 BHE2 BRI ERRBEN/ A AL T/ —F— ch. 4]
ORFEAM - 2006 427 A 10 B~ 8 A3 B (BHMMEMARA)
FEHIE : 5.0~6.6°C

13.9. —i4
2AVT "I FTHELY

13.10.  {b¥4
2-Naphthylisobutyl ether

13.11.  CAS No.
2173-57-1
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13.12.

13.13.
13.14.
13.15.
13.16.
13.17.

13.18.

13.19.

13.20.

13.21.

13.21.1.

AV
Ci4H;60
OrE
200.28

WEDRRE
B s

Bl
32.4°C (B M)

Bk

68°C

YRR

X REE ‘

DMSO : 7#¥ (50 mg/mL LL_E)

LM

B OB HOFHITRBO TR E.

B Ho EorE
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FINAL REPORT

BRLAI & DBAICIER T 5. BIAMEDHRS, BREELO VR
O BNTHRER D RUVEFTCITV Y, BMESHER L2V & 5 I0EET 2.
BWOIRRERZERL, TVGAAKY, B, KEERICREICAMN RN L 91275,

LM
BEME ORI

EERIE TRICHE ST 2 EhE UI-AER, MEED 99.6% (HIEETE : 98%LLE) Th-

72T Ehb, FEYEOEBRIMT OREEIHER S .

FHEESHTOFER % Reference data 1 1279
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13.22.
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LTENEHT B E DIRIEETT
Tt v 2 — R TR N
o 7 SH2 MHEBIMETIRE B N LA TIRRE ch. 72

R 1 2006 454 A 24 B~[FEE9 H 13 B (Fd&fERA)

FHUE : 3.0~7.7°C
BRI E DI

EBRIETH, 1.0 g OEBRYE > ERHRFIREHEEEEOFE T TR ¥ 1T

REL, BVITERAORBICEESN-.

14. HBPEs XUk

14.1.

14.2.

14.3.

14.4.

Fv 2T RIS

BEEETA K74 MNEHIEEEMEE VA REAFBRIETHEESh TV, Fv
A ==X+ NAREZ Pl ROBHER IO (CHL/IU #ifg) 2465/ L7=. CHLU #iig
i, 1984 £ 11 A 15 BICESEAERBET (B EERSELEENER »onb5x
2, YAFNRANVERFL R (DMSO, GC M, #iE 99.9%, Lot No. K31758278, Merck)
EREL T 10%RINS =%, RIEERPICRFESE. BRI, 83 Lila st
fRLUT-t%, 3~5 BT LSRR L, AIRSEZEINHIRRER CIafk e 21 oflifaz, YefirE
B CIIRE S 27 DR A V. |

BB, BREE Y MEIYA 37T A{EYHRE R MSIITEIEN ERERIIERT °FR
B L7ZRER, T5393R80 biven»o 7o (S Lot No. CLC-004, 2005 476 A 27 A, 3Bk
FERERAEENB-0001). & 512, YZRBRICHA LM, 2005455 A 30 H~FIEE6
H 1 BBXLT2005 46 B 6~8 HIZHIBRORHERA DM S, FEINERFRE (15.2 KD,
Getafidt (25 ARAMRE 84%) LICEFEIIRRD b T u.

BRI OTRL

Eagle-MEM jE{4&ZH# (IWAKI, Lot No. 501095, JBET 27 ./ 75 Z) 123 (56°C,
30 43) EAHOIFFIMTE (Lot No. 542384, Invitrogen) ZIRAKRE T 10%I2725 X 5 F0
L7c. R ORRKIY, ERRFE CHEFET (15°CUTF) ICRGFEShEZ.

Bt
COMf v an—g— (ZHEH AV, COBE 5%, RE 37°CO%&M CHila%
BELE.
S9 mix
& 6 » AL S9mix (Lot No. CAM-540, v a—<>) ZRBRICHEH L.
EFRFE TR 7 U —V— GXEfE : -80°C, EHEE : —60°C LIF) IfRfF LI
, 10- ,
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14.4.1.

14.4.2.

14.5.

Exp. No. 9890 ( 115-209 )

FINAL REPORT
S9 DB
SO FMDOEROENTE, %, s, FEMELRONIFETEEL TRIORY.
oy hES RAA-540
BLEFAR 200643 B 17 B GREMERSMAES B R)
fEE 7 > b : Sprague-Dawley &
P HE 7 ks
{ENEN 191~240 g
figes FFHE
g Phenobarbital (PB)33 & T* 5,6-Benzoflavone (BF)
st il R S =
BF: 8mgkg 1[E 3 HB)
BE5HE PN 5
BEHEE 26.46 mg/mL
S9 mix DFEEK
S9 mix 1 mL FOEFLUTITRT
S9 03 mL
MgCl, 5 pumol
KCl 33 pmol
G-6-P 5 pmol
NADP ‘ 4 umol.
HEPES #&#&iK (pH 7.2) 4 pmol
PR E IR O

WY, KIZAAT, DMSOIZIZERAETH D Z b, HBRMEEZTL X2 T —
=7 % W THKE %175 72DMSO (SeccoSolv®, FiEE>99.5%, Lot No. K32997731
(RBpusEsE psIER], MBE>99.5%, Lot No. K35364331 [ kB EHER], Merck) 1
R STz,

FRTHEREHRER 1Y, SERERNCHERYE 10014 mg ZREBICEY, BT EHER
BT L7zk, DMSO#14mL ZMZ, B LRRLEMEEE7=. &5IZ, DMSO M
ZTS5mLICERL, AEEK (2003 mg/mL K ZYEH Lz, 02003 mgmL 7
BUEE 1 mL % DMSO I mL 225 2 2iz X D, 1002 mg/ml FkEFEL L=, BT,
FHERICAIRZATV, 501, 250, 125, 626, 3.13 BLUN1.56 mg/mL K& FRE L7z,

-11 -
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14.6.

14.6.1.

14.6.2.

14.6.3.

14.7.

14.7.1.

14.7.2.
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YRR ERBR T, FAEAMCERWE 750 ng ZREICEY, BEMNSHBREIC
BL7-%, DMSOK4mL 20z, W LN OBMIET-. IHIZ, DMSO #MA T
SmLIZERL, FHRUFIE (150 mgmL #K) ZYER L7z, IO 150 mg/mL FREUFH 4
mL % DMSO I mL (225 Z L12k Y, 120 mg/mL EEEZRE L. LUF, RERRA
REITVY, 9.60, 7.68, 6.14, 492, 393, 3.15, 252, 2.01, 1.61, 129 HL TV 1.03 mg/mL
a7 ‘

WFNORBRICEBW T HIREE, FRUERZESPICER L. 2B, #ERWE
& (GREE 3.5 e ITRE, RiE, BEZOEMIIEBD OhoT.

Rt () TR
PR EWRRELZ AW AR CH 5 DMSO A L7z,

PR (ERFRIALERTE-S9 AUHLES K UNEHTALER S 24 FERTAUE)

EHAAK (BARERBFERFAK, Lot No. KSF73, KEBERTE) Sml M LI-~
A h=wA>C (MMC, 2mgJHli,/ 731 7/, LotNo.459AEA, HRHEETE %4
BEER (AAKRITABAIEK, LotNo. 4C87N, KEFREETE) ZAWTHERL, 1
mL TOGE L, BRERF L bOERBRICHV .

QUEREE Y, AERFRIERYETO0.1 ng/ml, ERTLERSR T 0.05 pg/mL & L7z,

MR (RSO )

HESAK (Lot No. KSF73) SmL IZIEfiEL7=3 27 @R A7 7 I K (CP, 100 mg, /SA
T /v, LotNo. 4066, HEErzEUHE) 2 AMAIRIR (Lot No. 4C87N) ZAVWTHRL, 1mL
TONELE, BHRERTE L2 b O2RBRIC V.

AERREELY, 12.5 ug/mL & L7z

HREFEATRRER  (FiREER)
KBRS

HIRIEFEIIRIRBRIC T 2B ORE L LT, HA RIA U TED L2 2003
pgmL (10mMFEY) ZHEEREL L, LT, 1002, 501, 250, 125, 626, 313 BIW
15.6 pg/mL ZF%GE L7z,
R 7 =V s K URHBIT ik

HREESTZY 2 Y= 2 Ve, ,

HYEA V7 ZRWT, BBRES, MEERIESEFHART I LI VE Yo L%
E5 3111 By relt

-12 -
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14.7.3.

14.7.4.

14.7.5.

14.7.6.

14.7.7.

14.7.8.
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R RALERE-S9 JLER

12 7=V O7L— b EER~LF 7L — bk 12F, EKR—27FA b OfU=
JNTHERWZ AV T 8 x 10, /mLICFH8L U7- Mifaystins | mL2#EREL, 3 BRigE
Uiz, BERETH, 147615087 816 THIELD 2\ WM E OLE 21T 72, 6
ReEEE AT 721k, BV IV OERREREL, YAy a ) EREER (Lot No.
115K2343, Sigma-Aldrich) %V CHER &85 L7z, BilRBEiK 500 pLazinz, &
51T 18 BB ki) /-

SRR ES S
& T 8 x 10,/ mLIC TS U7 BRI | mLAHEREL, 3 FIRMEE Lic.
BRI TR, 1476.150HT 286 TS 5 WIS E OB AT - 7e.
FOH%OEEL, 147328 L HIEICHED .

EESEAERYE 24 FRFfRIALER

F TN 8 x 10,/ mLIZFREL U 7= IRiag | mLEHERE L, 3 AR L.
BB TR, 14760000 8T 2816 THBIELD 2V IR E OB EZITY, I HIT 24
RIS A fe ) 7.

T
Vel B\ R
Bl | somix | Mg
—S9 ML 600 uL — 6 uL
+89 WL 500 uL 100 pLL 6 uL
24 FEEE | 600 L _ 6L
PR B

AR RWNT, ARG X ORI T RRCIT S DR B2 IR TRE L.

50% AR EREIHIIREE DR H

AERIETEAIHIRBRI L L 72 U TV BESRIR A TR E, 10%FHEE R L < U VR
(FE#%EEH, Lot No. DPR8664, FIYEMIZRT ) #Mx T 10 piEMREZEE L. K
WT, Z7URENL - L F v b (LotNo.K31134240, Merck) @ 0.1%7KEH T 10 77
Ml A Qe LTz, 57— MEKPE L 7ok, Bz, &=/ W AREHK 30%
TZ )V, 1%EEEKEER) 3mL 0%, 5 ofKE L. &YV OEMNIEE %6 ¥
INDTL—h (T oA 7 L—b, IWAKD (284300 ul. HHEL, <A 2787 L—
kU —&— (£5/1450, BIO * RAD) % i\ T 570 nm TOWNEZRIE Uiz, Bt
PRRECOWSHEICR B GEAMINAER) 2 ARER OV TR,

-13-
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14.8.

14.8.1.

14.8.2.

14.8.3.

14.8.4.

14.8.5.
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AR HEEFEINE] 2358 b= 72, S0% I REIREE 2R L.
Gufa kB EFR
AFE R »
AP ETEIRRBR O R, R AL RS9 AU, RSO ALERES L ONETE
JLEERYE 24 REREAVEE CHIBRZMENSRYD D, 50%MIREREmEEE T =2 99.1, 33.2
BXO106 ugmL EREHENTZ. Lizddo T, YRR ERRTIL, MIBOBEIEE 50%
CLEHNHIT 5 LHEE SN DRE, 3725, -S9 AR X 124 FFREALER CIX 150 pg/mL,
+89 JUERTIL 492 pg/ml ZENENRBIRE L L, TRIORT 7 £IF 8 MEZTEL
7=.

CUBLINS RE (ug/ml)
—S9 Mg - 393 492 614 768 960 120 150
+S9 g 103 129 161 201 252 315 393 492
24 FFREALER — 393 492 614 768 960 120 150

TREA LTZREIC DD T AR OBIR i L.
SR 7 L — NS L USRI R

FIREES 720 2 D7 L— R &V,

WA > 2 BT, RS, MRS L OEELPRT 5 LItk V&S L—b
R LT,
JERF AL -9 0B

B 60 mmOTFL— b (IR v —L, ER~—2 5 ) 128 x 10488,/
mLIZFHE U7 MIREAEEE S mL (4 x 10%400) 248TEL, 3 ARIREE Uiz, Bk TH,
14.8.6.\ZFEH T 2 EIA TR, HBRWE D 5\ BB R E OB E{T o 7. 6 K
HEERT 2%, £ — FOBERKEREL, Syl UEEER (Lot No.
016K2433, Sigma-Aldrich) #MAVN-CHIlaZ P U7z, Fffeis®iK 3 mLanz, &5
I 18 IRFEIRER 2760l 7o R D e NE A A VR LT
SERFIALER SO AL

&7 L— NZ 8 x 10,/ mLIZFREL U 7= MERaaba s mL A 6/ L, 3 ARSE L.
BRI T 1%, 14.8.6.1CF080T 2 Bla T, 1(RBRIWE & 5\ B TR E OB 21T -
7=

FOH%BOBET, 1483158 L= HkIcHEU .
EEGTALERTE 24 FRERIALER

&7 L— NZ 8 x 10, mLIZFHEL U 7 MRV S mLAFRRE L, 3 ARIEE L.

-14 -
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14.8.6.

14.8.7.

14.8.8.

14.8.9.
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BRI T %, 14.86.\C5HT 2 EIA TR, TRWEH B\ B BWE DR EAT
VY, 5|24 RIS E AR T R I T A A E A R LT

R E—%
B L UERmE B R
BRI | S9mix | AENER | BFEEEK | S9mix | ERK
-SofuE | 3.0mL - | 003mL | 27mL - 0.3 mL
+SO M | 25mL | 05mL | 0.03mL | 22mL | 05mL | 03mL
24 BFfEALER | 3.0 mL - 0.03mL | 2.7mL - 0.3 mL
HritEnBiE

FRREITINT, ALEEBARGT L OVUENE TIRA TS O R 2 IR THIER L7z,

AR

Y AR TS 17 2 BERIRING, BHUBEE 02 ng/ml, L 725 & 9 2k I R
(Lot No. 1305832, Invitrogen) Z¥NINL, HHRSFE PHICEIES®H. RNT, BEE
RERLEICERBB LI, 025% U P38k (Lot No. 1300409, Invitrogen) % FH
WTFL— b L VIR FBEL, BOENOREEIFEIZMZ /2. ISR % 1000 r/min
T 5 SR OB L CEEERIR A TR 288, 37°C IZRIE L TRV 2 75 mmol/L #E{bh VU
T LKEEIR S mL #I0%, 37°C DT T 16 S EOEENIEZ{To /2. BmLDBEEI X
DAKIRIRZ PR 288, KIS LB (A ¥/ —/L 3 75 Bilik 1 ) CRlEBEE Lz
BEEHKRE 2 B LT=t, ¥ LW EERZ EEN X MK & Uiz, Wil B 4850
PRBEEICTIE L, AINREERERR DT DY EA S | P LT, Reaff A 5 7 = — X
JBBRZEE (HANABID ZRWC, ATA4 AT 2 BICHlREERE | il T L, Rl
BAZ 2BIER Uiz, 2T A4 FERTHCHESE, 1/100mo/L F ) U A - U L E
KE@ENE  (Buffer tablets pH 6.8, Lot No. TP794874, Merck) ZFAWT 12 vW%IZFHIR L7
¥ LK (Lot No. OB408561, Merck) T 12 3fE4eea Uiz, AT 4 REBRAKEE L2,

BRI,
TR ETER D E
Quta BRIBAYERIRR SRR IR, SR E AR R X OBBMERROE 7 L — Mo
T, ATP 74 b A—F— (LIFRE—C-100LU, F v a—<>) &AW CHRREREGEIZ
4257 — & #ER Uz, $72bb, 1% Tween 80 A 2 mL 247E L/ NABREZ,
RARAER 2 BRkA U 72 AR SO uL 28 L, Bk U7z IR F = — 712 Z DIRAR 100
uL Z57E LTz, MRIREIIN 55 20 ofldt, BIERTF = —712 ATP QIR »
b OV T 21250, F v 21— ) OFEHAFER 100 pL 2L, XTI E Relative
Light Unit : RLU) ZIE U7z, FEMERBREEICRIT 5 RLU 125 (R HIIRIEsE=R)
-15-
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14.8.10.

14.8.11.

14.9.

14.10.
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 BIBEERHC OV TR

BERIES

AL T, 14.8.9.12351) 2 HHSHHBRIETER D et FRBE D S0%ATH1272 DIk
HIRVRE S BomiRE & Lz 3 REE2ZFHERS: BERE) & Ui, Bl 24 B
UL I, FESHIRRMEE RS M BRI D S0%ARMIC /2 BIRE (120 pg/mL) TIdE
EATREIR MG L O e iz, 120 pg/ml 2B L L, B 5 4 REAFT
fleise (BEZRED) & Ui

PetafRongiEs

FERFRALERTER S ONERAEE D Z NN OIEARE 451 T a— RME U7z, R
EZOWTREROBELZFER L, TORBER, BIEERSEGON=D, 5l EkEk
RUEREDEAIZ SN T HBER T 7. |

B L— 4720 10048, 77205, 1IRENTY 200 BHOLSRIHELBHET (x
600) THIZRL, RBEOEEHELE LTE Y v (gap), ool (ctb), e
G0 (csb), Qaliy(drTii (cte), GLBfAZTHL (cse) BIUVEDMh (oth) DEIERE
IS LTz, 72721, Yefairihd DU deah BT IR GRS L, YeadsaiT
BOBHRD SNDEETE, OGRS YR O S EIERE, 230, 40K
DD LT TORNGECDHRF ¥ v 7L UTRHR L. o, BHRFLLT, 1
PR 7= 1) 200 HOSFUTIME R L, (SR EOHBRIC OV THE LT

BRI
a.  [EMEHHROEER TS JOMSEMEmROHBSEE L, FRT — ¥ 00RO E
EENTHY, o, WThb S%RBETHDZ &
b. BEHROEEREMMOHESEREL, FEOEEENTHY, 2D, 10%UALT
HBHZL
LREDOE&ME AT UTEENT, BERITARSI Lz & Hlr L7z,
FERDFRHT
BRI MBS DS S% R AR, 5%LL E 10%KH, >0, BERMELSRD bhv
BEICERBNE, 10%LL L, >0, HIMED D\ TEBRE OREIRTFIESTRD bz
BEAE, BELHE L. BB, Xy v T OMEET AW TIE, BERRAED)-
HERS L CHIE LT
AR AVTRER, FHEL 2Tz

-16 -
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15. ABER
151, AEREIEREHIRARR |
1511, ABAQHEFEIIHRRABE R

15.1.2.

15.2.

15.2.1.

15.2.2.

ABER S Figure 1, 28X\ Table 1, 2 1R

FEIRFRALERYE-S9 ALBRES KL UNS9 LR & NTERHALERYE 24 ReEUEE D2 TITR
T, REERFEEL > - MBETEHER SRS b, S0%AMIEEIRIREL, £h
ZH99.1, 332 BLU 106 ug/mL L EH Iz

ARt k=

WeBRY G EBALARE, £ TOMED 62.6 ng/ml LU EDBREIZIBWTEERHHRROYT
HAFRD bz, X 51T, FRFEERE-S9 AR S OSERTAVERY: 24 IREALER T,
125 33 K 1250 pg/mL DOIREEIZITHEBRONTHY), 501 pg/mL LLEDORE CTHE
HEROFT Y D bz, ERERAERES9 AR T, 125~501 pg/mL DIREICS
WTHABROTHY, 1002 pg/mL SAEOREE CHARRROYTH 580 bk

BRI TR, ARERALERIED 250 pg/mL LA EORREERS X USEGTALERYE 24 I
LB 501 pg/mL DL EDREEIZIB T HEMFRR O H 2580 b7z
Guta R ERR
FERFEIALERYE-SO AR

RBAHE R % Table 3 33 X U¥ Appendix 1 (2R |

2FTFNA VT FNT—T VAERRECOY R B HBERNT, 768, 960 3
F U120 pgmL TENEN 00, 1.5 BL25%THY, BMHBEEE (0.5%) CHEL
AR 2 HEINIRRY S /e so 7. (S EREIR oD HBISEREL, 76.8, 96.0 33 L UV 120 pg/mL
TENEN 00, 00 BLT05%THY, BRIEHREE 0.0%) LEETHok. £,
BEEIZHRTT L MR OO A EIER S h, RAKEETHHEHTORERETHS
120 pg/mL TOHRHETERIT 24.1% ThH o 7=.

BEFIAE R MMC TR U 7= MR ClIE, YeaffiE R w0328 i sh, FoE
SEFEIY 44.0% ThH o Tz

FEIRFFALERES9 AL
AERFE R % Table 4 35 L U Appendix 2 12777
2-FTTFNA Y TFNT—T NBRRECOLEMEER T HBSEEIYL, 161, 201 B
X252 pg/ml TENFIL0.0, 0.0 BE1.5%THY, BIHEIREE (0.0%) &HERL
BAREZ2EINIEEY bzt o 7o, fEtE iR HESEREY, 16.1, 20.1 38X V252 pg/mL

CTENRENO0S5, 00 BEU1.0%THY, BHARE 05%) LRSS THok. iz,

-17 -
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15.24.
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REICHRTF LI MIBRISTESR OB 3B S, PeafkRETHEHTORSRETHD
25.2 ug/mL TOARETEIRIL 402% CTh o 7=,

PHMERTRIE CP TR LTI T, RafiERENS5ERsh, oHBE
EiX17.0%ThHoTz.

EERTALERTE 24 FFEJALER

%ﬁﬁﬁ%% Table 5 3 X T Appendix 3 IZ7~79.

2F TFNA VT F N T VAR COYAE R R I 614, 76.8, 960
BIUI20 pgmL TENEN 10, 05, LOBLV22%THY, EMEEE 0.5%) &
HOlE U BRI IR bivie o 7o, (EEERRO HBUEEIT, 614, 768, 96.0 B
L0120 pg/mL TEIEN00, 00, 0.0 BLU0.0%THY, BUHEE 0.5%) &R
SThote. Ei, BEIUKE UMIEROBD /BRI, e FHmFET
DEFRE Th 5 120 pg/mL TOMBHETERIL 403% CThH o7, BEIRED 120 pg/mL
CIRIR A ERRE RS b, TR AN 182 I 7.

B R MMC TR U=l T, PeaMBER RN ch, FOMER
BT 42.0% Th 7.

Frifgogss

WY NIEBAAARE, £ TONBED 39.3pg/mL ML EDREEIZR\W T AEBHIRIROPT
HIpASEED DT, & Blc, FIFFRIERIE-S9 ALY J UNERHALER 24 FERULEETIE,
120 pg/mL Bl EOREEZ I T BEBEROFT I 3R S .

BRI ENERE TR, £ TONEEL S, FTHITEED b oiz.

- 18-
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16. BEBXOWR
2FTFNA YT FNE—T NORGHEBEFFIE LRI D70, Frf=—X"
ANBAZ R OBHES AR (CHLAU #ifa) % AV 7z in vito et R B ERERE E
i L7z,
'ﬁﬂ%“ffaﬁﬁ&ﬁif-w JER, [EHS9 JLER R & ONTEEGEALERYE 24 IR T, HIRRODIENE
% 50%LL A B IREE & CRRE LT
FORER, 22T T7FNA Y TFNo—T )VIBRRETIT, BRFEIERE-S9 B L O
[F+S9 DT TSN T h, P EREOFBREEL, BRI L REOEER
L, AR EERE OFRITRID Dol
ERFRAEEIC WO TR LB Sz Z & 2D, EEAERYE 24 FEEOYEAR
DBEEER LTz, TORBER, WTNORERWTHIRRLRERRE @ERERL
NZEHEYR) OFRITRD b ol
FEMER RIS J OB ER IR COQ R E HBBEEIIV T b & 8T —# (Appendix 4)
D HROTZFEEENTH Y, BRBRRSIEG 2R L2 &b, HaraBRI a5
ThrahizeHlraiz.
U EORBHRERS, UHARAFETICRNT, 22F7FNA VT FAT—=FT N DIZ
BRI D R AR EFH R S E S .

