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3. HAREEHSE

3.1 HEBFEE

AR : B-5804
AR £ R : 2-TFNAFE VA =L —FADF v bEHWE

2 M MIE R A S d 28 B MR £ O ¥ b e stk

32 HEBAM

WHMEET v M 28 HHIKERO®EG L, TOEEZHLMNMCTIL L L DI
D% 2B OEEMRAZRT THEEOIEERRD ZEEHNE L, B, AR
Bt R SV —F 2 o -0 ERFTESOEKFEEZITTWA

33 HAEBEitE
JEA A EEANS FEGTHE (LM EEERIRE
T100-8916 W AEH TRAHXENH 1-2-2

3.4 HEBRIE
XL R YV —F & —
T156-0042 H AUALIE 2 KPR A 1-3-11

3.5 REBEHMSR
BREHER Y U —F 27— HEREUFERT
?4u0m9 B ] SR IR B i v & 1284

R L

36 HERRE

R B G B : 20065 7H 4H
R EANFH : 20064 6 H 23 H
‘i A i H : 20064 7H 10H

RERFALGE (R 5-F4GH)
20064 71 18 A

BEETHE : 20064 8H 14 H
TSR O ;. 20064 8J] 150
[ % 13543 H : 20065 87 29H

FHRIRTH (FHSHREETH)
2006 4% 10 A 23 H
BT H © 20074F 109 30H
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4. EH

Sprague-Dawley &2 SPF 7 > Ik [Crl:CD (SD) ] ZHW T, 2-=F /L ~F /LB =/1
T—T NVOREEGIZ X D EETENNCEOREEEZ BT Lz, BE5EIZ0 (U 7 :
KHHREE) . 8. 30 XN 125 mg/kg/day & L., 28 HRIE®RHFRE DG Lz, 1 FEOEY
BOUF R RS M OY 125 mg/kg $¢ 5B CHERES 12 VC, 8 &Y 30mg/kg & 5-FF T4 6 T
ELT, 2095, RFPREEKR O 125 mg/kg £ 5-REOMERES 6 B2 DV TiE, 28 H Rl #
H1%z 2 BRE ST,

1) —RIKEEDERR, ML —RKEDEHR, HEERE., BEARUVBREH=DA
E., KEMLCICEESEAE

BeH R OREERMZEBEL, WTINOoBREERBICH., $HBRYERGOREITRD N

o Tz,

2) RigE (EKENEET)

JK pH 0)1551?@['1%3 125mg/kg $¢5-HEOMEREIZ . 1 1 B HE B O HEANME T 23 125mg/kg
BEROMICE D b, 26 DZELITIRIEIC I D W TR bIEE L, BEHEMENFED
Y

3) mEERE
WFNOREERIC G, WRIWER 5 OEBIIRD S NRro T,

4) miRILFEE
ALP O EfE D 30mg/kg $5¢ 5-HE D 1E K T 125 mg/kg B 5-REOMEREIZ, Foea L AT o —
w&UJ/H B OEED 125mg/kg HGREOMEREIZFRD DLz, b OB LITIREE
ZEDWFRbHEE L, BHEMDGRD LTz,

5) REFRE

JHFE G, R ek BB 0D R i & AR SRR A C/NEE RO DR IR AR AR K 28 30mg/kg 5B
OB N 125mg/kg $e G- REOMEREIZ . BIFREESE DY 125mg/kg % 5-FEDOMEREIZFRD &1
Too Fo, BIRTIE, MxtEREOSME LR RE CRME BRI O B/ IMED
FEBIBEE DM 125mg/kg # G REOREIZR O Hiviz, FIZ, BETIL, HAIEED
EED 125mg/kg BHGRICHEO bV, 6O LIE, HMREEOEMEZR, L
PTHOBLHIRIEIZ L VLD D VTR L, BEENED ST,

PLEDFERNS , 2-ZF AT UL E = LT —F L ORRBREN: T T 5 EE 5
(3T 8mg/kg/day, M T 30mg/kg/day & HEE STz, k. HREEOEMEERL
il DZAIZ DN TIE, W BIRIEIZ LV BHEENFRD i,
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5. %S

BT @G EIHERMNR FEEHERE LY EL L REOKBEIZLD . 2-=F L~
FUNE= N =T )N %T v MI28 ARIKERAEG L. EOEELHONIT DL
EBIT, 2 HEEIRIE L, BEEORIEMNZHAT-OTEOREELBRET D, b, AR
BRiZ, DLFOREUEE ESF R OT A KT A AZHEL L CEJi L 7=,

1) GLP

o EHASEWE S AR 5 R BR & 34 B R BR i R\ BE 4 B FEHE I oW T
CER 15411 A 21 B 3EAFE 1121003 5. ERk 15-11-17 875 3 2. BF
FRE 031121004 5, Rk 1744 A 1 B &K S%IE)

2) = LEnv s Pl N R G
o TEEULTFEFE IR L HERDO FIEIZ OV T
CER 1S4 11 H 21 B 3REFREE 1121002 5, AL 15-11-13 RS 2 5 BiR
R 031121002 =, PRk 1744 H 1 H KfEeE)
+  [OECD Guideline for Testing of Chemicals 407 |
(OECD &4 : 199547 H 27 H)

3) B D1ELL
o (B OEHE R OEERIZEE T 55
(BAFN 48 4F 10 A 1 BEMES 105 5, Ak 174F 6 H 22 HiR M UE)
o BRI O firl 38 K OMRAE I ONT 359/ ORI B 9~ 2 AL |
(CFpk 184 4 A 28 HEREA E=E/N+/\5)
o (@ EBRICBT 5 FaEt
( ((h) BAARZERBMM T, B 6245H 22 A)
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6. HEBEHHMRUAEZE

6.1 HWERYMERUVRAE
6.1.1 WEBRME

WERME 2- F L A~F A E =L —F T

Endc, YRBRICERLZERMEO R v NS

SRR R RO iz L
2 F :

CAS FH =
fi s AT R
oy e
i EE
AT
PSR

wh
47T
IEHE

a5 195
WEME

2 178
(R A 517

WD EDiEE
IRAH

o ABRENEE T B E D
WA LI g8 E & B

6.1.2 AR
EE
2y NEE
b e
{RIFH 15

i

2-LF L B = —F b
2-Ethylhexyl vinyl ether

103-44-6
CH,=CHO-CH,-CH({C,H5)-(CH;);-CHj;
99.9%

500g
5, 75 1 R A
177°C
156.27

0.81

#Hiw ()

YRR TR ICAARD — 54 F LEBRSHITIEA

LS PEDRE R A UM B 2 (I FEd LTz,

. MESIROmY THD

£ 0 iRt

-

SN AT (%2 A] KOH Sppm & 4) (ERlE: 17~27°C)
WS ERT BB E RAFE ROV | IFSEA R Y

i
v A7, FREEMT S,

R BT R ORI O KR &2 A L, SR R U581

{BAl & OEMZ BT 5,

SR H Sg & rfralBl & LTIRFT 2. it i/
O LIEBMEOREIIEFE L, R, REEEM

FICRALZEMEERELLEY

BEIIREHES S LichoTWZR, TRTOHEBRBWE (47

) ODEEFREEITERA L,

U 7
6203
FAT SRR AL

geeder
Ectiny
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AP D BESAHEAT 5 1 SRR B R

6.2 BEHRORAH
6.2.1 5B % D Ff

BEZ IV EEOHBRME = EMICE— T —IZBIRL, 2V 7HE Nz mRESE
ARV Y U —THERICAAT v 7 Uiz, ARIZE 1 EILL EOMEE TR L,
% 8 HUWIZHER Lz (7272 L., 8 HIMOREMEDN MR IND E CITHRKRRE L
7).

6.2.2 REBDREAE
TG G G ZETe) 131 HORLESTOBEOT T AHUToiE L, Ak
FCWIBHEMNICORAF L7 (EHRRE : 4~6°C)

6.2.3 AP TOREME

1 TR 200 mg/mL iE#R (LA - AU 7)) 1%, 86l 7 IS ANGEEN 8 H [H]
RAF14 IR 24 FERRIF T D F L ECTH D 2 E PR ESHEAR Y ) b —F & o ¥ —HE
LR CRERR STV D RERE =+ A-1906, IRITEEL3)

6.2.4 REMDRERER
BHEE 1HEE 4BEOEGITHODFREOWEBRIRIZOWT, ZORE 2 RS
RV —F X — B IEAT C GCiEE AW THERR L7z, TORER, ForfElc
T HUREDOEIGIL 97.6~102.3% (FFAHP : R H£10%) THY . FFAHIPFHANT
Holz (RAEE4-1, 4-2) , SHFEORERE 2 KIZRT,
LIRS 720 OB (BREE)

14 (10mL)
HIE X R E : 2-TFAF N =T —F )L
T ek S AR HE A
Eayiy : 2-TF )LAF L= LT —T )L
7y b3S : 06F002
(Y EIRES : HEIRMFT (SZHME : 18~23°C)
fili B AR : GC > A7 A ; Agilent Technologies Inc.

