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15. By

2,27 1,22t B DA INNER (XU AF L) ER (AFTT ) OC:CD (SD) Wik » h %
R aiENgiz Lo iEkeEN - AERAFENIFGHRBREZITY, MR I35 —iE
FHRCEA ST D & & blo, TEERE, RREATE), =R, ZMREHORGER Uil & O
B TR TEN Z U3 BN DV T L7z

B HEE, 12,5, 50 KUV 200 mg/kg/day & U7z, ERABREECIE 28 AMRS-L, 14 BEOEIELAH
BRI 7o, ASBEAECIIASHERT 14 AR, ZRCHIR T, ARRIMIT R OIS 4 A £ T42-46 AR
5 L7z SIS K Z AV, SEHRE IR B 5RE L A BEOFN K E®RE L.
e RS, FRBREE R I BREE, 125, 50 RO 200mgkg BEE & 2L L, KEEEHZFD
g ERE L U7, ABRBAME T, *HHRRE L 200 mg/kg BECH 10 51, 12.5 TN 50 mg/kg BT
% 5F1E L, XREEE 200 mgkg FEOA A FHEREE LT, S LIZAERAEBIEZBET 57
DI LBRBEOHE & Qb S8 D MEO LB A BNCER T, AL IREE, 125, 50 RO
200 mg/kg BE & BMERA 12 51E Uiz, TRBREEOME AN AT L 7=,

1. ST

IREE, HED 200 mg/kg BE CIERTF - WM K OVEIE MR 408 U CHRAE X BT, HE0> 50 me/kg
B TR A O 8 M ABRAEE DN HEASECRE D ME R OAZBCRE DMERL OO 200 mg/kg FE TG M O]
HIAREN A DT,

EEEIY, O 200 mgkg FECITITHRG MM 28 U CEME, FEBOREDME K& OAERRE DMER D
200 mg/kg BE TG OV AR 2 B iz,

HUKERIE, FEAHABEOMETIL 200 mgrkg BFCHE SR I R OTEHE IR ORI B AS 7 55
77,

MR AR TIE, B 5 IR TIRROIEATRLEEOIED 200 mgkg FETH/ MR, MBRARMERELSE
KON o BREESROEE, - TPEREEROEEF N 7 1 b e o B R ORI ONT 50 mg/kg #
TS DR 7 SEREEEE D S BN NI HER PR DR A B LT,

MFEALFRRRE TIE, BSHIRR TREORED 200 mgkg BT R U 77U &5 A4 ROBEFITFONHE
O 50 mghke BEC R U 7V 5 A ROMERR B

AEEE T, REREOHER D 50 me/kg FECIIYL K OV DA EE EOIKE K Ot B EOIKE
), ACEFEOMER D 12.5 mg/kg BECIRER O B K UMH T BB OARAE A A AT,
INERAIAR R I, SRR T ek K OFEAZERRE OIED 200 mg/kglE CRijE W T _E FOETE
R O HE BB, HER ORI OMEDS0 mg/kght CRAH (ZIBMHEE N A LIV, [EIES
& T RFOD Ik K OFEASHEREDOMET 200 mg/kght TLIRT B IR _ LRI IR B RRORYE, i
D50 mg/kghE TIINR B RIEORIR A BT,
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ERESIM I IR B TN T A BT A B AR o T

2. AREFEATENE

BEWZOWVTIE, 200 mg/kghf CASMEMER O miE R OZREDOIEE, 50 mg/kghf TASAEHER
DOFEfE, MRAHOILER, SR, MRS, SR, EREROHPEEROMIEN B AT,
RECHEOHERL 0050 mg/kght TIPE M OB OB B B O M USSR (K fEfErm), ASRd#ED
D 12.5 mg/kgft CHRBLODHEx B B i UMt B B DA S HALTZ.

