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R-1079
3. =i

12-t2 Q-ZunxbdFy) =¥ % 0 (REBEE . =—H) o 50, 100 RO 200
mg/kg/day D% 5 & T, Sprague-Dawley & SPF 7 v b HEIZZREIRT 14 B B R URE
BRI A8 L CHRET R £ ¢ MICIRiEET 14 B B R ORI I EREE 2@ L
TERIIBETROKRE L, HEEBYIZHT 228, FICEEREFEMEIC OV THE
BICHRES Lz, 728, 200 mgkg HwEBE T, MHES LRI EHMPICET AR
BL, £FEREICETAIFEICHA RV S d, &5 15 BicRE5ELHETL
THEFMHESFIC SO THEERE S ERE L,

3.1 HEEMICHT LHEE

200 mg/kg MEBIZBWT, BE M BETICHIFARVCME 1 FINET LE, REET
IX—RREBOE{LE UTHRENSHEIZ, BT OIKEREHOEKT. HIERUHESR
DFELERBR I N, 200 mgkg BEBOBERIBICBWTCHREMPICEBEEORT
EHESOTEADERL, BICBWTIIXR#EL TRIZEMWM AR L, WEFRE T,
200 mg/kg BEFHOX LW EHI R OBRE % bl L RO — I L OEM - 853
NRD LTz,

32 AERECHTIHE

FHEBH L LEAMICERDERSOEEEIRD ORI o7, 50 KU 100 mg/kg
BREHTRIREEIFTRELEZAE, RER, BRERUZBRCIEBRHERSOE
3RO LN, MEARAERORBEEBRFIRE CIL. ¥RHERSCERLZE
LixsdB bhiehotk, BiT, HER, HIRYM. BiEK, BFHREHK. FRE, xE
RR, HARERUOHERZHEBRDEREORERRD bR, SR UEEREC
BEIBRDLNARDBoL,

HAEROMENL, £EFERVEERICERDEREOEZEBIIROONT, HERDIAR
RUBHRBRFIRICERDERECER LZEERIRD bhiehoT,

THHDOEENS, ARBEETIIEBITS 12-EX Q-7 bhfY) =200
MEEEIC R T A ERER R UESHE, FHEBASHIITIEXERRUOESHE
BTV hb 100 mg/kg/day & HEE S iz,
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4. &

i

BEAFBEERRMFHFETERILEVELRENREORFEICLD, 1,2-ER (2-

sunT hFy) ZFVOTy e AVWEROREICLAGEAWMESHRBRT ERE L
DT, ZORBEEHRET S,

2B, FARBIIUTORELBTF L, H4 K4 U BICBILLT, HRREHAY Y
P—FEy#—CHEMLLE,
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5. BEBMHBRUAE
51 H#HEBRYMERUERK
5.1.1 HER I E :

1,2-E2 2-7mux h%y) =& 03 UTofE#HRE EBIZ
AL, 2, RBRBHBINIFRARF AR PUVORIEIZEL W EERERIATY
%, Y

£ 12-F2 2-7ooxbFy) m=Fgyv

HEFEA TR 1,2-Bis(2-chloroethoxy)ethane

CAS &= 112-26-5

BRATREREE (2)-448 ({bFIR)

TRAE CICH,CH,0CH,CH,0CH,CH,Cl

2t W CsH2,CLO,

PFE : 187.06

YEAIREE (20°C) Wik

IR : ZH

=) \EMTILEALER

fiE (GC) 98.9 %L |k

h R/ Bh S SRR 235°C

REFIE BEREPERLTHEDT (BIEFTE LTABERN (il
B 3~6°C) ITRFEL, )

RS HE S RATRBRDERTFEROE 2 B 4 R
YERRE

BV EOER EEBOBRIE+HIITV., v R 7, REBSE. RE
FREOEUNRRELLEAL, EBOBEMEH,
ROBENERIZ, B, BEEZREY, B0 ET 3,

REM BREHMR TR, BRREBRDE ORISR ART ML
ERERLIER. ERERINCERLZBBRXY b
VL ERKTHY, BEHHEZE L THBRYEIT
BETH-T- LB LT,

BRERDEOLH - BBRME 5 ¢ ZRERB L U CHEBREMERERYE
REZIIREL . BRERYE I TN TRERLS L,

51.2 187

B a—H

HEE bR TEEXSH

oy &S STN0989
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RIFHIE : =il
RIFGHT : BB ICATE 2 T 4 R E =

R, BEiconTiT, £inEEENT M1,2-tX Q- o b %) = F DT
v FEAVS 28 BRIREROBESHERR) 2BV THREKEOEAL LTHVW SR
Fra—VlREBRRT A EEDICEENBDE L L THBHOBREIFER LT,

52 BEEOANRRUVREFE
5.2.1 BEBROREARVEE
BEZLIVEBEROEBRME L ERICER L EEKEMXTARAV Y UV F—ZBL,
WAL HERE (10, 20 KU 40mg/mL) &2 X 5FR L7, ®REKIL,
2010612 A 16H, 12821 H, 12H28H, 20115138, 187H, 1A 148,
1H21H. 1A258, 1A31H, 2A 7HICHARZITY, | AFEASILBBTT X
AT LCTHRET (BBREAN. FREBEE : 1~10°C, EANEE : 4~8°C) THEL.
AR s HAURNOREIZER L,

522 BEBEORTENE
a— P OEBRYEITI. AR T B+ ER2ABEERETHI I EBRICERESN
EHEERBIIBVWTERSATVS, ?

523 B5RORERDR

OB 1 BLEBREED 2H, #EICBVWAIFEEORERIZOWT, BEITHE
HAT2MC GCRBIZEVBEZHR L, TORKR, AEREICXT5&8&5 KO
EREDOEIRIX 98.0~101.8%TH V., WTNLIFALEAN (BE  RRERNTIEH
& 1 100.0£10.0%) Thot, 28, BERMEIILRBER BV TR SO
iV, BOEREERE, GC VAT ARUHIEREIRUTOML Thol, S
EOBEZ LTI T,

[EEYE)

BRHEO—MEEEYME E LTER LK,

[GC v AT A]
BEa & OEK prg—
GC HP6890N
A= H G2613A . ,
= 1 X
F—F LT A G2614A Agilent Technologies Inc
T2 7 b GC ChemStation G2070AJ

12
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[GC I E S&4]
BT A : CBP20-W12-100 (0.53 mm i.d. x12 m, MEE 1 pm,
Bt B ERUERT)
X UTHR : He
ME : 4.50 mL/min
H, : 40 mL/min
Air : 450 mL/min
MEET—F : ayRErT7R—F— R
EAE—F : 7Y v bk
A7Y v Mk : 10 : 1
A—=2 T vTHA N,
A= T T HARE
: 10 mL/min

A= TP HRE—F
: QVARB U RRA—=IT T
F—T7RE : 50°C (Hold 3 43) —150°C (20°C/min, Hold 10 %))

b : KFERA A LR EER (FID)
EAOBRE : 200°C
BRHEREE : 220°C
HAEHEAER : 1 uL
o BT B : 18 43
EAIER
EAEF | EAEK EANA
1 3 EHERIR
2 %1 I B8