GC (HP6890N)

A= % (G2613A)

F =+t 77 b A (G2614A)

T — X LB Y 7 | (GC ChemStation G2070AJ)

12
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GC I E S
IRTANN : HP-1 (0.53 mm ID.x15 m, FEJE 1.5 pm. Agilent
Technologies Inc.)
Xy UT AR : He
MEE—F : A AF Y hT7r—F—FR
Xx U7 TAJE 4.5 mL/min
EAH : 27U v FLAFEAR
HEN DR : 200°C
2 : Flame Ionization Detector (FID)
Tt 2 : 300°C
H, it & : 40 mL/min
Air it & ; 450 mL/min
=T R : 100°C 2> 5 200°C O FHIE 7" v 77 2 (10°C/min)
SURHE A L 1L

6.3 HEIYERVRKOERER
wERBRIETA P74 0280 Ty PERAWEHBRALEE SN TS, ZORER
CHERSNDRMEDT v MIFFER LI <O, TRERNEE TH LI L HER
Lto

6.4 HREBVMRUEDT

Sprague-Dawley % SPF 7 » ~ [Crl:CD (SD) . HAF ¥ —/L A « U — &1t
JEAREE & —]) MRS 52 8% SiEECAT L, YT T8 HREME - BMbfEE L
t% —MeREoBZE (1E/H) | %Eﬂﬁ(3@)&@%%ﬁ—W%%(l@)%ﬁ

. EREEINANET T—BAREFICRE O A DLW iE & Bbh 28R 36

(Iﬁkbf%%%ﬂ4@\E@ﬁkbf%%%l2@)%LU\6ﬁﬁfﬁﬁuﬁ
Lko&5%%H®¢Eﬁﬁ@mﬁ?wkﬁmgwﬁfwkﬂ%gf%b\ﬁ@%%
KD TEMRERF (M : 100~190g, M : 90~180g) % I T kAl 7= BN RED SEHI K
LI DO ITEIT e < RBREGRE I ITEZ D 20 &Ik L7z,

ik, BE - BIESIE R OMREREMNEIC L 0 E%, B4 E (REBO 2
HATD OEEIZESHTEINL L, SHEOYEREN TE LT HEFEL 0D X558
EREER Uz, EOE Ty Ea—2 2 A7 ay 7 ElEE R OBEIE 2Lk
DEE (T y ZEEETHLERBEAMAR L., SUBREEL BN OEIRE 5 2 BIE%
IZEPSYTH) Ik iTolz, Eo. REEWITE 5 HGRE A TRBRRDN BRI LT,

BRI ISR, FESCICBIIMERES SOCTH o 72y, EBRITIIMERES 52 IEAIA & iz,

13
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6.5 WEEH

TR 23 £3°C (SEHIME : 21~24°C) | FHXHEEE 50 £20% (SEHIHE : 52~59%) . #i
SR 1R 10~15[R1, HRET 1 H 12 F¥fE] (07:00~19:00) OEMfEE=E (301 5=%)
T, BE T 7y P& RME— (W 250xD 350xH 200mm : H A7 — U
) ICNAE L CTHEBNCETE L, EB 1 EloOfERE2 S L2, EREE CRF-1 (4D
T A NVERRF TS, vy FES 1060411, 060606) M OB 35 1 & K 7K %
AR L 0 ABICER S,

6.6 FAMKRUKRHMKIDEANE

SE P ORAMEICE L CIIEREr v MZOWTIHEIEAN A ARSIt & —
THM 2TV, o BBKIZOW T REMMBERE & > 7 — RSt TREEICIE
W 5 KEBRAZ EHRIC (40 1To7, OO ITEEE AT L, Bk
RN IR T & 2 fess LI R A7 LTz,

6.7 BYOHEINRVYT—IADRT
@%iﬂﬁﬁ AR A 258 U TN Lz, A2 B RS Al E T O RIERERE
R OBEESEAR L — Y I B0, BRI, R ROV &
_&(ﬁ%ﬁ\ﬁ\ﬁﬁvmﬁiﬁmﬁ)_4ﬁ®§ﬁ%oﬁto_@%6\mm®
ALIXHEE, 100 OALIXME (0 FZME, 1 FEZME) | 10 & 1 OMLIIBEEE I D, KEE
=i, B URIETCHER L —Y L0 EICHE (B Z il
TV RO, BRE S, BERE, BE5E M BWES. FESS LR TE
HEBRE L, 72720, FEMiZe—RCRIBOBIZE, WBMA, 12 ) K OV A FEB) & E
Hd, Bl ’ﬂbf&5®mﬁ%ﬁ@¢5twﬁ~V7mw%% L CilBRE 5.
PERI R O EAE B O e s LTz,

6.8 HRERK. BE5HMH. BEAERUESEHLE TN L DEREH
FIERBIE T A R A L, BRI OB G 2N L, B5HIT 28 HE
& LTz, B RENIE G RER C—MIciThbhTnad 1 H 1E (7 FR6HE) & Lz,
EEMIFIIEEO A E AR T o2 0ICEY EE x5 2 M (14 ) L. Z
DOEIBEEZ2ITb R ol-, WEREIZSmLkgEELE L, H§Y 7 2 M0 Tl n
B L7z (8:06~11:45 OfH]) o xR OB ITLA (4 7)) ZRERICERE LT,
B Z L OB GBI R OREICE SN THEH L,

6.9 BREERUVZOHRTERIIL VICEHER

2-TF AT E= LT —T LD 04U 7 i) 125,250,500 & TX 1000 mg/kg/day
Z | BEMERESS SPCD T MIZ 14 BREISCIERR D #5 U725 Y | 1000mg/kg £ 5-7F O itf
KE2B], 500mg/kg £ G REOME 3 1], M2 FINET Lz, £, HIEKAED 125 mg/kg
B HREOMERE T, ML FREICBWTALP O R EBEFEREICBWTHIBEEED S

14
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WERED HNT=, LN -o T, KRBRICB T2 &R EEIXITHABR CRENED SN
125 mg/kg ZmHEE L, DLFAHK 4 TRRL T, 30 XU 8 mg/kg D 3 HELZFKE L
Too ZTHUCKIIREEZINZ . BH4BEZ R T 7o, EHECTIIMERES 6 DT, [EI1ERE Cldoe RaHE
K OVE FHERECHERER 6 L L LTz, BEERRERZROE 1177,

= 1LEEBRR
B Beh & -2 B R & b * it vl 18 B
i (mg/kg) (mg/mL) (mL/kg) Wk B E LR Y ES
o I 6 1001~1006 6 1007~1012
AR 0 0 > e 6 1101~1106 6 1107~1112
o i3 6 2001~2006 —
A B 8 1.6 . e 6 2101~2106 —
. it 6 3001~3006 R —
AR 30 6 > e 6 3101~3106 - —
e T 6 4001~4006 6 4007~4012
o A 125 25 > i 6 4101~4106 6 4107~4112
6.10 EHRRUBREDAZE
TNENERH SN BRENOBE A2 E L7z, RBRHORREICE L T TR
DY ThbH,
& H-BALE A : % 5% 1 B (day 1 of administration)
BE5 1065 7H ¥ 5% 1 (week 1 of administration)
FERMEH (BEHMKTORH)

B 1 B (day 1 of recovery)

B 1 226 [E1E 7 B :[B1#E% 118 (week 1 of recovery)
6.10.1 —RREDEHEE

BEME IR 3E, BEATE REES L OERGH 2RM%E (2L, BT
R EHEGATE R EEZO 2E) | FEEHRPIZER 1R AR, REBIRRE, &5,
TE RO 72 E O — kB 2B L, 7, BREFR 2B HOMELREGHE 24 HO
MED B G%K) 2 R OBLEIL, FEMZR — RO BIZE, HemdE., BHLK VU ERE
HEOWEEIT o172, ZNODOMREK THRICHE L7 GUBRGHEEOHEN O’
Wi U7z8, G280 CRFIIBE I TWRNZ &b I 81T 72
WS LTZ)

6.10.2 T RKEOHRE. BERE. BEARUVBREB=DAIE

FE 72 — IR BB O BIEIT AR IRIC OV T, BEBIAARTIC 1 E], #2530 R ONRlE
MR EE 1R L, £, e, 127 K OV A EE) & O JIE X2
DT, BEFE4HE (ECTERGHE23H, TREFE 24 H) KOEIESE 28 (RES
10 H) 247 o7z, 7ok, BIELOREIEGOEREFIR L, BiE 7 v &4 AZEE

15
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L724REE (7T A4 K) TiTto7=,
e, BEBMGRET (BE - BIMEEARAF) OFEM e —HREDBIEICB W TR I35
LNy AWAYIEEoY

6.10.2.1 Him—RREOBRE

1) R—Dnr—VNEIER
RE R BEATE)