2B, INETIZ2-F7FNA VT FNT—T VOBEEMER LURPAMECET 2
HWEITRV. BT Dnaphthaleneld, FERS LUt MERTER TOBR TSR R
BRCRatE, CHOMIRL, Y > <k X OERRRID~ 7 2 R% AV e Qe kB ERBR TR
LOWERDD). EbiT, U AR TORBRREERIED bR, va vy
Ta UNATOBEAR Y FRERCEAERISNERD HIL TV A, 1-Methylnaphthaleneds &
% 2-methylnaphthaleneld, t kU >/ SERICEBWChlRILESBATBE BT L, SHIT,
1-methylnaphthalene i%, F9W2R 5 bYRAEKRELFRT 5 LHEShTNBY.
2-NaphthylaminelZ, <= 7 2B &i/INZRBR T ZBMERISH A H TV AV, Glycidyl
1-naphthyl etheri, #IE % AV V=EREERRTHIEY, <72 U v/ SBRCOYERER
BBRCHIE, ~ 7 AB B CORBIRRNRIR I L ORE b H 2
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—em [ Short-term treatment : -S9]

= 4% [Short—-term treatment : +S9]
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Figure 1. Growth inhibition of CHL cells treated with
2-naphthylisobutyl ether [Short-term treatment]
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—{~ [Continuous treatment : 24 h]
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Figure 2. Growth inhibition of CHL cells treated with
2-naphthylisobutyl ether [Continuous treatment]
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Table 1. Results of growth inhibition test of 2-naphthylisobutyl ether [ Short-term treatment]
[ Short-term treatment : -S9] [ Short-term treatment : +S9]
Relative Relative
Compound Dose (pg/mL) cell growth [ Mean 1} Compound Dose (pg/mL) cell growth [ Mean ]
(%) (%)
DMSO a) 0 100.0 [ 100.0 ] DMSO a) 0 100.0 [ 100.0 ]
) 100.0 100.0
2-Naphthylisobutyl 15.6 100.2 [ 100.5] 2-Naphthylisobutyl 15.6 103.9 [ 101.0 ]
ether 100.8 ether : 98.0
31.3 91.1 [ 94,2 ] 31.3 31.4 [ 33.0 ]
97.2 34.6
62.6 89.7 [ 86.5 ] 62.6 22.9 [ 21.7 1
83.3 20.4 )
125 28.3 [ 22.7] 125 15.9 [ 16.0 ]
17.1 ) 16.0
250 d) 7.5 [ 6.3 1] 250 d) 6.6 [ 10.1 ]
5.1 13.6
501 d) 6.0 { 6.7 1] 501 d) 6.1 { 6.1 1
7.3 6.1
1002 d) 12.9 [ 12.5 ] 1002 d) 11.1 { 11.0 )
12.0 . 10.8
2003 d) 6.6 [ 5.5 1] 2003 d) 10.7 [ 9.2 1
4.4 : 7.6

50% Growth inhibition dose was as follows:
[ Short-term treatment : —-S9] --- 99.1 pg/mL
[ Short-term treatment : +S9] --- 33.2 pg/mL

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)
d): Visible precipitation was observed at the end .of treatment period.
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Table 2. Results of growth inhibition test of 2-naphthylisobutyl ether [ Continuous treatment]
[ Continuous treatment : 24 h] -
Relative
Compound Dose (pg/mL) cell growth [ Mean ]
(%)
DMSO a) 0 100.0 [ 100.0 ]
100.0
2-Naphthylisobutyl 15.6 90.9 [ 90.3 ]
ether 89.6
31.3 92.3 [ 85.31]
78.3
62.6 87.0 { 83.3]
79.6
125 46.5 [ 36.4]
26.3
250 7.2 [ 7.5 1]
7.7
501 d) 15.9 [ 19.3 ]
22.6
1002 d) 12.8 [ 17.1 ]
21.4
2003 d) 14.0 [ 12.31]
10.6

50% Growth inhibition dose was as follows:
[ Continuous treatment : 24 h] --- 106 pg/mL

a): Negative control (Dimethyl sulfoxide, 10 uL/mL) ’
d): Visible precipitation was observed at the end of treatment period.
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Table 3. Chromosome aberration test in CHL cells treated with 2-naphthylisobutyl ether Exp. No. 9890(115-209)

[ Short-term treatment : -S9]
Relative Number Number of cells with Number of Number of Number of
Compound Dose Time of cell of structural aberrations cells with cells polyploid
(pg/mL) exposure growth cells aberrations analyzed cells
(h) (%) analyzed gap ctb cte csb cse oth -gap (%) for polyploid (%)
DMSO a) 0 6 100.0 200 0 1 0 0 0 0 1 ( 0.5) 200 0 ( 0.0)
2-Naphthylisobutyl 76.8 6 77.2 200 0 0 0 0 0 0 0 ( 0.0) 200 0 ( 0.0)
ether .
96.0 6 53.5 200" o 2 1 0 0 0 3 ( 1.5 - 200 0 ( 0.0)
120 6 24,1 200 0 2 4 0 0 0 5 ( 2.5) 200 1 ( 0.5
150 6 11.0 NA
MMC Db) 0.1 6 85.6 200 2 30 69 0 1 0 88 ( 44.0) 200 0 ( 0.0)

Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, oth: others
-gap: total number of cells with aberrations except gap :

NA: Not analyzed

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)

b): Positive control:Mitomycin C
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Table 4. Chromosome aberration test in CHL cells treated with 2-naphthylisobutyl ether Exp. No. 9890(115-209)
[ Short-term treatment : +S9]

) Relative Number " Number of cells with Number of Number of Number of
Compound Dose Time of cell of structural aberrations cells with cells polyploid
(ng/mL) exposure growth cells aberrations analyzed cells
(h) (%) analyzed gap ctb cte csb cse oth -gap (%) for polyploid (%)
DMSO a) 0 6 100.0 200 0 0 0 0 0 0 0 ( 0.0) 200 1 ( 0.5)
2-Naphthylisobutyl 16.1 6 64.3 200 0 0 0 0 0 0 0 ( 0.0) 200 1 ( 0.5)
ether
20.1 6 56.2 200 0 0 0 0 0 0 0 ( 0.0) 200 0 ( 0.0)
25.2 6 40.2 200 ° 0 1 2 0 0 0 3 ( 1.5) 200 2 (1.0
31.5 6 14.6 NA
CP Db) 12.5 6 88.0 200 3 8 28 0 0 0 34 ( 17.0) 200 0 ( 0.0

Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, oth: others
~gap: total number of cells with aberrations except gap

NA: Not analyzed

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)

b): Positive control:Cyclophosphamide
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Table 5. Chromosome aberration test in CHL cells treated with 2-naphthylisobutyl ether Exp. No. 9890(115-209)
[ Continuous treatment : 24 h]

Relative Number Number of cells with Number of Number of Number of
Compound Dose Time of cell of structural aberrations cells with cells - polyploid
(ng/mL) exposure growth cells aberrations analyzed cells
(h) (%) analyzed gap ctb cte csb cse oth -gap (%) for polyploid (%)
DMSO a) 0 24 100.0 200 1 1 0 0 0 0 1 ( 0.5 i 200 1 ( 0.5
2-Naphthylisobutyl 61.4 24 72.5 200 0 2 0 0 0 0 2 ( 1.0) 200 0 ( 0.0)
ether
76.8 24 83.0 200 1 1 0 0 0 0 1 ( 0.5) 200 0 ( 0.0)
96.0 24 66.5 200 1 2 0 o 0 0 2 ( 1.0) 200 0 ( 0.0)
120 24 40.3 182 2 3 1 0 0 0 4 ( 2.2) 200 0 ( 0.0)
150 24 26.3 Toxic
MMC b) 0.05 24 123.1 200 5 33 68 0 0 0 84 ( 42.0) 200 1 ( 0.5

Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, oth: others
-gap: total number of cells with aberrations except gap

a): Negative control (Dimethyl sulfoxide, 10 uL/mL)

b): Positive control:Mitomycin C
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C: 3

2-TTFNA Y T FNT—FTNOEEFIOEE R THIT 5720, SYEWED 0 (R
DaA—FANDHEEE), 20, 100 3L TV500 mg/kg/day % Crl:CD(SD)Z 7 v b DOMEHE
&S pliz 28 BRREROBS L. £/, 0mgkg GiHERRE) 35 10V500 mg/kg BEZ
MERES 5 PIDOEHEREZERT, 28 BMORIEREGKTH, 14 BROAREC X 2FHEDE
BHEIZ OV THREI L.

RBMMLEL T, —RIREOBE, MEBSRAKE (FOB), /KEH LB
- DEEZRITY, BEHRR L UEERE TR, BRRE (WRERE, hikEERR
B, IWRELFRE, IEERERKEBIRER LOWRERE) BLOWEERE @GE
EEHE, WIREERIOWEHRTRD) 2EE L7

ZOREROTRNE, ROBY TH 5.

500 mg/kg FEDOMET Day 6 B L N7 DBEENZA 1 FINFELE Lz,

BEZO—RIREBOEE LT, 500 mg/kg BEOMEMETHGE, #6E, FRRFER LUK
TR BEI .

fRETIE, 500 mg/kg BEOMERE CABIIMMHIISEID Hi, HECIIEHEHARIK TRIZ
HIEEESRD OGN b D0, (REEIZ X DEHEEMFRD bz,

1BARECI, 500 mg/kg REOMERE TR SHIFPIBD SR bz

BrEBIER G A (FOB) TIX, BEHIRHIZ 500 mg/kg BEOHE TR FED RO
BEXUORISEDE T bz,

RGBT, B SHIRMIE T RFIZ 500 mg/kg BEOMERECIREOHENMNES L ORBEEDE
T, FAHOHETT U U LB IO Y U LHEIHEORED, IR pH OFHELAFED DTz,

MERFHRETIE, BREHIFE TR 500 mg/kg BEOMETA MWD bz

MFAECERE I, BREHARTHE T HAIC 500 me/kg BEDME THREHAMET, THEiEM
BIUALP LR L, EHEHIRERE TRAZ 500 mg/kg BEOHETREAMET, HTPMHAR
i roa L A7 a—ARn ERERL, BH - [FERER~OBENRNE S
72, 500 mg/kg BEORECH S HRINE TS X OIS THACIEAMET L7z,

REERAETIE, R A1, BB &5 RS L URIBCH 2 RENRR
HALTZ. 500 mgrkg BEDMERES 2\ N IHEFEDO U TIMNT, Hﬁ*ﬁﬂ@@@[ﬁlﬂbi@@ﬁ%ﬂtﬁé,
ATE O EREEE, i, #Hel, BESLOEE, B0 ERMROMmREE
(b3 L OMRS BB, RERBOOHNE LRI L35 X ONE S BN, FRBOST
HIRRAFERIE LI KL OVINEE PV R RERRAE R, B O EYiE, ZohadtE, #5E, v/
77— VEEB L OREIERSBE S, 2B, RO E R a0 ZHEE N
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i%, 100 mgkg BEOMTHLBIE I, HILEBLOIRTOEIL, KREIZ L HEE
P28 ST, iR L OB OBz WTE, R X A REERIZEED i

T=b 0D, BAbiTHEeE LTV iz,

PEDZ &b, ¥FZRBREEFTIZBWT, 2277 FNA VT Fao—T VORER
2R RT A2, HETH 100 mg/kg/day BL EOEET, METIX 500 mgkg/day D5
TROLNZ &, HEERIY, HETIX20 mgkg/day, HETIL 100 mg/kg/day & ¥
Wrahie. F7, 14 AMOEHEHIRE, HEOKER JOREAREICRT DR
figiks L ORI 5-DEEIFZ-T=b 00, HhEiEERmZ xR L.
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1. XE
2T TFNA I TFNT—TADT v MIBIT3 28 ARIKER AR

2. RABREW ; ,
BETHL 2B OB AR AT 5B LT, 5 v MRV ARERNRES
HEBR R 1T, M BRI 5. T, 2 BRIOKEYmYET, s
MR 53 2 BHEME A 5.

3. HERLL7HA FTA 2 L85F L7z GLP B X USWEEREGEHR)
TR A FT A ‘
OECD 7 A hHA RZ A 2407 (199547 A 27 B)
GLP
o FRCEWESI6R SRR F T 2B BT 2 BEIC oW T (FRL IS 11
H 21 HEAFE 1121003 5, Frk15-11- 17 WHE 3 5, BREFRSE 031121004
=)
¢ OECD Principles of Good Laboratory Practice (as revised in 1997), ENV/MC/CHEM(98)17
B e A ‘
BOEER L UBOR ) FNHNWTIE, [E0ZER OEBIZE D15,
SRRSO K ORE I N SR ORI RS9~ 2 2iE | B L0 THEREA Bibi
EFmZetitit 7 — EWERICET 5HEEH 28T L, BEEEICERL
7z

4. AEBEE
9933 ( 115—212 )

5. PR
T437-1213 FH R4S H T 582-2
MEREA RiRERGLTEMRHI 7 — @ ZRFer#—)
Tel: 0538-58-1266  Fax: 0538-58-1293
6. FRBREREE
T100-8916 A TRHRXESE-TH2 &2 %

BAGEE ERAERR FETER EWELENRE
Tel: 03-3253-1111  Fax: 03-3593-8913
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1. #RARE | |
HERBRALGH - , TR 1847 H 6 H
B 5RO ESHT

FARE 1% WRK 184E7 A 10 H

R7FE 10 B - YR 1847 A 20 H
B AR - PRRIBHETH19H
oA TR 1847 A 26 A
BEBMAE (GZBRBRAAA) ©  PRLIS4EET7 A 26H
fREIE (EMABRE) - Rk 18 4E8 A 23 A
EHEHRERETH (SIR) : ERLI8E9H6 R
WERIE DZZEMEDHT TR 184E9 A 13 H
EBRKETH - FRL1941 H 26 H

ABRIET B PEL194E11 A 12 A

12. RBrkhBs XUk

12.1.

g
gL U ER L 2.7 7 F A VT FLr—F L (CAS No. 2173-57-1, Lot No.

GIO1, #EE99.1%, 4r1&200.28, BF{LARTX) it ARORKEITHY, ity
5 —7 B4 2 AERWETEIE B N7 LT IRIRRE ch. 72 ([{RAF LTe. SERE0E
B 7 BEAH B £ TORERRAEERNEIL3.0~79°C ThoTs. SHEFRFOHBRIED
EIZ DUV, TR R % Reference data 1 127 L7z, SREREIE P OB E 02 ENE S
HERT 5720, BEHFERTRICHRWEOMEST &R L. ZORE, ME
99.6% TH Y, ZEMFHMOHEELE (FIEE 98%LAE) &L T, Lo T,
HREREIE P OEBRYENLEE TH D Z L 3FER STz (Reference data 2) .

HERWE %K) 40°C 1T Tz a— A4 v (Lot No. V5R8265, V6A8960, V6FI868,
FAHZATRY) WHEL, 2, 10 BLTV50 mgmL DHREIREZFRBLL 7.

FERDIRER LU —MEHTIE, IR U /-2 T ORBREE OB EIRIZS
WTITo7z. £ORER, RERE Q, 10 8LV S0 mgmL) (2R3 2%IE2, ThTh
103.4, 102.1 BLT 103.1%, FMRERZESZIEN 05, 04 BLT04%THY, &
B/ Yg—MERHImMOHIEEYE (REEEE | BRIEREED 90~110%LAN, FEHEHERE |
10%LLTF) 7= LTz (Referencedata3). L7=23-> T, HERITEUNIFFARENT
WBZ L DBHER S .
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F7, 238 L0050 mmL BRI SR E AT C 10 BRISENE Lzt R
ST EIToT2. ZORER, ?ﬁ@ﬁ?ﬁw%{’iﬁﬁ%’gﬁfiwﬂzﬂﬁbiﬁﬁ DEIER, BERD
LREPEOHTEIIE (00%LLE) 2 LCV iz & Nnh, BETHDZLIHERIh
(Reference data3). L7=23oT, BEKIL, BREE OEY - RRLMHT CEE BEE
7 - SR TREE A NERIRIVETE ch.67) L, Fa8YM% 10 BLIPICHEER L=

WEWHIL, BERTHRIC2g 25t ¥ —ITREL, BYISBEESN-.

B X OB

ARF ¥ —/L A » UA—AEt EAFE 2 ¥ —0254E% 4 880 Crl:CD(SD)%
SPF T v NMEHES 36 PLABEA L, RERICHERES 30 ICAfA L.

FEA LT-BIIL T A i - BIMUETE L7, BRRe - BIMEEIR P ORERR S L Uik
WRBIZEEIIFED Shieho T,

BT, IREE 23+3°C (SEHME : 224~233°C), 1BEE 55+20% (EHUE : 52~70%),
B 10 BISLE, b, ZBREFEST2 mmH0LA -, FREARER 12 R (4FAT 7 REAUT,
4% 7 BEEIT) ICRRESNIANY T AT AD 101 BEEE (W80xD80xH2.5m,
160.0m’) CERE Liz. &t TRER—e 2o A8k EmEia2Em L, 7
JBRH - RAT VL ABESAE S —Y (W158xD25.0xH160cm, 6,320.0 cm’) 1T
e | ILFOUNE LERE Lz, fEr— Vi3 1 B, REERRE | B L.

RN, HEHRRE ERETRE (CRF-1, LotNo. 051202, U T # VBT ) 24
AL, FEYRTERICERS . kL, AEk @WK 2Rk LEY
BRI ST, e L7zfpkkis JOvkiz, RBRICREE KT TRetEn b 2150 E
DIRTEIX IR > T2

L7=d3oT, FEHRT, F—F OB RIE L L Bbh 3 BEER O
fEIX7Z2 0o 7=,

o

BEOUTIE, MEREE S ITHE - BIMERIRIRE TR OB 5B B IZITo 7.

BESYIT B OBMIOIRELE, FHIHEED 20%LINICINE > TRY, BHETEROMKE
i3, HET134~153 g, HET110~122 g D&EFRIZH o7, HBG5HGE OFEEEIZ, BIE
AR L 0 BREER L OB AERCA 10 T (20N D45 LT EHEHREBR RE)
&R L O RAERICE S TR 7=

REEWNT, BETRIZIREENT AR LY RIS

BTSS!
ORI, AR AME (Functional Observational Battery : FOB) % &
ETERS 57280, BWATRIZMERHRNCE LES 2B ), % - DL I8
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VOB Z 0B LES (REWES) 2 ANEBLE. BOTREmES S — R
AT ROBYERIESI—F (D 7—F) 2AEL, BT TH BHAIES
- RERICL, W72 B EMES Y — R L ED, BERIREr— T Bz
A L. HAEBERARELNOBE, WES L REIBRIE S £
L7,

BE5E, HER, REHMBLIORESHE

BEREIX, AEBRYWEOBMEICET 5158 & LT, Registry of Toxic Effects of
Chemical Substances (RTECS)ZZ » MIxt$ 28 OF5 CTOLDsdS 5,930 mgkg Fi#k
(RTECSE% : KO1255000) S C\A Z b, YsABRIZAEL->T0, 30, 100, 300
BELU1,000 mg/kg/day DHET, 2 AR ST HRR GURES 9960) 2L, €0
HEREPSEBIRE L. PHERBRTIE, 1,000 mgkgBEORET 4/5 F, METS B (261
BERE# 450 T HOBIZIEE L. BEHOERE LT, HED 100 mgkgl BRI T
D 300 mg/kglh EDOF SBETHRAE, HEHED 1,000 mg/kght T TR, HERED 300 mg/kghh
FORERTHRIENTED B, HEOD 300 mg/keE CREBIMIFIERED bhv-.
WBAECFRETIE, BEO 300 mgkgBE CIAENKMER LY v L0 EI(HE, HD 300
mg/kgBE TASTOIEAETS & UY-GTP DEEAZR b ivTe. FREERES TI, o 300 mg/kg
B CHRR L OBROM EENBEL R L2, SRETR.E LT, #mEREIC
BRE 2 BEFT IR biedso7z. LEDOERMD, YiZaABRTl, AoMICHEE
BENRETELEZBND 500 mgkg/dayEBmAEICEREL, LITAK S TRL,
100 35 X T 20 mg/kg/day 5% ) 7=.

BRI, OECD A KA 1 407 THIR SH TV B I BRI U CoRibliR O i
HL L7

BHARENY, KE100 g 4720 1 mL &L, EEBNCEIE LosFiEIcE SV THE
HUk. 85T, B 7 2BWT, 1A 1E, 808 BF30 47~11 I 34 431 aileE
A5 Uiz, ®BEERCIER (a—r A N) ORERE L.

BRI, ML Hiz 28 BRI E Uiz, EHEMRBRAEMORSHARIT, Efc28 A
&L, ZO%OAEEIRIL 14 BRE L. |

13. BERIURESIE

13.1.

TROERIZOWTEBERB LU EETTo7-. ¥E5MIEA % Day 1, Day 1~7 285
L& Uiz, £7z, Day29 UREZEHEHIR & L, Day29~36 Z[EHE 1 @#E L7,

o N
SEMCONT, BH, BRERT, 85 30~60 5%B L0 3~4 B A St 3 ELLE
(&g B XERHaT 1 [E) ﬁﬁ?—éb, BETRATETD & & BITAERDMERET-
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7.
HREE R aRE (FOB)

BREBERAREIL, 24EFBDICOVT, M VERESL B ERIEANC 1A, E3a
GRRAAERITAE | BIZEM U7, BUSHHRE, ﬁﬁ%i@ﬁ%@ﬁ%@ﬁi &54
BIOEE 2 BEIITo 7. BEREZOBEL LUREITERIETT

BRERGRIOBREIL, (REWESOEVIRCE 2 HEEHEE ) D FOB OEBHEIC
FIETELTER L. 58P, 37 8RR ERICEEEEEREMEARRIEFEE 7 —
UM ID H— R L, (REWIE S 0% BT FOB DEMEIIE r—y = L5 X5
L7z. FOB DOEMEL, BEHEAI30 501 omELER L. MEEEEITREI M
ORI oTe. HRESKT L, FOB OEMEVNFABTENGIBE L%, MEEEEN
REWIES L BWRRIE S ORHERICE S &, EFBIEE - —I ID I — REAHT 7.

PRSI

BEMERBIER I, — U DB R I BEOUSE LT, HLESBLOER
BEFIZOWT, FIZEoTOFMEARL LT, HEE KRET, ® EBOBEN,
PEHR, EEoR, TR, IRERZEH, BEALAETS K UMRBEIZ DV TR L, R LTC.
Sbiz, TU—F KU H—KxA Mlzav s — (W310 % D360 x H 17.5 em,

19,530.0cm’) ] PICEMZ R L, B8, EEhiE, Mk, IRMGIREE, AMTIREE, IRE, &

%,E@(ﬁﬁﬁ D), BRITENRS JOREITENCOWT 3 B, kL

- R, BHIO 1 HEDE - ROT—VEBFEER LTz

BRI :
BSOS, MRS, BEEIS, BRLS, BEFLRR JUERIERRKZHEL,

AR LT,
Bh @Eiek
BIERDBZONWTE, TOINT v a NG =D (T A a—x V=T Y )
EROT, ThEh 2 FEMEL, SPEEZEE L.
AR EEEHIE
CAS (REFEZ) ZRAVCEBIZEE L7z, 132.0.05 1323HOREKTHE &5
%940 59) ([CRIEZBRMA L7, BUERRNE 1 B & L, WET—5 % 1 HRRTIE
L, 10 syficgEst Ui, BIEREORIL, AUTIREE L, BEFORSE LU,
RUA b A ZRAELEE PA-1, KBERER) TR L £ 70dB & Uiz, HlEEE =T (S-11,
HRURER) 2AWT, BEL-WAHEL, kL.
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13.5.