53 HEBRIPERURHKORIRER

EURBRIETA FIAVIREIVIToHmHEEAWERBRRLEL IR TRBY, £k,
REHRSESHRR., LHEBEREERRBRIILCAHAVLN, EREHPEBETHI LKL
MR LT,

54 REZWM

Sprague-Dawley & SPF 7 v b [Crl:CD(SD), BAF ¥ —/LV R « U A=K X&t, B
AEFABEVF—) OHES 62LEZNFh § BB TAEY L, A#WEZEL 1B
EELT, 3EHoRESMEE 20 B/, BHLAET L7, 0. —&IRELER
1EBEL, KEXBIE 1, 3. 8. 15KRU20 BIZHEIE L, HEIZOWTIX, FiCES
ZBE 4~17 BOMERL, 2ROALLEEAR»ORIERGZ2RBIEOREL LT
4~5 BORYMTEFRTA2HLOZER L L, HEHNREOFELRH -, TORKER. M

13
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1 EICEAMEERRDONLY, —RIRBIZRBEIRD oo T, HEBRITIL,
HRAMEAFEORDONEEELRE JERAREKERS LT LS 8220 TN
BRLTI0EABRTER L,

E)  RERHEECE., BWRERIIMEES 60 TH o7, ERITIIE 62ILEMRA ST,

55 Haol

ATEICEHE I NP OBE, RELERICE SV TRIR SN 48 ILIT, 8
ST EBOREXZRICEHOEHEENTEILITHEL 25 L HSKBIZEIMNIT -,
BHEOEMTTIIz  Ya—F 2R 7 oy 7BEBERVCEESHBECHRAA DY
(Foy 7BEEETHERBEZEMRL,. RBRERCHENOBKESZEESIZHIET
7z) TiTo o, R EBIMRREDIREIL, BET 388~472 g (FIYRE 1426 g) | MEIT 226~289 ¢
CEHRE : 253 g) TH Y. MHHEL b EHERI%BUANOEERHBTH o7, BT
NHEBRA SN 14 CERCHERAMBRR O | ITIX, BERBEEBRMOBRA L, &
D O 13 TLIXREABAESY & L THERTE L7228, RECAW R, B
B T, RBE» O L,

56 fABEH

FE I, BB 2343°C (ZEHIE : 21~24°C) | tARHEE 50+20% (FEHE : 41~57%) .
S ERK 10~15 El/h, FBEA 12 8:/8/B (07:00~19:00) 0EMFAEE (FAEEES : 909
BE) C{Tole, 813, REFEZBRVWTTI77ry P RERBRB I —v
(W254xD350xH170 mm : UV — R P=7 Y VRS ~EIICRE Lz, 72
B, FR17E»OFHLIBETIE, KR (AUVA MT7Vv—7 : BEF¥Yy—NL X - UX
—RLet) PANRETSFRF v 7Bz arr—Y (W340xD400xH185 mm : B A
VTBRREH) ~ 1 EI LA L, A ROEEAKIZ-OVWTIE NMF BRAER (K
SBRBE, 4V o XV TERRSHE, vy FES 100817, 100913) KUKE
K (HBESHEKEK) 2270 VARBEZS 5 WIiXABEKEE U AKEE A
WTEREREBICERSE, MEHZB L TiftRen v MW T, KBS
Tit. EHRO (£ 6 [E) 12 ZF 1 F 1 Eurofins Scientific Analytice 3 2 W idMHEA A A
BNV A —TEBENZBEAMEOSTEREZAF L, SEKIZOWTIL,
FHELT v /7 BEXSHICESN (F4E) WKERELZEREL, TOEREAFEL
ro TNOLOREBEFERLY AR, BEIKEVRKRBYTDRADENHBRKEICEEL L
ZDREMEDRNT L 2R LT,

57 EithoE

g OEEBINIARERRIZ 3HTOF BN ESE THAH SN/ NEW R EIZE:2 0 TT
ofr, BEASITHRIZ, MHROBREET L (R, B, PRUEHEDNE) 2440
EEHOTT-, 2. 1000 OFLIIEE. 100 DAZIIME (0 F2 ik, 1 Z2H) . 10 &1
OILIXEFEES L Lz, AT 77—, BE5E (3 JLikamiish,. BRES.

14
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BRERE, BREE, ., 8ES. BFEES. JRTER (H) | REMRSA (HEH)
EOoiea (M) ZHARLEZEIF A EMLTE,

58 RHREER. BREHRRUESEEETH LOREIRER

5B IX. OECD Guideline for Testing of Chemicals 421 IZ# U, B O K E%2EIR
Lz, ®EHMIE, HETIIRECHT 14 B, REHM 14 BE. 2o%IHBMAETO
14 RO 42 BRE., #TIXAREAT 14 BE, RESARRCTRSARZE L TEAL3 A
ETE Lz, 28, ARRIZBIT HMEORSHMIX41~53 BE. BEZ P L, TE
ZEHE Lo 72 200 mg/kg B EHEOMBEIZOWTIZ 14 A L 2o -, EREBIIR
BEHRERRT—HROITOA TS 1E/R (7TEAE) &L,

59 ¥®EAE

BEFEX, ToREORO®E L LT BRORBHEOREE L, BREFEIX
SmL/kgEEL L, 1B 1H, 08:57~1124 DI 7V F VT ABY UFTEHAVWTERE
REBRE U, 2L, REBIISHRB TH - 2BDII SRR T 24 - T 13:52~14:34
ORICRE LT, FBREICIIEE (=— ) OHZRBICEREL-, BEZL 0B
HiEEZ, EROFEZEIC mL B C/MEE _MENBAALTEHB L,

510 HBEERUHEERK
5 8IT 50, 100 2200 mg/kg/day D 3 AR E L, ML MZ 4 BER L L,
1 B4 7= 0 OB SIS 1208, Ui, BHEREZUTIORL,

HEpE
o (ﬁj}i *Ezfﬁnfﬁf ?ﬁﬁf | B | BnEs
wme | o 0 S I A
ERARRE | 50 10 s || 15 | e
PRER | 100 20 S lag| 1b | morans
wRE | 200 %0 s e | B | e
511 BEEORFEHRR

FIEHIREZ M2-FX Q7o bFy) =X 0o0T7y b2 WA 28 BREK
EROREEERE] (R5E 50, 100, 200 mg/kg/day) ?Ti, 200 mg/kg ¥ 58
DEEIZIBWT V10 FIDSFET L, FBEOHEIZB W TLIRIC O aDENE - 8RS
BINT, 100 mgkg BEH TR, HICBWTHIBHESEEORENRED LR,
FEEOBEICIISBRDERSOREIRb O holz, Lo T, S AmEER

15
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BRICBIT2HRERI, BEO—MREBCHLIREHKEORARTFRINS
200mglkg *mAE L L. 28 BEIKERDBRESERREFRICUUTAL 2 TRLT
100 XU 50 mg/kg TN EFNFRMEAEICERE L,