2) FITH - Tofz
=Y nbOmMY LT &, HE - KEORE, R - o5y,
IRER (ARERZEH, IRBRPASIRAR) | WIHLRENRE, B Hpieskse (iR,
B, BEFLER, WREE, FEPE) . NV R U TSR D R

3) =TT 4 —v RINBIE
EDRAE, R BEITE, WRITE)., BT BB Higv. b b
N R, HEY) (BEEES, HER)

6.10.2.2 HEERE
BETERUS, BRLBUR, AP, PG, BEALBCH . 22 R IR B 75 B B

i

6.10.2.3 1 hAlE
CPU #—< MODEL-9502A (7 A a—= =71 7R t) 2 HTHi
% M O i D8 1) 2 1E L 7=,

6.10.2.4 BREB=DAITE
EERENY H B R EdE) = % —NS-AS01 (XS tt==—u A= X) ZHWT
HREHEZHE L2, BIET 1R E L. 10 SRR KL O 0~60 43 O HIEfE %
EH LT,

6.10.3 REAIE

BERICONT, 5 1, 4, 7. 10, 14, 17, 21, 24 X 28 HOEGFiIC, [FIE
HIFIHIXEE 1, 3, 7. 10 KON 14 BICHIE Lz, BEIT 8:08~10:08 DIZAT - 7=,
Bz, 5P R OEESRR oEEBMNELZEH L, S BICI3ExaE E
BREOD. AiHNBH 16 B S - % oRE L2 1T L,

6.10.4 EEEERIE

BEERIZONT, BEHBERIERE 1, 4, 7, 10, 14, 17, 21, 24 X 28 HO#
Rz, [EESR GEEE 3, 7, 10 LV 14 BICHlE L7z, HIEE 08:31~11:03 D
(AT o7z, 7ok, BEGHIMTPOESL 1 BIRENGO 1 HE, ZALIREIL 3~4 HREO

16
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PR, FEMREIToRE 3 BIZEE 1 B0 2 AOREE., ZnLIEIE 3~4
AEoOBRBEAHEL, 1VC1 AEICHER R LT,

6.10.5 RigEE

55 4 38 K ONEIE S 2 BITAT - 72,

BHE 4 (BHE 25 KUV 26 H) 1IHRAEY HOEERZICAERIZOWT, BIEH
208 (EEZ 11 HEO 12 H) IZEEEO2FEERIZOWT, EnEnEREEZE Y b
L —2IAE L, MR - BHEK T T4 MREZ, WO CTHHER - BHEKT
TEDOHD 20 KR ZHI L, 2SR LIZEALOHFECIVRE L, £,
BAKREIT, IR —VICNAE LTRETHTE D0 1 BFEIRES ., HBAEZ AVl
E LT,

R2RFREDEE., BAEZRVOERAKSELTE

1) 4BRERICOWT DR 2) 20 BEERICOWTC O
BATEE W TE 5 15 RAHE H B 5%
pH ) RE QOBFME) ¥ AR VU EF—FHWE
A=k HEWE (HEAL: mL)
R AR BT KA T D)
TIa— A } F=vavAz 49 ) A-TEA RERHL ) (BLAZ : mOsm/kg)
I (T—7 LA (8)

(HAZ : mEq/24hr)
|17
vy =4
i A R 22
i B lE

RE (4 Wpf) ) W AREFT A Y& 2 v
AEWE (HAL : mL)

58 0 E B A
2) . AUTION MINI™ AM-4290 (7 — 7 L A ¥R &4h)
D) HENRBEEREEE A — T RAZ vk OM-6030 (7 — 7 LA #Rk&4h)

-
B AR ORELE 20EOREE AR LT 24 ORE (mL/24h) 2REH LT,

17
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6.10.6 miEFRE

5 M L ORI RS T OB H OFFEFIFEEC, BTH2O—®& (K 16~20 K¢fH)
MRS fEIc O N T —7 VP FICBBE L. BERER) S EDTA-2K HIEE i
i (SB-41: A A v 7 ZRRAS4L) (TR A BRI L7z, 5 6o migiz oW\ TF 3-1)
IZFCH L72HA K ONHEIC K O E LT, £72, 3.8% 7 =) b U U AEHINERER
B 9 mITH L 1 BOEIG) (TEREL 723k 2w DB GRE - £9 3,000rpm. 9
1,600xg. £ 1045fE) L. B bAmmIEIc S\ TH 3-2) IS L-HEA K OHIEIC K
DR LT,

K 3MABRFREDEE., AEZRUVERAKSELTE

1) EDTA-2K MR I DT DR
A E WE 75 4 A
R ER %R BAURPIA LR k) 10*/uL
~NES U R ST UARNESBE L ES g/dL
~< k7 Uy ME AR I ER L R OV 1) R L BRAFE n B B %
SR I BR R FE BARURPIA LR k) fL
25D 1 B i £ 35 e FRIMERE R OANE 27 1 B s b B pg
I R LR 1 £ 3 Y ~NEZBEVERBA~NT MYy MEDDREH %
AR M Bk =R Brecher % %
i/ E BRIEPA LR L) 10*/uL
[ 1Bk %% BRIRPIZ LR ik 10%/uL
L ER B 50 3 May-Giemsa Y2412 K 2 Sk %
2) = UWEF N U T AR S OBE L I OW T ORE
IR IE H WE T ik B A7
=10 N = i | 7a sy hMED s
IEMALER Sy b e R

7T AT 7 ay hMEY s
T4 7Y )=k fa R T AF o EY mg/dL
ik FH I E H
O a— X —2HB SEAMET T T A Y — T80 (N ~wr - a—x—kEH)
O iR EEE BB ERE  ACL 100 (Instrumentation Laboratory)
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6.10.7 mRILERE

MR AR A R & RIRFICER L U 72 ik 2 BE R E AL 0 SRS (X =7 b I
F—brty 7 TERASH) TR OB BRIE K9 3,000rpm, £ 1,600%g,
10 3fD L, BonZmiFiconTER 4-1) IR THBIZOWTRAE L, 7.
A~ UIEREBRE (K 1mL 472 0 20 EAZO~ Y 2) (ZERE L 72 K % 5% 0 4y
B (GRE : 59 3,000rpm, 9 1,600xg, #1043 L. HonzifmiE>\TFE 4-2) (2
RTIEBAICOWTHRE Lz,

x®4.MBEFREDER., AEERVERAESELTE

1) BEL 72 IiEIc >V T oA

AT H W 7 i WL
ALP Bessey-Lowry i © IU/L
Barxrao—L CEH-COD-POD % © mg/dL
FUZYVETAR LPL-GK-GPO-POD i © mg/dL
U UIEE PLD-ChOD-POD 7% © mg/dL
BeyLe (SN P I o S S 7 mg/dL
T a— R INa—AF e RuFF—8ike mg/dL
PR EE TR Urease-LEDH ¥ © mg/dL
JVTIF= Creatininase-creatinase-sarcosine oxidase-POD ¥ © mg/dL
FThUTA A F BB © mmol/L
VRN A I B RS © mmol/L
b A F AR RS © mmol/L
I N OCPC i © mg/dL
gy v Y TT REC mg/dL
wi-ABRE Biuret 7 © g/dL
TNT I BCG %9 g/dL
A/G Lt RIZAEEROT VT 2 bR

2) ~NY MR D B 43 B L 72 i oW T oA

A H W7E J7 v A
AST (GOT) UV-rate % © IU/L
ALT (GPT) UV-rate % © IU/L
LDH UV-rate % © IU/L
y-GTP V-TNEINBINRF 4= T =Y Rk IU/L

R E
O R EBONEE  TBA-120FR B (B ESHHRE)

6.10.8 REBERE
6.10.8.1 Bz

B TOFEFREIC OV T, BRilEEREAREIENIC X 0 B BeE &8, 4% -
SHYL - BER - IEE A S 2y ORE - MEROWIRIC X 232 mEAT 21T, RS
ZRiek L7,

6.10.8.2 REEEATE

ETOFBEHREMICOVT, RIRTHREORE GEXER) 2HETLE L
(. At A L FIRRFORE)N BIRE 100g B2 O EEL R L, 723, *H
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AP LIZWAITE DS E IO W TRELAR 2 IZHE L, € OAFHE TRIE L 72,
Wi, BB MR, MR, Doet. JTHE. RN, REHRA. ORSEL_BfRx . BRELY. 1

6.10.8.3 RIBHABERE

ETOEIZONTRICARTEE - M EZSRIL, U VBRREE 10% KLV~ Y KT
BELZ, 72720, WXV VR 10%h L~ U iRE AL, IRER R OHRARRIT U
VBRI TR L. 3% 7V EZ LT IILTE R 2.5% KL~ U R TREE. FHE LD
W ERIZ 77 AR CHEE L7e%, U U BBREME 10% AV~ U R CTRAFR, N7 7 4
VAWML, F0%, URELTAY bRy s AV U RAIEARLZERLL . R
R OE AR (RIRRREEAAICOWTIZER) IToVWTER LT, B, R
BB G O B BRI T I 0 B i S OMUERE D FF i L2 D\ TR K OV A S N2 (]
WHEOXMBEEL @A ERIC O W THER L, £, BEONFEE OBIZ SV T
BHEERE 1T 7,