IREWIZ DOV TIE, S0 mgkg BECHRHIEERE, WE 0 B O¥ARBILOWEE 4 HOAFIREDK
&, "7 4 HOAETFROEMEERNENTETT 0 KON 4 H OREOEED b,

ERELSMZ BB E N 5 B ki3 A b hipo T

UEDE T, 2,2 1,22 X VA NVER (AFTAF L) BA (FF VT ) ORI,
HETIE 50mghkg B5 THRERO N 7V 54 ROBAENZARE OBPREE 8D bl 2
LB 12,5 mekg/day, FEASEOREDOMETIE 50 mg/kg 5 T/ MR OV o SBREEROEE, 4F
FER LR DB N IR E DIZHEEI D G- 2 Eovh 12,5 mgkg/day, AEREOMER Tl
12.5 mg/kg $ 5 TIIROHE B &K ORI EEORMDGD Lz 2 E2v5 12,5 mgkg/day A
EEZOND. EFF AT M B RN, BEMW Tl 50 mgkg B 5 TR, RIS,
%%@,%ﬁﬁ,&%ﬁﬁ%&,ﬁimmﬁimﬁﬁwﬁﬁﬁ®ﬁmﬁwm%%%%@ﬁﬁﬁ%
O Z &b 125 mgkg/day &5 2 bivh. WEWI~DOIEREETY, 50 mgkg 5 CTHRHE

VHE 0 ROV 4 B OAEGFIREOEME, AFROEEEMENIEE 0 R0V B OKEORE
DRRBD LN Z & 125 mgkg/day &2 HiLA.
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16. #E8

2, 21, 2LH VA ILER (XL AF LU BR (X T L) DRI TS -
Sa DR~ O BT T 57018, 2,21, 2-=4 ‘/:/“4’ IWER (FFVAFLL) BR (F
F T ANEMERET v MIREARS L, BRSO L 28 ELRETT 2 L & big, s,
REATH), SR, SMREEMOIRER Ok E‘O)Wﬁb%@@ﬁﬁ%ﬁ TRIETREBIT DOV TIRES
L7z,

17. A&
17.1. HERME R UK
1711, #HERYE
PR 2, 21, 2= X LV PANE R (AFVAF L) BA (AR T0) [BPs: =F L
7Y a—nAT 7)o m—7 )b, B4 1, 2-Bis (2, 3-epoxypropoxy) ethan, 1, 2-Diglycidyloxyethane,
JEEE4L PR 2,2’ - [1, 2-ethanediylbis (oxymethylene)] bis-oxirane, CAS No. 2224-15-9, ‘FrAREEBF
5 (LEHE): 2-396, 2-400 }2TX7-343, Fig. 1] 1%, (b5 G0y, 5318 174.19, M8l 5KEAN
(0 — 5 FED, BIOIRIR, R Z< 5TV ED, B ORI, KRN ARE SBRES (3
BY), #ER #BREE (BH), Bl 20°0): HASME 1.15- 116 gmL, &R 1153 gml, Ko KRk
& 0.3%ELF, ﬁa‘%‘l% 0.1%, FEHRER: Hsal RBuEE, fR i, R %5 SKE
110—- 120, #E5 115 THAH . YRBRICiT

fE: K% 0.1%ET]. ATkiX
L - B - REOFMET TRE LTz,

BRI DR E SRR - IBE AL TIOR LT

BERE RESET WE piTeE

2,2-[,2-=F 040 HEBRMENR FRE: 23°C E: 55%

ER (AR AFLY) BEORE FFEHFE: 18.0-28.0°C  FFEHIF: 40.0 - 70.0%
ER (X TT V) [ SEHIE: 22.0 - 25.0°C SZHIME: 40.8 - 67.0%

(Lot No.: KW(G5515) (a)

(@) 201046 H25 B (B ATH)-20114-1 H 14 B (&5HIFHTH)