512 HBRUREOEFE

RRAOEEIX, REMBEZES 18, #E 1AL TBZEE 18, RRRI
A& R0R, O TREZBA R L Lz, BUBEHML. BRABEOHIRERER
E (5.12.83H) Tt L7z,

5.12.1 — iRtk BE

EEEIZHO>NT, BE-BHLHRDIIER 13, REHMTIIER 38 @FE5a1, &
HEEZRUERES 1S3 BM%) . ThehEns, £BRE. €%, 7TakOHkEEg 2
EO—RIRBIZBITIEEOREXBE L, 2B, HEPRMTOBMWE FIcE- T
DOEMLBEIX, FIRO0. 7. 14 RKUV20 BIZfT> 7,

5.12.2 *HE

2BEICONT, BITEE 1, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39, 42 H
ROUHIBRBIZ, IS 1, 4, 8, 11, 158, REHEFE 268 (KE, &), TR
0. 4. 7. 11, 14, 17KV 208, BALORV4 BIEBEZRE L, 2B, F&ZS
BT RHERINZEBEORAL 0 A OEELZRWT, AEIXFIITOREFICHIE
Lz, 72, BEEBHICOWTIEIECH R RRBRIEEEZRE L,

5.12.3 $-3-1: 6y

L2BEICONWT, HERE 1, 4, 8, 11, 15, 32, 36, 39 K142 Bz, HETHRE 1,
4, 8, 11 BEQRISH, IR 1, 4, 7. 11, 14, 17 RV 20 B CICEH 2 RN 4 BIZR
EBREZHEL. MMBOKREREL O | BEFEL LTEH L, RERRUVENEE
EHIZFAMIFOREFNIZHEIE L,

5.12.4 BIRRE

HEOEBEKIZSOWT, RERBEZEINORBIRBOLONDOETHEHERELZHERL,
AREETREHETIE s4 RBREYOE L ARICERAMEEOFELARDI L L HITE
FRIHEEOHEENOKROBFEETCORE (A 2Rk, REHMPIIBENO
RBFOREERI,

5.12.5 XE2

RERTIRSHBKR TR, A UREHOMEL 1.1 TRERFSE, B9, BRPK
HHVIEREPICEFERRBLICLOERRBRIL L ZR L, KERKBEEZ 0H LR
BLTRRECIRELLBEZRD T A— I I RAEHRIRR 4 BRE L,

16
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RRENBBD Lo 100 mgkg HEHOME 1 5 (EE S 3110) . REDHE
PRTULEREREROA ERELT, MORERSHEMMICEL TRE, —RRED
B AEROCEHEEOREZITV., 25 BHIC=—T A FKET CHERBIIREIBHIZ X v
BB S, REFERE (5.12.8%H) T LE, 28, 200 mgkg HEFHIZ OV T
RELEEE LR o T,

5.12.6 NREUVHE

RS U MBI, iR 21 B OER 25 HOFRIE T 1 B 2H (Fil, F
%) HOFEFRICEORTEER L. RERILA LY H5%ET £ COMEEIRG
BME LTI BEMATRDE, SBET LEBESIC OV TR, BBRRUEEOLRE
LREELLIOMBEFOFELBER L%, HERZHEFIE, B 4Blz—F
JVERER T CRERBIAREINTIC X 0 L EIE S, REBERE (5.12.8 H) iz, #
LHEPIERED, EREUCEAORBELZHBIEZEL LTHEEEDRFELBIE L,
¥, IR 25 B OFRTE TIC oS8O bhid 72 100 mgkg 58O 1 6] (8%
FE 3111 X, HE=—FT VBT CHEXEIRIENIC X 0 LB ¥, REFER
HIZE L, BHIZOVWTHE, HRFICTFEOEROEEZER LILKER, BRVPR
DENNoTlOREL AR LI,

5.12.7 HER
BEOSHEKRTEZHAER (ERO0R) A2 L, HERKRUERERKEZ .
ARBREOFELZBE L, HERIHMNEZHE L%, FEZE L, KA
FiiER 1EH, RCROFBEZER L, B, SLERRUCRTIREIEEL . £%
4 BEEZRE LR, 022 —7 VBT THE L., BEXEARMENC XY i
B SE, AR, BH - B2 0RE EBRORFOFELZAIRMITH T, 2
B, HEROEEIIBEINCHE L, MENCEEOFHEZEH L,

512.8 REFRE

5.12.8.1 HRRUBEES
BEBEEBRIC—T AFHET CEREIRCIBIC L VM EEX /=%, B0AEX -
LR - M - EEE S 02F0ORE - AERORIRIC & 2ERFEBENZTV. B8
PIZOWTRBEEROEREE 2 H 72, Fio, iR, BERUEEREEEIZOWVWT
HEE EXER) 28EL., ThROOBREBIZOWTHREOEENSHEE 100 g4
EOVORMEEZEH L, B, RERUBELEOERICOWTIXESLR 4 28l
E L. TOEFETHML 7=,

5.12.8.2 REMARPRE

L2 TCOEED L, TR, EOBE, FREEK NIREVEE, ORR, 75
ROMESE i AR R FE AL 2 BAREM (FEZEELICEM) LbIT) VBiE

17
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& 10 vol /L=< Y VIECEE L (L, BERUORWELEIZT7T VR CTHEL
7et. U VBERRE 10 volndi~< ) VIRICEHR L, ) . BEFIHEZRI IO
BER. NTF 7o vEABLEER, IR EL. A b FVI 24P (H-E) B2
BAZER L, SRid. T TXRELEBLUCHHEROEBEGOLE. FRET
FREABEEBT CICETORARMNBETMIZOWVWTIT o, 2B, HE. IR, &
B EARUCBEIHRMEZ, FERXAARNEERLL, HRUERSORENREDI
HEHED DB N KRR, BR LA, fTVBRUCEEIC SV T, BEEAEFHOEHE
EExsd LTRELE,

513 HEHEEN
5.13.1 RS A—2DEH

UTORICEL WV RER, #FER, ZIHERVCHEREZRD L, EIREM, FRE,
FEERR, ARBER, HWER AR IAEEFER 2B ORV4EOHELEZBEY T
LIZEH LUK, 2B, HEROKEICOWTIIFEMY = L R EAEERD -,

REE (%)= RERSWE/REEHE) x100

BREE%) = MR ITRSEEBOR/ZR LIZH#EDOE) =100
ZHER%) = (R LUiEOR/RZRE Uizt x100
FIRHE(R) =R LB ETOHEE
HER®%) = (HAERHEMES/ITIRES) <100