IRE, *F TR LI MR B SOV TR MM 2 i L7228, SR il o 1T - 7=,

KB, /NI, R (BER) . AERRRs, ARER* TFEMA, FARR*. BRUME* B
Bk MR, R, BN U o8 BRI Y oRE L DE, RE . I (RE L EET) .
B, 8. 2. B O AR EET) . B M. B, R, B e,
BEME. KEE* . RSB B RSz, ORE*. 2. e (B8z2ade) KEBE (Bl
EETe) KOKEREE# i

filz, BApRE, ~N—F—M, MRENR, &, 8. SR, & TR, R R, R
Fe M (RS | BJd (BURER) | EHARRBIEAL (HJT) KR OWMEEH A i H L CFf&
7L,

6.11 #RETEEMT

F—T70 74—V FNBIEOERNER, WiEREOEEMEA, #HHE, B
EEEOWE, KE (KEMNELET) | BiiE, BKE RREOTEEEA,
MEFRAE, MRIEFRER OREEET — X IO T, XL KB EHLEDORT
AT REMT 21T > 72, S5 77 Bartlett 1512 K 0 S5 WME DR E 21T > 7o (A BE/KYE W 1%) .
SN L WWGA 1L Dunnett 15 % W T L IEE 52 8 O 356 1 Dunnett 2 @ mean rank test
ZRWT, AHEEL SR G L OB TREZIT -2 (FEARYE Wl 5 LT 1%) .
2B EEFEZOW T F REIC L D BEEDO B O —ME o E (B EKE: F 11l 5%)
BAToTo, TOREER. FoBIENGEO O GE IS B & g E & 51 & O
PIEDZEIZ ST Student D t#E (A EAKKE « Wl 5 LT 1%) &, FotErniiod
DI T2 A 121X Aspin-Welch O t i (A EKYEE - W] 5 LN 1%) Z1T7-o 7,

F I ROIRIE DB R L O REM B D A a2 T L L2 T — X 120\ T AN
A D7 L— K2 2T H OFHL  EE, 3 LA BT Mann-Whitney @ U BiE%5 % H
WORRE & 20 L7 (AR HE - Wl s RO 1%) o PP
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7. GEREER

7.1 — R IRREDERER
HiE % Table 1-1~1-3 1R L7-,

WTNOEICEN TS, &5 &LORHEBR ZE@ U TRFIZA LR T,

72  FHMT—RREOBE. HERE.
7.2.1 AT —RIKEDBE

(1) R—br—TNEE
fifE & Table 2-1~2-6 1Z7=k L7,
1) 5
WTHOREEBIZBWTH B T2 <
XA BN T2,
2)  [F11E IR
WTHOREEBIZBWTH BT/
NI o T,

(2) FlTF-o To@%
%fE & Table 2-7~2-12 1ZR L7,
1) 5
WTNOREHEBIZBWTHRFIT /L
XA BN T2,
2)  [F11E IR
WTNOREHEBIZBWTHRFIT /L
IR o T,

(3) A—TF 74— NNEIE
% fE & Table 2-13~2-18 |Z7x L 7=,
1) 5
WTNOBREHEBIZBWTHRFIT /L
XA BN T2,
2)  [F11E IR
WTNOREHEBIZBWTHRFIT /L
IR o T,

EARUVBEEHEDRE

. BB R GRE & RO RIS A EE

. 125mg/kg B G-8F & X RBEO BICA E AT

. BB R GHE & RO RIS A EE

. 125mg/kg B G-8F & X RBEO BICA E AT

. BHEEBRWE R GRE & RO RIS A EE

. 125mg/kg B G- & X RBEO I A E AT
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7.2.2 HEERRE

FifE & Table 2-19, 2-20 (2% L 7=,

1) #&EH4EH
WTNOMEHBIZBW TS BE I, SEBRE RS RO B2
XA BRI T,

2) EHEE2HEA

WP OBREHE B ICE VTS B2 <, 125mg/kg 5 L SHREEOMICAE AT
IR T,

7.2.3 EHBIE

g & Table 2-21, 2-22 12< L7=,

1) H&EH4EHE

PR E B GREOMEREOIR ) IE T, MRBEL ZFRBRICHR L, AEEETA LR
o T,

2) EHEE2HA

125mg/kg $¢ G-BEOMERE DR TIHIE L, *HREE L IZIZTFRERICHER L, AEEITA LR
o T,

7.2.4 HEEEDRIE

A% % Fig. 1~4 K& X Table 2-23, 2-24 (TR LT,

1) H&EH4EH

125 mg/kg B G REDMET 50 15 60 43 ICH B 72 BRSO D vz,
2) [FEEFE2HEAE

125 mg/kg # 5 HEDMET 50 75 60 /3 ICH B R BEAED bz,

7.3 HKEAE

& % Fig.5 & % Table 3-1, 3-2 /R L7z,

1) &5

PR E e GREOMEREO R T I1T, xHREE S IZITRBRICHER L, AEZEEA LR
ST, FG- W O RE IS T Sme/kg # 5-RE ORI B R AR D B iz,
2) [Al{E I

125mg/kg B G-HEDOMERED R E 1L, *HRBE L IITRRICHER L, AEZEIEA L2 D

277,

7.4  EEEEHIE

% A& % Fig.6. 7 &\ Table 4-1, 4-2 1277 L7=,

1) 5

8mg/kg &G REDOIETE G5 10 A BICHERIKEFED ST,
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2) [Bl1{E HA R
125mg/kg & G5B OMECTREIES 14 H BICAERESENRD bz,

7.5 REEEKEAIEED)

¥ A% % Table 5-1~5-8 |27~ L 7=,

1) #&EH4EH

EMEIH T pH OARMEMIM A 125mg/kg $55-HEOMERE T, ¥ k561 o>t e 1) 23
125mg/kg ¥ G5-FEOMETIRD H iz,

2) EHEE2HEA

EMELVEEHEB & OXREEE ORICH LR ETRO Lo T,

7.6 MARFERE

A& % Table 6-1~6-4 (2R L7=,

1) %5%%%Tﬁ

A ER T 2RISRV THER LR O A B @2 125me/kg G HEOME TR i,
2) (BRI TR

MR IRMER =R DO F B 7ARMEDN 125mg/kg B GHOHEIZ, ~E7 B &L~ B
70y MEOH B ZIREN NS @ﬁ%%\%D/T77X?/ﬁH®ﬁ PR AEHNE &I
IR DA B TR mAE DS 125mg/kg G- REDOHEIZFE O BTz,

7.7 MKIEERE

A& % Table 7-1~7-4 (2R L 7=,

1) FG R T R

ALP O 72 B A 30mg/kg # 5REDME L 125mg/kg # 5 REDOMEREC . =L AT
u~»&@9yﬁgwﬁ%&%mﬁ1mm@gﬁﬁﬁ@wmu\ﬁ%yy@ﬁgﬁg
E72S 8mg/kg ¥ GREDOHEIZTRD LTz,

2)  [EIE IR T

Wl AHEORE R EMED 125mg/kg B HREOMEREIZRD STz,

7.8 REE=SE
% f& % Table 8-1~8-8 |T/R L7,
1) BEWIRKE TR

K : AXTEEOAEREMED 8mg/kg & 5HEOHEIZFED
ni,

Ji Mk : M ERBOAE 2 EMEN 30mgkg &5 8 O L
125mg/kg % 5-REDOMEREIZFRD iz,

9 Mk ; foxr OB O A R R 1551? 2% 8mg/kg % 5-FE O I &

125mg/kg &5%@%& it &) %ﬂﬁo
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P ik

2)  [EE IR T Ry
T ik

7.9  fHlRRETR

M EEDOA BN 125mg/kg & 5-FEDOHEIE
LTz,

FIXEEDOA BB 125mg/kg H5HEIZED B
776

M EEOA BN 125mg/kg % 5-REDMEIZ A *F
HEOAEZLEEN 125mg/kg B 5HEOMMEIZRD 5

iz,

Mt K O RO A B2 &S ED 125mg/kg #5581

W BTz,

A& A Table 9-1, 9-2 IT/R L7,

1) B IRRE TR
(iR SN
"B ik
JHT-fiek
FE

2) AR T
FEE A

710 REEBFRE

#nﬁﬁ%ﬁmlm_;w%mno

B VLR 30 mg/kg G HEOTE 1 HIIIZFE &') Lz,
**B/J‘ﬂ:”ﬂ:i)) 30mg/kg ?Q—bfﬁi@fﬁ 1 BHZERSO BTz,
D 9 WA KHREED 1 FICIRD BTz,