WERBR OB SR T 1410 E M L 7R OIS LB DIE
RERRGAE D, ERABIRROZE R S

B GHIME TR, RBRIER CIRVE 3 2EEBIE O 7L (1.0000 g) A BRUNER NIRRT
=7

17.12. Bk
HEFHK GRFS: )5, LotNo.: 0G70N, fEH#AR: 2015 4F 7 H, BhEin: #lSt L REREL 13,
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SOUERR
AR SR & .
R K ORE RO - WEZ L IR L.
Wea wESIT RE gy
TS 7K BB R RIE: 23°C RTE: 55%
(Lot No.: 0G70N) (a) (e FFAAHIF: 18.0-28.0°C  FFAHIF: 40.0 - 70.0%

MM 22.0 - 24.4°C SZIHIfE: 40.8 —55.0%
(@ 20104F 11 A 1 B GRRBALAE)-2011 451 A 11 B (Riaiiii)

17.2. E5&EK

17.21. HB5REORE

BB OB GRIRETRS B 72012, 2,21, 2-T X VP A VER (X AFLU)] ER (F
X T ) ISR (MEICXAHIEILER/R LR -7) 2F0 (B KFE: AT250 Xt
PB3002-S/FACT, A k7 —+ I L F¥RA 24D 4, R AR T 40 mg/mL R & 72 D L5 IR,
FHEIL 7=, 10 ROt 2.5 mg/mL DAL ERERIT, 40 mg/mL PR A TR K CEPEAIR L T
TR 7.

1722. BEBRAOREERUVANEAE

BER & U RS K 2 O U RO Z2E MRV T, 0.05 2T 200 mg/mL OO TR,
e GREIRE: 4°C, MBE: BMS-500F3, H AT U —H—pXath) -t - K7 A& 20
%, iR GXEIREE: 23°C) - Y - [E T 6 FFfE THENRZ W Z E BRI LT
%2 (Attachment 1).

B EMAT, WO EOBEE TR L, 8607 A% 1 AT Lg% (2721,
RIFEREDBERED/ NG FITITR Y 7o L T ¢ AR—F 7 VSR, B - G - 5%
DFEHETTREL, % 7 BLPITAER L=

B SRR DR BT ORI & LU F IR LT,

BeERER RE R RAE T LB

0 mg/mL JRFEHR RV Tre Lo WHRMERESEOMER  HIiE: 4°C

() F 4 AR—=YP T JE (BMS-500E3, AAT  FFE&F: 2.0 -8.0°C
wen Y —H k1) SEHME: 3.4—8.0°C

25, 10 KO ¥ T AL BRI EREEOWMER  &iE: 4°C

40 mg/mL JEEEHE fE (BMS-500F3, HA” FFZ&#iFH: 2.0 8.0°C

() Y —H k1) SEHME: 3.4—8.0°C

(@ 2010411 A 19 U (#IEFAELL)—2010 4 1 A 14 U ST U)
R LB B G/RT, WEEORFHH L%, 5 R 20 SLINICER L7z,
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172.3. BEBRADOHEBEMEDORERE

TRBRE N OZQU R OB 58306 H (G- 1 B) (2T LB B R h OWBRE IR &
HA7v= 757 (GC2010, (kAL EHEEYEAN) 2 HWTRITE L. (BRE S S 3 7).
FORER, WHRWEEREIIFRBED 922-1064%TH Y, REEOHFEN (100.0=10.0%) T
&7 (Attachment 2).

1724, BRRBEEBRIFOERYHKL
P Gy, fR, REE TRICEIEL:.

17.3. HBRBMRUEEERYE

17.31.  EMRERURMK

R, SRR BROICHO LN TOSEMWRET, TORMEHERIH L TH S Crl:CD
(SD) WtHEZ » & (SPF, HAF ¥ —/L A « Y A—fhAStt BBEFE L 2—) ZHV-.

i, 20104 11 H 2 HICTalBRiE S UC 7 BEporE 62 [T &M 42 T, ASECRE L LT 7 im0
Mgl 62 IC2 AT L7, ATt% | BoOKEGHIE, EHEBREEEDS 247-273 ¢, FRBRAEHEN
169—199 g, ZZEREMERAS 165203 g TH 7= (15.2. RERFHBIEIZED 20 12 2 L BR).