EEREW) = (BEREL/EEE <100

FERE%) = GEERK/MARKEROEERE) x100
HAREBER%)= OREFRFUVHERE) =100
HAR%) = (HARB/ERER) x100

R 4 BEFR%) = (£% 4 REFRSVHAERE) =100
A% 0 B Ot = AR/ A R

A% 4B = 4% 4 B OBETFRE/ER 4 BOEFRK

5.13.2 BiE

Fo B PEMNBEIEBERL OB OV TH WA BEHORELIT >,

RE, FEHEME (B &5 1~42 8, . 85 1~15 B, 4K 0~20 B RUHEH 04
A, AR : A% 0~4 B) | BEE, REHGRIEHR. B REAY | XRB
ECIRE LB, EIRMM, Bf%k, ERER. £FREK. kit (%R oKkU48)
RUBEEER (&, HREEEE) 3. BILICEHERVCEBREZZRD, KRITRT
BRAMOFECHE > TRE L, 2B, REHBPOMOKET —F, EHEHOM
R UORZRE VI AEEEHOREERT — # IIHREHEIT L VBRI LT,

18
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EROLHEARTERE

Bartlett B E

I MRARR 7E

p<0.01, JEELSB
Eoriis

p=0.01, BE45#

Dunnett Steel
RE RE
p<0.05,0.01 p<0.05,0.01
iR E MR E
MERKT

ERR, ERR, AREER, HERRUOER 4 BERRIZOVTIX, B
EHER EERZELZRD, Steel IRE (FEAKLE 0.05 R 0.01, TR 217-o7=,
REH, BRER, ZTHE, HERIZ, FHOXEBHE. M5 TR S BB,
LR . AT RHEMEYME L VBN L, Fisher OEEREHBEERICLVRE

(BEKHE0.05 T 0.01, AN 21T7o7,

19



R-1079

6. HBR#&HR
6.1  —fxikEE (Table 1-1~1-5. Appendix 1-1~1-17)

200 mg/kg WEBEIZBWT, BE 14 B ETCIRBIFARCHE 1 FIBET Lz, RBET
E—RREOEL L LT, MEIZRSWT&E 8 B LIBRRIEN 2~4 FllzH b, HETIX
EHIZEREGHORTHIERE 12 BUR 1HIC, AIERVEEOHERNIES 13 HLE
1A BTz, —F. 50 R 100 megkg FEHTII—RIRBICEEEXRD LT,
BRIHEPOBTREZIELTCHLEETEIRD bR o7,

6.2 {KZE (Fig. 1. 2, Table 2-1~2-4, Appendix 2-1~2-14)

200 mg/kg BEBIZBWT, HTHEHEBE 1 B2D 4 BOBICEERL AL, #&
E 4, 8ROV 11 HOBENHBHLEAREREREELZR UL, ETHAERZEIRD
Lo 7eh, BE 4 BUBROKEIIMNBELTE A EMEZRLE, —F., 50 R
100 mg/kg WEHTIXMEL LV EREHMTLZE L THREL RERLREEHEZLRL,
BHEIERDOBET NICAEBEMEL DICABRLRERRD NPT,

6.3 {EfiE (Fig.3. 4. Table 3-1~3-4, Appendix 3-1~3-14)

HETIE 200 mg/kg BEBICBWVWTRE 4 B OBHAENARE L L NFERRMEE T
L7z, 50 BT 100 mg/kg 58T 100 mg/kg HERIZB VTR E 39 B OBAEEN
BELLEEELBRELZRLEN, —RHUR2EHTHY . EEEHNERILVEEZ
bz, MOBEEIIIXNBEHLZARH L OMIIFEREIRO ORI,

64 HBEEE (Table 4-1, 4-2, Appendix 4-1~4-8)

100 mg/kg BEHOBEICB W TREDRMTEENHBHICL~AFERREL. R
DHEIZB W THIBOBEMNEERVCHAMNEENFELRBMEEZ R L, LrL, BFROM
HEERICIFECERDOoN T, WEARFRE CRFRICERYERSICLSEREIR
ROLNT, WTHhLESEZEMEREIRWEEIDNT,

6.5 ZIRFR (Table 5-1~5-4, Appendix 5-1~5-96)

200 mg/kg B EHOETHEHICBWTHEE ELEKOBEER 1 flic, LiBoBE{
21Nz, FoERELRCEEFRLS 181z, BBO/AELS 1 flic, #iE oMBWE
BOURE ORERERN 1 iz, WRO/NRERS 2HICBD LRIEH, REORSE 15
Bz G52 Pl L TRl U7RE | BICIHERREERE, TREEEE OGO IR,
B R, HEROBERO/NEERED b, ZoMic, R EEOEENRED
1z, BBORKEHR SO0mgkg BEEHD 1 HlIC, MORERAEDN 50 mg/kg HEFHDEE 1
FlizBd b,
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6.6 IRIEMAKPFRE (Table 6-1~6-4, Appendix 5-1~5-96)

200 mg/kg BEHOFETED 2NV TLIRITLHOEM - EENBD LN,
CHEBMICRB W T OREMMREE., aiR. BBROCHROERE., REOULA
BORIE OBEN 1~2 FlicsBo biviz, REOKRE 15 BIC&EE2DPEH L TEHKRLE
B ik, LHFOEN - BESEE 26, HI3FARDOLNM, #1FOBRICETF
FRRMROENE - B3, BRLLATICHRZRBREME £/, sk, B8, MBEO
MIROZEREIRD DN, ZOM, 200 mgkg REFEDOFETEMH 5 Vit 5 TkE)
YVIORE FER ORI, 50 RU 100 mg/kg S BEORER LK, ., a0 E

WKEERRBD LN, Zh bDOFRIIRBRRES 2 WITFEREMER O BREL
tEZLNT,

6.7 1A (Table 7. Appendix 6-1~6-4)
BEEOSEIC 14 BREIOBEHETIZ 4~5 BAMTERREBBEREIRD O, R
BEEEECHERAH E QICHBHESHER ORI FERERRD NPT,

6.8 XEH#E (Table 8. Appendix 7-1~7-3)

REDSFRIL L2 hy o T MEHE R OV BATERSL L 72 DS MES RIE T & » T HEHE DA H A
100 mg/kg |EBETE 1 (EMHE R : 3010, 3110, 3011, 3111) A bhi=R, K&
FTCIELZAK, BRERUZHRICHERL 50 RV 100 mg/kg T 58 L ORFICE
BERERXRRD NN T,

6.9 HRHE (Table 9. Appendix 8-1~8-3)

XREEEE D 50 BT 100 mg/kg B S HOTFESHHEFANERICHR L, HER, T
IREAR, HkE, EREHK, BERE, BERE, HERBEROCHERIZIIRE L
BREFHLOBMCERRERRD bR o,

6.10 HEROHERUNREZE (Table 10. Appendix 9-1~9-3)
HAERDAES 0 R4 BIZBIT AMEHICIIAEBE L 50 RN 100 mg/kg B E-8E & DR
WHEBEREZIRDLONT, AREELATHHERIIMTHOBIZLZ ORI T,