ANRE DS RRIE D 1 BNZERD BTz,
INRAE DS RTRREED 1 BIICEER D BTz,

B4 % Table 10-1~10-4 (27 L7T-,

1) GHIRR TR

PR E G2 XD &5 2 615 B ATIE M OB IR BT,

P ik

JiT- ik

B2 JRANE D D 5 FIRIEIEDS 125mg/kg 5 5-HE D
1 BN, BB 72 JRANE O AN 8me/kg % 5-BE DT 1 )
(2. B S 2 WO TR 7 SRS b B RN O G Fe /N A
25 125mg/kg & HREDORE 3 RO iz, FHIRET R
WZBWTERILENR D bz 30mg/kg & 5-HEOKE 1
BN I TR 72 B LR 378 0 b v T,

R 2 VO IR FE 72 R IR 0D /INZE 30 5 1 22 R T2 Bl 03
FRAEDIE 1 1) & 4t 3 BT, Smg/kg B G- REDE 1 51 L i
451z, 30mg/kg B H-HEDIE 3 41 & 4 112, 125mg/kg
e HREORE 1 B & e 2 Bz, Z DN 30mg/kg B GRED
HED 1 HNEERRAT RIZEB W T— /LA BT
WD, BRI T e o0 BRI R 32 AE Y 125mg/kg & G-HF
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W

2)

DHE 4 51 & ME 2 BT BRI P 2 I 23 sof B oD ik
1B, 125mg/kg B G-HEDHRE 151 & M 4 F1T, B
MR 72 (RSP DR MEL 25 30 TN 125mg/kg #% 5-#f
DOIES 1B, Z DN 30mg/kg Be5-REDIE 1 F11L 5
AT RICBWT—E8/NMUERRD b TS, BMbH D
wi%fﬁd%¢m$ﬁm@mk#ymyg&ﬁﬁ@
HE 1T, 125mg/kg B G-HEOLE 6 41 & 1 3 FIZFR O 5
iz,

IR AT RICOW T, O BRI S 5 VIR EBHRREAI MR 5 i b

BRYE G & o REE

FEE A

[ 752 31 F e T Iy
(iR SN

(F720 &I L7z,

HB8 70 K - PR SFE T 23 Sk FRBE ) DV 125mg/kg & B-RED 4 1
BB BT, ZOND 1 FNIEBICB W TR
WBOLINLTWD

WS 2R 0 Y v MRS 125me/kg G- BEDHE 1 1]
RO BT,

WP 72 BRI ME DL 2878 125mg/kg B G-REDHE 1 Bz
W BTz,

W 72 RE R O MM AR IZ T AY 125mg/kg H G- REDIME 1 B
B BTz,

WP 72 BYIREE O 7 PR L35 A3 BREE Ok 1 B, B 7e
[RJE3: D iti 4 A \ﬁ%ﬁklﬁmﬁgﬁﬁﬁﬂﬁﬁl
BNZ ., B2 B LR R RREEOTE 1 BIICFRD BTz,
%M&ﬁ%&ﬁhﬁ%ﬁ®M1m_mb%MKo
AN = ﬂt0>fmﬁﬁﬁzfﬂﬁ>x¢ﬁﬁﬁilki} 125mg/kg £ 5-
FEDA 3HIZERD BT,

BRI 70 il Ah 5 i 28k RRBE O I 1 B & 2 I
125mg/kg HG-REDHE 1 BIIZFE8 D BT,

BRI R KGR D LB RS 3k FREE O ;E 1 BFIZFE O B
776

WP 72 BT MR IR 2% 125mg/kg B G REDORE 1 Fliz, %
7 B2 AR D 5 e 23 % FREE O MERESS 2 BI11T . 125mg/kg
BHREORE 1 BIIRD BTz,

FIBAT RIZB W T O 2 lEBARD b3 BEEO 14
DOWTITERE 72D 95 Faniled b iz,

BT A B W T/NUYER TR D b= kHREED 1 11
BWTIIRELE O DX BEED 1 HlZEED b
7~
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I8
&

R A R AR b BRI O i TR A N R 3 X BRI X OY
125mg/kg H G-HEOHES 1 FIITFE O BTz,

I ik : R & 2 U IR 7 R A 0D /NSRS 5 1 22 B T i S s
FRRE D IE 31 & M 15112 . 125mg/kg B¢ 5-FE DM 165112
TR A B/ NP R RE A3 et IR O I 3 31) & it 1 fo1lic R
PR/ NIERDPE AR AR K AS 125mg/kg #&% 5-BEDE 1 5]

ICERD LTz
¥ B : FIRR AT RAZ B W TN ENER O B T= X FREED 1 6

BWTITHEME OZFEME RO 5 LT,
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8. EE

Sprague-Dawley % SPF 7 > I [Crl:CD (SD) ] 2 2-=F A~F =)L —T
N0 (4 790 RFEREE) | 8. 30 KN 125 mg/kg/ H o F & T 28 H S A8 IR 1
BhH L, TOEMEEZRET 5 & L I, MREEAD 125 mg/kg & 5-HHI3E 0% 2 #HH
RIS B LD EEMEIZ SV TRE LT,

B G R ONEE IR 208 U O T EMIE A b T, —BoREE, Sz —IRRE. HREE
FRAE B OM2 J730 8 CHERME I 5 D EITFR O b o Tz,

H J&EB) B O M E TlE 125mg/kg % 5-EEOME TR G555 4 8 K ONEIES 2 8 D 50~60
ITICEENTRD BT, 0~60 o OHIEME TIEIEREHEICEILNRBDOENT., £
7o, —IREOENTH D Z & DR E G & OBEME X7 &l L7,

RE T, H5HRFOEREEMEORMD 8mg/kg HHREOMETIRD b=,
EHAERICERER AR LN TR E NS IBRYE RS & OBE M X220 & f)
Wr L7z,

BAFE T, IKED Smg/kg B G HEOETHR G 10 H BICRRO b=, —iEtkEo
B THY ., WBRWE RS & OEMEIT AV E W L7z, £72. 125mg/kg &5 BE O
TEES 14 H BICEMEDNRBO b2 D G HIRICFERER 2RO bitTniena
N D WEBRE B & OBIE M X A &R LT,

PRIREE CiE, pH OKAEMEA 25 125mg/kg % 5-BEOMEREIC T8 B 51 o B4 M 8] 23
125mg/kg # GREOREIZRO BTz, b O BIE, WT b RBF I3 50Tl
2NNG O DR E G- & OBREMEN DT, F0. ERLOZbIXEIE IR IEER
oY, BHEERED b,

MIEFRMAE TIX, AIMERE 2RI ﬁ‘%>§i£ktt4£0>rnﬁ§ﬁ> 125mg/kg & 5-HEDOMET
OB, AIMBRE L OMLo A IEK F 5 RITITRELREDO LN TN RN b
BBRE P G- & O BLEME X A ST Lo, E 72, RHE IR T REIC IV T 125me/kg
P G HE D I TR R M ERR DR 2Y, 125mg/kg W GHEDOMET~E /1 BV BRI~
27Uy MEOARE ONSIEPEALERSY b 1 o R 7T R F R 0 B & I MR D
AR DTN b &G IR T RIIZFEER 2 2RO b TN &
OERE G & OB T e &I L,

MFAL A Tk, ALP O &EEA 30mg/kg # 5-HEDHE & TN 125mg/kg 5 5-#E O Mk
K\%ZVX?E~W&U)V%g®mﬁ#I%mwgﬁﬁﬁ@mﬁumb%ﬂ 3
B e & OREMENRIE S T, e B 2 S OZ{RIZREIEHIFIC TR ST,
FHEME RO v, £ OMIZIL, ﬁ%J/@mﬁﬂ8mﬂg&5ﬁ@%um@Eﬂ
T2, S ERCRERR LN b TWARWI &b BRWE R 5 & o B M1
RN ECEIT LT, Fo, BEBIEKE TRICBW TRZAVBEOEED 125mg/kg #5-
FEDOHEREIZFR D SN 7o NG WIRRE TIRFIIZRER R Z RO 5TV RN Z &b
PR E G & OBIEMEIT e\ &l L7,
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JRELERRA TIE, MR L P REORKRZ Kk U, RO TR IV T/IEEH
ORI AR R 2% 30mg/kg B GREDORE L 125mg/kg ¥ G- REOMEREIC . HMAREESE N
125mg/kg # 5 EEOMEREIZ A B, MXTEEOSMLAD bz, £, BlIROMRT
A3 TIRMIAY b RAIR AR PR/ MA O FEBUBE OB NS 125me/kg 5 5-HE O 1
WAL, HHMEEOEELGR D LN, LIZ, HEROMESEREOSMEN 125mg/kg
BERETRD b, MkFRICITERO ®EEZRET 22T HA LR o To D, B
BB G OREN DL, 2O OEITEE I TR W T, JIFIE T
KB O Y 125mg/kg £ 51 O FH X B B O BB 125mg/kg #% 5-1F O MERELZ
SNTZb OO MOEITNT I BIEED D VT L., [FIEEREO bz, £,
FETITWT O BIEED D WVITERE L, FEENFED vz, BITHEE T,
Mt B O3 B & O EEA 125mg/kg B GHETRO b, BB BHEMEITRED b
o tz, FOM, PIEE RO 125me/kg G HEOME TR THRICERD bh
7205, MRFEREICEARRBD LN TWRNI EN LR E RS & OB EM X720
ECHIWT LT, ERROM GHRRAT RS D WIZERE HEEICW K DO ZEAFED DAL A3,
Z 5 OHEIRI D D VIR AR S . BB E G & O R X A &
L7,