17.3.2. BERUVENE

ATFL-8Micr, el Q010411 A2 U -7 Uy EEIHEHAM (RBREEHE 2010511 A 8
H-23 B, F3A8RFHE 2010 /£ 11 A 8 H -24 H, ZRCHEMESL: 2010 47 11 A 8 H -23 H) #AakiT,
ZORNC—RCRIEO#BE A 1 B 18], RERE (B 1-KFF: PG2002-S Xi% PB3002-S/FACT, A k
F— - U REAS) #AFH% 1B, AFH%SH (WEKRTH), BHbs B, BIHL&ETH, &5
(O ACECREM BRI M I R A BT U £ T 14 R (1 H 1) 1772 W - BIfLHRE R o—
WRAE, (REHERE R OWERHAIC R E 058D b2V E & 3551 L= (Attachments 3-1—3-3, 4-1,
4-2,5-1-5-3,6-1 —6-3,7-1, 7-2, 8-1 — 8-3, and 9-1 — 9-3).

17.33. #5lt

FHSARTHIZ 20 B o — 2 2 W TEREEZ BN T 7RI E LRI INEIC K 0 BHEOEEE
BERODEMNRITT LD XHIB T Uiz, 72720, B L BRER MO8 ~ OEh
MOIREDEIEMED £20%LUNTH D & D EERATHZT Lz (15.2. RBEHREIZED 20>
7o Z LS. BT HOREGFT, TR 352 -442 g, TEABRIMEDS 235285 g, AR
BHMERD 203 -300g Tho7=.
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FEDUERSED S B, &% - BHEEWE O VIEIZ 2 ITEHAEmT =2 ) Vit HEwm s L
7z,

WAEMT=2 Y v IRREICTNR DS TR T FRGME, BE T FRSMEN O U RSB L, BF
L30T HAC IRER A AT T8 S8 7-.

17.34. {EEER
O @EEENIE, AT RICRENNEA 7 2BV CREA~ L - BHEEWES (T 3 4 %
AL T o7

EWORE « BHEHIR h OS5 r— I3l s, ATFEH B RORZ - DIkEE S 25A L
TN, BESTROZR,—VITITARES, KR, RRHGEH GRCHMER O, SiitH
(CIRLAFMERL O 2, B - BLEWS S R OB S E2EAL, ST LICBRT LIe T~ e X
NENIY (7. FE7REER (FOB), RGDISERAR OYRAMEET Blind THRE L7272, =
S OB TSR 7 M OWE - BLEWE S 2 AL 7~ 2 0 1 72

IBEWOBEETERNE, % 4 BIZBAIMMA 7 2RO CTHICREE S (T 24 2EALT
1T/~

i

IR OKr—i2i, RBRES, K5 E #Rs (BipEs, KemdEs) KOHER%
AL, HEZLICENT LT VULEE 4 HICRY (1772,

17.35. IRIEEFHERUWREEE

Y, sXTIRE 23°C, s TImE 55%, DIRESR- 12 FRE (R T80 6 BF - T4% 6 IRF), #asiedk
12 BIME (HPERE T 4 VA — %8 LT BREZER) (ICHERF S BEfR &= (E M 3 5=) TE L
7.

EFEEOIR  BEEZ L TR L.