6.11 HERDERFEE (Table 11. Appendix 10-1~10-3)
%4 BAEFRICIIREESE SORC 100 mgkeg 5B L OBICEEREERD O
otz

6.12 HER®DAKE (Table 12. Appendix 11-1~11-3)
50 mg/kg HEHOBEIZBWTAER 4 BOKENRE L LEFEREMEEZT L,
LZPL ZOEIIENTHY ., RBEOHE, & 512X 100 mg/kg B 5B OMHRE ZE (L
BOOLNRNZ EDD 50 mgkg BEFHICBITHEENIMBERI LB BN,
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6.13 HAERODOE®R 4 BEIRAE (Table 13, Appendix 12-1~12-3)
NEEE AL O HAEROEAR, W - BE2S0HRE ARICARMESR
ool
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7. BB

1,2-E 2 2-Zuvx hFy) =Z % 0 (BB =—2 ) |, 50, 100 BT 200
mg/kg/day O F & T, Sprague-Dawley & SPF 7 » b, HEIZATECRT 14 A B R OATERHA
28 L CHMBETE £ T IZIIZERT 14 BRERORESE T NEEHREZ@EL T
B3I TRORE L, HEESWICTT2EE, KBiC, HESHHOMREE. X2
T8, SREOSHRZEOEBBAICKITTRELRIT L, 28, 200 mgkg #5
BETIE, ML b RERSHBPICETARR L, AWRACET 23 MICm 2 7
WEHIBT SN2 ] E 15 RICREL2 T L CAFEBESFAIC OV TUREBRES E
L7,

7.1 MEEMIcHT HEE

200 mg/kg BWEFETIX, H3F. M1 HBET L, —BRIREE(E UTHREIBW
TR, ETIRRIDICEREHOET., HIERVCEEDOHERRALN, RABEORKET
X, BEOHICEEEOERTE2M# S KERIOSL L., MTIXEESKHEIEL TES
BEraMRH bz, FEEBERE TIX. 200 mgkg REFOFCEHYEFI R OHRE S
WrEhs o —E OO LR DM - BENRD LN, FFFRIX 28 ARKEROERS
EHRR 2BV TLALNTEY, KBRHERSORELEZ DN, TOM, KR
RBOEMICHES KRB EZE X DN MORESEMREE. AR, BE, BBk
UMROZERE. BEOULAKRUVRIE DEE., BRICEFRAMIOEN - #5E, &
B EEEICHRERBEMEEHEN —BOBBIRBDONTE, LEN-T, 1,2-E° 2 (2-
supx b FY) =X O 200 mg/kg/day HEILT v NEFEIZED L, LEFHOENK -
BREABRTHILOEEZI DN,

72 HEHEREICHTIEE

MEOHRBMICIIEAEF L VERDERSOREEBIIR D ORI o7, 200 mg/kg
BEHERBHOMBELFE IS -FER. ZRPKRL LR Ml N REIX
R UTe DSHER ARG & 72 > T HEREDS 100 mg/kg B EBTE 1 AN, LiL, [
BEOZRR (91.7%) ROBHE/ZIER (909%) & LICYUBEROYT T —# O#HENRN

(X2 :90.0~100.0% (H) . 88.9~100.0% () | 245/ I5 3 : 88.9~100.0%. 2005~2010
£, 2588 THY, 100 mghkg BREFHICBITIRBEROZBRORBD bR 2WEHD
EHRIIEREPLEIONE, REF TRELZARICEBRDERSOEEIRED LN
T, TNOREHEICIN A, HHEARAETFERICE T 2REBEERERE TR, #BRYE
BEZERLEZELEIEED o=l D 1,2-EX 2-Z7auxbFxy) =¥
> ® 100 mg/kg/day #Eix, BFHREOBEIR EOMIREEE, REMNOZIRIZES
MBSV D AETERREICRE S RIT IRV EHIBT LT,

HIRSMITWVT RO ER I U, HER, HERHHE., Bk, ERER. FKRE,
FERE, HERBRUCHARIERDERSOZEIIROONT ., WEREBIIERY
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AR NP oTe, LEBR-T, 1,2-tRX -7z hF) &0 100 mg/kg/day
BEIL, RER., AR UEE 2 EORRRAEOERICH L TEELRIFI RN E
Hir L7,

HARIZEL, b, £% 4 BATFR, HEBRVER 4 BOBREIZRRDERS

DEEIFBDHOoNT, HERDHARR BRI RICERMEREGCER L-EFITR
oo T,

INODORFERNPD, ARREHFTIZEITS 12-v2 Q-7 bXy) =&400
MEESWIIN T A EEEERVEENE, AWEREBHICHTIEFERR CESKE
BV b 100 mg/kg/day L HEE I NTZ,
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8. XM

1) GCIZL B 1,2-tR 2-Z v b)) =& VOFRKPBRERNE
BNV TF—vay (EE . a—vil) BASHERVY—Fkr ¥ — HERE
HFEeET, RBRE S : A-2351, 2011 4F)

2) 12-FR Q-Zuop=x=bFxy) mF 0Ty beAVWS 28 BRIREROKZREZSE

HR (HMHEARSEEXRLEEMTME L 7 —, RBEE 6393 (115-164) 2003
£)
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Table 1-1 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis(2-chloroethoxy)ethane
Clinical signs in male rats
Administration (day)
Dose Signs
mg/keg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21
0 No. of animals 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 ] 0 1] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 iz 12 12
No. of animals with abnormal findings 0 0 0 0 0 [ 1] 0 4] ] 0 0 0 0 0 0 0 0 0 0 0
200 a) No. of animals 12 12 12 12 12 11 i1 i1 11 11 11 11 10 10 9 9 0
No. of animals with abnormal findings 0 0 0 0 1 0 0 2 2 3 2 4 3 5 3 1
Salivation 0 0 [ 0 ¢ 0 0 2 2 3 2 3 3 4 3 0
Decrease in spontaneous movement 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0 0
Emaciation 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1
Soiled fur 0 1] 0 0 0 0 0 0 0 0 0 0 0 0 1 1
Dead 0 0 0 4 1 ] 0 0 0 0 0 1 0 1 0 0

a):

This group was subjected to necropsy on day 16 of administration
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Table 1-2 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis(2-chlorocethoxy)ethane

Clinical signs in male rats

Administration {day)

Dose Siegns
ng/kg 22 23 24 26 26 27 28 29 30 31 32 33 34 35 36 31 38 39 40 41 42 43a)
1] No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 4] 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0
50 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 1] 1] 0 4} 0 0

a): Day of necropsy
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Table 1-3 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis{2-chloroethoxy)ethane

Clinical signs in female rats during the pre-mating period

Administration (day)