PLEDOFERENS , KRBREUETIZBIT A 2-mF L A~F L E = )L —F )L 5

B 31E T 8mg/kg/day. MET 30mg/kg/day & B Z BTz, BB, BHREROEMERL
fDOZEALIZ DOV TIX, W BARIRIZ X 0 [BIEERRD b,
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1)

2)

3)

Xk
JETFIEAE  2-TF NAF LA LT—T DT v M AW 14 A BER 0 #
HaERE (TR AR Y VI —Fkr 2 — HBRE S : C-B264,
2006 4)
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.

Pe/ATRIHE (1981) « HEZhRFAR — St & ARt — I AU 2 R, UL
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Activity (Count)
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500
Male

400+

300

200+

100r o——o 0 mg/kg \\\E*\\\
A — A B mg/kg NG|
m— —m 30 mg/kg |
&—— 125 mg/kg

O I I { [ } 1
0-10 10-20 20-30 30-40 40-50 50-60

Interval (minute)

Fig.1 A 2B8-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats
with a recovery period of 2 weeks

Motor Activity (Week 4)
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B-5804

500
Female
400
300+
200} —
— — =
100+
o——o 0 mg/Kkg
A — A B mg/kg
O— —m 30 mg/kg
&—-—o 125 mg/kg
O | ! i | | i
0-10 10-20 20-30 30-40 40-50 50-60

Interval (minute)

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

Motor Activity (Week 4)




Activity (Count)
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500
Male
400+
300+
200+
100}
o—— 0 mg/kg
&—-—& 125 mg/kg
O I | | 1 | : |
0-10 10-20 20-30 30-40 40-50 50-60

Interval (minute)

Fig.3 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether 1n rats
with a recovery period of 2 weeks

Motor Activity (Week 2 of recovery)
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500
400l Female
300
200+
100}
o—— 0 mg/kg
o——o 125 mg/kg
O ! | | 1 1 |
0-10 10-20 20-30 30-40 40-50 50-60

Interval (minute)

Fig.4 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 recaovery)




Body weight (g)
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500
400+
300t
200} &
Female
100}
o—— 0 mg/kg
A~ — A B mg/kg
O— —m 30 mg/kg
&—-— 125 mg/kg
O I [ | I | I | | 11 ] 1 I I
1 4 7 10 14 17 21 24 281 3 7 10 14 (day)
| Administration o Recovery ——
Fig.b A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats

with a recovery period of 2 weeks

Body weight




Food consumption (g/rat/day)

B-5804

35
30
3
2oH /
20
15+
10+
o——-o 0 mg/kg
5k A~ — A B mg/kg
04— —m 30 mg/kg
&——¢ 125 mg/kg
O | | | ] | 1 | | | ] ] ! |
1 4 7 10 14 17 21 24 28 3 7 10 14 (day)
| Administration | p———— Recovery ———
Fig.6 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats

with a recovery period of 2 weeks

Food consumption




Food consumption (g/rat/day)
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35~
30
2ht-
G\‘\
Female —e
20} o
o B,
=g —B——B—— 5 T ~ —
15 & T A
101
o——o 0 mg/kg
or A~ — A B mg/kg
0— —m 30 mg/kg
o——¢ 125 mg/kg
O f 1 [ i ! I | | | 1 | 1 1
1 4 7 10 14 17 21 24 28 3 7 10 14 (day)
) Administration { I Recovery

Fig.7 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats
with a recovery period of 2 weeks

Food consumption
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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 5 6 7 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 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 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 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 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 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 i2 12 12




B-5804

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 18 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 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 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
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
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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/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
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 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6




B-5804

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
Dose (mg/kg) 0 30 125 0 30 125
Parameter No. of animals 12 6 12 12 6 12
Posture
Normal 12 6 12 12 6 12
Convulsion
None 12 6 12 12 6 12
Abnormal behavior
None 12 6 12 12 6 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-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks
Detailed clinical signs home cage observations (Week 2)
Sex
Dose (mg/kg) 0 30 125 0 30 125
Parameter No. of animals 12 6 12 12 6 12
Posture
Normal 12 6 12 12 6 12
Convulsion
None 12 6 12 12 6 12
Abnormal behavior
None 12 6 12 12 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
Dose (mg/kg) 0 30 125 0 30 125
Parameter No. of animals 12 6 12 12 6 12
Posture
Normal 12 6 12 12 6 12
Convulsion
None 12 6 i2 12 6 12
Abnormal behavior
None 12 6 i2 12 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 30 125 0 30 125
Parameter No. of animals 12 6 12 12 6 12
Posture
Normal 12 6 12 12 6 12
Convulsion
None 12 6 12 12 6 12
Abnormal behavior
None 12 6 12 12 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) 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 2-6 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 [¢] 12 12 6 6 12

Ease of removal from cage

Easy 12 6 68 12 12 6 8 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

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

Absent i2 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 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 6 12

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 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-Ethylhexyl 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) o 8 30 125 0 8 30 125
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
Skin

Normal 12 [ 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 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 6 12

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 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 0 8 30 125
Parameter No. of animals 12 6 6 . 12 12 6 6 i2

Ease of removal from cage

Easy 12 5 6 12 12 6 6 11

Some resistance/avoidance 0 1 0 0 0 0 o} 1
Fur condition

Normal 12 6 6 12 12 6 6 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 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 6 12
Abnormal respiration

Absent 12 6 6 12 12 6 6 12
Reactivity to handling

Easy 12 5 6 12 12 5 5 10

Slightly awkward 0 1 0 0 0 1 1 2

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 Female
Dose (mg/kg) 0 8 30 125 0 8 30 125
Parameter No. of animals 12 6 6 12 12 6 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 12 6 6 12 12 6 6 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 [ 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

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 6 12
Abnormal respiration

Absent 12 6 6 12 12 6 6 12
Reactivity to handling

Easy 11 6 6 12 12 5 6 12

Slightly awkward 1 0 0 0 0 1 0 0

No significant difference in any treated groups from control group.



B-5804

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 : 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 6 6 6 6
Piloerection

Absent [§] 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 handling

Easy 6 5 6 6

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 6 [ 6
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 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 handling
Easy 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/keg) 0 8 30 125 0 30 125

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

Normal 12 6 6 12 12 6 12
Convulsion

None 12 6 6 12 12 6 12
Abnormal behavior

None 12 6 6 12 12 6 12
Stereotypy

None 12 6 6 12 12 6 12
Gait

Normal 12 6 6 12 12 6 12
Posture

Normal 12 6 6 12 12 6 12
Grooming

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

None 10 4 6 10 12 5 12

Small amount 2 2 0 2 0 1 0

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 0 30 125

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

Normal 12 6 6 12 12 6 12
Convulsion

None 12 6 6 12 12 6 12
Abnormal behavior

None 12 6 6 12 12 6 12
Stereotypy

None 12 6 6 12 12 6 12
Gait

No/minimal location 2 1 0 2 0 0 0

Normal 10 5 6 10 12 6 12
Posture

Normal 12 6 6 12 12 6 12
Grooming

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

None 9 5 6 8 12 6 6 12

Small amount 3 1 0 3 0 0 0 0

Moderate amount 0 0 0 1 0 0 0 0

No significant difference in any treated groups from control group.



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

B-5804

Table 2-15
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
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 8 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 (] 12 12 6 6 12
Gait

No/minimal location 1 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 6 12
Rearing count (Mean+S.D.) 3+ 4+ 3+ 3 10+ 3 11+ 2 8+ 11+ 4
Defecation count (Mean+S.D.) 1+ 0+ i+ 1 0+ 0 0+ 0+ 0 0+ 0O
Urination

None 9 5 6 9 12 6 5 12

Small amount 2 1 0 2 0 4] 1 0

Moderate amount 1 0 0 ] 0 0 0 0

Large/excessive amount 0 0 0 1 0 0 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 6 12 12 6 6 12
Abnormal behavior a)

None 12 6 6 12 12 6 5 12

Minor 0 0 0 0 0 0 1 0
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

No/minimal location 1 1 2 2 0 4] o] 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 11+ 3
Defecation count (Mean+S.D.) 0+ 0 1+ 1 i+ 1 1+ 1 0+ O 0+ 0 0+ 0 0+ 0
Urination

None 6 5 6 11 12 6 6 12

Small amount 6 1 0 1 0 0 0 0

a): Jumping
No significant difference in any treated groups from control group.
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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 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

No/minimal location 1 1 0 0

Normal 5 5 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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Table 2-18 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 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+ O 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.