T = iR T

Ef# 3 5= (a) FRIE: 23°C FRAE: 55%
FEA#F: 20.0 - 26.0°C SRR 40.0 — 70.0%
iRl 22.5 -24.7°C FEHIE: 41.3 —58.4%

(@ 2010511 H2 0 @HATI)-2011 41 H 15 U isa )

i, B - BHEEIRIE AT v L AR 3 (W2 240 x D: 380 x H: 200 mm) % AW T
1 r—%720 2 ILOMMERIFERE & L, HESTRITIAT v AR — 2% H O CEBIl i
B LIz LS, B0 —UNTiTo7n. sCRREHESNIY, 1R 18 BICA— 7 L— 7L L 72K
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A AN T T AF v 78— (W:310 x D: 360 x H: 175 mm) (2SN L, HIRSWE, HE
3T, ARECREERE, WE 4 BICAT U L AREREA S — U O CERIGRS Uiz, RRBRCEE
DRZRBABOTHERIS, ZREMEKE T, 4 — N7 V=T U KRR AN T T ATy 78
— U CBIERE L7z,

fAd, AT oL AR — VORI ONT T ATy 7 8 — PO 840E 1 BRI 2 BIL,E
1TV, AT L ARBRIER ) — O M OGRER O 21 3 2 BRI 1 [RIEA AT - 7=
EWEEEOER (ROmEfRER) KOV 0.02%KHEFREET M) U LKER CORDE » 7 &
W R DHEIIEA 1 FFER L.

REFMEROFIRIE T RICE =2 -8 ORI LK E AW TIEE=2 1 - 7RE
(Mycoplasma spp., Clostridium piliforme, HVJ, MHV, Corynebacterium kutscheri &2 UF SDAV) % % L
7o LT _RARK S TER L 7MEDT=4 )  7IREICBW T, BYA R eT 5 L9 7R
[ E %A=Y (7 Y eyl

17.36. faF

;i BhE S B UINOBERERE (CRF-1, A4V = ¥ VEERF TS 2GR A
M, AHICEERSE-. 72720, R BREEREOSIMETH R OUECREER OFIMETR (HE 4 B)
IR 4 D DR X 7=, SR O75 Y E R 1% Burofins Scientific Analytics, FHBEE&%
OVRER G &ITA ) = o Z VB TG SALToOr LT, ofriiid, Salkisx TiE Lo &
YEMEORHNTH -7z

17.3.7. 8HK

i, AKEKZEABRICANE MCER S, AB K /5 Qe B O E0T, B
P EFPEEEREAE D 2 VIR EHIREA T X — TR 6 A Z Lo L=, oWrEL,
WME B R TR E L= EYEEOFFHAN TH - 7=

17.38. K&

Fl (o7 L—7, BAF v — LA YAt OMESRE K OVEWE R Y, Burofins
Scientific Analytics THJ 6 fiH Z &0 L7z, JoMrfiElS, alhsk T L7 BB ORI
ThH-oT-.

17.4. BREER, BEHERVCESHRE
1741. B5EBRRUKREARE

2,201, 2-mH VA NER (AFX VAT L) BA (AFTT ) i, kL TROMICAICE
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SN TREMENE Z LA T, R E L TRID AR L7z,

BHiY, TAAR—YFTINT y VRAGRMURNT Y T (GRS 7FH ) B0 7
F 4 AR=F TR 7L RYERE (TLERRREAD) 2V CREIRIZIT o7 B SER
ERRCIY, B ERpiie: T, FHE IS L.

BHREDL, BEBICRBITWVIERDRELEMEL L, Smlke TEH L.

BHEEII 1A 1EE L.

EHEREE T, aTHIZBIZR (FOB) ROV 3GER) Bl 4 i L 72358 2R - & 5234080 8
B 30 70— 10 B 30 47, FEMIZREIER (FOB) % Fhfi L72IBA O 5211475 8 B 30 70 — 11 BF 39
5y, BIEEERT A M U 72358 O GRANITTAT9 K 00 73— T 0K 31 - Th o 7.
RECEE T, 3EM72 8143 (FOB) %M L7255 & bR SHEZ 1 8 e 31 43 — 11 K48 47,
s 8I5E (FOB) % 33 L 7=836 O 5-RF2I 3R 8 FF 45 77— 11 B§ 39 3 CTh o 7-.