13.5.1.
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E

SEWINCONT, Day 1, 4, 8, 11, 15, 18, 22, 25 BI U 28 OEERNIZHEIE L7=.
¥7=, Day 1 >0 Day 28 £ COMFERMNESEH U7z, EHEVERBEEOEMIL, Day 29,
32, 36, 39 BIU4ITHEEL, Day29 75 Day42 £ COREEMEZEH L.

FECEWNZ OV TIIRRRRC, S5 TR OSSR L OEHEABREFOBIIZ SV
TS A (Day 29 BLTN43) ICHRELE. 2L, A OKEDL, HNEE
DEHIZOLZANT, REEOEFHITED o7, BIEE, 7R (XS4001S,
A RZ—+ FLUR) ZHVTITVY, FE&ELE.

BiEE

EETHOWT, Day 1, 8, 15, 22 BLN28 DR EANTHRERR L UEHOFER %
HIE Uiz, BIERBREEOBMIIE, Day29, 36 BL VA2 ICRIE L. fHERY, BF
RFE (XS40018) ZHAWCHIEL, BIEAMOTY 1 BEMERE (gday) ZEHLE.

FAZS

FHERFTIRE (Day 29 3L Ot Day 43) DOEEFEEWICOVT, MFFRE, Mk
REREE, MIRA(LEFRRAER L OMLIEE A EXUKERE 2 EifE L7-.

By, Bz H7= 0, BRIMATH O 5 RREICREIRZ B VO Tt S 7. £
Mmix, =7 VBT ChlEL, MEREMNRD &M L7z,

$7z, Day?23-24 3L Day 37-38 (BHERE) 12, REROSAEFEMICOVT, RiR
ETEERL.

MR

FUEEER (EDTA-2K) AV ERME (1 &%y 2 1D, BRI (CHffm LR
L, BRAMEFHRELREE (ADVIA 120, /A =) ZAVWT~< b7 U v ME HCT :
RBC, MCV kYW EH), ~E/uEr 8 HGB: V74 TS VR, 7R
BkEr RBC:2 AEL—Y—Ta—H 1 b A M), FHRMEREE MCV:2 A
ElL—¥—7o—F4 X N —k), ERMmEkmEzE (MCH : HGB, RBC LY
BH), FiRmERmAEEE (MCHC : HGB, HCT Xv&EH), AmBkEk (WBC:2
BEL—F—T7n—YA( F2 MY —R), AMKESE (AT —PREAILLD
T b AR Y —EB LN BEEL—F—T a o hA R Y —E) 3L UM
¥ (NEUT), U 5Bk (LYMPH), HEfdk (MONO), /FBRERE (EOSN), #FHEAEK
¥ (BASO), FEIFELGEEL (LUC), m/Mi#k PLT:2 AEL—Y—Ta—HA b A
hU—ER) BXOWERMERE (Reticulocyte : RNA 2L 5 L—Y—T7o—HA R A
MU —E) RREL.

FIIERESYSIE, RIBORES CRIE LS, BIRIIREHERZ (L, A1 -7 ) =
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YIIVER s FATREEITVRELZ.

MR e

PUBEER (3.13% 27 = BT MU U AKER) AVELE (X P=2 M, TAE)
IR R LTtk WA ASEEOE (H-700FR, =7¥Y) 2RV, 20°C, 1,700
x g T 13 4, BWOHEE L TRZOFEZREICAV V. 2B BMREERERTEE
(STA Compact, 2 =) ZHWT, 7o b BV (PT  BEELHRMTN) B
FOVEME(LER S b e R T R F R (APTT : BER bER) ZRIE L.

MRA VR

EREEEER] - DRIV BRE (> &3y 7 I1-D) ICIREBRER L7zt AR
BAHRELME (EX-126, N I—HT) AT, 20°C, 1,700 x g T7 5, iy
L CHREMEEREICHAVE. SEBACEABSITEE (AL 7170, HZEER)
ZRAWTRER (T protein : Biuret ¥:), MAE (Glucose : HK-G-6-PDH %), HH:AERA
(Triglyceride : GK-GPO 7"V & m—/LilEEE), #aL A7 o— (T. cholesterol :
IVATa—AFF T F—F HDAOS ¥), JRFEZESR (BUN: VL7 —¥ GLDH #),
7 V7 F = (Creatinine : BE&E), AU ALY (T bilirubin : /3337 EERRTE),
FAREYHER (Total bile acid : Bz Y-« 7 U o 785, “J’X/i’?*«’\f‘/ﬁé%T ) RFURTT—
¥ (AST :BER-UVIR), 77=73/ hF70RA7=25—F (ALT : BER-UVIR), 7
NHYRRATZ 75 —€ (ALP :p-=bta 7 ==Y VBEERE), v-JNVEINVET R
NI F L —F (Gamma-GTP : L-y-7 /& I W3- /VARF T-4NA HE), I T L
(Calcium : MXB ), ###Y > (I phosphorus : PNP-XDH {£) %, £ HEVEMRE ST
& (EAO6R, 7y b 4A) ZHWTHRMY DA (Sodium : A A BIRERE), BV
7 2 (Potassium : A A BIREME) BILUMEFE (Chloride : A A &IREBREE) 28l
ELT. )
I BB

13.5.3. CEREL L2 iE I RV 2. EEBIERAEGITEER (=713, ~L
FHFZEFD RV, A4 2 VLT T —X T 25— MER TR E L CERKE %
To7z. KEWETH, Ry —S TR CREL, REBDT Y MA—F—Z2 RN,
HBEIOSE (Albumin, Alpha ;, Alpha ;, Beta, Gamma) ZJIET 5 & & HITA/GE
Bl Uz, S512, FHEOHER I OMREFRETROZEEARZAWVT, &
SEDORE (gdl) #HH Lz {([HERE (%) x #EH (gdl)] /100}.

R
FoRE - K DOFRMET T, IR —VEWT, FiffR (BIR# 3 FEILIRODR) B &

V24 WFEIR (4FRIT 10 BRED LR H 4R 10 BREEE ) 28R L.
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pH, #&ifl (Occultblood), 4 h & (Ketone bodies), ¥ (Glucose), &H (Protein),
v Ue s Bilirubin) BERY LY 2 —47 2 (Urobilinogen) (Z-2oW\T, FiffiRz M
WTORE L. BIERE, T—AXRRERBR N-~AT X714 y7 A SG, A=
W AT T) RV, BEIRSHTEEE (CLINITEKS00, /3 L) THEZITo 7.

24 FFRIZOWVWT, [RE GHE) BLOEHR (BR) OWER, = EESAEROHE
(LC-06SP, hI—HEL) ZFWT, JREHK400x g TS5 ohRLL, HERIUEREIC
SHELT. BEERVT, SHBEMESTEEE EAWR) TF MU YA HY LS
JUERREZRAE (/4 8RERE) L, 3oL, REFHWTHIFNI DA A
U LR L UEROKRIREZEH Uiz, [RIRBE (Osmotic Pressure) 13, AEREEER
TEEEE (Osmotic Pressure AUTO&STAT OM-6030, 7—2 LA 7 7 7 hY—) THIE Ok
RETE) L. e, BEERRWT, BIATAUAS v —RIC X 23 aEREL, RiE
BEEAZERL, SRl 2ok, ERMIRS -2 R LEBICOWTE, BFEER
MR - AT EEOMRE - B PR ERHIR 8 LTz,

REERE
HRBLUREER

SEUENY) @hEE= 2301, 2305) 13, ERAEDICHR L. HE#EmL, ——
TOVHEY FCRIL L, Auliz L0 ZEIES T %ISH R U

Ty, Bk, BARROE, AERIUEREICOVWTHEEL, £ TORIR
ARzt L.

FHEFETEMDICOWT, ik, BlR, TR GETREZET), O TR R =
e BIE, R, BELESIOYIRERE, EFRFE (PEI60, A FT—+ FLF)
ERAVWTHEL, HIRBORENLREEER FEL (BXEER : FEEE / TIkH
fRE x100) ZHEH L.

7o, BEILI-2ToBmconT, KE, R @, VoosE BEE, T,
TR, TR, Mg, XERE, B g e, Wik & W &EXLxs
T EEAS JOREEE), O, PR, ERUME, &, &, B, 2R,
z=fe, [EG, B, e, B, ITIE, B MR BN B, Rt RBE, miNRR,
FRE LMK, BRE, PRE, TE, B BEK S, ~—F IR BN, TEE, FHE &
B8, fame, MERE, B OB, LEMRRZUKEIRE 10 vol%e I PEEE /L~
UART, BRITFAL<Y v - BiBIR FATR) THRIEE L721%, 10 vol% Ptz
< VIRTCEE L. ‘

13.6.1. THEE L7t B - I OWT, BEIE->TRT 7 ¢ oalL, g, ~
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ARV AU RERARR R U REBERER Y, MR KO

EHERBRE O PR X OEHERZ LN TEBMORE L8R E - Mk Bl
FHEOCRBERFEMIOWTER L. £, OE, R B 2% 8 55,
5, W, AR L ORE LRI oW, BARR CHRBWEREORENED
N, ERIOHFHERIC DWW TOIRE S EE L. ST, WEOREE, BE
W ZOUNTRIER LTz, '

HERHRNT

(A&, {FESENE, B8, FOBFHET —% (BH, BREHR), MRFHREME,
MREEERE R, Mk REn, nHEARERERE, FREE (RE RE25
FER X UREME), BEEER I OHMERIZOV T, BRI Bartlett D%/ ke
BEML, S5BOBEETE, Dunnett DS EHEBHRE TRt L SR EHBOBREEEZ KR
iE L7z, Bartlett D53 HURTE TRESBOEATE, Steel DIRTE Txi il & SR EHH O
HEERRELE. |

FOB 3H7—# (HEsESk, PR3 13, Kruskal-Wallis OMEZEM L, HEENR
D BTG, Steel DRE THIRH L BB EHOFTEEERE L.

IR R L OVRERRRR IR R OFASRIT, Fisher OO ELEFERIRTELL CxifREE &
FREBHORBELRE Uiz, RERREFITRO 5 HHBRWE R 5 CRE DRI
DONFTRIE, % 1), +1 @) % 12), +2 (PEE) % 31, 3 (& % I4)
1ZE) Y 4T, Mann-Whitney 0> U BE % FEHE L7-.

—PCIRBE DR AT DV C ORI T e o 7.

BEKUET, Bartlett DZEHERREIZ OV TIL 5%, TOMDBIEIL 5%EB L 1% D
IR TE CFEME L7z
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14. HABRRER

14.1.

14.2.

14.3.

LB LU—ARIRER (Tablel, Appendix 1)

FEEWDS, MED 500 mg/kg BT Day 6 BL VT OBERNCE 1 I @ErES 2301,
2305) IZRBH bz, FEUEMICIY, —MREBOE ke LT, #KE, rkfE, SEEO
BB L UEDHN ERESITPER) A8 Sh T\, BT 8miEid &
nizhoiz.

BEHMPO—BIREEOE(LE LT, #HERED 500 mgkg BT, 2HNTEEERS L UHEK
EOFBLFED O, DEHITIIAR TR OGRS bive. EHIZ, HHEAS 500 mgkg #f
ORET R, METZEBNRD Bz, £ Ofh, #Eo 20 mg/kg B TREAI (SE) , 500 mg/kg
HCHORR L OMEDH ERIIFER) 2SRz, ERHRFEETHHZ
EDG, HEBERS EBREORVWELEE X b

EHEHARI P O—RIREED L & LT, MEREL 1 500 mg/kg # T Day 29 (EHEHARIBRLA
B) \Z#ERE D DV TEHREISRD S22, Day 30 LRI —HRIREED A LiZER) Hivie
ol

{RE (Figurel, 2, Table2, Appendix2)

HETIE, 500 mg/kg BT Day 4 LRI GHIMIE THREE T, #EHEIICHE BREMHER
BHHI, Dayl 55 28 DIFEENMES A EREMEEZR L7z, 500 mgkg #TiE, EHE#H
B (Day 29 735 42) ICBWTHAERREEELR L. UL, EHESIREHOKERM
BIIAEREEE R L.

METIE, 500 mg/kg BET Day 4 520 11 A BREEER Lz, EEHRTIL, *RERE
¥ 500 mg/kg BECEIIFRD HIVY, EHEHARIOARERIINELT b cHIEE L TR Bz
Mo, '

EfHE (Figure3, 4, Table3, Appendix3)

HETIZ, 500 mg/kg BT Day 1-8, Day 15-22 33X U8 Day 2228 D¥ty | BEEENE
BEofEE R Uz, [IEHIRI T, 500 mgkg BEC Day 29-36 D) 1 AEFEENEE
REEER LR, £75, 20 mg/kg & C Day 8-15 3 X (" Day 15-22 M) 1 REFHENH
BRmEZ R LIcy, REICEEORVERRELTSH Y, S EEREICEELE
BTN e EX T

METIE, 500 mg/kg BET Day 1-8 DY) | BIEAEENE E/RMEEEZR L. BEHERIR
Ti3, 500 mgfkg BET Day 29-36 D) | BIEAFESE EREEE TR L.
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HREBZRSHRE (FOB)

FEM7RAEIRBIZR (Tabled, 5, 6, Appendix4, 5, 6)
BESHEFOBIERICBWT, BT, 7—U2 0B HIBEORSIZEF TR bh
ol FATL > TORMREETIE, TR OFHER, 20 mgke HTRS 2EA
14, 500 mgkg BETHE2, 3BIV4EAI, FhEN2, TRIV6FIZED
iz, 51T, 500 mghkg #TIL, &5 4EBIC TEE| ORIED 2 fllZ@BD bz
7 U —FNTOITEHRE TIE, SRR MERRLIZ L 5RE)) 2% 100 mgkg BETRS
B 1 BliER bz, BE3EMUs L UBERE TIE, IFREE L S E R 5RE L O
ICEITRRD OGNl 2B, FE7EREIZ T 20 88X 1V100 mgkg B TRO LN
TZRERIZ DUV TIE, BERARREETHY, B OAEICEELZ2VWE(LTHD Z b,
PERIE PR 5 & OREEIT v &Il U7z
IH&ET“ I, r—UhbOH LR SDERIZOWT, HETREE 7% 500 mgke BETES 1
T1HNZRD LN, MOBERITVTRD BEFICEE) H2VE IfE] ©
BHY, zfx’.@ﬁ%g&%@g@u AR LT LT, o b > CORMBIETIE,
EE| DOFRHEEDS, 500 mgkg HTERE 1, 2, 3BIV4BEBIL, ThEh1, 3, 3BIV
2ENTEES NI, FTe, HEO BEEIHENR TS 2500 mgkg HETHRE 1 EEBIC
2FNCBESNZ. 7 U —FNTOTEIOBIETIE, BEEitED MKV 23500 mgke B
THRE1VEBIZ 1 BICBEIN. 2B, R0 BERIIHEhL Q5] BLOYEEED
ME 1L, 5 138E O FOB BRIZET LZEW (@ME5 2305) TEESh.
BEEESUS N UMERENTIS, RREE L R E R 58 L ORICEIIRD Dol £
Dfth, EREEDS 500 mg/kg BECERE 1HERIZ 1 FliCBIR SN
EHEHAR R OB BV TIE, MEREE &, WThOBEEBICHEFIIFRD o,
HEFERS JUMERREUC b, *HFRRE & ORIICZEIERRD bhvieh o T,

BOSPERRZS (Table 4, Appendix 4)

B 5 4 8 BICEE L ROSEREICR VT, BT, BEERSHRE T, [RIE7ZRL)
23 500 mgkg BET 1 BUCRD LNz, MREIGHRE T, RGRL] BED (HZ2E
<$ 5] 7500 mgkg BHETHE 1 RO bz, BEKIGHRETHE, FEBIZIRY RS
DREEEET 1 PllicBlE Sz, HETIE, WThOBREERBIZEBNTHEERIGIERD L
nignolz.

[B118 2 38 B ORJSHEREIZBO T, HETIE, WINOREERIC S BEKNEER
hipdsorz., HETIY, BRERGRET, M SRIT L5 LaiHic#H< ) é)ﬁﬁ'ﬁﬂi’é
20, THEBITIRYRD] #3500 mgkg BET 1 BllCBIZ Sz,
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#5 @& (Table7, Appendix7)
MEHEE b, Beh 48 B 36 L UEHE 2 8 B OWTHOEIZIUW T, XHREE L 5
ERGEHE & O TRIGS KU DB NIZEITR D bhphror.

B¥EENE (Table8, Appendix 8)

HETHE, B5 4588 ORIV T, 500 mgkg B CRIERRAEH 20 LUK 60 43 T
D 10 HEOHFESESFELREELRL, RESRLAEREMEEZRLE. [EHE 2
BEHOBRETIL, XIFREEL 500 mgkg BECTEIIRRD bhved o7z

HETIY, 854 8BBLOEIE 2 EBOWTHOREIZISU TS, SHRE & H3RinE
BERL ORIZEITRD b o7z,

R
L
B 5 HRIHE THE (Table 9-1, Appendix 9-1)

HETIL, 500 mg/kg B CREFRIMEREN ERMMmZR Lz, Fiz, RBECHRERRB X
UHEEBSEER ER R O ONTHEMNER U, BMLRE(ETHY, ERpERE 0
Bl Lo T

HETIY, 500 mgkg FET~< h7 Uy ME, ~EZrErE, RMEREE L UMCHC
PEERE T2 OIS, MER0ERES LREm xR L.

[EEHARIAE TR (Table 9-2, Appendix 9-2)
HETIE, 500 mg/kg B THRIMEREI L O'MCHC BSEE 2B 72 HONET, MCV B
K O'MCH B2 E R~ L. ,
HMETIE, 500 mg/kg B CIAHEEBREA RN E R U723, BMAELTH Y #R
VBB OB L LA Lz oTz.

MiREEERERE (Table 10-1, 10-2, Appendix 10-1, 10-2)
MEREL b, BEHARHE T R L ORIEHIHHE TRFC, W oRERB 2B Th X
TRRE L SR B 5B L ORI bheho Tz, |

MR AA LR

B HRH& TR (Table 11-1, Appendix 11-1)

HETIE, 500 mg/kg B CHLMENEERET, ALT ’FER ERAZR L. Z0fth, 500
mgkg HTRE U A E L, #IBHERRS LUy -GTP 2SEfEfHM], 20 mg/kg BT ALT 23F
B ERZRUED, W LBEMAELTH V R ER S OEE L Ik Lo
7.

HETIE, 500 mg/kg B CREASEERET, PHASHS L AL SRR LR 2R
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L7z. Z0ft, 500 mgkg BECRE UL LB LUy -GTP A EBER, 100 mgkg BT
HV T APFERET 2R LS, ARICHE U2WERLTH v gl BER S OFEL
IR L7220 7.

EIEHEHE TR (Table 112, Appendix 11-2)

HETIE, 500 mgkg BECIMBEN A ERIETZ27R L. £0OM, 500 mgkg BETALP 35
FOEM Y VRRER R, REASEERETEZR LS, BSETRIIED M
RVEAETH O R B 5 DR L TN Lo Tz

HETIE, 500 mgkg BHCTHHAEIB LUz L AT o -V RgBR LR 2R L. %
Dfth, 500 mgkg HETHEESFERIET 2R LD, BEE TRAZIEEID bhvie VWAL
Th V) B E R 5 OB L IRAM Lo
MiEEAEIKRE

Pe5HARNK THE (Table 12-1, Appendix 12-1)

HETIL, 500 mgkght To, 7' 07 U VA EER I OBENEER ER 2R L. £5,
20 mg/kgi¥ Coy 7/ 07 Y A3 EHERB L ONRENFERIE T 2R Lz, AREICHIEL
T2V TH Y BRI E R 5 OB L 1A Lo T '

HETIE, WM OREE BB T bR & B R 5/ & ORICEITRD bh
aho Tz,

EIEHIRHE THE (Table 12-2, Appendix 12-2)
HETIE, 500 mghkg BECTT VT I U HHELSEBPEER ER AR UER, TATIVE
B LIRS bivied o7 7o, PRBRME R G ORE L 1T L7zd o7,
HETIE, WThOBEE B TV THREE L ORICEITRRD bivaho T,

VN

B EHIRE TR (Table 13-1, Appendix 13-1)

HEIE, 500 kg BECIREASRNIGER, [REBIE, 7 h U & AMEES L OWRHRIER,
VT ARER L URIREESHEERET RO N EZ R L. S 5IZ, 500 mgkg
BT, REENEBAEIINBE, pH AT 7 o ESRlE EASREES
RN, CUACVRBME (4T 24) BRTEEEM L. a8, RETEIC
DT, 100 mgkg FEIZBWTHEBELTE LFEMEN L=, Zofth, 500 mgkg
B CHRBEENEERIEE AT L0, AR I ST, SRmEs:
H OB L 1 LHM Ui o 7. RIGEDBRE TRD bNEFTRIE, Wi bBMRZ L
ThY, ERYEREOHEIIRD bR o7

HMETIY, 500 mgkg B ChRER L ONESRRHREENFERIEM, RIBEE, FTHIY
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14.6.1.2.

14.6.2.
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AREBIOCH Y U ARERERRETEZRLEZ. X5IZ, 500 mgkg BT, REH
AHEBE, CUAEUREME (14 ZRTEENEMLE. 28, REFMOVTL,
100 mg/kg BBV THEBEL 2 LB M L7z, FRICEDRZE TR bIVRT
RiZ, WINLEMARZELTHY, FRUWEREOREIIRD bhah-ol.

BRI T (Table 13-2, Appendix 13-2)
HETIL, WhOBREEBIZROCH R L OfICEITRD bhigho Tz
HETIE, 500 mgkg BETT MU U LARHREENFELRENER LR, BRRERT
b Y FERERE OB L ITAMT L 2o 7.

TREFRE
anE B

B EHARIAE TR (Table 14-1, 15-1, Appendix 14-1, 15-1) ,

HETIE, 500 mg/kg BECRBMOEERNEE /WA, 100 35 L T8 500 mgkg BE RO
TRXTEREDH B2, 500 mgkg BECHTR, Rl L OBIB O EREI ARSI
ERLE. 20, 500 mgkg TR, MR, FELER LOTEROEERNEE
2R, B KO TFRROMBR EES B ENE R L2, Wih bl e ORKE
WERTSEETH Y, HBRWERSORE L ITHT Loz,

HECIZ, 100 33 X T 500 mg/kg BECIFIOMAI AR MM, 500 mg/kg #¥ Tl
DR EEIE RN, DEOEERRS X UM EESEIMER LR L. £ 0Oft,
500 mg/kg B CRADFEREENFE/LENE TR Lz, Sk P oEEEISRRT 32k
ThHY, PEBMERGOREL TN Ui o7z

EHEHIRFE THE (Table 142, 152, Appendix 14-2, 15-2)

HETIE, 500 mg/kg # CRBBROMEM EEN A BRBENE T Lz, £ofth, DB LT
RO &Y B2, MO EENSAREREMEZ /R L0, Wit b ik
DARAEIRE U= 21k & ik U=

METIE, 500 mg/kg B CAHBOMER EER A B/NE R LT

HIRAT AL

BEHIMAE THE (Table 16-1, Appendix 16)

FRIEE LT, 500 mekg BEOHECRINIIENS & OKS3ED INEIAA 4 FllcEiAR S h,
RHERBET L~ B R T B AR OISR b, E512, 500 mykg BOBETH DM
BBES 3 4, RERO/INEE X OBIBORENRS 1 61, 500 mgkg BEOMERE CRIRORE
P2 B, BOREGHE KN | BllcBizsnie. £, 500 mgkg BEOME1 1 (B
WES 2303) T, UBOEK, HEEHSIONE, MEo A XKk L O
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DREELHBE S
Z O EHARE TREIR CRE SN RIL, WIS EREEORR THY, A
RIEREDTALE B X T

EEHAFIHE TH? (Table 16-3, Appendix 16)
500 mg/kg BEDHE 1 w EMES 1310) TREO/NE, BISIRRO/NER JTRED/N
BIRBEI NI,
Z O EHEHARHE TR CERE ST RIL, Wb BERMED 2 IRHREIC
LROONBTRTHY, BRFAEMOELEXT:. |

SEC-EM (Table 162, Appendix 16)
500 mg/kg BEDME TR SR EM TIL, Mg/ NEME (22 #1), MifgOZERE (12
Bl), BoBEERE 126) BLUBEOER 24) 2R bh:.