Table 2-19 A 28-day oral toxicity study of 2-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks

Manipulative test (Week 4)

B-5804

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
Auditory response
Normal 12 6 6 12 12 6 6 12
Approach response
Normal 12 [ 6 12 12 6 6 12
Touch response
Normal 12 6 6 12 12 6 6 12
Tail pinch response
Normal 12 6 6 12 12 [ 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+ O 0+ 0
Landing foot splay (mm: Mean+S.D.) T3+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 6
Touch response
Normal 6 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+ O
Landing foot splay (mm: Mean+S.D.) 84+29 84+17 64+15 57+16

No significant difference between treated group 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 1limb Hind 1limb
mg/kg g 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 902 442

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 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.
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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 1imb Hind 1limb
mg/kg g g

Male 0 No. 6 6
Mean 1232 691

S.D. 103 30

125 No. 6 6

Mean 1177 640

S.D. 234 120

Female 0 No. 6 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 2-23 A 28-day oral toxicity study of 2~Ethylhexyl vinyl ether 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 393 309 271 190 151 158 1472
S.D. 66 93 141 137 140 141 589
Male 8 No. 6 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 6 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 78 116 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 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 6 6
Mean 401 281 248 265 247 262 1704
S$.D. 39 78 57 62 110 T7 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 6
Mean 360 335 294 244 212 210 1654
S.D. 21 40 70 101 110 88T 341

» : p<0.05 (Significant difference from control group)
T : Student's t-test
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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 18 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 6 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 26

0 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 16 18 17 18 13

Female 8 No. 6 6 6 6 6 6 6 6 6 6
Mean 165 171 184 193 206 213 224 231 238 74

S.D. 8 13 16 16 17 18 23 24 23 16

30 No. 6 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. 6 7 10 11 14 14 17 17 18 14

Unit : g

* : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 3-2 A 28-day oral toxicity study of 2-Ethylhexyl 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 6 6
Mean 396 403 423 437 449 53
S.D. 45 45 49 49 53 9
125 No. 6 6 6 6 6 6
Mean 387 395 412 426 441 54
S.D. 35 36 37 38 38 6
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 9
Unit : g

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
) No. 12 12 12 12 12 12 12 12 12
Mean 24 23 24 25 24 23 24 21 23
S.D. 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 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 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 difference from control group)
D : Dunnett's test
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Table 4-2 A 28-day oral toxicity study of'Z—Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks

Food consumption (Recovery period)

Day of recovery

Sex Dose
mg/kg 3 7 10 14
Male 0 No. 6 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. 6 6 6 6
Mean 21 20 20 19
S.D. 2 1 1 1
125 No. 6 6 6 6
Mean 23 22 21 21»
S.D. 3 2 3 2T

Unit : g/rat/day
s : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 5-1 A 28-day oral toxicity study of 2-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 5.56.06.57.07.58.08.5 9.0 - 4=t At e+ R Rt - A=+ 4F At At
0 12 0 0 0 0 1 2 2 7 [¢ 1 3 6 2 0 0 0 4 8 0 O 0 12 0 0 0 O 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 0 0 0 0 0 1 3 2 0 0 0 6 0 0 0 1 2 3 0 0 0 6 0 0 0 O 0
125 12 0 0 1 5 0 2 3 1 0 1 2 6 3 0 0 1 2 9 0 0 0 12 0 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 ] 12 0 0 0 O 0
Female 8 6 0 0 0 2 1 1 2 0 0 1 2 2 1 0 0 1 2 3 0 0 4] 6 0 0 0 O 0
30 6 0 0 1 4 1 0 0 0 0 1 2 2 0 1 0 1 1 4 0 0 0 6 0 0 0 O 0
125 12 0 0 1 10 0 1 0 0 0 4 2 4 2 0 0 3 3 6 0 0 0 12 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 ++++ : >600 mg/dL
2) - : <5 mg/dL +- 1 5 ~ 7.5 mg/dL + 1 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL +++ 1 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



B-5804

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 - 4. + +4 444 - 4+ 44 4+ 44 + - + ++ Fr A+ LY Y DY
0 12 12 0 0 0 O 11 1 0 0 0 10 1 1 O 0 012 0
Male 8 6 5 0 1 0 O 6 0 0 O 0 5 1 0 0 0 0 6 0
30 6 5 1 0 0 0 6 0 0 O 0 5 1 0 O 0 0 6 0
125 12 6 3 2 0 1 12 0 0 0 0 11 1 0 O 0 012 0
0 12 12 0 0 0 0 10 2 0 0 0 8 4 0 0 0 012 0
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 O 0 0 6 O
125 12 12 0 0 0 O 12 0 0 O 0 g9 3 0 0O 0] 012 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 - 3.5mg/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



B-5804

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 Cco
Sex Dose No.
mg/kg —- - + 4+ ++4+ - 4~ + 4+ bt - 4~ + ++ +++ - +- 4+ o+ e+ - = + - - + 4+ 44 - o+ + ++ +++
0 12 12 0 0 0 O 12 0 0 0 O 012 0 0 O 12 0 0 0 0 12 0 O 9 3 0 0 O 12 0 0 0 ©
Male 8 6 6 0 0 0 O 4 2 0 0 O 0O 6 0 0 O 6 0 0 0 O 6 0 O 5 1 0 0 O 6 0 0 0 O
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 5 1 0 0 O 6 0 0 0 O
125 12 11 1 0 0 O 11 1 0 0 0 012 0 0 O 12 0 0 0 O 12 0 O i1 1. 0 0 O i2 0 0 0 O
0 12 12 0 0 0 O 11 1 0 0 0o 012 0 0 O 11 1 0 0 O 12 0 O 10 2 0 0 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 O
30 6 6 0 0 0 O 6 0 0 0 0 0O 6 0 0 O 6 0 0 0 O 6 0 0 6 0 0 0 0 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 0 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



B-5804

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 mL/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
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.



B-5804

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) 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 e L Ty — F= 4 e bt B S A e
Male 0 6 0 4] 0 0 5 0 0 2 4 0 O o] 1 2 3 0 O 0 6 0 O 0 0
125 6 0 0 0 0 3 1 0 2 4 0 O 0 2 3 1 0 0 0 6 0 0 0 0
Female 0 6 0 0 0 1 2 0 5 1 0 0 O 0 6 0 0 0 O 0 6 0 0 0 0
125 6 0 0 1 2 1 0 3 3 0 0 0 0 3 3 0 0 O 0 6 0 0 0 0
1) - : <10 mg/dL s 10 - 25 mg/dL 26 ~ 85 mg/dL ++ : 86 - 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 +4++ >125 mg/dL
3) - : <30 mg/dL +- 30 - 60 mg/dL 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL bt >750 mg/dL



B-5804

Table 5-6 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)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/keg - - + 4+ 44+ - + 44 At A+ = At 4+ LY Y DY
Male 0 6 6 0 0 0 O 6 0 0 0 O 5 1 0 O 0 0 6 0
125 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 0 O 6 0 0 O 0 6 0 0 0 0 0 6 0
125 6 6 0-0 0 O 5 0 1 0 0 5 1 0 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
S) - : <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) +- 1 <2.0 mgsdL
7) LY : Light yellow

2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL,  +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
Yellow DY : Dark yellow

I



B-5804

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+ +4+ +++ - - + 4+t + - + e b+ + - + 4+ A+ + - + - + +4+ bt + - + +4+ +++

Male 0 6 6 0 0 0 O 5 1 0 0 0 6 0 0 O 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 O 0 0 0 0 0 1 0 0 0 0 0 0 0o
Female 0 6 6 0 0 0 O 6 0 0 0 O 6 0 0 O 0 0 0 0 0 1 0 0 0 o 0 0 ©

125 6 6 0 0 0 O 6 0 0 0 O 6 0 0 O 0 0 0 O 0 3 0 0 O 0 0 0 O
SEC : Squamous Epithelial Cell - Negative
SREC : Small Round Epithelial Cell +- Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

+++

Severe



B-5804

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
mg/kg mL/24h mL/24h mOsm/kg
Male [y} 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 0 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

No significant difference between treated group and control group.



B-5804

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*/#L g/dL % fL pg % % X104/ 1L 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 6 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

0 6 Mean 733 15.5 44 59.9 21.2 35.5 2.1 106.9 14.7 17.6 253

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 15.5 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 15.6 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.