Dose Signs
mg/kg 1 2 3 4 5 6 T 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings (v} 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 [+ 0 0 o] 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings G 0 0 0 0 4] 0 0 (] 0 (o] 0 4] 0 3]
200 a) No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11
No. of animals with abnormal findings Q 0 1) ] 0 0 4] 2 3 3 3 4 3 4 2
Salivation 0 0 o 0 0 "] 0 2 3 3 3 3 3 4 2
Dead 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0

a) : This group was subjected to necropsy on day 16 of administration
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Table 1-4 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis(2-chloroethoxy)ethane
Clinical signs in dams during the gestation period
Administration
Dose Signs
ng/kg 0 1 2 3 4 5 6 7 8 9 10 11 12 183 14 15 16 17 18 198 20 21 22 23a)
4] No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 @O
No. of dams with abnormal findings ¢c ¢ 0 0 o 0 0 0 0 0 © O O © 0 0 O 0 © O O 0 O
50 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 O
No. of dams with abnormal findings ¢ ¢ 0 ¢ 0 0 06 O O O 0 ¢ O O 0 0 0 O O 0 O 0 0
100 No. of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 4 O
No. of dams with abnormal findings 6 o0 0o ¢ 0 60 0 0 ¢ 0 0 0 0 0 o0 0 0 0 0 o0 0 0 O

a}: Gegtation day
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Table 1-5 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis(2-chloroethoxy)ethane

Clinical signs in dams during the lactation period

Administration
Dose Signs

ng/kg 0 1 2 3 4a)

0 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 o} [} 0 4]

50 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 0

100 No. of dams 10 10 i0 10 10

No. of dams with abnormal findings 0 ¢} 0 0 o}

a}: Lactation day
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Table 2-1 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis(2-chloroethoxy)ethane
Body weight of male rats
Pre-mating period Mating period Post-mating period
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42a) 1-42
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 425 438 453 463 480 488 499 510 525 534 548 554 559 134
S.D. 22 24 27 29 32 32 35 36 37 41 43 46 48 30
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
50 Mean 425 434 451 461 477 478 494 504 517 526 539 547 552 128
S.D. 20 20 22 24 25 28 30 30 30 32 33 34 34 20
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Mean 425 429 449 459 476 479 495 505 517 527 537 548 554 129
S.D. 18 18 21 22 24 27 28 27 27 25 26 26 25 18
No. 12 12 1% 1 o®) 0
200 b) Mean 428 409%w 4144%n 411#s 429
S.D. 20 19D 28D 48D 70
Unit: g
No.: No. of animals

a): Day of administration

b): This group was subjected to necropsy on day 16 of administration

c): One animal(Animal number 4007) died on day 5 administration
d): One animal(Animal number 4010) died on day 12 administration, and one

##: p<0.01 (Significant difference from control group)

D: Dunnett's test

animal(Animal number 4003) died on day 14 administration
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Table 2-2 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis{(2-chloroethoxy)ethane
Body weight of female rats during the pre-mating period
Administration (day)
Dose Gain
ng/kg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 254 256 262 268 275 21
S.D. 15 16 18 16 17 6
No. 12 12 12 12 12 12
50 Mean 254 255 261 283 270 16
S.D. 17 17 19 17 13 6
No. 12 12 12 12 12 12
100 Mean 253 255 259 260 268 15
5.D. 16 15 14 158 18 8
No. 12 12 12 12 11?? 11
200 a) Mean 249 248 251 258 267 18
S.D. 19 16 23 19 19 12
Unit: g

No.: No. of animals

a): This group was subjected to necropsy on day 16 of administration
b): One animal{Animal number 4104) died on day 12 of administration
No significant difference in any treated groups from control group
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Table 2-3 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis(2~-chloroethoxy)ethane
Body weight of dams during the gestation period
Administration
Dose Gain
ng/kg 0 4 7 11 14 17 20a) 0-20
No. 12 12 12 12 12 12 12 12
0 Mean 283 303 317 338 350 382 431 149
S.D. 20 18 21 21 22 25 28 16
No. 12 12 12 12 12 12 12 12
50 Mean 280 297 308 330 345 377 421 140
S.D. 25 22 25 24 26 24 21 16
No. 10 10 10 10 10 10 10 10
100 Mean 275 295 302 324 337 370 418 143
S.D. 17 20 21 25 29 33 38 25
Unit: g
No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group
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Table 2-4 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis(2~chloroethoxy)ethane
Body weight of dams during the lactation period
Administration
Dose —_— Gain
mg/kg 0 4a) 0~4
No. 12 12 12
0 Mean 325 341 16
S.D. 26 28 10
No. 12 12 12
50 Mean 323 331 8
S.D. 30 17 20
No. 10 10 10
100 Mean 318 334 16
S.D. 27 33 14
Unit: g

No.: No. of dams
a): Lactation day

No significant difference in any treated groups from control group
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Table 3-1 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis{2-chloroethoxy)ethane

Food consumption of male rats

Pre-mating period Post-mating period
Dose
mng/kg 1 4 8 11 15 32 36 39 42a)
No. 12 i2 12 12 12 12 12 12 12
0 Mean 29 29 25 26 25 25 25 23 24
S.D. 3 3 3 3 2 3 3 4 4
No. 12 12 12 12 12 12 12 12 12
50 Mean 29 26 25 26 25 25 24 23 23
S.D. 3 2 2 3 3 3 3 2 4
No. 12 12 12 12 12 12 12 12 12
100 Mean 28 29 26 26 26 25 25 26# 25
S.D. 2 2 2 2 2 2 2 2D 2
No. 12 12 11¢! 11 gd) 0
200 b) Mean 29 19+ 19 22 24
S.D. 2 78T 10 12 9

Unit: g/rat/day

No.: No. of animals

a): Day of administration

b): This group was subjected to necropsy on day 16 of administration

c): One animal(Animal number 4007) died on day 5 administration

d): One animal(Animal number 4010) died on day 12 administration, and One animal(Animal number 4003) died on day 14 administration
#: p<0.05; »#: p<0.01 (Significant difference from control group)

D: Dunnett's test

ST: Steel's test
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Table 3-2 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis(2-chloroethoxy)ethane
Food consumption of female rats during the pre~-mating period
Administration (day)
Dose
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 19 19 16 18 18
S.D. 2 4 3 3 3
No. 12 12 12 i2 12
50 Mean 19 18 16 16 16
§.D. 2 4 3 3 2
No. 12 12 12 12 12
100 Mean 20 20 17 19 17
S.D. 3 2 2 2 3
No. 12 12 12 12 110
200 a) Mean 17 16 15 19 20
S.D. 4 4 4 2 3

Unit: g/rat/day

of animals

a): This group was subjected to necropsy on day 16 of administration
b): One animal{(Animal number 4104) died on day 12 of administration
No significant difference in any treated groups from control group

No.: No.
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Table 3-3 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis(2-chloroethoxy)ethane
Food consumption of dams during the gestation period
Administration
Dose
mg/kg 1 4 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
0 Mean 18 21 23 24 22 24 20
S.D. 3 3 3 3 3 2 3
No. 12 12 12 12 12 12 12
50 Mean 15 20 21 22 22 26 19
S.D. 4 3 4 4 4 2 4
No. 10 10 10 10 10 10 10
100 Mean 18 21 21 23 23 26 21
S.D. 2 3 3 4 4 4 4

Unit: g/rat/day
of dams
a}): Gestation day

No.: Neo.