PG
HEER S ORE RPN E S, Mg B GTE, RS, §B, &S5 T,
AR, HERSLURIBICRD ohT.

B EHIRHE TR (Table 17-1, Appendix 17)

ML, 500 mg/kg BEOMERE B AVEIE SN, MECHE, RUBRECH~SHERRAE
BB BV, 500 mkg BEOMERE CERILENBZ Sh, RAFEDMET
BEIHEML, ECHEIMERSED bR, £, BIEBEOZERED 500 mg/kg FEOHET
BEINT.

R CIE, 500 mgke BEOMERE CRTFHGBIFRE (—ERCBAMLERED, MTiips
EEDRTR, Photo. 1) 2MEEESN, HECRAEPEKORIMERAEEO iz, 500 mgkg B

| O CHME F O, MECIEE (Photo. 1) B L ONEEMNEE SN

BB TIE, 500 mg/kg BEOM CREABER SN,

BB T, 500 mg/kg BEOME TR ERMIROEZ S ZHBEINE L OHE R (P
DFRAZET) PEESN, BERFBEGEOEME 7= IBENHAM ISR b

FERE T, 500 mg/kg BEDMERECHEE ERMARROIHAEEAL (Photo.2) MBS, HE
THAFEEOFALEENTRY, AEARREFEOIENE LUREDOHERIED bh
72. 100 mg/kg BEODHERS 1T 500 mg/kg BEOMERE T, Kl ERMIARORE Y HEBEEMN (Photo.
2) DEEIN, 500 mgkg BEOMETITABRBAEFEDOBEMMETRD bz

FHIBCIL, 500 mg/kg FEOMEME PG LA BIE Sh, ARRFBEFEROEM
NERH LN, £z, 500 mgkg BEOMERET/INEFOEFISIERNEREZ S, #HTH
BITFEAEFEHIEI L7z

RISZRR TIE, 500 mg/kg BEORETIREOEMEABILZ Sh, BAERDP &EEmZR L.
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14.6.3.3.

Exp. No. 9933 ( 115-212)
FINAL REPORT

BETIL, 500 mgkg HOMTIREOERE (TREOMREZET) PBEIh, AR
TR AEFIE OIS L UEE ORI b7,

BB CIY, 500 mg/kg BEOMEHE TR (Photo. 3), ZEaZEME (Photo.3), B83E, <
7 a7y —VEER LUKEERPSEE S, BERBEGHBOEINE - EHERH
RO LN, VL OPOFRCIIPEEOFRAE TN TRY, BREOHBLAD O,
ks, MAEPRER, ZERZEME, BERREORER, EICHEONR FERE L IRE 05
L) HHAET TV,

ZDfth, 500 mg/kg BEOME 1 B @HEE 2303) 12, CIROLEHOIEKR, L, O
SIS J OVENIRSr ORRAR b, RO B, FHiROBIM s PERAT RIS LT
RO ST, Dl L g L OFT ROBREIXET 5 5 Tidiavn s, AR L ONROE
2k B EEZ B, 500 mg/kg BEOMOHEE CIL LI FRED T RidH Hiviess-
2. 20 BX U100 mgkg BEZOW T H DB ERE ST o 7203, BrE5 2303 &
BRIOFRITERD biveh o120, BES 2303 TRWD LIVZETRILE RREDH
BT, HRWERSICEETAS TRV EE L. £, DEOEEIREES,
ﬂﬁ'ﬁﬁ%ﬁizﬁ#ﬁ%ﬁb:ﬁéb HTEL DR TRD LN s, BREERETHD L

EZz bz,

728, T OISR E R ERE TR bV RIY, BED A WIIREFEN S, W
THOERWERS & IXBED R WELEE 2 bz,

EIEHIFE TRE (Table 17-3, Appendix 17)

T, 500 mg/kg BEOMHECEEDARILENER SN, AELRBESEROEM
DR LT

BB CIL, 500 mg/kg BEDMERE T MERENEIZR S, HECRAEFBROIEMG XU
EoE@MPRH O, I5I, 500 mgkg BT, T vn7r—VERORER
SAGHROREMA, MR OB bhi. £72, 500 mgkg BEDHE
TS ORER LR EIRA A S .

BT, 500 mg/ke BEOHECHIT D MBS h.

FETIL, 500 mg/kg HOMECIRBEOZERHINBIE SN,

Z DI 500 mg/kg BETRRD BNZFTRIE, FBED 2WVITRAFED S, WINbHK
BREES S IXBEDRVWELEE X B,

SE1-EhY) (Table 17-2, Appendix 17)

SECBI I, IRIBOZE S L O RO ST R 23 2 BIAET, BIROZHE,
DA BAHIRAEE, FEovprEss, IRE oW, BIRoBn, A, B3R
L OREIERAE 1 FlisRn bz, BER XURIBOR R, SERWEOEHIY
REEbI, T MO RIZEERIEOEIZLE ) TRAE(LD 5\ BRI DR

-24 -
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Exp. No. 9933 ( 115-212)
FINAL REPORT

LEZ BN,

15. EBERB XU

fif D 500 mg/kg BET 2 BN L. BT LB CIY, —RIRBIS L UFOB 12k

WT, £HREBOBMICERE UERE LORGHEOE T IE S, fﬂsﬁm%w 5

DL, MEFHRE T 1 HICIRE OGRS LURIBROEFEZEOFT RSB b,

W& LT, $RYEREITER L5 IREOE(IZEE 5 FENRE 2 bz,
AERE L BB AR TS 2277 U, R A L, RIERSICRO TR
B#OFIER L OB SEEE T, REEREICRT 5 Rl B RS LR OB s
a%” HEREIZRBWO T, FA, BiEOHIN, MERLURERIHEEIN TS
. BBRWEIL, 277 MV LRI R AT LB X b, FOBEXED-—

RERREDOZE(L TR DIV IRHE, FRER A CRITE IC380 bR EEGRIERE DR
R, YERWERSORELH L. Tk, BRBSRaRAETIE, BXRESEOR

FEIZBWT, 500 mykeEDHETRD GRS bivz. ERBETIE, HIEBDHOK TS

OFFRIIRRD RN 720, BISHEREIZBONT, PEFITIEH 508, RIGHEDERT

PRTEMLED DILTHEY, 297 F— L COREREER L R, ARESRD

B I EREORELE X b, 2B, HRWEOMRRIZKIETIER 2R

FTHELEBD ONEh T, S5IT, —RIREBOZ LY LT, 500 mgkgh CHREH

IHIZRBD DIV-BREE, HRER L OVKER TR, REE#DORESHERLIZZ L

BLO2-F7 M= AOHERERERD DR E OB ENE 2 b, REERE

IZBUWNTHL, 500 mg/kght TERRES L UNERBI AL B R iR o4 B bds L UM Z4E:

M ZEBNFRD DTz, B, BaZUBEng, SIBcsWT, 1 8ICiEdH 528 100

mg/kgfEDORECIRD b, FARKTFHEICRE L QWA Z e bEMmEREORELE

26N, FRWESMCE R U TSR RIS Z SRR S h. U A4

L OWFFIIRHTH 24, EIEHRHE TR CIIFRD bR o7 Z Lhh, "t
DELEBZ bz, Eiz, D OMEEICH T AR ELEHEEOHKRO—ER L&

x b, EBRWER S X D H(VE ~DRER L UM L - REF ORI, Bk

THZFICRD ONZEBHEEORT 2 b A ENH & OEEHE bR Iz, 500

mg/kgFEDHETIE, FHEEREIZBOC, EEHIMKE TR, AIRFTR CRER, Fni

B L OKEED/IVE, KT R CRTSIIRSS L MBI D IRE DS AS LI 380 BTz

HRFREICRSNT, Zh b DOIRE O ZE, REEOEEIIRD oY, £EE

HERE O/ NI ISR E R SRR U TR ER L O REBOE(IC LY, RS

FAEXNTA U RMEETH D LE X T-. 728, 500 mg/kghtD 1 Fl @E 5 1310)
TiE, EHEHRRE TR CHREE L UBIEMRO/NIRRD b, RELKETHY,

FEMENMER L TWA EE X Sz, LUK G, EHEHOEER MBS ES
-25-
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Exp. No. 9933 ( 115-212)
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RL, WESEREIZ IRV TS, RERIC L AT B S IERRRBIC R o e &8s £ <,
TIRIZ X 2 g m A3 Shv 7.

REFRAEICRUN T, RWER G ORED, ahROWELE M, Mg gl LU
BIEIGRO bz, BB TIE, 500 mgkg BF TR EHIBE THRICERILE, Bl LW
RIEBEDOZEENR D vz, GRS, EHEMRHE TR COMERED ZHBNTFR
D BTz, 500 mgkg BEOMETIL, BEHME TRFOMIRFHET, ~~ 7V v ME,
~Eu g, RMEEDES LU MCHC 238 U, #ERMERESEIMER 2R L2 Z
END, EMHERMARE SN, 500 mgkg FEORETIE, BEHIRK TRACEIRMER
HENME ), EHEHARNE TRAICIR MBS KT MCHC 238, MCV 3 KX UYMCH 23
MR Ule. M) 281IE, #RWEIC L 23S OREICER L - EEEIR I
BROWHETTEIZSE 5 b L B X b, AFRIEEL, Bl L ARORE#FRE 2 oh,
BEHR TR O BB L2 - DICEHERIRE TR CRAESDEM L2 b o L HER =
W, Eie, MIEEEOHENS L URIRFTR TR, ARIEED 2\ B KG
TEEMEZZ LN BIBROZEREL, SRR TR T3 flos0RRTH o7
25, WPFET L7 2 Bl b5 b, #HRRmERS & ORER DL,

FHIRCCHE, $e5HARIE TRAZ 500 mg/kg BEOMERE TR BRI ML, MHBFANHT
AR 0D/ INEEFL LIRS K ORI LASEE D, W EREIC X 2 RMIRHTIEIC
CHEIRISEEB X OIE. FT-, 500 mgkg BEORETIE, MRAELFRE TALT @ EHS
RBbh, FREENSREING. ZhbOFTRIL, BEEHEKTRICIERD bz
DolzZ & h, FEOELEEZ bz,

B TIL, 500 mg/kg HOLEY) CHENFED O, R GHHEK TRTOIEE LW
B Tho7z. FECHNZIBN TS RBEIEEOEIERFRD bz s, FEAERFFIIARA
Tholz. FHEHFE TR T, B8R JUORERKORAEZIBD LizbDD, <27
R 7 — U OEESEML, BEAROMBEMIENTTE L- B2 b, Lo, I
BIRRE LU ORAERS, BRI TR . BRI TR CREITZ2L, B
ERISOMGES DUVILEIE, F3BbORBEEEEZ DN

MR CEREIZBN T, BEHIRHIE T ERC 500 mg/kg BEOME TRERMET, i
%%%i@AM%UyMAEQ%%%Tﬁ 500 mg/kg BEOHETRERMET, METH
MRS LU 2 L X T o — B ERERL, iR CcOEA - IFERHR~DORENT
ez, E£7z, 500 mgkg BEOBECTHRSHAMME TRAZIEIMET U, EHEHIRE TR
THRRDOZELDFED bz, HETO MR TIX FRRBRcB T bt bil, #EY
BHGOEEREDI.

R CIE, BRSHIRIE THAC 500 mg/kg BEOMERECREDENS L UMR &éﬁ@ﬁ
Rsmmygﬁwﬁffb)WAkiUﬁJWA%%ﬂg®m%pH@$&Mﬂm
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bh, BER~OEEWWRRI N, LHLAaRD, FESRE L, BHER (ixE
B) OFEERIZRD DN 00, MEEERE CEET SR bheho .
B, EHEHIRHA TEORBRE CIX 2 b0 iIsmy bive, EHEENED bhi-.

ZOfh, HEREE T 500 mgkg BECREIE 1E B OBIENSELZ R L, REREH
D EERIEN - B EEDOE L B2 v

AR 30U T, BRI D RV E L Th o 7oAy, EHEMRER
BOBCEBY VB ER L. UL, Ay A RS b, SHteicRtE
TB/RTGA—FIZRENRD O Lhb, BHERHERITENEZZ N

MEEHEKKEIREIZ BT, BHRBREEORED 500 mg/kght Ta,/ 17 U L 43H
DN U738, ARSI T 1, TR 15 X ONBR B IR BIARNT &,
EMFWERIE L E IO

PREREEIZIBNT, FEHARRE TRRAC 500 mg/kg BEORET Y b ARB L OEBADEML
AR BN, REOBIIC X ARSI B2 DN, BERWERECEHEL 20
I L 2 . MO 500 my/kg BECHSERHRILR DI L7z 2%, BRI TH Y
FEFHERITEN L EBX o7, F72, 1003 KUV 500 me/kg BEOMERE TR B8,
FETL, MEED 500 mgkg BETE VAL E U BHEEINERD B, @I E OxiE
- DT Tz, EHEHIRRE TR CIIREDOEITRBD bR -7z Z L vb, HER
WEEEH DV L BB AREDI A, BHFELITE L RoT

PlEDZ L03n, YEBREAGTITBWT, 22T 7FIA VT FL—T LORER
FIZRET 22, HETIX 100 mg/kg/day LA EOEE-C, #ETId 500 mg/kg/day D5
TROLNZZ ED, EHEMERNE, METIX20 mgkg/day, HETIE 100 mgkg/day & ¥l
Wranie. Fi, 14 AROEEIEE, EOEERS X OWRERRAICRY T
i L ORI R EOREIIFZ - b oo, HhEEfER 2R Uiz,

16. BEIWR
1) REERFDS 2277 h—1D T v bV — RSB (LFWEENE
RERIRE, 8:669-684 (2001) .
2) IUCLID (International Uniform Chemical Information Database). (2006) .
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Table 1. Clinical observation Exp. No. 9933 (115-212)

Sex: Male

Group No. ] . Day of experiment
Dose Finding l1eocmmmmm > [ J > R > 4ommmm - > Gcmme o S Gommm e S
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal — i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total 10 10 10 10 10 -10 10 10 10 10 10 10 10 10 10 10 10 10
0 §,1
02 normal — 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2—NIBE20 Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
03 normal — 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100
04 normal - 10 10 10 10 9 9 5 7 6 2 8 8 4 9 10 7 10 10
2-NIBE Total 10 10 10 10 9 9 5 7 6 2 8 8 4 9 10 7 10 10
500
Salivation — 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 10 10 10 10 10 10 10 10 10 10 210 10 10 10 10 10 10 10
Loose stool - 10 10 10 10 9 9 5 7 6 4 8 9 5 10 10 7 10 10
+ 0 0 0 0 1 1 5 3 4 6 2 1 5 0 0 3 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Watery diarrhea — 10 10 10 10 10 10 10 10 10 8 10 9 9 9 10 10 10 10
: + 0 0 0 0 0 0 0 0 0 2 o 1 1 1 0 0 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mucous feces - 10 10 10 10 10 9 5 7 6 2 8 8 4 9 10 7 10 10
+ 0 0 0 0 0 1 5 3 4 8 2 2 6 1 0 3 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1. -continued Clinical. observation Exp. No. 9933 (115-212)

Sex: Male

Group No. . Day of experiment
Dose Finding i T--m--=- > 8------- > 9-~--~--- > 10------- > 1l------- > 12------- >
rng/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
controlO Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
02 normal — 5 5 5 5 5 5 5 5 5 5 S 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
20
03 normal — 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100
04 normal . — 10 s 10 10 7 10 9 8 10 10 6 10 10 7 9 10 7 9
2-NIBE Total 10 9 10 10 7 10 9 8 10 10 6 10 10 7 9 10 7 9
500
salivation - 10 9 10 10 7 10 10 8 10 10 6 10 10 7 9 10 7 9
+ 0 1 0 0 3 0 0 2 0 0 4 0 0 3 1 0 3 1
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Loose stool — 10 10 10 10 10 10 ¢ 10 10 10 10 10 10 10 10 10 10 10
+ 0 0 0 0 0 0 1 0 0 0 0 0 0 0 o 0 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 190
Watery diarrhea - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
' + 0 0 0 0 0 0 0 6 0 0 0 0 0 0 0 0 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mucous feces — ip 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ]
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1. -continued Clinical observation Exp. No. 9933 (115-212)

Sex: Male

Group No. ) ) Day of experiment
Dose Finding 13-~------ > 14------- > 15------- > 16------- > 17-------~ > 18------~ >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
controlo Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
02 normal — 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2~-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
20
03 normal — 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 S 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100
04 normal — 7 8 9 3 2 7 4 3 7 2 3 9 1 2 8 2 3 8
2-NIBE Total 7 8 9 3 2 7 4 3 7 2 3 9 1 2 8 2 3 8
500
Salivation - 10 8 9 10 2 7 10 37 10 3 9 10 2 8 10 3 8
+ 0 2 1 ] 8 3 0 7 3 0 7 1 0 8 2 0 7 2
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Loose stool — 7 10 10 6 10 10 4 10 10 2 10 10 1 10 10' 2 10 10
+ 3 0 0 4 0 0 6 0 0 8 0 0 9 0 0 8 0 0
Total 10 10 10 10 10 10 ‘10 10 10 10 10 10 10 10 10 10 10 10
Watery diarrhea — 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mucous feces — 7 10 10 4 10 10 6 10 10 4 10 10 3 10 10 3 10 10
+ 3 0 0 6 0 0 4 0 0 6 0 0 7 0 0 7 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1. -continued Clinical observation Exp. No. 9933 (115-212)

Sex: Male

Group No. ) i Day of experiment
Dose Finding 19------- > 20------- > 21------- > 22------- > 23------- > 24------- >
mg/kg Part 1 2 3 1 2 3 1 2 . 3 1 2 3 1 2 3 1 2 3
01l normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control0 ) Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
02 normal . — 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
20 :
03 normal - 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100
04 normal - — 1 3 8 4 3 8 4 1 8 4 3 7 5 3 ld 1 2 10
2-NIBE Total 1 3 8 4 3 8 4 1 8 4 3 7 5 3 10 1 2 10
500
Salivation - 10 3 8 10 3 8 10 1 8 10 3 7 10 3 10 10 2 10
+ Q 7 2 0 7 2 0 9 2 0 7 3 0 7 0 0 8 [o]
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Loose stool - 1 10 10 4 10 10 4 10 10 4 10 10 5 10 10 1 10 10
: + 9 0 0 6 0 0 6 0 Q 6 0 [§] 5 o] 0 9 Q Q
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Watery diarrhea — 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10. 10 10 10
+ 0 0 0 o] 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mucous feces - 3 10 10 8 10 10 6 10 10 5 10 10 6 10 10 6 10 10
+ 7 0 0 2 0 0 4 0 0 5 0 0 4 0 0 4 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10" 10 10 10 10 10 10
1: Before dosing . 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing -

2-NIBE: 2-Naphthylisobutyl ether
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Table 1. -continued Clinical observation Exp. No. 9933 (115-212)
Sex: Male
Group No. o Day of experiment
Dose Finding 25---~~-- > 26------- > 27------- > 28-~----- > 29
mng/kg Part 1 2 3 1 2 3 1 2 3 1 2 3
01 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total 10 10 10 10 10 10 10 10 10 10 10 10 10
0
02 normal - 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5
20
03 normal - 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5
100
04 normal - 1 2 10 1 5 S 2 6 10 3 2 10 0
2-NIBE Total 1 2 10 1 5 9 2 6 10 3 2 10 0
500
Salivation hnd 10 2 10 10 ° 5 9 10 6 10 10 2 10 10
+ 0 8 ] 0 5 1 0 4 0 0 8 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10
Loose stool - 1 10 10 1 10 10 2 10 10 3 9 10 0
+ 9 0 0 9 0 0 8 0 0 7 1 0 10
Total 10 10 10 10 10 10 10 10 10 10 10 10 10
Watery diarrhea - 10 10 10 10 10 10 10 10 10 10 10 10 10
+ 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10
Mucous feces - 6 10 10 4 10 10 3 10 10 4 10 10 [¢]
+ 4 0 0 6 0 0 7 0 0 6 0 0o 10
Total 10 10 10 10 10 10 10 10 10 10 10 10 10
1: Before dosing 2: 30 to 60 minutes after dosing 3: to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1.

-Cco

ntinued Clinical observation

Exp. No. 9933 (115-212)
Sex: Male
Group No. Day of experiment
Dose Finding 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
mg/kg Part
01 normal - S 5 5 5 5 5 5 5 5 5 5 5 5 5 5
control Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Q
04 normal - 0 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 0 5 5 5 5 5 5 5 5 5 5 5 5 5 5
500
Loose stool - 0 5 5 5 5 5 5 5 5 5 5 5 5 5 5
+ 5 0 0 0 (4} 0 0 0 "0 0 0 0 0 0 0
Total 5 5 5 S S 5 5 S S 5 3 5 5 5 5
Mucous feces - Q S 5 5 5 5° 5 5 5 5 5 ) 5 5 5
+ 5 0 0 0 0 0 0 0 0 0 0 0 0 0o- 0
Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE: 2-Naphthylisobutyl ether
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Table 1.

-continued Clinical observation

Exp. No. 9933 (115-212)
Sex: Female
Group No. Day of experiment
Dose Finding 1---~---- > 2------- > 3------- > 4------- > S------- > 6-~----- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0
02 normal - 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
20
Scratched wound - 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Neck + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
03 normal - 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether

~
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Table 1. -continued Clinical observation Exp. No. 9933 (115-212)

Sex: Female

Group No. i . Day of experiment
Dose Finding l-----=-- > 2--~----> 3--~---- > 4---=---- > 5---m--= > 6-----~- >
mng/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
04 normal - 10 10 10 10 10 7 6 8 6 1 8 7 2 6 7 5 7 7
2-NIBE Total 10 10 10 10 10 7 6 8 6 1 8 7 2 6 7 5 7 7
500

Soiled fur .= 10 10 10 10 10 10 10 10 10 10 10 10 8 8 8 7 7 7
Anogenital region + 0 Q 0 0 0 0 0 0 0 0 o~ 0 2 2 2 2 2 2
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 9 9 9
Reddish tear — i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 9 9 9
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 9 9 9
Smudge of perinasal area - i0 10 10 10 10 10 10 10 10 10 10 10 8 8 8 8 8 8
+ 0 0 0 0 0 0 0 0 0 0 0 0 2 2 2 1 1 1
Total 10 10 10 10 10 10 10 10 10 10 10 10 io 10 10 ] 9 9
Salivation — 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 9 9 9
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 S 9 9
Loose stool - 10 10 10 10 10 7 6 8 6 3 8 7 3 8 10 5 9 9
+ 0 0 0 0 0 3 4 2 4 7 2 3 7 2 0 4 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 9 9 9
Watery diarrhea - 10 10 10 10 10 10 10 10 10 8 10 10 9 10 10 9 9 9
+ 0 0 0 0 0 0 0 0 0 2 0 0 1 0 0 0 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 9 9 9
Mucous feces ) - 10 10 10 10 10 7 6 8 6 3 8 7 2 8 10 5 9 9
+ 0 0 0 0 0 3 4 2 4 7 2 3 8 2 0 4 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 9 9 9

1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1.