5B B ORENIHE, MR OMELE b 10 HECh Y, REGFHIT RN 365-433 g, £
RTINS 236 -266 g, ACBLEEMERLS 219-265g Th -7z

1742. 1#REHRKRUEIELHAR

E5HIRHNE, OECD Guideline for Testing of Chemicals for Combined Repeated Dose Toxicity Study with
the Reproduction/Developmental Toxicity Screening Test (OECD TG422, March 22, 1996) |21t 7-.
TR I, ZRBCAl 14 HR & 2Dk 14 UFEOAEEE 28 UL L7c. 28 UGS, 4%
B OBV T 14 HHOEHE MM &8¢l T 7.

TAABRTAMECIL, 28 U & L7z, 28 URRIORELIC, SIREEKR Uhs HEREO - OBMIZ ST
14 B HOEHEM 254 7z

SERCTED ST RFRATHER CI3, AZRCAT 14 BH, AZRCHIRTH (1-4 BEE), RIS (21-25 BRH)
ROVEE4 A (5 AR £TOMEA & Lz (42-46 AM). SRARSTMERIY, FCRT 14 AR, 4
HEAFI (15 ) RO T2 23 RETE L7

BLEMGE &G 1 BEREL, RGO ALZMIE 1 B Lz, Fio, KBBHAA 2428 0
A&L7.
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175. BERRUIREE

17.5.1.  EREREE

BEHERUE, LTI R U2 5 IR R G RE L L C3HERTE L, FOMICKHRIEZ T 72
BEEOBEMENT, SRRBER N 200 me/kg BEAME 12 451 & M 10 51, 50 TN 12.5 mg/kg BEZIE 12 5
CHESBIE LT

k58 RE S5~ W (&)
m (meke (g 0
day)  mL) V2 i
\ %THR 6467 5452
i (ERZA) 0 0 A& (MO1101 —MO1112)  (FO1151 —FO01160)
2,221,224/ 4 61162 51
28 ’”ttf‘x(?j;; j/v)/ o125 25 K (M02201 —M02212)  (F02251 — F02255)
2,221,224/ 4 6462 51
. ® N » =+
L Vtt\\z X(ﬁg j/v)“ ] 30 0w (M03301 —MO03312)  (F03351 — F03355)
2,21, 2-1h/y 4 11, 22] 11,22
LA e 6'1+6> 51452
ARE MR (RRATV) 200040 SRE V04401 - M04412)  (FO44S]— FOA460)

bR (#FV7Y)
% B AR T R kR
A AT T A
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1752, XEC#F
FERERIT, DTSR LK ) ICHERMER GREE LT3 BARUE L, TOMISHIRBF 2T /2.
SREOEENT, HE 12618 LTz,

ROE ORI

o (&R

oL
¥ mgkg (g
day) my OB fi 1
\ e 12
1 (EHHIK) 0 0 e (FO1161 — FO1172)

2,21, 214y 4
28 MR (B 125 25 EKfa
b A (AF7Y)
2,21, 2-24vv" 4
3EE TR (VAR 50 10 #HA
b 2 ({A%7)
2,221,224y 4
AFE MR (BRI 200 40 %R
bR (H%v7Y)

12
(F02261 — F02272)

12
(F03361 —F03372)

12
(FO4461 — F04472)