No significant difference in any treated groups from control group
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Table 3-4 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis(2-chloroethoxy)ethane
Food consumption of dams during the lactation period
Administration
Dose —_——ee
mg/Kg 2 4a)
No. 12 12
0 Mean 19 38
S.D. 7 8
No. 12 12
50 Mean 19 35
S.D. 2] [}
No. 10 10
100 Mean 22 37
S.D. 7 7

Unit: g/rat/day
of dams
a): Lactation day

No.: No.

No significant difference in any treated groups from control group
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Table 4-1 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis{2~chloroethoxy)ethane

Organ weight of male rats

Body Liver Testes Epididymides

Dose weight (R+L) (R+L)
mg/kg g g{g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 12 12 12 12

0 Mean 560 21.20 3.48 1362
S.D. 48 3.59 0.15 105

No. 12 12 12 12

Absolute 50 Mean 555 20.20 3.49 1395
S.D. 34 2.26 0.32 121

No. 12 12 12 12

100 Mean 558 21.04 3.29# 1293
S.D. 26 1.89 0.14S8T 108

No. 12 12 12

0 Mean 3.77 0.62 245
S.D. 0.39 0.05 29

No. 12 12 12

Relative 50 Mean 3.64 0.63 252
S.D. 0.27 0.07 23

No. 12 12 12

100 Mean 3.77 0.59 232
S.D. 0.20 0.03 16

#: p<0.05 (Significant difference from control group)
ST: Steel's test
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Table 4-2 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis(2~chloroethoxy)ethane

Organ weight of female rats

Body Liver
Dose weight
mg/kg g g(g/100g BW)
No. 12 i2
0 Mean 341 13.40
S.D. 28 1.19
No. 12 12
Absolute 50 Mean 331 13.20
S.D. 17 0.97
No. 10 10
100 Mean 334 14.64»
S.D. 33 1.51D
No. 12
0 Mean 3.94
S.D. 0.25
No. 12
Relative 50 Mean 4.00
S.D. 0.31
No. 10
100 Mean 4.394s
S.D. 0.34D

#: p<0.05; »#: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 5-1 A reproduction/developmental toxicity screening test in rats
treated orally with 1,2-Bis(2-chloroethoxy)ethane

Gross pathological findings (End of administration : D42)

Organs Sex: M M M M
Dose(mg/ke): 0 50 100 200a)

Findings Number: 12 12 12 9
General descriptions

Undernour ishment 0 0 0 1

Smudge, fur 4] V] 0 1
Epididymis

Nodule 1 0 0 0
Lung(bronchus)

Focus, dark red 0 1 0 0
Prostate

Small 0 0 0 1
Seminal vesicle

Small 0 0 0 1
Spleen

Small 0 8] 0 1
Thymus

Small 0 0 0 1
M : Male

a): This group was subjected to necropsy in day 16



Table 5-2 A reproduction/developmental toxicity screening test in rats
treated orally with 1,2-Bis(2-chloroethoxy)ethane

Gross pathological findings (End of administration)

R-1079

Organs Sex: F F F F
Dose(mg/kg}: 0 50 100 200a)
Findings Number: 12 12 12 11
Vagina
Nodule 0 1 0 0
F : Female

a): This group was subjected to necropsy in day 16
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Table 5-3 A reproduction/developmental toxicity screening test in rats
treated orally with 1,2-Bis(2-chloroethoxy)ethane

Gross pathological findings (Found dead)

Organs Sex: M
Dose(mg/kg): 200
Findings Number: 3

Epididymis
Focus,white
Heart
Discoloration,white
Lung(bronchus)
Discoloration,dark
Discoloration,dark red

Focus,depressed, forestomach

Focus,dark red,glandular stomach
Thymus

Small

w
=]
o
e
f)
T S S = =

M ! Male
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Table 5-4 A reproduction/developmental toxicity screening test in rats
treated orally with 1,2-Bis(2-chloroethoxy)ethane
Gross pathological findings {(Found dead)
Organs Sex: F
Dose(mg/kg): 200
Findings Number: 1
All tissues
Not remarkable 1

F : Female
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Table 6-1 A reproduction/developmental toxicity screening test in rats
treated orally with 1,2-Bis(2-chloroethoxy)ethane

Histopathological findings (End of administration : D42)

Organs Sex: M M
Dose(mg/kg):

M
100
Findings Number: 12

oy
NO
3]
()

Epididymis

Number examined

Not remarkable

Atrophy
minimal

Cell infiltration,interstitial
minimal .

Granuloma,spermatic

o
[
Qo
=
QON

mi
Increased cell debris,duct
mild
Heart
Number examined
Not remarkable
Degeneration/necrosis,myocardial
minimal
Liver
Number examined
Not remarkable
Lung(bronchus)
Number examined
Cell infiltration, inflammatory
minimal
Prostate
Number examined
Not remarkable
Atrophy

[y
OCONN OORHNNOOVN

o
CONN COOONNO

o

o o
0O MW

oy
oo W
N e 00 OONN CCOONNOD

[
[

ot

mild
Cell infiltration,inflammatory
minimal
mild
Seminal vesicle
Number examined
Not remarkable
Atrophy
mild
Spleen
Number examined
Atrophy
mild
Testis
Number examined
Not remarkable
Atrophy,seminiferous tubular
minimal
Degeqigation/necrosis,spermatogenic
mi

[y

OO0 OCOOHRKRN OO0 OONN OWBOHODW
o s

=
OO COCONN OO0 OONN NUI-ICOUIN O
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b

o b
S

Thymus
Number examined
Atrophy
severe

N
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FHEE OO R R0 EDRRNGO OO0 00 NI e e 2 e 0 O ©O=
®
o

M : Male
a): This group was subjected to necropsy in day 16
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Table 6-2 A reproduction/developmental toxicity screening test in rats
treated orally with 1,2-Bis(2-chloroethoxy)ethane

Histopathological findings (End of administration)

Organs Sex: F F F F
Dose{mg/keg): 0 50 100 200a)
Findings Number: 12 12 12 11
Heart
Number examined 12 12 12 11
Not remarkable 12 12 12 8
Degeneration/necrosis,myocardial 0 0 0 3
minimal 0 0 0 2
mild 0 [} s} 1
Liver
Number examined 12 0 12 11
Not remarkable 12 0 12 11
gvary
Number examined 12 0 12 11
Not remarkable 12 4] 12 11
Uterus
Number examined 12 0 12 11
Not remarkable 12 0 12 11
Vagina
Number examined 12 1 12 11
Not remarkable 12 1 12 11

F : Female
a): This group was subjected to necropsy in day 16



R-1079

‘Table 6-3 A reproduction/developmental toxicity screening test in rats
treated orally with 1,2-Bis(2-chloroethoxy)ethane

Histopathological findings (Found dead)