B-5804

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?/4#L  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 0
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 o]
S.D. 15 4.4 0.2 4.4 0.4 0.0 0.4 0.0 0
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 6 Mean 101 90.2 0.3 7.8 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 97 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



B~5804

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 X107/ 1L g/dL % fL Pg % % X10%/ 1L S 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 0.6 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%% 58.8 21.0 35.7 2.3 108.8# 12.5 15.0» 215
S.D. 15 0.3T 1T 1.5 0.7 0.4 0.4 7.4T 1.0 2.3T 17
# : p<0.05 ; ## : p<0.01 (Significant difference from control group)
T : Student's t-test



B-5804

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 ¢] 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.



B-5804

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 1U/L IU/L IU/L IU/L IU/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 6 Mean 59 26 54 1 803 " 52 50 99 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 1542%%= 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

4] 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 0 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 0 173D 18D 11 29D 0.0 17 3 0.05

# : p<0.05 ; ## : p<0.01 (Significant difference from contrcl group)
D : Dunnett's test



B-5804

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 Ci Ca P TP Albumin A/G
Sex Dose No.
mg/ke mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 6 Mean 143 4.7 107 9.5 8.3 6.0 2.6 0.76
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
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 (5] 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

* : p<0.05 (Significant difference from control group)
D : Dunnett’'s test



B-5804

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 1U/L IU/L IU/L 1U/L 1U/L mg/dL mg/dL mg/dL 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 1 614 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 [ Mean 59 21 47 1 331 61 i3 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 5 11 0 52 11 8 16 0.0 18 2 0.03

No significant difference between treated group and control group.



B-5804

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 0 6 Mean 144 4.7 107 9.4 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 6 Mean 143 4.4 111 9.7 5.9 6.3 2 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<0.05 (Significant difference from control group)
T : Student’'s t-test



B-5804

Table 8-1 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
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
mg/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)
0 No. 6 6 6 6 6 6 6 6
Mean 364 2.02 530 1.13 10.63 0.73 2.67 61
S.D. . 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 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 0.92 0.06 0.24 8
0 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 6 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
S.D. 0.03 17 0.02 0.14D 0.02 0.04 2
125 No. 6 6 6 6 6 6 6
Mean 0.59 131 0.32 3.50% 0.19 0.80+% 16
S.D. 0.05 10 0.02 0.09D 0.01 0.03D 2

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



B-5804

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)
mg/kg g(g/100g B¥) mg(mg/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
S.D. 0.32 64
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. 6 6
Mean 0.84 212
S.D. 0.06 10
125 No. 6 6
Mean 0.97+ 243
S.D. 0.09D 22

» : p<0.05 (Significant difference from control group)
D : Dunnett’'s test



B-5804

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)
mg/kg g g(g/100g BY) mg(mg/100g BW) g(g/100g BW) g(g/100g BY) g(g/100g BY) g(g/100g BW) mg(mg/100g BW)
0 No. 6 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
S.D. 14 0.14 45 0.06 0.59 0.07 0.21 7
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 [3
0 No. 6 6 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 6 6
Mean 0.83 225 0.37 3.10 0.20 0.77 31
S.D. 0.05 15 0.02 0.15 0.04 0.09 4
125 No. 6 6 6 6 6 6 6
Mean 0.86 198 0.36 3.54#+ 0.18 0.82 28
S.D. 0.05 37 0.03 0.16D 0.02 0.04 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-Ethylhexyl vinyl ether in rats with a recovery period of 2 weeks

Absolute and relative organ weight (Day 28)

Female

Qvary Uterus

Dose (R+L)
mng/kg ng(mg/100g BW) mg(mg/100g BW)
0 No. 6 6
Mean 85.6 486
S.D. 7.7 91
Absolute 8 No. [ 6
Mean 92.3 419
S.D. 8.1 112
30 No. 6 6
Mean 92.5 499
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.
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Table 8-5 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
: Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
mg/kg g g(g/100g BY) 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 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 6 [ 6 [ 6 6 6
Mean 410 2.07 415 1.39 12.47 0.69 3.02 59
S.D. 37 0.08 87 0.20 1.53 0.11 0.29 10
Relative 0 No. 6 6 6 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. 6 6 6 6 6 6 6
Mean 0.51 101 0.34 3.04%» 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 recbvery 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 B¥) mg(mg/100g BW)
Absolute 0 No. 6 6
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)

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)
mg/kg g g(g/100g BW) mg(mg/100g BW) g(g/100g BW) £(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 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 6 6 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 0 No. 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<0.01 (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-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 mg({mg/100g BY) mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 86.4 642
S.D. 6.5 163
125 No. 6 6
Mean 88.6 587
S.D. 13.1 142
Relative 0 No. 6 6
Mean 35.5 263
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:
Dose(mg/kg):
Findings Number :
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- : 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 M F
Dose(mg/kg): 0 125 0 125
Findings Number: 6 6 6 6
Epididymis
Smail 1 0 - ' -
Testis
Small 1 0 - -

- : 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 M M M F F F
o 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 0 0 6
Bone+Bone marrow, femoral
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 [$] 0 0 6
Bone+Bone marrow,sternal
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 ¢} 0 6
Cerebellum
Number examined 6 [} 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Cerebrum
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 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 0 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 0 0 0 0
Heart :
Number examined 6 [0} o} 6 6 0 0 6
Not remarkable 6 0 0 5 6 0 0 6
Myocarditis, focal 0 0 0 1 0 0 0 0
minimal 0 0 0 1 0 0 0 0
Intestine,duodenum
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 ¢] 0 6 6 0 0 6
Intestine, jejunum
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine, ileum{Peyer's patch)
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine,cecum
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 5
Cell infiltration,mucosal [0} 0 0 0 0 0 0 1
minimal 0 0 0 0 0 0 0 1
Intestine,colon
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine,rectum
Number examined 6 0 0 6 6 0 0 [}
Not remarkable 6 0 0 6 6 0 ¢} 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 F F
Dose(mg/kg): o} 8 30 125 0 8 30 125
Findings Number : 6 6 6 6 6 6
Kidney
Number examined
Not remarkable
Dilatation,pelvic
mild
Dilatation, tubular,cystic
minimal
Regeneration, tubular
minimal
Eosinophilic body, tubular cell
minimal
mild

Liver
Number examined
Not remarkable
Vacuolation,hepatocyte,periportal
minimal
mild
Necrosis,single cell,hepatocytic
minimal
Microgranuloma
minimal
Fibrosis, focal
minimal
mild
Hypertrophy,hepatocytic,central
minimal
mild
Lung(bronchus)
Number examined
Not remarkable
Mineralization,arterial wall
minimal
Pneumonia, focal
minimal
Metaplasia,osseous
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node, submandibular
Number examined
Not remarkable
Muscle, femoral
Number examined
Not remarkable
Cell infiltration
minimal
Ovary
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
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- : 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: M F F F
L Dose(mg/kg): 0 8 30 125 0 8 30 125
Findings Number: 6 6 6 6 6
Pituitary
Number examined [¢] 0 0 6 6 0 0 6
Not remarkable 6 ] 0 6 6 0 0 6
Prostate
Number examined 6 0 0 6 - - - -
Not remarkable 3 0 0 3 - - - -
Cell infiltration,interstitial 3 0 0 3 - - - -
minimal 3 0 0 3 - - - -
Sciatic nerve
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Spinal cord,thoracic
Number examined 6 0 0 6 6 0 0 6
Not remarkable [§] Q 0 6 6 0 0 6
Spleen
Number examined 6 0 0 6 6 0 0 6
Not remarkable 5 0 0 5 4 0 0 6
Hematopoiesis,extramedullary 1 0 0 1 2 0 0 0
minimal 1 0 0 1 2 0 0 0
Stomach
Number examined 6 0 0 6 6 0 [¢] 6
Not remarkable S 0 0 6 6 0 0 6
Mineralization,mucosal 1 0 0 0 0 0 0 0
minimal 1 0 0 0 0 0 0 0
Testis
Number examined 6 0 0 6 - - - -
Not remarkable 6 0 0 6 -
Thymus:
Number examined 6 0 0 6 6 0 Q 6
Not remarkable 6 0 0 6 6 0 0 6
Thyroid
Number examined 6 0 0 6 6 0 0 6
Not remarkable 4 0 0 4 4 0 0 6
Ectopic thymus 0 0 0 1 0 0] 0 0
minimal 0 0 0 1 0 0 0 0
Cyst,ultimobranchial 2 0 0 1 2 0 0 0
minimal 2 0 0 1 2 0 0 0
Trachea
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Urinary bladder
Number examined 6 0 0 8 6 0 0 6
Not remarkable 6 0 o} 6 6 0 0 6
Uterus
Number examined - - - - 6 0 0 6
Not remarkable - - - - 5 0 0 6
Cyst - - - - 1 0 0 0
mild - - - - 1 0 0 0

- : 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 F F
. Dose(mg/kg) : 4] 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 0 0
Eosinophilic body,tubular cell 1 1 ] 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 4] 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 0]

- : Not applicable
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