-continued Clinical observation

Exp. No. 9933 (115-212)
Sex: Female
Group No. Day of experiment
Dose Finding Tmmmmmm- > 8------- > 9------- > 10------- > 1l------- > 12------- >
mg/kg Part 1 2 3 1 2 3 1 2 31 2 3 1 2 3 1 2 3
o1 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0
02 normal - 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
20
Scratched wound - 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Neck + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
03 normal — 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 S 5 5 5 5 5 5 5 5 ] 5 5 5
100

1: Before dosing
2-NIBE: 2-Naphthylisobutyl ether

2

30 to 60 minutes

after dosing 3: 3 to 4 hours after dosing
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Table 1. -continued Clinical observation ExXp. No. 9933 (115-212)

Sex: Female

Group No. } ) Day of experiment )
Dose Finding Y > R > 9------- > 10------- > 1l------- > 12------- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
04 normal - 6 6 7 7 6 7 6 3 7 4 4 6 6 5 7 7 4 7
2-NIBE Total 6 6 7 7 6 7 6 3 7 4 4 6 6 5 7 7 4 7

500
Soiled fur - 7 7 7 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Anogenital region + 1 1 1 0 0 0 0 0 0 0 0 0 ] 0 0 0 o 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Reddish tear - 8 8 8 8 8 8 8 8 7 8 8 8 8 8 8 8 8 7
+ 0 0 0 0 0 o 0 0 1 0 0 0 0 0 0 0 0 1
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
smudge of perinasal area - 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
+ 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Salivation - 8 7 8 8 6 7 8 3 7 8 4 6 8 6 7 8 4 7
- + 0 1 0 0 2 1 0 5 1 0 4 2 0 2 1 0 4 1
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Loose stool . - 7 8 8 7 8 8 6 8 8 4 8 8 6 7 8 7 8 8
+ 1 0 0 1 0 ] 2 0 0 4 0 0 2 1 0 1 o 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Watery diarrhea - 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
+ 0 0 0 0 0 0 0 0 Q o] Q 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Mucous feces — 7 8 8 7 8 8 6 8 8 5 8 8 8 8 8 7 8 8
+ 1 0 0 1 0 ] 2 0 0 3 0 0 0 0 0 1 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1.

-continued Clinical observation

EXp. No. 9933 (115-212)
Sex: Female
Group No. Day of experiment
Dose Finding 13--~----- > l4------- > 15------- > 16-------~ > 17-=------ > 18------- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 N ’
02 normal - 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
20
Scratched wound - 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Neck + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
03 normal - 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether



Table 1. -continued Clinical observation Exp. No. 9933 (115-212)

Sex: Female

Group No. ) i Day of experiment
Dose Finding 13-w-=-n-- > 14------- > 15------- > 16------- > 17------- > 18------- >
ng/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
04 normal - 4 5 5 2 5 5 4 4 5 3 4 6 0 5 6 1 5 4
2-NIBE Total 4 5 5 2 5 5 4 4 5 3 4 6 0 5 6 1 5 4
500
Soiled fur - 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Anogenital region + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Reddish tear - 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
+ 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Smudge of perinasal area — 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
i ' + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o] [ 0 0
w S Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
é; [V
| ! Salivation — 8 5 5 8 5 5 8 4 5 8 4 6 8 5 6 8 5 4
- + 0 3 3 0 3 3 0 4 30 4 2 0 3 2 0 3 4
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Loose stool - 4 8 8 4 8 8 4 8 8 4 8 8 1 8 8 1 8 8
+ 4 0 0 4 0 0 4 0 0 4 0 0 7 0 0 7 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Watery diarrhea - 8 8 8 8 8 8 8 8 8 7 8 8 7 8 8 8 8 8
‘ + 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Mucous feces : - 6 8 8 4 8 8 5 8 8 5 8 8 1 8 8 2 8 8
—+ 2 0 0 4 0 0 3 0 0 3 0 0 7 0 0 6 8} 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1.

-continued Clinical observation

Exp. No. 9933 (115-212)
Sex: Female
Group No. Day of experiment
Dose Finding 19------- > 20------- > 21------- > 22=---=--- > 23------- > 24------=- >
ng/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal et 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0
02 normal - 5 5 5 5 5 5 4 4 4 4 4 4 4 4 4 4 4 4
2-NIBE Total 5 5 5 5 5 5 4 4 4 4 4 4 4 4 4 4 4 4
20
Scratched wound — 5 5 5 5 5 5 4 4 4 4 4 4 4 4 4 4 4 4
Neck + 0 0 0 0 o] 0 1 1 1 1 1 1 i 1 1 1 1 1
Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
03 normal - 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1. -continued Clinical observation EXp. No. 9933 (115-212)

Sex: Female

Group No. Day of experiment
Dose Finding 19------~ > 20-------> 2l-----=~- > 22------- > 23---=---- > 24------- >
mg/kg Part . 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
04 : normal - 1 5 5 3 5 7 3 3 7 5 4 7 1 4 8 4 5 8
2-NIBE Total 1 5 5 3 5 7 3 3 7 5 4 7 1 4 8 4 5 8
500

Soiled fur - 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Anogenital region + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o]
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Reddish tear - 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Smudge of perinasal area — 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Salivation . - 8 5 5 8 5 7 8 3 74 8 4 7 8 4 8 8 5 8
+ 0 3 3 0 3 1 0 5 1 0 4 1 0 4 0 0 3 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Loose stool — 1 8 8 3 8 8 3 8 8 5 8 8 1 8 8 4 8 8
: + 7 0 0 5 0 0 S 0 0 3 0 0 7 0 0 4 [} 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Watery diarrhea - 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Mucous feces - 2 8 8 4 8 8 3 8 8 5 8 8 4 8 8 5 8 8
‘ + 6 0 0 4 0 0 5 o 0 3 ] 0 4 0 0 3 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8

1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1.

-continued Clinical observation

Exp. No. 9933 (115-212)
Sex: Female
Group No. Day of experiment
Dose Finding 25------- > 26------- > 27------- > 28------- > 29
ng/kg Part 1 2 3 1 2 3 1 2 3 1 2 3
01 normal - 10 1-0 10 10 10 10 10 10 10 10 10 10 10
control Total 10 10 10 10 10 10 10 10 10 10 10 10 10
0
02 normal - 4 4 4 4 4 4 4 4 4 4 4 4 5
2-NIBE Total 4 4 4 4 4 4 4 4 4 4 4 4 5
20
Scratched wound — 4 4 4 4 4 4 4 4 4 4 4 4 5
Neck + 1 1 1 1 1 1 1 1 1 1 1 1 0
Total 5 5 5 5 5 5 5 5 5 5 5 5 5
03 normal - 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5
100
1l: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE:

2-Naphthylisobutyl ether
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Table 1. -continued Clinical observation Exp. No. 9933 (115-212)

Sex: Female

Group No. i ) Day of experiment
Dose Finding 25------- > 26------- > 27---=---- > 28------- > 29
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3
04 normal - 4 5. 8 2 4 7 1 6 8 1 4 8 2
2-NIBE Total 4 5 8 2 4 7 1 6 8 1 4 8 2
500

Soiled fur ) - 8 8 8 8 8 8 8 8 8 8 8 8 8
Anogenital region + 0 0 0 0 0 0 0 0 0 0 0 Q 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8
Reddish tear - 8 8 8 8 8 8 8 8 8 8 8 8 8
+ 0 0 0 0 0 0 0 0 o 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8
Smudge of perinasal area - 8 8 8 8 8 8 8 8 8 8 8 8 8
+ 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8
Ssalivation - 8 5 8 8 4 7 8 6 8 8 4 8 8
+ 0 3 0 0 4 1 0 2 0 0 4 0 ]
Total 8 8 8 8 8 8 8 8 8 8 8 8 8
Loose stool - 4 8 8 2 8 8 1 8 8 1 8 8 2
+ 4 0 0 6 0 0 7 0 0 7 0 0 6
Total 8 8 8 8 8 8 8 8 8 8 8 8 8
Watery diarrhea - 8 8 8 8 8 8 8 8 8 8 8 8 8
+ o] 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8
Mucous feces - 5 8 8 3 8 8 1 8 8 4 8 8 3
+ 3 0 0 5 o} 0 7 0 0 4 0 0 5
Total 8 8 8 8 8 8 8 8 8 8 8 8 8

1: Before dosiﬁg 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1.

-continued Clinical observation

Exp. No. 9933 (115-212)
Sex: Female
Group No. Day of experiment
Dose Finding 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
mg/kg Part
01 normal - 5 5 5 5 5 5 5 ° 5 5 5 5 5 5 5 5
control Total S 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0
04 normal - 1 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 1 5 5 5 5 5 5 5 5 5 5 5 5 5 5
500
Loose stool - 1 5 5 5 5 5 5 5 5 5 5 5 5 5 5
+ 4 0 0 0 0 Q 0 0 Q 8] 8] Q Q 0 Q
Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mucous feces - 1 5 5 5 5 5 5 5 5 5 5 5 5 5 5
+ 4 0 0 0 0 0 0 0 0 0 0 0 o] 0 0
Total 5 5 5 5 5 5 5 5 5 ) 5 5 5 5 5

2-NIBE: 2-Naphthylisobutyl ether
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Table 2.

Body weight

Exp.No. 9933 (115-212)
Sex: Male
Group No. Day of experiment Unit:g
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 28 1-28
01 ) N 10 10 10 10 10 10 10 10 10 10
control Mean 142 162 i91 212 240 265 291 312 330 188
0 .D. 5 6 14 13 17 16 19 21 22 21
02 N 5 5 5 5 5 5 5 5 5 5
2-NIBE Mean 144 163 195 217 249 272 300 319 339 195
20 .D. 6 7 6 7 7 10 9 11 14 9
03 N 5 5 5 5 5 5 5 5 5 5
2-NIBE Mean 145 164 195 217 245 264 289 305 319 174
100 .D. 6 6 7 9 12 16 21 25 27 31
04 N 10 10 10 10 10 10 10 10 10 10
2-NIBE Mean 143 1304## 164*% 180%* 202%*%%* 216%*%* 230%* 243%*%%* 256% % 113*%*
500 S.D. 6 15 14 17 22 24 31 30 34 30
Significantly different from group ## P = 0.01 (Steel)
Significantly different from group ** P X 0.01 (Dunnett)

2-NIBE: 2-Naphthylisobutyl ether
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Table 2.

-continued Body weight

Sex: Male

Exp.No.

9933

(115-212)

Group No. Day of experiment Unit:g
Dose Gain

ng/kg 29 32 36 39 42 29-42
01 N 5 5 5 5 5 5
control Mean 333 346 357 367 375 41

0 S.D. 19 20 20 22 19 7

04 N 5 5 5 5 5 5
2-NIBE Mean 252% % 271%* 293+ 307* 317* 65**

500 S.D. 43 44 47 46 43 9
Significantly different <£from 01 group P = , F* 0.01 (Dunnett)

2-NIBE: 2-Naphthylisobutyl ether
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Table 2.

-continued Body weight

Exp.No. 9933 (115-212)
Sex:
Group No. Day of experiment Unit:g
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 28 1-28
01 N 10 10 10 10 10 10 10 10 10 10
control Mean 116 129 142 153 161 167 178 184 191 75
0 S.D. 4 4 6 6 10 10 11 12 11 11
02 N 5 5 5 5 5 5 5" . 5 5 5
2-NIBE Mean 114 126 140 153 162 169 181 187 193 79
20 S.D. 4 6 9 10 12 11 12 15 13 11
03 N 5 5 5 5 5 5 5 5 5 5
2-NIBE Mean 117 130 149 160 171 178 188 193 201 84
: 100 S.D. 4 6 8 10 11 13 15 14 15 12
04 N 10 10 8 8 8 8 8 8 8 8
2-NIBE Mean 116 105** 132%* 141* 154 164 173 178 188 73
500 S.D. 4 8 7 11 10 10 14 15 19 18
Significantly different from group p £ , ** P 0.01 (Dunnett) .

2-NIBE: 2-Naphthylisobutyl ether
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Table 2.

-continued Body weight

Sex: Female

Exp.No.

9933

(115-212)

Group No. Day of experiment Unit:g
Dose Gain
mg/kgr 29 32 36 39 42 29-42
01 N 5 5 5 5 5 5
control Mean 191 199 204 206 209 19
o . S.D. 16 16 13 12 15 4
04 N 5 5 5 5 5 5
2-NIBE Mean 191 199 206 210 215 25
500 S.D. 20 22 21 22 22 5

2-NIBE: 2-Naphthylisobutyl ether



-96¢-

_9;_

Table 3.

Food consumption

Exp. No. 9933 (115-212)
Sex: Male
Group No. Day of experiment Unit:g/animal/day
Dose 8 15 22 29 36 :
mg/kg => 8 => 15 => 22 => 28 => 36 => 42
01 N 10 10 10 10 5 5
control Mean 18 19 20 19 24 23
0 S.D. 1 1 1 1 1 1
02 N 5 5 5 5
2-NIBE Mean 19 21# 21# 20
20 .D. 1 1 1 1
03 N 5 5 5 5
2~-NIBE Mean 18 20 20 19
100 S.D. 1 2 2 2
04 N 10 10 10 10 5 5
2-NIBE Mean 13## 19 174 16%* 29%%* 25
500 S.D. 3 3 4 3 3 2
Significantly different from 01 group # P £ 0.05 , ## P < 0.01 (Steel)
Significantly different from 01 group * P < 0.05 ** P < 0.01 (Dunnett)

2-NIBE:

2-Naphthylisobutyl ether
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Table 3.

-continued Food consumption

Exp. No. 9933 (115-212)
Sex: Female
Group No. Day of experiment Unit:g/animal/day
Dose 1 8 15 22 29 36
mg/kg => 8 => 15 => 22 => 28 => 36 => 42
01 N 10 10 10 10 5 5
control Mean 14 14 14 13 18 18
0 S.D. 1 1 1 1 1 1
02 N 5 5 5 5
2-NIBE Mean 14 15 14 13
20 S.D. 3 1 2 1
03 N 5 5 5 5
2-NIBE Mean 15 15 15 13
100 S.D. 1 1 2 1
04 N 8 8 8 8 5 5
2-NIBE Mean 11## 14 14 14 23## 20
500 .D. 2 2 2 2 3 4
Significantly different £from 01 group ## P 0.01 (Steel)

2-NIBE: 2-Naphthylisobutyl ether
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Table 4. Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115—212)

Sex : Male
Signs Dose level Administration period (Week) Recovery period (Week)
: (mg/kg) B. G. 1 2 3 4 1 2
No. of animals 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
REMOVAL FROM CAGE ‘
Ease of removal Very easy 0 8 8 10 8 8 5 5
20 4 4 5 5 3 - -
100 5 3 5 4 4 - -
500 5 6 9 10 9 5 5
Easy 0 2 2 0 2 2 0 0
20 1 1 0 0 2 - -
100 0 2 0 1 1 - -
o 500 5 4 1 0 1 0 0
T Vocalization None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5

B.G. : Before grouping
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Table 4.

-continued Detailed clinical observations and sensory reactivity to stimuli of different types

Exp. No. 9933 (115-212)

Sex : Male
Signs Dose level Administration period (Week) Recovery period (Week)
(mg/ke) B. G. 1 2 3 4 1 2
HANDL ING OBSERVAT IONS
Muscle tone Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 b 5 5 5 5 - -
500 10 10 10 10 10 5 5
Subnormal temperature Absent 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 ) 5 5 5 5 - -
500 10 10 10 10 10 5 5
Piloerection Absent 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5 »
Staining hair Absent 0 10 10 10 10 10 5 5
20 5 b 5 ) 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Unkempt hair Absent 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Skin color Normal 0 10 10 10 10 10 5 5
' 20 5 5 5 5. 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Lacrimation Absent 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5

B.G.: Before grouping
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Table 4.  ~-continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Male
Signs Dose level Administration period (Week) Recovery period (Week)
‘ (mg/ke) B.G.~ 1 2 3 4

Exophthalmos Absent 0 10 10 10 10 10 5 5

20 5 b 5 5 5 - -

100 5 5 5 5 5 - -

500 10 10 10 10 10 5 5

Pupillary size Normal 0 10 10 10 10 10 5 5

20 5 5 5 5 5 - -

100 ) 5 5 5 5 - -

500 10 10 10 10 10 5 5

Salivation Absent 0 10 10 10 10 10 5 5

20 5 5 4 5 5 - -

100 5 b . b 5 5 - -

500 10 10 8 3 2 ) b

Slight 0 0 0 0 0 0 0 0

20 0 0 1 0 0 - -

100 0 0 0 0 0 - -

500 0 0 2 7 6 0 0

Marked ' 0 0 0 0 0 0 0 0

20 0 0 0 0. 0 - B

100 0 0 0 0 0 - -

500 0 0 0 0 2 0 0

B.G. : Before grouping
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Table 4. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Male
Signs Dose level ' Administration period (Week) Recovery period (Week)
(mg/kg) B. G. 1 2 3 4 1 2 ‘
OBSERVATIONS IN ARENA :
Posture Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Motor activity Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Respiration Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Lid closure Wide open 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Gait Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 4 5 5 5 - -
500 10 10 10 10 10 5 5
Indifference immobile o 0 0 0 0 0 0 -0 0
20 0 0 0 0 0 = -
100 0 1 0 0 0 - -
, 500 0 0 0 0 0 0 0
Tremor None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5

B.G. : Before grouping
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Table 4. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Male ’
Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B. G. 1 2 3 4 1 2
Twitch None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 ) 5 5 5 - -
500 10 10 10 10 10 5 5
Convulsion None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Stereotypic behavior None ‘ 0 , 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
. 500 10 10 10 10 10 5 5
2 Abnormal behavior None 0 10 10 10 10 10 5 5
' 20 5 5 5 - b 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5

B.G. : Before grouping
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Table 4.  -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Male
Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B.G. 1 2 3 4 1 2
SENSORIMOTOR FUNCTION , ;
Approach contact No reaction 0 0 0
20 0 -
100 0 -
500 1 0
Normal a) 0 10 5
20 5 -
100 5 -
500 9 5
Touch response No reaction 0 0 0
20 0 -
100 0 -
- 500 1 0
Moderate reaction 0 10 5
20 5 -
100 5 -
500 8 5
Freezing 0 0 0
20 0 -
100 0 -
500 1 0
Pinna response Normal 0 10 5
20 5 -
100 5 -
500 10 5

B.G. : Before grouping .
a) Rat slowly approaches and sniffs at object or turns away



-¥9¢-

1

Table 4.  ~continued Detailed clinical observations and sensory reactivity to stimuli of different types

Exp. No. 9933 (115-212)

Sex : Male

Signs Dose level Administration period (Week) Recovery period (Week)

(mg/kg) B.G. 1 2 3 4 1 2

Pain response (Tail pinch) Slowly turns 0 1 0

20 0 -

100 0 -

500 0 0

Normal 0 9 5

20 5 -

100 5 -

500 10 5

Pupillary reflex Normal 0 10 5

‘ 20 5 -

100 5 -

500 10 5

o Air righting reflex Normal 0 10 5

v 20 5 -

100 5 -

500 10 )

B.G. : Before grouping
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Table 4. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Female

Signs Dose level Administration period (Week) Recovery period (Week)
(mg/ke) B.G.” T 2 3 4 i

10 10 10
5 5 5
5 9 5
8 8 8

No. of animals 0 10

20 5
100 5
500 ' 10

—_
©oTO1TO
ol o
(52 I S

REMOVAL FROM CAGE

Ease of removal Very easy 0
20
100
500

Easy 0
20
100
500

Moderately difficult 0
20
100
500

Vocalization None 0

—

CUIUIO =000 OO0 ~Noo1o
—

PTCICIO OO0 =000 —NoIOgo
—_

OHFIUCIO OO0 OO oIulIo
(4]
(4]

u—y

OUCIUIO OO ——=MNN ©p»Wwoo
—
—

OUIUITO OO N=-NW oW~
—

w—t
fteor ol 1o ©l 1o ol
o ol 1o ol | © o

100
500

u—y
(42}
(3]

B.G.: Before grouping
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Table 4. —continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Female

Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B. G. 1 2 3 4 1

HANDL ING OBSERVAT I0ONS

Muscle tone Normal 0 10 10 10 10 10 5 5
’ 20 5 5 5 5 5 - -

100 5 5 5 5 5 - -

500 10 9 8 8 8 5 5

Subnormal temperature Absent 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - ~

100 5 ) 5 5 5 - -

500 10 9 8 8 8 5 5

Piloerection Absent . 0 ' 10 10 10 10 10 5 5
20 5 5 5 5 b - -

100 5 5 5 5 5 - -

500 10 9 8 8 8 5 5

Staining hair Absent 0 10 10 10 10 10 5 5
: 20 5 ) 5 5 5 - -

100 5 5 5 5 5 - -

500 10 7 8 8 8 5 5

Very soiled 0 0 0 0 0 0 0 0

20 0 0 0 0 0 - -

100 0 0 0 0 0 - -

500 0 2 0 0 0 0 0

Unkempt hair Absent 0 10 10 10 10 10 5 5
. 20 5 5 5 5 5 - -

100 5 5 5 5 5 - -

500 10 9 8 8 8 5 b

Skin color Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -

100 5 5 5 5 5 - -

500 10 9 8 8 8 5 5

B.G.: Before grouping
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Table 4. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Female

Signs . Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B.G. 1 2 3 4
Lacrimation Absent 0 10 10 10 10 10 5 5.
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 5
Exophthalmos Absent 0 10 10 10 10 10 5 5
20 5 ) 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 5
Pupillary size Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
, 500 10 9 8 8 8 5 5
&  Salivation Absent ' 0 10 10 10 10 10 5 5
' 20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 8 5 ) 6 5 5
Slight 0 0 0 0 0 0 0 0
20 0 0 0 0 0 - -
100 0 0 0 0 0 -
500 0 1 3 3 2 0 0

B.G. : Before grouping
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Table 4. —continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Female

Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B.G.- 1 2 3 4 1 2
OBSERVATIONS IN ARENA
Posture Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 5
Motor activity Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 8 8 8 8 5 5
Low 0 0 0 0 0 0 0 0
20 0 0 0 0 0 - -
100 0 0 0 0 0 - -
500 0 1 0 0 0 0 0
Respiration Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 5
Lid closure Wide open 0 10 10 10 10 10 5 5
20 ) 5 5 5 5 - -
100 5 5 5 5 5 - -
‘ 500 10 9 8 8 8 5 5
Gait ‘ Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 3 5 5
Tremor None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 5

B.G.: Before grouping
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Table 4. —continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Female

Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B.G.~ 1 2 3 4
Twitch . None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 5
Convulsion None 0 10 10 10 10 10 5 5
: 20 5 5 5 5 5 - -
100 . ) 5 5 5 5 - -
500 10 9 8 8 8 5 5
Stereotypic behavior None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 5
Abnormal behavior None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 5
Other ' Loose stool _ 0 0 0 0 0 0 0 0
20 0 0 0 0 0 - -
100 0 0 0 0 0 - -
500 0 1 0 0 0 0 0

B.G. : Before grouping



Table 4. -continued Detailed clinical observations

Sex : Female

and sensory reactivity

to stimuli of different types

Exp. No. 9933 (115-212)

Signs

Dose level
(mg/kg)

B.G.