17.6. BEEHEDEH

2V, 2-EH U OA R (AF VAT LYY BR (A% T L) OBEED, FiiRgd &
B BP0, 100, 200 } U500 mgkg, BEAEM S SRAMERES 5651, HSHIR: 14 ART) DR
HIE LTz, FRARBRICZINT, HEO 500 mgkefk G- TEFINIEL L, 200 mgkefk b T—ltED
DRE, REMN OMEREEOEAM, /RO &N, 7v e e ROV RS b e R
T AT R OFINE, AFRERELER O, IRE RO AR A N HR OGS B & X Ot EH &
DIKMEAS, 100 mg/kgfe 5 CRBEOEELEMN, (/MREOFME, 7o ba b U R OERETEON
RGO OHf BB U BB OIRA) 2 DAL, 10D 500 mg/kg 5 CTHETS ITHEFEDS 4 5
BLL, 200 mgkght s T BIEOWHE, (RE N ORERT RO, A7HERLLRO ST, ATRERILE,
ALTR O¥SERAOIIE, 100 mgkgh 5 CHERERIESR, ALTR ONE B OKELRD bz
ZZC, YRBATIEL 200mgkg A EHES L, LITFAK 4 T 50 mgkg #PHMHE, 125 mgkg
AIRRRICRE L.

SR & U TR (ESHK) OB 2 a5 & MR B G 2B a 3T 7.
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17.7. BERUREIER

17.71.  EHEREfMEGE

17.7.1.1. —figikEE

SECDHEBEOMEER U—RANBOBIRT, FeH MM REIR OS% 5% 1-18357) @
1 A28, EEESHRFIZ1T A 1EROSERALE 1 ERT 7.

IR BI5E (FOB) 2330 L7-3501E, FFM728152 (FOB) #& TRICE % O—iIR
MEAEEI LT, 72720, FFl/e#iss (FOB) %179 RIICIRIEDHER S NIGE1E, e —Rek
e UCatek Lz (15.2. BEHEIEI D0 12 Z L B H).

BRETEHE L F L2 GE1E, BRESENER THRICRS%O BeREEslE L. 27K
L, BISEB)VENEZIT O AN S S HAE, Tha—MRigl L Citgk Lz,

17.71.2. (K&

(REE, 1R 2 BERELE ER: 51, 4, 8, 11, 15, 18, 22, 25, 28 XU'29 H (=
B 1H), B4, 8 11, 14 XKWN15 H (BT KRR PB3002, PG2002-S Xid PB3002-S/FACT, A
N2l N ¥ Saveean ]

17.7.1.3. B8

BEEEL, |20 UEERAIE L [EORERITU: #52, 5, 9 KOV 12 U, MHE 2, 5,
9 KON12 B, MOEENTER: %452, 5, 9, 12, 16, 19, 23 X(*26 B, [{E 2, 5, 9 KOV 12
A (B R PG2002-S XX PB3002-S/FACT, A hT—+ kL NERAEH)]. BEHED Tables,
Figs M. Appendices DZ&NFFEEDOHIFEH & L7z

17.7.14. K2

FOKEL, 1HWRC 201 A &2 IE L MoRallEn: &E52, 5, 9 X112 A, [HE 2, 5,
9 KON12 U, MEoFEERIE: %52, 5, 9, 12, 16, 19, 23 XO*26 U, [0fE 2, 5, 9 KO 12
H (BT KR PG2002-S XX PB3002-S/FACT, A hT—+ kL FEERE)]. #EAKED Tables,
Figs &% (" Appendices DFE/RIIFREDHEITEH & L=

17.7.1.5. §#l7 875 (FOB)

EHERZONT, BT A, &5 7, 14, 21 K27 BIZFRED 1)-3)DHEH 282 L. B0 A
OBENL, FAT 11 K701 5 — -4 1 F 50 /0 F CORMICEM L7z, B5HMTOBENL, & 55K
1 Wi (%514 61 -65 43) I2EhE Lz, BIEFIXIEFET L, Blind TEEL.