Organs Sex: M

Dose(mg/kg}: 200

Findings Number: 3
Epididymis

Number examined
Not remarkable
Granuloma,spermatic
mild
Heart
Number examined
Degeneration/necrosis,myocardial
minimal
mild
Liver
Number examined
Not remarkable
Lung(bronchus)
Number examined
Not remarkable
Cell infiltration,inflammatory
mild
Prostate
Number examined
Atrophy
minimal
Cell infiltration,inflammatory
minimal
Seminal vesicle
Number examined
Not remarkable
Spleen
Number examined
Atrophy
mild
Stomach
Number examined
Erosion,glandular stomach
mild
Ulcer,forestomach
mil
Testis
Number examined
Not remarkable
Thymus
Number examined
Atrophy
mild

NN W R e W RDNNNG Rk W0 W oW

M : Male
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Table 6-4 A reproduction/developmental toxicity screening test in rats
treated orally with 1,2-Bis(2-chloroethoxy)ethane

Histopathological findings (Found dead)

Organs Sex: F
Dose(mg/kg): 200
Findings Number: 1

Heart
Number examined
Degeneration/necrosis,myocardial
minimal
Liver
Number examined
Not remarkable
Ovary
Number examined
Not remarkable
Uterus
Number examined
Not remarkable
Vagina
Number examined
Not remarkable

R S S T ) I Ty

F : Female



Table 7 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis(2-chloroethoxy)ethane

Estrous cycle in female rats during the pre-mating period

R-1079

Count of estrus Mean duration
Dose No. of of cycles
mg/kg animals (¢} 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 0 0 [4] 8 4 3.3+0.5 4.1+0.2
50 12 0 0 Q 6 8 3.5+0.5 4.2+0.3
100 12 0 4] 1 5 6 3.4+0.7 4.3+0.5
200 11 0 0 0 8 3 3.3+0.5 4.2+0.3

No significant difference in any treated groups from control group
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Table 8 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis{(2-chloroethoxy)ethane
Mating and fertility of animals
Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
ng/kg males Mean+S.D. (%) a) (%) b) females Means+S.D. (%) a) (%) c)
0 12 2.5+1.5 12/12(100.0) 12/12(100.0) 12 2.5+1.5 12/12(100.0) 12/12(100.0)
50 12 2.8+1.5 12/12(100.0) 12/12(100.0) 12 2.8+41.5 12/12(100.0) 12/12(100.0)
100 12 2.9+1.1 11/12( 91.7) 10/11( 90.9) 12 2.9+1.1 11/712( 91.7) 10/11( 80.9)

a): (No. of copulated animals / No. of mated animals) X 100
b): (No. of males which impregnated females / No. of copulated males) X 100
¢): (No. of pregnant females / No. of copulated females) X 100

No significant difference in any treated groups from control group
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Table 9 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis(2-chloroethoxy)ethane

Delivery data on dams

No. of No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth

Dose pregnant with index length corpora tation tation stillborns 1liveborns index
mg/kg females liveborns % a) in days lutea sites index % b) (%)c) % d)

Total 12 12 100.0 197 189 2 176
0 Mean 22.2 16.4 15.8 96.3 ( 1.1) 14.7 93.4
S.D. 0.4 1.5 1.2 6.9 ( 3.8) 1.2 7.4

Total 12 12 100.0 196 194 3 175
50 Mean 21.9 16.3 16.2 98.9 ( 1.6) 14.6 90.1
S.D. 0.3 1.8 1.9 2.5 ( 2.9) 2.2 7.1

Total 10 10 100.0 156 155 2 141
100 Mean 22.1 15.6 15.5 99.3 ( 1.4) 14.1 90.6
S.D. 0.3 1.9 2.0 2.1 ( 4.5) 2.6 8.9

a): (No. of females which delivered liveborns / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpors lutea) X 100

c): (No. of stillborns / No. of liveborns and stillborns) X 100

d): (No. of liveborns / No. of implantation sites) X 100

No significant difference in any treated groups from control group
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Table 10 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis(2-chloroethoxy)ethane

Sex ratio and external examination of pups

Liveborns Sex ratio of Day 4 Sex ratio of External c¢)
) liveborns live pups abnor-
Dose No. of No. of No. of at birth No. of No. of on day 4 malities
mg/kg dams males females a) males females b) (%)d)
Total 96 80 95 79 0
0 12 Mean 8.0 6.7 0.55 7.9 6.6 0.55 ( 0.0)
S.D. 1.9 1.8 0.12 1.8 1.8 0.12 ( 0.0)
Total 88 87 87 83 0
50 12 Mean 7.3 7.3 0.50 7.3 6.9 0.51 ( 0.0)
S.D. 2.3 2.5 ¢.18 2.3 2.2 0.15 ( 0.0)
Total 79 62 78 60 0
100 10 Mean 7.9 6.2 0.56 7.8 6.0 0.57 ( 0.0)
S.D. 2.0 2.0 0.11 1.9 1.8 0.11 ( 0.0)

a): No. of liveborn males / No. of liveborns

b): No. of live males on day 4 / No. of live pups on day 4

c): No. of liveborns with external abnormalities

d): (No. of liveborns with external abnormalities / No. of liveborns} X 100
No significant difference in any treated groups from control group
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Table 11 A reproduction/developmental toxicity screening ftest in rats treated orally with
1,2-Bis(2-chloroethoxy}ethane
Viability index of pups
Viability
No. No. of live pups index on
Dose of postnatal
mg/kg danms Day O Day 4 day 4 % a)
Total 12 176 174
[ Mean 14.7 14.5 98.9
S.D. 1.2 1.2 2.7
Total 12 175 170
50 Mean 14.6 14.2 97.5
S.D. 2.2 1.9 5.
Total 10 141 138
100 Mean 14.1 13.8 98.2
S.D. 2.6 2.3 3.9

a): (No. of live pups on day 4 / No. of liveborns on day 0) X 100
No significant difference in any treated groups from control group
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Table 12 A reproduction/developmental toxicity screening test in rats treated orally with
1,2-Bis{2-chloroethoxy)ethane

Body weight of pups

Male Female
Dose
mg/kg 0 4a) Gain 0 4a) Gain
No. 12 12 12 12 12 12
(¢} Mean 6.5 10.0 3.8 8.2 9.5 3.3
S.D. 0.4 0.7 0.6 0.4 0.7 0.6
No. 12 12 12 12 12 12
50 Mean 6.2 9.2« 3.1 5.9 8.9 3.0
S.D. 0.4 0.9D 0.8 0.4 0.8 0.7
No. 10 10 10 10 i0 10
100 Mean 6.8 9.7 3.2 6.3 8.3 3.0
S.D. 0.4 1.0 0.9 0.3 1.0 0.9
Unit: g

No.: No. of dams

a): Postnatal day

#: p<0.05 {(Significant difference from control group)
D: Dunnett's test
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Table 13 A reproduction/developmental toxiclty screening test in rats treated orally with
1,2-Bis{(2-chloroethoxy)ethane

Gross pathological findings in pups on postnatal day 4

Dose (mg/kg)} 0 50 100
Male
No. of pups examined 95 87 78
No. of pups with abnormal findings 0 4] 0
Female
No. of pups examined 79 83 860

No. of pups with abnormal findings 0 0 0
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