Administration period (Week)

1

2

3

4

Recovery period (Week)
1 2

SENSOR IMOTOR FUNCT ON
Approach contact:

Touch response

Pinna response

-0.€-

) Pain response (Tail pinch)

Pupillary reflex

Normal a)

Moderate reaction

Normal

Slowly turns

Walk away from stimulus

Normal

Normal

20
100
500

20
100
500

20
100
500

20
100
500

20
100
500

100
500

100
500

—

-—

—

—_—
OCITIO UTIOIO QOO0 COOC ool

—

S OO oo

<

(IS 1 S 2 T R NS 3 S 3 B A

I =1 o o i

o &1L O

(&3]

B.G.: Before grouping

a) Rat slowly approaches and sniffs at object or turns away
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Table 4.

Sex : Female

—continued Detailed clinical observations and sensory reactivity to stimuli of different types

Exp. No. 9933 (115-212)

Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B. G. 1 2 3 4 1 2
Air righting reflex Normal 0 10 5
20 5 -
100 5 -
500 8 5

B.G.: Before grouping
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Exp. No. 9933(115-212)

Table 5.  Summary of number of defecation
Dose level No. of Administration period (week) Recovery period (week)
Sex (mg/kg) animals B.G. 1 2 _ 3 4 . 2
0 10 0.3+0.7 a) 0.4=+0.8 0.1%x0.3 0.2£0.6 0.0x0.0 0.0x+0.0 (b) 0.0x0.0 (5
Male 20 5 0.6 0.9 0.60.5 0.00.0 0.4%0.9 0.2+0.4
100 - 5 0.6+0.9 0.0+0.0 0.0%£0.0 0.2+0.4 0.0+0.0
500 10 1.0x£1.1 0.9+1.5 0.4+1.3 0.5+1.6 0.0+0.0 1.4+1.9 (5) 0.0x£0.0 (5
4 0 10 0.1=x0.3 0.1x0.3 0.0+0.0 0.0x0.0 0.0£0.0 0.0£0.0 () 0.6x0.9 (5
Female 20 5 1.0+1.4 0.2x0.4 0.0£0.0 0.0+0.0 0.0+0.0
100 5 0.0%£0.0 0.0+0.0 0.0x0.0 0.0£0.0 0.2+0.4
500 10 0.3+0.7 0.6+0.9 (9 0.5+1.1 (8 0.0+0.0 (8 0.0x0.0 (8 0.61.3 (5) 0.0x£0.0 (9
. Before grouping .

a) Mean = S.D.

B. G.
Values in parentheses are expressed no. of animals examined
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Exp. No. 9933(115-212)

Table 6.  Summary of number of pools of urine
Dose level No. of Administration period (week) Recovery period (week)
Sex (mg/kg) animals B. G. 1 3 4 2
0 10 0.3+£0.5 a) 0.6=*0.8 0.2+0.6 0.1%+0.3 0.4+0.7 0.0%+0.0 () 0.0+0.0 (5
Male 20 5 0.4+0.5 0.0%0.0 0.4+0.9 0.2+0.4 0.2+0.4
100 5 0.2+0.4 0.0+0.0 0.0+0.0 0.0%0.0 0.6£0.5
500 10 0.2+0.4 0.4+0.8 0.2+0.4 0.2+0.4 0.2+0.4 0.0x£0.0 (5 &OiQO 5)
4 0 10 0.5+0.8 0.0+0.0 0.0£0.0 0.0+0.0 0.2+0.4 0.2x0.4 (5) 0.2x0.4 ()
N
Female 20 5 0.2+0.4 0.24+0.4 0.2+0.4 0.0+0.0 0.0+0.0
100 5 0.8+0.8 0.0+0.0 0.0+0.0 0.0+0.0 0.0+0.0
500 10 0.2+0.6 0.4+0.5 (9 0.4%+0.5 (8 0.1x0.4 (8) 0.1x0.4 (8 0.0x£0.0 (6 0.0x0.0 (9
: Before grouping

B.G.

a) Mean £ S.D.
Values in parentheses are expressed no. of animals examined
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Table 7.  Summary of grip strength

4 week of administration

Exp. No. 9933 (115-212)

Unit @ ¢
s D"(S;g /';g")e' Jo. of - Forel imb Hindl imb
0 10 044 = 197 a) 389 + 81
Male 20 5 968 = 220 450 + 34
100 5 877 = 277 527 = 180 :
500 10 813 = 185 M1 = o
0 10 802 + 69 465 = 61
Female 20 5 868 = 145 54_9 + 83 :
100 5 43 £ 95 292 + 91
500 g 692 + 168 43 = 78

a) Mean = S.D.
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Exp. No. 9933 (115-212)

Table 7. —continued Summary of grip strength
2 week of recovery Unit : g
Dose level No. of . . .
Sex (me/ke) animals Forelimb Hindl imb
0 5 1125 = 118 a) 652 = 96
Male
500 5 1210 £ 373 672 += 113
0 5 768 + 209 422 + 141
Female . L
500 655 += 119 417 + 106

a) Mean = S.D.
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Exp. No. 9933 (115-212)

Table 8.  Summary of motor activity
4 week of administration
Dose level No. of Motor activity (counts)
_ Sex (mg/kg) animals 0-10 a) 10-20 20-30 30-40 40~50 50-60 Total (0-60)
0 10 176 = 54 b) 147 + 33 138 = 42 105 = 36 105 + 42 91 = 41 760 =+ 202
20 5 173 £ 45 134 = 20 127 + 35 117 = 21 94 + 37 66 £ 41 710 = 111
Male '
| 100 5 164 £ 43 99 + 57 1M1 = 44 87 + 48 66 = 39 42 £+ 50 571 £ 203
500 10 155 + 50 99 + 52 66 £ 43k 41 £ 28%k 17 +£ 24%x 20 + 18xx 397 =+ 165%x
0 10 128 = 28 93 + 41 85 + 37 69 + 31 71 = 28 75 + 27 520 + 141
20 5 126 = 25 90 + 29 80 + 40 80 = 30 80 =+ 47 58 = 19 513 + 124
Female
100 5 132 + 14 84 + 27 93 = 30 92 + 12 82 + 40 86 + 21 570 + 83
500 8 140 £ 31 90 = 33 75 += 27 67 = 38 48 + 33 58 = 45 478 + 163

a) interval time (minutes)
p = 0.01 (Dunnett)

b) Mean = S.D.
Significantly different from control group sk
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Exp. No. 9933 (115-212)

-continued Summary of motor activity

Table 8.
2 week of recovery
Dose level No. of Motor activity (counts)
Sex (mg/kg) animals 0-10 a) 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 5 170 = 59 b) 128 =+ 46 9% + 47 84 = 34 17 = 30 41 = 34 595 + 176
Male
500 5 194 = 32 137 + 43 112 = 36 101 = 37 90 £ 33 55 + 31 689 £ 141
0 5 118 &£ 22 79 + 21 66 = 33 101 = 22 84 £ 24 72 £ 23 520 = 119
Female '
500 5 127 = 44 106 £ 44 82 = 28 79 = 25 13 = 24 64 £ 25 529 + 160

a) interval time (minutes)
b) Mean =+ S.D.
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Table 9-1. Hematology

Exp. No. 9933 (115-212)
---Administration period---

Sex Dose level No. of HCT HGB RBC MCV MCH MCHC
(mg/kg) animals (%) (g/dL) (x10°/mnf) (ur) " (pg) %)
Male 0 5 41.8 +£ 1.5 15.2 + 0.4 7.53 £ 0.22 55.6 &+ 2.2 20.2 + 0.5 36.3 £ 0.6
20 5 41.8 + 0.5 15.2 = 0.2 7.47 £ 0.18 56.0 =+ 1.2 20.3 £ 0.4 36.3+ 0.4
100 5 42.0 £ 0.5 15.3 £ 0.3 7.63 = 0.23 55.0 £ 1.2 20.1 36.5+ 0.3
500 5 41.8 + 3.2 14.9 = 1.3 7.39 £ 0.55 56.7 =+ 3.3 20.2 + 1.1 35,7 0.5
Female 0 5 40.5 £ 1.5 15.1 £ 0.5 7.77 £ 0.37 52.2 & 1.7 19.5 £ 0.6 37.4 £ 0.3
20 5 39.5 £ 1.3 14.8 £ 0.4 7.48 £ 0.23 52.8 £ 0.9 19.7 £ 0.4 37.3+ 0.5
100 5 40.1 = 1.1 15.0 + 0.3 7.39 £ 0.27 54.2 + 1.1 20.3 £ 0.5 .37.5 % 0.3
500 3 36.0 = 0.9%* 13.1 & 0.4%* 6.81 & 0.27** 52.8+ 1.3 19.2 + 0.4 36.4 = 0.4%*

Mean * S.D.
Significantly different from control group; *%:; P<0.01 (Dunnett)
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" Table 9-1. -continued Hematology Exp. No. 9933 (115-212)
-=--Administration period---

Sex Dose level No. of WBC Differential leukocyte counts (%)
(ng/kg) animals (x10*/mnt’) NEUT LYMPH MONO EOSN - BASO Luc

Male 0 5 12,23 £ 2.20 14.9 £ 5.2 81.8+ 5.6 2.0+ 0.4 0.7+ 0.2 0.2+ 0.1 0.5t 0.1
20 5 12.55 =+ 2.07 15.3 + 6.2 8l.4 + 6.4 2.1+ 0.4 0.4+ 0.1 0.1+ 0.1 0.7+ 0.3
100 5 12.22 =+ 2.88 13.4 £ 1.7 83.6 + 2.4 1.8+ 0.7 0.6+ 0.2 0.2+ 0.1 0.5+ 0.1
500 5 13.66 £ 1.33 20.3+ 7.5 75.5 £ 8.0 3.1+ 0.4%* 0.5+ 0.2 0.1+ 0.0 0.5+ 0.1

Female 0 5 7.13+ 2,09 17.0 + 3.8 78.7 + 3.2 2.3+ 0.5 1.4+ 0.6 0.1+ 0.0 0.5+ 0.2
20 5 6.32+ 2,01 15.3 + 6.8 8l.6 + 6.3 1.6+ 0.7 0.9+ 0.4 0.1 0.0 0.5+ 0.1
100 5 7.39 £ 3.66 13.3 + 3.1 83.7x 2.7 1.4+ 0.3 0.9+ 0.5 ‘ 0.1+ 0.1 0.6+ 0.2
500 3 9.01 £ 1.43 17.3 =+ 4.8 79.3 £ 5.6 2.0+ 0.7 0.9+ 0.2 0.1+ 0.1 0.5+ 0.0

NEUT: Neutrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil BASO: Basophil LUC: Large unstained cells
Mean t S.D.

Significantly different from control group; #%:; P<0.01 (Dunnett)
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Table 9-1. -continued Hematology

. No, 9933 (115-212)
---Administration period--- =

Sex Dose level No. of NEUT LYMPH MONO EOSN BASO Luc
(mg/kg) animals (x10°/m) (x10° /mt’)- (x10° /mu) (x10°/mnt) (x10° /m) (x10° /m’)
Male 0 5 1.86 £ 0.89 9.96 £ 1.57 0.25 £ 0.08 0.08 * 0.03 0.02 £ 0.01 0.06 £ 0.02
20 5 1.90 * 0.71 10.25+ 2.11 0.26 £ 0.02 0.05 = 0.02 0.02 £ 0‘.00 0.08 £ 0.02
100 5 1.63 % 0.37 10.23 2.56 0.21 0.06 0.07 £ 0.04 0.02 % 0.00 0.06 & 0.02
500 5 2.75 = 1.0 10.32 & 1.70 0.42 = 0.06%*% 0.08 £ 0.03 0.02 £ 0.01 0.07 0.02 -
Female 0 5 1.19 £ 0.37 5.64 £ 1.75 0.17 £ 0.07 0.09 £ 0.03 0.00 £ 0.01 0.03 £ 0.02
20 5 0.87 = 0.25 5.25 &+ 1.%94 0.11 £ 0.07 0.06 * 0.04 0.00 % 0.01 0.03 % 0.01
100 5 0.97 £ 0.46 6.21 * 3.16 0.10 = 0.04 0,06 + 0.02 0.01 0.01 0.05 £ 0.04
500 3 1.57 0.53 7.12 1.13 0.18 * 0.08 0.08 £ 0.03 0.01 £ 0.01 0.05 £ 0.01

NEUT: Neutrophil LYMPH: Lymphocyte MONO: Monocyte  EOSN: Eosinophil  BASO: Easophil LUC: Large unstained cells
Mean * S.D.

Significantly different from control group; *%; P<0.01 (Dunmett)
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‘ Table 9-1. -continued Hematology

---Administration period---

Exp. No., 9933 (115-212)

Sex Dose level No. of PLT Reticulocyte
(mg/kgp) animals (x1.0°/mu) (%

Male ' 0 5 1252 *+ 166 3.1 0.4
20 5 1194 £ 74 3.3+ 0.2

100 5 1337 = 156 2.9t 0.7

500 5 1235 + 133 6.5 2.3

Female 0 5 1248 £ 63 1.9+ 0.3
20 5 1156 + 123 2.1 0.3

100 5 1305 + 95 2.4+t 0.4

500 3 1289 = 199 4.9+ 2.8

Mean *+ S.D.
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Table 9-2. Hematology

Exp. No. 9933 (115-212)
---Recovery period---

Sex - Dose level No. of HCT HGB RBC MCV MCH MCHC
(mg/kg) animals (%) (g/4an) (x10°/mn’) (uo) (pg) %)
Male 0 5 42.8 + 1.8 16.3 + 0.6 8.20 + 0.32 52,2+ 1.8 19.9 + 0.5 38.1+ 0.3
500 5 42.9 + 1.0 16.2 + 0.4 7.67 + 0.33* 56.0 & 2.6% 21.1 % 0,9% 37.6 + 0.2%
Female 0 5 40.0 + 1.3 15.7 = 0.5 7.73 £ 0.13 51.7 + 1.0 20.2 + 0.4 39.1+ 0.4
500 5 41.9 + 1.7 16.1 + 0.6 7.82 + 0.25 53.6 + 2.0 20.6 + 0.9 38.4 = 0.7

Mean + S.D. .
Significantly different from control group; *: P<0.05 (Dunnett)
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Table 9-2. -continued Hematology
---Recovery period---

Exp. No. 9933 (115-212)

Sex Dose level No. of WBC Differential leukocyte counts (%) i
(mg/kg) animals (x10°/mn’) NEUT LYMPH MONO EOSN BASO Luc
Male 0 5 11.37 £ 2.07 13.6 £+ 4.0 82.4% 4.9 2.3+ 0.8 0.9t 0.3 0.1+ 0.0 0.7 £ 0.6
500 5 9.82 = 2.46 13.4 + 2.8 82.1+ 3.4 2.7+ 0.9 1.1+ 0.1 0.1+ 0.1 0.5+ 0.2
Female 0 5 6.27 £ 1.05 4.2+ 4.6 81l.6 + 4.4 2.4+ 0.8 1.2+ 0.2 0.1+ 0.1 0.5+ 0.3
500 5 7.94 + 2.32 4.1+ 5.2 8l1.2+ 5.6 2.3+ 0.7 1.5+ 0.6 0.2+ 0.1 0.7+ 0.1

NEUT: Neutrophil
Mean £ S.D.

LYMPH: Lymphocyte

MONO: Monocyte EOSN: Eosinophil BASO: Basophil LUC: Large unstained cells



Table 9-2. -continued Hematology

Exp. No. 9933 (115-212)
~---Recovery period---
Sex Dose level No. of NEUT LYMPH MONO ' EOSN BASO Luc
(mg/kg) animals (x10°/mer’) (x10° /mm’) (x10° /mo?) (x10°/md’) (x10° /mnf') (x10° /mn’')

Male 0 5 1.60 £ 0.66 9.29 1.23 0.2"7 + 0.13 0.10 = 0.05 0.01 = 0.01 0.09 = 0.09

500 5 1.33 ® 0.50 8.05 £ 1.90 0.27 0.12 0.10 0.03 0.02 * 0.01 0.06 £ 0.04
Female 0 5 0.87 £ 0.20 5.13 &+ 1.03 0.15f 0.06 0.08 £ .0.02 0.00 £ 0.00 0.03 £ 0.02

500 5 1.07 0.42 6.50 + 2.23 0.18 0.05 0.12 £ 0.07 0.01+ 0.01* 0.05%f 0.00

NEUT: Neutrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil  BASO: Basophil LUC: Large unstained cells
Mean t S.D.

Significantly different from control group; *: P<0.05 (Dunnett)
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Table 9-2. -continued Hematology
---Recovery period---

Exp. No. 9933 (115-212)

Sex Dose level No. of PLT Reticulocyte
(mg/kg) animale (x10°/mm' )} (%)
Male 0 5 1117 £ 125 2.1 0.4
500 5 1065 + 134 2.4+ 0.5
Female 0 5 1229 + 48 1.9+ 0.4
500 5 1208 + 83 1.4+ 0.5
Mean £ S.D
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Table 10-1. Coagulation

--~Administration period---

Exp. No. 9933 (115-212)

Sex Dose level No. of PT APTT
(mg/kg) animals (sec.) (sec.)
Male 0 5 17.7 + 0.9 26.0 £ 2.0
20 5 18.0 = 1.5 25.1 % 0.8
100 5 17.9 £ 1.6 26.4 £ 2.9
500 5 17.3 ¢ 1.1 25.2 £ 5.3
Female 0 5 16.0 £ 0.3 17.4 £ 1.5
20 5 16.2 £ 0.6 16.9 =+ 1.2
100 5 16.0 = 0.6 18.2 = 2.5
500 3 16.2 +£ 0.5 15.9 + 1.8

Mean = S.D.
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Table 10-2.

Coagulation
---Recovery period---

Exp. No. 9933 (115-212)

Sex Dose level No. of PT APTT
(mg/kg) animals (sec.) (sec.)
Male 0 5 18.9 + 2.2 25.4 + 1.3
500 5 17.2 £ 0.9 23.6 + 1.6
Female 0 5 17.4 + 0.6 18.0 + 2.0
500 5 17.0 £ 0.6 19.4 =+ 1.1
Mean + S.D.

_98_
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Table 11-1. Blood chemistry

---Administration period---

Exp. No. 9933 (115-212)

Sex Dose level No. of T.protein Glucose Triglyceride T.cholesterol
(wg/kg) animals (g/dn) (mg/dL) (mg/dL) (mg/dL)
Male 0 5 5.65 £ 0.21 154 + 16 55.8 + 27.6 61 £ 5
20 5 5.52 = 0.19 52+ 5 64.7 + 13.1 61 £ 10
100 5 5.52 £ 0.13 145 £ 10 33.1 + 16.0 58 * 8
500 5 5.75 = 0.15 135 + 11+* 45.2 + 22.1 56 + 12
Female 0 5 5.78 £ 0.22 117 = 26 13.4 £ 7.2 62 + 13
20 5 5.54 + 0.07 113 + 14 14.3 + 6.4 52 £ 7
100 5 5.64 £ 0.09 108 + 12 19.8 * 1i.4 69 7
500 3 5.33 £ 0.30%* 97 £ 10 38.1 £ 11.1%%* 62 14
Mean = S.D.
Significantly different from control group; : P<0.05 **: P<0.01 (Dunnett)



-68¢-

_88_

Table 11-1.

-continued Blood chemistry

---Administration period---

Exp. No. 9933 (115-212)

Sex Dose level No. of BUN Creatinine T.bilirubin Total bile acid
(mg/%g) animals (mg/dL) (mg/dL) (mg/dL) (pmol/L)

Male 0 5 9.0+ 1.0 0.21 £ 0.02 0.02 £ 0.01 19.2 =+ 14.4
20 5 8.4+ 0.9 0.20 * 0.02 0.03 £ 0.01 18.9 £+ 15.4

100 5 9.5+ 1.5 0.20 £ 0.04 0.03 * 0.00 24.9 + 10.5

500 5 10.5+ 1.5 0.24 £ 0.02 0.06 £ 0.04 46.1 = 45.6

Female 0 5 11.6 £ 1.7 0.23 + 0.03 0.03 = 0.01 12.3 = 5.8
20 5 12,5+ 1.8 0.25 £ 0.05 0.03 + 0.01 25.1 + 12.5

100 5 12.2 + 3.0 0.25 + 0.11 0.02 = 0.01 16.1 £ 9.9

500 3 11.2 £ 3.0 0.19 £ 0.04 0.06 £ 0.03 16.7 £ 4.1

Mean + S.D.
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Table 11-1.

-continued Blood chemistry

--~Administration period--~-

Exp. No. 9933 (115-212)

Sex Dose level AST ALT ALP Gamma-GTP
(mg/kg) animals (U/L) (U/L) (U/1) (U/L)
Male 0 5 78 * 5 25 + 2 762 £ 156 0.6 0.1
20 5 81 £ 9 30 £ 44 828 *+ 183 0.7+ 0.1
100 5 74 £ 5 34 ¢ 8 908 = 295 0.6+ 0.2
500 5 73 t 4 45 =  12% 724 + 156 1.3+ 0.4
Female 0 5 84 £ 11 23 2 505 £ 70 0.8 0.1
20 5 86 + 13 22 + 3 468 + 105 0.9 0.1
100 5 76 6 23 t 5 455 + 157 0.9t 0.1
500 3 88 * 5 40 * 24 804 + 265* 2.0+ 0.7
Mean + S.D.
Significantly different from control group; *; P<0.05 (Dunnett)
Significantly different from control group; #: P<0.05 (Steel)
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Table 11-1, -continuéd Blood chemistry

Exp. No. 9933 (115-212)
-~-Administration period---

Sex Dose level No. of Calcium I.phosphorus Sodium Potassium Chloride
(mg/kg) animals (mg/dL) (mg/dL) (mmol/L) (rmol /L) (mmol/L)

Male 0 5 9.79 £ 0.16 8.61 + 1.06 141.4 £ 1.3 4.64 + 0.29 106.6 £ 1.7
20 5 9.70 £ 0.26 8.81 + 0.67 142.3 £ 0.7 4.67 £ 0.29 106.9 £ 1.7

100 5 9.83 = 0.29 8.58 + 0.62 141.9 £ 1.1 4.60 * 0,23 106.4 + 0.6

500 5 10.04 = 0.37 9.69 * 0.94 140.2 £ 0.9 5.06 £ 0.25 106.8 £ 2.1

Female 0 5 9.80 + 0.43 8.06 + 1.28 141.3 * 0.9 4,59 £ 0.25 108.9 + 1.4
‘ 20 5 9.51 % 0.25 7.98 £ 0.69 142.3 £ 1.1 4.28 £ 0.11 110.4 £ 0.9

100 5 9.53 + 0.24 7.27 + 0.38 142.1 £ 1.7 4.26 £ 0.17* 108.6 = 1.3

500 3 9.61 * 0.33 8.41 + 0.73 141.1 £ 2.3 4.82 £ 0.23 107.4 + 1.4

Mean = S.D.
Significantly different from control group; *: P<0.05 (Dunnett)
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Table 11-2. Blood chemistry
---Recovery period---

Exp. No. 9933 (115-212)

Sex Dose level No. of T.protein Glucose Triglyceride T.cholesterol
(wmg/kg) animals (g/dn) (mg/drn) (mg/dL) {(mg/dL)
Male 0 5 5.98 £ 0.22 161+ 8 55.5 £ 12.0 72 =+ 16
500 5 5.65 £ 0.22* 142 + 10%* 48.8 + 10.6 60 = 12
Female 0 5 5.82 + 0.18 116 £ 20 11.2 + 4.4 69+ 10
500 5 5.78 £ 0.17 127 + 11 30.7 £ 14.5% 89 & 8**

Mean * S.D.
Significantly different from control
Significantly different from control

group;
group;

**¥; P<0.01 (Dunnett)

P<0.05
: P<0.05 (Steel)
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Table 11-2. -continued Blood chemistry

Exp. No. 9933 (115-212)
---Recovery period---

Sex Dose level No. of BUN Creatinine T.bilirubin Total bile acid .
(mg/kg) animals (mg/dL) (mg/dL) . (mg/dL) (¢ mol/L)

Male ’ 0 5 12.5 + 2.0 0.22 £ 0.03 0.04 = 0.01 20.4 £ 13.5

500 5 12.9 + 1.4 0.23 = 0.01 0.03 = 0.01 35.7 £ 19.3

Female 0 5 16.5 + 2.4 0.25 =+ 0.03 0.04 + 0.02 14.5 £ 8.2

500 5 16.0 =+ 0.8 0.26 = 0.04 0.03 = 0.01 20.3 £ 21.1

Mean + S.D.



-b6E-

Table 11-2.
‘=--Recovery period---

-continued Blood chemistry

Exp. No. 9933 (115-212)

Sex Dose level No. of AST

ALT ALP Gamma -GTP
(mg/kg) animals (U/L) (U/L) (U/L) (U/L)
Male 0 5 78 13 31 = 4 487 + 94 0.6 0.1
500 5 75 6 30 = 6 631 + 71%* 0.8 0.3
Female 0 5 88 & 7 26 = 3 354 £ 91 1.1+ 0.4
500 5 87 + 17 27 = 3 307 = 80 1.1+ 0.3
Mean * S.D.
Significantly different from control group; *: P< 0,05 (Dunnett)

_56_
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Table 11-2.

---Recovery period---

-continued Blood chemistry

Exp. No. 9933 (115-212)

Sex Dose level

_176_

No. of Calcium I.phosphorus Sodium Potassium Chloride
(mg/kg) animals (mg/dL) (mg/dL) (mmol/L) (mmol/L) (mmol/L)
Male 0 5 10.05 + 0.22 7.57 £ 0.35 142.0 £ 0.6 4.64 + 0.48 106.2 £ 0.8
500 5 9.99 + 0.19 8.35 = 0.17** 143.3 + 1.5 4.63 £ 0.16 106.7 £ 1.9 -
Female 0 5 9.55 + 0.16 6.60.+ 0.93 141.7 = 1.1 4.73 £ 0.21 111.0 £ 1.2
500 5 9.71 + 0.13 6.97 £ 0.77 141.4 £ 1.2 4.44 + 0.31 109.1 + 1.0%*
Mean *+ S.D.
Significantly different from control group; *: P<O0.05 *%*: P< 0,01 (Dunnett)
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Table 12-1. Electrophoresis

ctr Exp. No. 9933 (115-212)
---Administration period--- : . : :

Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma A/G

(mg/kg) animals (%) - (%) (%) (%) (%)

Male 0 5 52.9 + 1.1 19.9 = 0.9- 8.1+ 0.3 15.4 = 0.7 3.8+ 1.2 1.12 £ 0.05
20 5 54.2 £ 0.7 17.9 + 0.8%* 8.2 0.6 15.6 + 0.4 4.2 £ 0.7 1.18 £ 0.03
100 5 53.9 + 0.7 19.1 £ 0.7 8.5+ 1.2 + 14.7 £ 0.9 3.7+ 0.8 1.17 £ 0.03
500 5 51.4 + 1.1 19.1 + 1.8 10.5 £ 1.2#%* 15.7 £ 0.9 3.3 % 0.7 1.06 £ 0.05

Female 0 5 53.8 £ 1.1 18.2 £ 0.9 7.7 £ 0.2 15.2 + 1.1 5.0 £ 1.2 1.17 = 0.05
20 5 54.1 + 0.9 18.5 £ 1.2 7.6 £ 0.5 15.3 = 0.2 4.4 £ 0.7 1.18 + 0.04
100 5 55.9 = 1.9 17.2 £ 2.5 8.2+ 0.9 14.7 £ 0.6 3.9+ 1.4 1.27 £ 0.10
500 3 53.2 £ 4.0 19.3 + 2.4 9.3 % 1.6 15.1 + 0.8 3.1+ 0.3 1.15 + 0.17

Mean * S.D.
Significantly different from control group; *: P<0.05 **: P<0.01 (Dunnett)
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Table 12-1. -continued Electrophoresis

Exp. No. 9933 (115-212)
~---Administration period---

Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma
(wg/kg) animals (g/dL) (g/dL) (g/arL) (g/4L) (g/dL)
Male 0 5 2.99 + 0.08 1.12 = 0.06 0.46 £ 0.03 0.87 £ 0.05 0.21 = 0.08
20 5 2.99 * 0.08 0.99 £ 0.07* 0.45 = 0.03 ~ 0.86 + 0.02 0.23 £ 0.04
100 5 2.98 + 0.10 1.06 £ 0.05 0.47 £ 0.07 0.81 £ 0.03 0.21 =+ 0.04
500 5 2.96 = 0.07 1.10 £ 0.13 0.60 = 0.06%%* 0.90 £ 0.05 0.19 + 0.04
Female 0 5 3.11 £ 0.11 1.05 £ 0.02 0.45 + 0.02 0.88 + 0.07 0.29 £ 0.08
20 5 3.00 £ 0.05 1.03 * 0.07 0.42 + 0.03 - 0.85 % 0.01 0.24 £ 0.04
100 5 3.16 £ 0.08 0.97 £ 0.14 0.46 £ 0.05 0.83 £ 0.04 0.22 £ 0.08
500 3 2.85 * 0.35 1.02 £ 0.07 0.49 = 0.08 0.81 + 0.05 0.17 £ 0.01

Mean + S.D.
Significantly different from control group; *:; P<0.05 *%: P<0.01 (Dunnett)
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Table 12-2. Electrophoresis

---Recovery period---

Exp. No. 9933 (115-212)

Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma A/G
(g /kg) animals (%) (%) (%) (%) (%)
Male 0 5 47.6 £ 3.1 ‘ 22.3 + 3.8 9.2 £ 1.3 16.1 £ 0.9 4.9+ 1.1 0.91 £ 0.12
500 5 51.6 = 2.1% 19.3 £ 2.2 8.8+ 1.1 15.6 £ 0.9 4.7+ 0.6 1.07 = 0.08
Female . 0 5 51.0 + 4.2 19.1 + 3.6 6.9 0.6 17.1 + 1.2 6.0 £ 1.3 1.05 + 0.18
500 5 50.8 £ 3.0 20.0 = 1.6 8.2 £ 1.3 15.7 £ 1.0 5.3+ 1.0 1,04 £ 0.13

Mean + S.D.
Significantly different from control group;

*

: PL0.05 (Dunnett)



Table-12-2. -continued Electrophoresis

Exp. No. 9933 (115-212)
---Recovery period--- .

Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Garmna
(mg/kg) animals {g/dw) (g/dw) (g/dL) (g/d4L) (g/dL)
Male 0 5 2.85 £ 0.17 1.33 £ 0.24 0.55  0.08 0.96 = 0.04 0.29 £ 0.08
500 5 2.91 %+ 0.06 1.09 = 0.16 0.49 = 0.06 0.88 £ 0.07 0.27 + 0.04
Female 0 5 2.96 £ 0.22 1.11 + 0.23 0.40 £ 0.03 1.00 £ 0.09 0.35 + 0.08
500 5 2.94 £ 0.25 1.16 £ 0.10 0.47 = 0.06 0.90 = 0.05 0.30 * 0.05

Mean t S.D.

-66€-
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Table 13-1. Urinalysis

-~=Administration period---

Exp. No. 9933 (115-212)

Sex Dose level No. of Volume Osmotic pressure Sodium Potassium Chloride
(mg/kg) animals (L) (mOsm/kg) (mmol/L) (mmol /L) (mmol /L)
Male 0 10 7.6 £ 3.2 1761 £ 545 166 £ 59 303.6 £ 92.9 222.0+ 71.1
20 5 6.8 2.4 . 2044 £ 364 183 + 43 343.4 + 72.5 249.1 + 49.0
100 5 7.0+ 2.5 1915 + 351 168 + 39 231.9 = 31.1 235.1 + 59.1
500 10 16.7 £ 10.6 874 £ 367** 29 = 16## 88.3 = 35.6%## 100.8 £ 41.5**
Female 0 10 5.7 £ 2.2 1692 £ 471 125 = 40 246.2 £ 64.3 181.7 = 52.8
20 5 6.2+ 0.9 1625 = 346 134 = 26 223.4 + 53.6 178.6 & 49.0
100 5 8.2 6.0 1778 = 928 122 + 74 197.4 £ 90.5 193.1 £ 97.8
500 8 13.1 £ 4.6%# 925 + 283## 41 £ 27*%* 93.8 £ 29.3%% 122.1 £ 36.7
Mean * S.D.

Significantly different from control group; *%; P<0.01 (Dunnett)
Significantly different from control group; ##: P<0.01 (Steel)
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Table 13-1.

-continued Urinalysis

---Administration period---

Exp. No. 9933 (115-212)

Sex Dose level No. of Sodium Potassium Chloride
(mg/kg) animals (mmol/day) (mmol/day) (mmol/day)
Male 0 10 1.11 £ 0.21 2.08 = 0.39 1.51 + 0.26
20 5 1.17 + 0.16 2.20 £ 0.25 1.60 £ 0.22
100 5 1.13 £ 0.29 1.59 + 0.45 1.58 £ 0.42
500 10 0.44 = 0.29%* 1.27 £ 0,.57%** 1.36 £ 0.53
Female 0 10 0.69 + 0.29 1.31 + 0.38 0.98 £ 0.33
20 5 0.81 %+ 0.11 1.34 £ 0.19 1.07 + 0.14
100 5 0.68 +£ 0.15 1.19 £ 0.25 1.14; + 0.18

500 8 0.53 = 0.40 1.18 £ 0.45 1.49 = 0.40%*

Mean = S.D.

Significantly different from control group;

**: P<0.01 (Dunnett)
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Table 13-1. -continued Urinalysis

. No. 9933 (115-212
---Administration period--- P )

Sex Dose level No. of Color pH Occult blood
(mg/kg) animals 1 2 3 4 5 6 7 8 91011 55.56 6,57 7.588.5 29 - 4/~ 1+ 2+ 3+

Male 0 10 10 1 1 6 2 10

20 5 5 1 4 4 1

100 5 2 3 1 3 1 5.

500 10 6 2 2 1 2 2 3 2 10
Female 0 10 10 . 11 1 6 1 9 1

20 5 5 3 1 1 5

100 5 3 2 1 1 1 1 1 4 1

500 8 1 7 2 2 1 3 8

Color : 1= Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black, 9= Milky white, 10= Fluorescent green, ll= Blue
Occult blood : -{negative), +/-(trace), 1+(slight), 2+(moderate), 3+ (marked)
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Table 13-1. -continued Urinalysis Exp. No. 9933 (115-212)
-~-Administration period---

Sex Dose level No. of Ketone bodies Glucose (g/dL) Protein (mg/dL)
(mg/kg) animals . - +/- 1+ 2+ 3+ - 0.1 0.25 0.5 =21.0 - +/- 30 100 2300
Male 0 10 3 6 1 7 3 4 6
20 5 1 2 2 5 1 3 1
100 5 1 3 1 4 1 1 4
500 10 4 3 3 9 1 1 6 3
Female 0 10 6 2 2 10 3 4 3
20 5 4 1 5 2 2 1
100 5 2 1 2 5. 1 2 2
500 8 3 5 8 4 4

Ketone bodies : -(negative), +/-(5 mg/dL), 1+(15 mg/dL), 2+(40 mg/dL), 3+(2 80 mg/dL)
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Table 13-1. -continued Urinalysis ' Exp. No. 9933 (115-212)
~--Administration period---

 Sex Dose level No. of Bilirubin Urobilinogen (E.U./dL)
(mg/kg) animals - 1+ 2+ 3+ 0.11.0 2.0 4.0 8.0 =12
Male 0 10 8 1 1 3 5 2
20 5 1 4 1 3 1
100 5 1 3 1 1 3 1
500 10 2 4 4 6 4
Female 0 10 ] 1 6 3 1
20 5 4 1 4 1
100 5 4 1 2 3
500 8 3 5 5 3

Bilirubin : -(negative), 1+(slight), 2+ (moderate), 3+ (marked)
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Table 13-1. -continued Urinalysis : Microscopic examination of sediment - Exp. No. 9933 (115-212)
---Administration period---

Sex Dose level No. of Erythrocytes Leukocytes Epithelial cells Casts Fat globules Mucous threads Crystals
(mg/kg) animals - 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+ -+ -+ - + - o+
Male 0 10 10 10 10 10 10 10 10
20 5 5 5 4 1 5 5 5 5
100 5 5 5 5 5 5 5 5
500 10 10 10 S 1 10 10 10 10
Female 0 10 10 7 3 10 10 10 9 1 1 9
20 5 5 5 5 5 5 5 5
100 5 5 5 4 1 5 5 5 2 3
500 8 8 8 5 3 8 8 8 3 5

Erythrocytes, Leukocytes and Epithelial cells (cells/UL) : -(0-4), 1+(5-14), 2+(15-29), 3+(30 or more)

Casts, Fat globules, Mucous threads and Crystals : - (not observed), +(observed)
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Table 13-2. Urinalysis Exp. No. 9933 (115-212)
-=--Recovery period---

Sex Dogse level No. of Volume Osmotic pressure Sodium Potassium Chloride
(mg/kg) animals (mL) (mOsm/kg) (mmol /L) (mmol/L) (mmol/L)
Male 0 5 13.4 + 3.6 1535 + 227 107 + 10 228.5 £ 33.9 145.9 £ 17.5
500 5 13.9 + 4.4 1680 £ 489 120 + 33 242.9 £ 73.5 156.1 = 47.7
Female 0 5 15.8 + 8.9 1216 + 575 90 + 45 165.6 £ 73.1 114.2 £ 55.3
500 5 4.9+ 7.1 1549 = 542 118 + 40 212.0 £+ 66.9 146.8 £ 48.9
Mean * S.D.
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Table 13-2. -continued Urinalysis
---Recovery period---

Exp. No. 9933 (115-212)

=901 -

Sex Dose level No. of Sodium Potassium Chloride
(mg/kg) animals (mmol/day) (mmol/day) (mmol/day)
Male 0 5 1.41 £ 0.25 2.98 £ 0.45 1.92 £ 0.37
500 5 1.57 £ 0.32 3.15 + 0.64 2.03 £ 0.47
Female 0 5 1.15 £ 0.12 2.18 £ 0.39 1.49 + 0.32
500 5 1.53 + 0.33%* 2,78 + 0.64 1.91 = 0.46

Mean = S.D.

Significantly different from control group;

*; P<0.05 (Dunnett)



Exp. No. 9933 (115-212)

Table 13-2. -continued TUrinalysis
---Recovery period---
Sex Dose level No. of Color PH Occult blood
(mg/kg) animals 1 2 3 4 5 6 7 8 91011 55.566.577.5828.5 29 - +/- 1+ 2+ 3+
Male 0 5 5 1 3 1 5
500 5 5 3 2 5
Female 0 5 5 3 11 5
500 5 5 1 4 5
Color : 1l= Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black, 9= Milky white, 10= Fluorescent green, 1ll= Blue
- (negative), +/-(trace), 1l+(slight), 2+ (moderate), 3+ (marked)

Occult bleod :

-80v-
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Exp. No. 9933 (115-212)

Table 13-2. -continued Urinalysis
--~Recovery period---
Sex Dose level No. of Ketone bodies : Glucose (g/dL) * Protein (mg/dL)
(mg/kg) animals - +/- 1+ 2+ 3+ - 0.1 0.25 0.5 >21.0 - +/- 30 100 =300

Male 0 5 1 3 1 4 1 3 2

500 5 3 2 5 ’ 1 2 2
Female 0 5 3 2 4 1 3 1 1
500 5 2 3 5 1 2 2

: -(negative), +/-(5 mg/dL), 1+(15 mg/dL), 2+(40 mg/dL), 3+(2 80 mg/dL)

Ketone bodies

-60¥-
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Exp. No. 9933 (115-212)

Table 13-2. -continued Urinalysis
---Recovery period---
Sex Dose level No. of Bilirubin Urobilinogen (E.U./dL)
(mg/kg) animals - 1+ 2+ 3+ 0.11.0 2.0 4.0 8.0 =12
Male 0 5 4 1 2 3
500 5 2 3 2 3
Female 0 5 5 - 3 2
500 5 5 2 3
Bilirubin : -(negative), 1l+(slight), 2+ (moderate), 3+ (marked)

-0ly-
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Exp. No. 9933 (115-212)

Table 13-2. -continued TUrinalysis : Microscopic examination of sediment
---Recovery period---
Sex Dose level No. of Erythrocytes Leukocytes Epithelial cells Casts Fat globules Mucous threads Crystals
(mg/kg) animals - 1+ 2+ 34 - 1+ 2+ 3+ - 1+ 2+ 3+ - 4+ - 4+ - + -+
Male 0 5 5 5 5 5 5 5 5
500 5 5 5 ' 5 5 5 5 5
Female 0 5 5 5 4 1 5 5 4 1 5
500 5 5 5 5 5 5 5 5
: -(0-4), 1+(5-14), 2+(15-29), 3+(30 or more)

Erythrocytes, Leukocytes and Epithelial cells (cells/ L)
Casts, Fat globules, Mucous threads and Crystals : -(not observed), +(ocbserved)
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Table 14-1. Organ weight

Exp. No. 9933 (115-212)
~---Administration period---

Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kq) animals (@) (@ (@) (@) (@)

Male 0 5 307 + 25 2.00 = 0.07 1.14 = 0.10 10.36 = 0.95 2.33x 0.12
20 5 316 + 12 2.07 £ 0.05 1.15+ 0.06 10.44 = 0.29 2.47 = 0.23
100 5 295 + 24 2.05 % 0.06 1.07 £ 0.06 10.21 £ 1.10 2.50 + 0.28
500 5 225 £ 16%** 1.96 £ 0.08 0.88 £ 0.11%* 9.70 £ 0.75 2.00 £ 0.12*

Female 0 5 183 + 11 1.90 + 0.07 0.72 £ 0.04 5.88 £ 0.29 1.47 £ 0.12
20 5 184 + 11 1.90 = 0.07 0.72 £ 0.08 5.87 = 0.44 1.50 = 0.13
100 5 187 + 15 1.90 £ 0.04 0.77 £ 0.06 6.68 =+ 0.80 1.60 £ 0.13
500 3 158 = 4+* 1.87 =+ 0.06 0.81 = 0.39 6.45 =+ 0.43 1.49 =+ 0.14

Mean * S.D.
Significantly different from control group; *: P<0.05 **; P<0.01 (Dunnett)
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Table 14-1. -continued Organ weight

Exp. No. 9933 (115-212)
--~Administration period~---

Sex Dose level No, of Spleen Adrenals Testes Ovaries Thymus
(mg/kg) animals (@) (mg) (@) (mg) (mg)
Male 0 5 0.59 £ 0.09 5% 9 3.02+ 0.24 559 £ 95
20 5 0.59 = 0.07 44 + 6 2.92 £ 0.28 492 + 61
100 5 0.55 £ 0.02 4+ 3 2.84 £ 0.22 515 + 136
500 5 0.65 £ 0.20 51+ 8 2.49 £ 0.50 389 + 102%*
Female 0 5 0.39 £ 0.02 ’ 55+ 5 76 £ 5 427 £ 77
20 5 0.36 + 0.04 52 £ 10 77+ 4 430 £ 90
100 5 0.42 + 0.08 58 5 86 + 19 415 + 106
500 3 0.47 + 0.06 55 + 15 63 £ 12 338 + 46
Mean * S.D.

Significantly different from control group; *: P<0.05 (Dunnett)
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Table 14-1.

-continued Organ weight
---Administration period---

Exp. No. 9933 (115-212)

Sex Dose level No. of Epididymides Mandibular gland
(mg/kg) animals (mg) (wg)
Male 0 5 631 + 42 490 £ 27
20 5 673 + 68 - 500 =+ 39
100 5 628 + 63 511 + 17
500 5 473 £ 97** 420 + 43%*
Female 0 5 357 + 27
20 5 362 + 27
100 5 365 £ 23
500 3 319 & 22
Mean + S.D.
Significantly different from control group; : P<0.05 **; P<0.01 (Dunnett)
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Table 14-2. Organ weight

---Recovery period---

Exp. No. 9933 (115-212)

Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals (g) (g) (g) (g) (g)
Male 0 5 354 + 23 2.12+ 0.08 1.22 £ 0.04 10.69 £ 0.80 2.56 £ 0.09
500 5 295 + 44%* 2.14 * 0.07 1.06 £ 0.13* 8.86 = 1.42* 2.23 = 0.36
Female 0 5 198 £ 12 1.94 £ 0.06 0.73 £ 0.02 5.64 =+ 0.30 1.59 =+ 0.11
500 5 200 + 21 1.90 £ 0.06 0.79 £ 0.07 6.45 £ 1.02 1.60 £ 0.08
Mean t S.D.
Significantly different from control group; *: P<0.05 (Dunnet)



Table 14-2. ~-continued Organ weight Exp. No. 9933 (115-212)
---Recovery period--- :

Sex Dose level No. of Spléen Adrenals Testes Ovaries Thymus
(mg/kg) animals (@) (g) (g) (mg) (mg)
Male 0 5 0.63 £ 0.09 48+ 6 3.23 £ 0.16 452 + 127
500 5 0.66 £ 0.10 47+ 6 2,71 £ 0.82 499 £ 56
Female 0 5 0.45 0.06 59+ 5 76 £ 12 352 £ 66
500 5 0.48 £ 0,10 65+ 5 79 £ 22 393 £ 92
Mean £ S.D

-91y-
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Table 14-2. -continued Organ weight
---Recovery period---

Exp. No. 9933 (115-212)

Sex Doge level No. of Epididymides Mandibular gland
(mg/kg) animals (g) (mg)
Male 0 5 903 £ 86 581+ 71
500 5 704 + 236 506 + 84
Female 0 5 362 + 17
500 5 388 £ 69

Mean *+ S.D.
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Table 15-1.

Organ weight per body weight
~-~--Administration period---

Exp. No.

9933 (115-212)

Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals (g) (%) (%) (%) (%)

Male 0 5 307 £ 25 0.658 £ 0.073 0.374 = 0.033 3.378 £ 0.124 0.763 = 0.042
20 5 3l6 £ 12 0.656 £ 0.035 0.366 £ 0.017 3.309 + 0.106 0.782 = 0.075
100 5 295 = 24 0.699 + 0.068 0.365 + 0.038 3.455 £ 0.187 0.846 = 0.049*
500 5 225 & 16** 0.874 * 0.056%** 0.392 = 0.039 4,314 £ 0.087** 0.889 = 0.022+%*

Female 0 5 183 + 11 1.042 + 0.039 0.397 + 0.027 3.225 &£ 0.117 0.809 £ 0.070
20 5 184 £ 11 1.037 = 0.049 0.389 + 0.025 3.198 * 0.122 0.818 £ 0.057
100 5 187 £ 15 1.018 + 0.071 0.414 = 0.032 3.557 £ 0.161* 0.854 £ 0.065
500 3 158 + 4% 1.187 + 0.066%** 0.511 + 0.229 4.089 = 0.382%* 0.943 = 0.115

Mean t S.D.

Significantly different from control

group; *; PL0.05

*%: P<0.01

(Dunnett)



-61y-

- 811 -

Table 15-1. -continued Organ weight per body weight
---Administration period---

Exp. No. 9933 (115-212)

Sex Dose level No. of Spleen Adrenals . Testes Ovaries ~ Thymus
(mg/kg) © animals (%) (%) (%) (%) (%)

Male 0 5 0.192 + 0.028 0.016 = 0.003 0.987 = 0.072 0.184 * 0’.040
20 5 0.186 + 0.028 0.014 + 0.002 0.926 + 0.117 0.156 £ 0.018
100 5 0.188 £ 0.014 0.015 * 0.000 0.969 £ 0.133 0.176 £ 0.052
500 5 0.286 £ 0.073# ~0.023 = 0.003#% 1.102 = 0.144 0.173 £ 0.041

Female 0 5 0.213 £ 0.017 0.030 + 0.002 0.042 £ 0.004 0.234 = 0.040
20 5 0.196 + 0.024 0.028 £ 0.005 0.042 £ 0.003 0.233 + 0.036
100 5 0.225 = 0.027 0.031 + 0.002 0.046 £ 0.009 0.221 = 0.056
500 3 0.296 + 0.044%** 0.035 + 0.010 0.040 £ 0.008 0.214 * 0.029

Mean *+ S.D.
Significantly different from control group; *
Significantly different from control group; #: P

*: P<O
<

1 (Dunnett)

.0
0.05 (Steel)
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Table 15-1. -continued Organ weight per body weight
---Administration period---

Exp. No. 9933 (115-212)

Sex Dose level No. of Epididymides Mandibular gland
: (mg/kg) animals (%) (%)
Male 0 5 0.206 + 0.007 0.160 + 0.011
20 5 0.213 + 0.017 0.158 £ 0.011
100 5 0.214 + 0.029 0.174 + 0.018
500 5 0.209 + 0.033 © 0.187 £ 0.015%
Female 0 5 0.196 £ 0.007
' 20 5 0.198 + 0.017
100 5 10.195 + 0.010
500 3 0.202 £ 0.009

-6l1 -

Mean * S.D.
Significantly different from control group; *: P<0.05 (Dunmett)
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Table 15-2. Organ weight per body weight Exp. No. 9933 (115-212)
---Recovery period---

Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals (g) (%) (%) (%) (%)
Male 0 5 354 + 23 0.603 = 0.052 0.345 £ 0.023 3.024 £ 0.129 0.728 = 0.060
500 5 295 * 44%* 0.736 + 0.110* 0.362 £ 0.018 2,996 + 0.108 0.755 = 0.019
Female 0 5 198 £ 12 0.983 = 0.060 0.372 + 0.019 2.855 = 0.091 0.803 £ 0.032
500 5 200 = 21 0.958 + 0.083 0.395 + 0.014 3.215 £ 0.256%* 0.804 £ 0.054
Mean + S.D.
Significantly different from control group; *: P<0.05 (Dunnett)
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Table 15-2.  -continued Organ weight per body weight Exp. No. 9933 (115-212)
---Recovery period---

Sex Dose level No. of Spleen Adrenals Testes Ovaries Thymus
(mg/kg) animals (%) (%) (%) (%) (%)
Male 0 5 0.177 = 0.018 0.014 = 0.001 0.918 =+ 0.094 ’ 0.128 + 0.035
500 5 0.225 + 0.025%* 0.016 + 0.002 0.902 + 0.202 0.171 £ 0.027
Female 0 5 0.227 £ 0.025 0.030 + 0.003 0.039 £ 0.005 0.178 + 0.030
500 5 0.239 + 0.026 0.033 £ 0.005 0.039 = 0.009 0.196 £+ 0.037
Mean + S.D.
Significantly different from control group; **: P<0.01 (Dunnett)



Table 15-2. -continued Organ weight per body weight Exp. No. 9933 (115-212)
---Recovery period---

Sex Dose level No. of Epididymides Mandibular gland
(mg/kg) animals (%) ' (%
Male . 0 5 0.257 = 0.034 0.164 + 0.018
500 5 0.234 + 0.064 0.172 £ 0.017
Female 0 5 0.184 + 0.010
500 5 0.193 * 0.019
Mean £ S.D.
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Table 16-1. Summary of gross findings
(sacrificed, administration period)

Exp. No.

9933 (115-212)

Male animals

Female animals

Dose level ( mg/kg ) 0 20 100 500 0 20 100 500
No. of animals necropsied 5 5 5 5 5 5 5 3
Organ Findings
CARDIOVASCULAR SYSTEM
heart hypertrophic 0 0 0 0 0 0 0 1
nodule 0 0 0 0 0 0 0 1
scarred 0 0 0 0 0 0 0 1
HEMATOPOIETIC SYSTEM .
spleen dark 0 0 0 2 0 0 0 2
white patch/zone 0 0 0 v} 0 0 1 1
RESPIRATORY SYSTEM
lung brown patch/zone 0 0 0 0 0 0 0 1
DIGESTIVE SYSTEM
stomach black patch/zone 0 0 0 0 0 0 1 0
) red patch/zone 0 0 0 1 0 0 0 1
white patch/zone 0 0 0 3 0 0 0 0
liver dark 0 0 0 0 0 0 0 1
white patch/zone 0 0 0 0 0 0 0 1
URINARY SYSTEM
kidney cyst 0 1 0 0 0 0 0 0
dark 0 0 0 1 0 0 0 0
scarred 0 0 1 Q Q 0 0 0
REPRODUCTIVE SYSTEM
testis small 0 0 0 1 - - -
prostate small 0 0 0 4% - - -
seminal vesicle
small 0 0 0 4% - - . -
uterus dilated lumen - - - - 0 1 1 0
ENDOCRINE SYSTEM :
adrenal gland scarred 0 0 0 1 0 0 0 0

Significantly different from control group; * : P < 0.05 (Fisher)
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Table 16-2. Summary of gross findings
(dead, administration period)

Exp. No. 9933 (115-212)

Female animals

Dose level ( mg/kg ) , 0 20 100 500
No. of animals necropsied 0 0 0 2
Organ Findings
HEMATOPOIETIC SYSTEM
spleen small - - - 2
thymus atrophic 1
DIGESTIVE SYSTEM
stomach autolysis - - - 1
black patch/zone - - - 1
small intestine
autolysis - - - 2
large intestine
autolysis - - 2
liver autolysis - - 2
ENDOCRINE SYSTEM
adrenal gland hypertrophic - - - 2
NERVOUS SYSTEM
brain autolysis - - - 2
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Table 16-3. Summary of gross findings Exp. No. 9933 (115-212)
(sacrificed, recovery period)

Male animals Female animals
Dose level ( mg/kg ) . ) 0 500 0 500
No. of animals necropsied 5 5 5 5
Organ Findings
RESPIRATORY SYSTEM
lung black patch/zone 0 1 0 0
DIGESTIVE SYSTEM
stomach nodule 1 0 0 0
white patch/zone 1 1 0 0
liver hepatodiaphragmatic nodule 0 0 1 0
URINARY SYSTEM
kidney scarred 1 0 0 0
white patch/zone 0 0 1 0
REPRODUCTIVE SYSTEM )
testis small 0 1 : - -
prostate small 0 1 - -
seminal vesicle
small 0 1 - -
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Table 17-1. Summary of histological findings

(sacrificed, administration period)

Sex: Male

Exp. No. 9933 (115-212)

Dose level

( mg/kg ) 0 20 100 500
No. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 5 5 5
Organ Findings 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3 T
CARDIOVASCULAR SYSTEM
heart . (5 ( 5) 5) 5)
cellular infiltration, mononuclear 0 0 0 O 3 0 0 3 1 1 0 2 0 1 0 1
HEMATOPOIETIC SYSTEM .
spleen (5) (5) 5) 5)
congestion 0 0 0 O 0 0 0 O 0 0 0 O 1 0 0 1
deposit, pigment ) 0 0 0 O 0 0 0 O 0 0 0 O 3 0 0 3
increase, extramedullary hematopoiesis 0 0 0 0 1 0 0 1 0 0 0 0 1 0 0 1
RESPIRATORY SYSTEM
lung { 5) (0) 0) 5)
accumulation of foamy cells 1 0 0 1 - - - - - 1 0 0 1
cellular infiltration, mixed 0 0 0 O - - - - - - = 1 0 0 1
osseous metaplasia 0 0 0 O - - - - - - - - 1 0 0 1
DIGESTIVE SYSTEM R
forestomach (5) ( 5) 5) 5)
edema, intraepithelial 0 0 0 O -0 0 0 O 1 0 0 1 0 0 0 O
hemorrhage 0 0 0 O 0 0 0 O 0 0 0 o 1 0 0 1
fibrosis 0 0 0 O 0 0 0 O 0 0 0 ©0 1 0 0 1
squamous hyperplasia 0 0 0 0 0 0 0 O 0 0 0 O 3 0 0 3
cecum ( 5) ( 5) 5) 5)
basophilic change 0 0 0 O 0 0 0 O 0 0 0 0 12 0 3
cellular infiltration, eosinophile 0 0 0 O 0 0 0 O 10 0 1 1 0 0 1
cellular infiltration, mixed 0 0 0 O 0 0 0 O 0 0 0 O 10 0 1
increase in mitosis 0 0 0 O 0 0 0 O 0 0 0 O 5 0 0 5+
colon (5 (5) 5) 5)
hemorrhage "0 0 0 O 0 0 0 O 0 0 O O 1 0 0 1
basophilic change 0 0 0 O 0 0 0 O 0 0 0 O 3 1 0 4%
cellular infiltration, eosinophile- 0 0 0 O 0 0 0 O 1 0 0 1 0 0 0 ©
increase in mitosis . 0 0 0 O 0 0 0 O 1 0 0 1 5 0 0 B5**##
rectum (53 » (0 0) 5)
cellular infiltration, mixed 0 0 0 O - - - - - - - - 10 0 1
liver (5) (5 5) 5)
eosinophilic change, hepatocyte 0 0 0 0 0 0 0 O 0 0 0 O 4 0 0 4+#
microgranuloma 3 0 0 3 3 0 0 3 3 0 0 3 2 0 0 2
hypertrophy, hepatocyte, centrilobular 0 0 0 0O 0 0 0 O 0 0 ¢ O 4 0 0 4*§
1: slight 2: moderate 3: marked T: total .
(): No. of animals examined microscopically at this site. -: Not applicable.
Significantly different from control group; *; P<0.05 **; P<0,01 (Fisher)
Significantly different from control group; #: P<0.05 ##: P<0.01 (Mann-Whitney)
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Table 17-1. -continued Summary of histological findings

(sacrificed, administration period)

Exp. No. 9933 (115-212)

Sex: Male

Dose level ( mg/kg ) 0 20 100 500

No. of animals necropsied 5 5 5 5

No. of animals examined histologically 5 5 5 5-

Organ Findings 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3 T

URINARY SYSTEM

kidney ( 5) (1) (1) ( 5)
basophilic tubule i 0 0 1 0o 0 0 O 1 0 0 1 0 0 0 O
degeneration, vacuolar, tubule 0 0 0 O 0 0 0 O 0 0 0 0 1 0 0 1
dilatation, tubule 0 0 0 O 1 0 0 1 1 0 0 1 0 0 0 0
cellular infiltration, lymphocyte 1 0 0 1 0 0 0 O 0 0 0 O 0 0 0 0O

REPRODUCTIVE SYSTEM

prostate ( 5) ) ( 5) ( 5) ( 5)
atrophy 0 0 0 O 0 0 0 O 0 0 0 © 3 0 0 3
cellular infiltration, lymphocyte 0 0 0 O 1 0 0 1 1 0 0 1 1 0 0 1

seminal vesicle ( 5) ( 5) (5 ( 5)
atrophy 0 0 0 O 0O 0 0 O 0 0 0 O 3 1 0 4%

ENDOCRINE SYSTEM .

adrenal gland (5) ( 5) ( 5) ( 5)
angiectasis 0 0 0 O 0 0 0 O 0 0 0 O 1 1 0 2
degeneration, vacuolar 0 0-0 O 0 0 0 O 0O 0 0 O 3 0 0 3
necrosis 0 0 0 O 0 0 0 0O 0 0 0 O 2 1 0 3
accumulation of macrophage 0 0 0 O 0 0 0 0 0 0 0 O 3 0 0 3
hypertrophy, cortex 0 0 0 O 0o 0 0 O 0 0 0 O 3 0 0 3

1: slight 2: moderate 3: marked T: total

(): No. of animals examined microscopically at this site.

Significantly different from control group; *: P<0.05
Significantly different from control group; #: P<0.05

-: Not applicable.
(Fisher)
(Mann-wWhitney)
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Table 17-1. -cont:l.nued Summary of histological findings

(sacrificed, administration period)

Sex: Female

Exp. No. 9933 (115-212)

Dose level

( mg/kg )

0 0 100 500
No. of animals necropsied 5 5 5 3
No. of animals examined histologically 5 5 S 3
Organ Findings 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3 T
CARDIOVASCULAR SYSTEM
heart : (5) 5) 5) 3)
myxoid change 0 0 0 O 0O 0 0 O 0 0 0 O i 0 0 1
cellular infiltration, mononuclear 2 0 0 2 0 0 0 O 0 0 0 O 1 0 0 1
pericarditis 0 0 0 O 0 0 0 O 0 0 0 o 1 0 0 1
fibrosis 0 0 0 O 0 0 0 O 0 0 0 O 01 0 1
hypertrophy, myocardium 0 0 0 O 0 0 0 O 0 0 0 O 0 10 1
HEMATOPOIETIC SYSTEM
spleen (5 5) 5) 3)
congestion 0 0 0 O 0 0 0 0 0 0 0 O 3 0 0 3*%#
atrophy 0 0 0 0 0 0 0 O 0 0 0 O 1 0 0 1
deposit, pigment 0 0 0 0 0 0 0 O 0 0 0 O '3 0 0 3%
capsulitis 0 0 0 O 0 0 0 O 0 0 0 O 1 0 0 1
increase, extramedullary hematopoiesis 0 0 0 O 0 0 0 O 0 0 0 O 1 0 0 1
RESPIRATORY SYSTEM
lung : (5) 0) 0) 3)
accumulation of foamy cells 0 0 0 O - - - - - - - - 1 0 0 1
accumilation of macrophage 1 0 0 1 - - - - - 0 0 0 O
DIGESTIVE SYSTEM
forestomach ( 5) 5) 5) 3)
edema 0 0 0 O 0 0 0 © 0 0 0 O 1 0 0 1
ulcer 0 0 0 0 0 0 0 O 0 0 0 O i1 0 0 1
squamous hyperplasia 0 0 0 O 0 0 0 O 0 0 0 O 0 1 0 1
glandular stomach ( 5) 5) 5) 3)
edema ’ 0 0 0O 0 0 0 O 0 0 0 O 1 0 0 1
colon ( 5) 5) 5) 3)
basophilic change 0 0 0 O 0 0 0 O 0 0 0 O 1 0 0 1
hyperplas:.a, lymphoid tissue 0 0 0 O 0 0 0 O 0 0 0 O 1 0 0 1
increase in mitosis 0 0 0 0 0 0 0 O 0 0 0 O 2 0 0 2
liver (5 5) 5) 3)
congestion 0 0 0 O 0 0 0 O 0o 0 0 O 10 0 1
eosinophilic change, hepatocyte 0 0 0 O 0 0 0 O 0 0 0 O 3 0 0 3*#
vacuolation in hepatocyte 4 0 0 4 i1 0 0 1 0 0 O O+# 1 0 0 1
microgranuloma 5 0 0 5 5 0 0 5 3 0 0 3 2 0 0 2
hypertrophy, hepatocyte, centrilobular 6 0 0 O 0 0 0 0 0 0 0 O 1 0 0 1
1: slight 2: moderate 3: marked T: total .
(): No. of animals examined microscopically at this site. -: Not applicable.
Significantly different from control group; *; P<0.05 (Fisher)

Significantly different from control group; #: P<0.05

(Mann-Whitney)
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Table 17-1. -continued Summary of histological findings
(sacrificed, administration period)

Sex: Female

Exp. No. 9933 (115-212)

Dose level ( mg/kg )

0 20 100 500
No. of animals necropsied 5 5 5 3
No. of animals examined histologically 5 5 5 3
Organ Findings 12 3 T 12 3 T 1 2 3 T 1 2 3 T
URINARY SYSTEM
kidney . : (5 (0) (0 (3)
basophilic tubule 2 0 0 2 - - - - - - 0 0 0 0
dilatation, tubule 2 0 0 2 - - - - - - 0 0 0 O
mineralization - 1 0 01 - = - - - 2 0 0 2
REPRODUCTIVE SYSTEM
uterus (5) (1 (1) ( 3)
dilatation, lumen 0 0 0 O 1 0 0 1 1 0 0 1 0 0 0 O
ENDOCRINE SYSTEM
adrenal gland ( 5) ( 5) (5) (3)
angiectasis 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 2
degeneration, vacuolar 0 0 0 0 0O 0 0 O 0 0 0 O 3 0 0 3%
necrosis 0 0 0 O 0 0 0 O 0 0 0 0 3 0 0 3*¢
‘accumulation of macrophage 0 0 0 O 0 0 0 O 0 0 0 O 2 0 0 2
hypertrophy, cortex 0 0 0 O 0 0 0 0 0 0 0 O© 2 0 0 2

1: slight 2: moderate 3: marked T: total

(): No. of animals examined microscopically at this site.
Significantly different fram control group; *; P<0.05
Significantly different from control group; #: P<0.05

-: Not applicable.
(Fisher)
(Mann-Whitney)
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Table 17-2. Summary of histological findings

Exp. No. 9933 (115-212)
(dead, administration period)
Sex: Female
Dose level ( mg/kg ) 0 20 100 500
No. of animals necropsied 0 0 0 2
No. of animals examined histologically 0 0 0 2
Organ Findings 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3 T
CARDIOVASCULAR SYSTEM
heart (2)
cellular infiltration, mononuclear - - - - - - - - - - - - 1 0 0 1
HEMATOPOIETIC SYSTEM
spleen (2)
atrophy - - - - - - - - - - - - 2 0 0 2
thymus (2)
atrophy - - = - - - - - - - - - 1 0 0 1
RESPIRATORY SYSTEM
lung (2)
accumulation of foamy cells - = - - - - - - - - - - 100 1
DIGESTIVE SYSTEM
glandular stomach - (2)
ulcer - - - - - - - - - - - - 100 1
mandibular gland . (2)
decrease, eosinophilic granule - - - - - - - - - - - - 2 0 0 2
ENDOCRINE SYSTEM
adrenal gland (2)
congestion - - - - - - - - - - - - i 001
degeneration, vacuolar - - - - - - - - - - - - 10 0 1
necrosis - - - - - - - - - - - - 0 1 0 1
hypertrophy, cortex - - - - - - - - - - - - 1L 001

1: slight 2: moderate 3: marked T: total

(): No. of animals examined microscopically at this site.

Not applicable.
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Table 17-3.

Summary of histological findings
(sacrificed, recovery period)

Exp. No. 9933 (115-212)

Sex: Male
Dose level ( mg/kg ) 0 500
No. of animals necropsied 5 5
No. of animals examined histologically 5 5
Organ Findings 12 3 T 12 3 T
CARDIOVASCULAR SYSTEM
heart 5) 5)
necrosis 1 0 0 1 0 0 0 ¢
cellular infiltration, mononuclear 2 0 0 2 0 0 0 O
fibrosis 1 0 0 1 0 0 0 O
HEMATOPOIETIC SYSTEM
spleen ] 5) 5)
deposit, pigment ¢ 0 0 O 5 0 0 5**if
RESPIRATORY SYSTEM
lung 5) 5)
accumulation of foamy cells 2 0 0 2 1 0 0 1
cellular infiltration, mixed 0 0 0 O 1 0 0 1
DIGESTIVE SYSTEM
glandular stomach 5) 5)
ectopic tissue 1 0 0 1 0 0 0 O
epidermal cyst 1 0 0 1 0 0 0 O
jejunum 5) S)
mineralization 1 0 0 1 0 0 0 O
colon 5) 5)
hyperplasia, lymphoid tissue 0 0 0 0 10 0 1
liver 5) 5)
microgranuloma 4 0 0 4 5 0 0 5
URINARY SYSTEM
kidney 5) 5)
dilatation, tubule 1 0 0 1 0 0 0 O
mineralization 3 0 0 3 1 0 0 1
cellular infiltration, lymphocyte 1 0 0 1 1 0 0 1
REPRODUCTIVE SYSTEM
epididymis 5) 5)
decrease, sperm 0 0 0 O 10 0 1
prostate 5) 5)
cellular infiltration, lymphocyte 1 1 0 2 1 0 0 1
1: slight 2: moderate 3: marked T: total
(): No. of animals examined microscopically at this site. -: Not applicable.
Significantly different from control group; *k g (Fisher)

Significantly different from control group;

##: P<0.01

(Mann-wWhitney)
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Table 17-3. -continued Summary of histological findings
(sacrificed, recovery period)

Exp. No. 9933 (115-212)

Sex: Male

Dose level ( mg/kg ) 0 500

No. of animals necropsied 5 5

No. of animals examined histologically 5 5

Organ Findings 12 3 T 1 2 3 T

REPRODUCTIVE SYSTEM

seminal vesicle (5) (5) -
atrophy 0 0 00 10 0 1

ENDOCRINE SYSTEM

adrenal gland (5) (5
angiectasis 0 o oo 1 0 0 1
degeneration, vacuolar 0 0 0 O 3 0 0 3
necrosis 0 0 0 O 01 0 1
accumulation of macrophage 0 0 0 O 5 0 0 5+
hypertrophy, cortex ¢ 0 0 O 1 0 0 1

1l: slight 2: moderate 3: marked

T: total

(): No. of animals examined microscopically at this site.

Significantly different from control group;
Significantly different from control group;

**:; P<0.01 (Fisher)

Not applicable.

##: P<0.01 (Mann-Whitney)
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Table 17-3. -continued Summary of histological findings
(sacrificed, recovery period)

Sex: Female

Dose level ( mg/kg )

0 500

No. of animals necropsied 5 5

No. of animals examined histologically 5 5

Organ Findings 12 3 T 12 3 T

HEMATOPOIETIC SYSTEM

spleen ( 5) ( 5)
deposit, pigment 0 0 0 O 4 0 0 4*§

RESPIRATORY SYSTEM

lung (5 (5
accumulation of foamy cells 2 0 0 2 0 0 0 0
osseous metaplasia 2 0 0 2 0 0 0 O

DIGESTIVE SYSTEM

liver ( 5) (5)
vacuolation in hepatocyte 1 0 0 1 0O 0 0 O
microgranuloma 5 0 0 5 5 0 0 5
hepatodiaphragmatic nodule 1 0 0 1 0 0 0 O

URINARY SYSTEM

kidney (5 ( 5)
mineralization . 2 0 0 2 0 0 0 O
fibrosis i1 0 0 1 0 0 0 O

ENDOCRINE SYSTEM

thyroid gland ( 5) ( 5)
ultimobranchial remmant 0 0 0 O 10 0 1

adrenal gland (5 (5)
angiectasis 0 0 0 O 3 2 0 5wx{#
degeneration, vacuolar 8 0 0 0 3 0 0 3
accumulation of macrophage 0 0 0 O 2 0 0 2

1: slight 2: moderate 3: marked T: total

(): No. of animals examined microscopically at this site. . -: Not applicable.

Significantly different from control group; ~ *: P<0.05 *%; P<0.01 (Fisher)

Significantly different from control group; #: P<0.05 ##: P<0.01 (Mann-Whitney)

Exp. No. 9933 (115-212)
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