) 25 IRWPAEEREE, ®IANTE) BEOS S AV, RABHEMIER), WMo S1TE), Mk
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R S SR — VPOl LT

) rURLOMLEE, BO5E, BORR BEORE, KEORE, MR B
LI OWPRIR R FAC R - CRER L,

3 HER, BRI, 5 L0 ROES SUERIEA—7 27 ¢ — FNT2ATIBE L. %
o, FIRRCASTIRE, WRIGEABSRTE, SAE, BAETEIROEWRIEA—7 7 (=L K
PICBAR L7z

17.7.1.6. BEICERE
BRI TERRRRHICHOUWNT, R527H OFEM7ZeBIZ (FOB) & TI4ICEALLCH, BETICH,
iR S, TR R OYTRER 2 E0 L TREL-. BMEEIIEEL, Blind THEM L7~

17.7.1.7. BHAIE

Pe B RIS THFEIRR GOV T, #eb 27 AORRISEAHR THIZ CPU 77— (San Diego
Instruments Inc.) % AT, B UMEEOE 1% 5 BIIE U7, Somfl & SAREZ RO 7-F 9o
3 HIEMO VL E Z OB OIRFIEE L7, BEFIZREE L, Blind THEEL7-.

17.7.1.8. BRESEAE
B EHARRE FERRRRIC oW T, BE5- 26 AT Activity Monitor (MED Associates Inc.) Zf#f L, #*
ITRRONES B30 [T DT 544 1 REFA>6 2 RER % C 10 2R CllE L7-.
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17.7.1.9. REEE

BHHERTHD (523 B, RGMEGHT) ISR GEIRE T RO Sk Mg, [BHEEIRHE T A
(Bl 12 H) (CEHEHERETRIOSRRAEMIZ DV, IR — V2 HWTHER « KT Tl
RELREUT-. £ D%, BIEHNTHREE « fa7K T T 24 IR 2 ERE L7z, $RERL72JRIZSONT,

DTOMELER LT~ MEBORIIFEEL-.

H B E F ik CEI
e o | BT RFE
JRE (UV)” % ;ﬁﬂggﬁ% PG2002-S X1 PB3002-S/FACT
(A NT— - b FERSEHD)
£ SVELELE _
JEHTRLR e
JRECT (SG)” R 2 U~y h-TD (RS tE=
= ‘/)
pH?
A
AN iR FRALFE TSR
7 Kok V=TT T RNRHR
Y a)y S . — V4 N
ZL ;{f\/ @ PR (V= AVRNVRTT « HA
e T ) AT 7 AR
7A=0 el A A
¥ :7;5 b ;,\ 5 GiD oK K ] o JESS
o B IR BE B g B () o AL

a) R

b) 24 KRR [ZBCHARIHR O 12.5 mg/kg FEORE 141 (No. M02201) (FME L 722072, ]
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17.7.1.10. IR HIRE

BAERGOFR #8529 B) KOBEEBIFETHE (EHE15 B) 12X e Z—F h ) oL
DOHEFENEES: (40 mg/ke) 1 L B FBY T CHERENR) S EDTARK 2—T 4 L/ Fa—T (RN ¥
=7 M EZERMA, VP-DKO52K05, T /L ekl tt) (Mg a2 R L (FREMERAL: 201 9 1 30
55— 10 BF 51 4y, FRMFSZ): ZFT9 B 37 2y — 11 BF 04 43), AT oMkt 2 3m L=, 8
X, EWfREENLREENR, 1| B ERSR L THBm L. 7'e b v U, TEMEEER
DRV RT T AF UMK T 7Y =S R, R E 32 wv% Y =BT R Y U AT
UL, TELSTEE [R94°C, 3000 rpm GFI 1972xg), 15 43[E], 13044 CF 8DL, H 7z THkE]
LT a A CGRIE Uiz, IR OBSRILKIIFREE 7.

H A oE sk i M %
IRMEREL (RBC) =27 1—DC #iHiE
~NESRE U E SLS ~E7 1 bk
~v b7 Uy ME FRIMER OV R 7 B s
NIRRT —2 7 u—DC HHE
ERFRMERFE (MCV) RBC X UVHCT L 0 & H ZIHA ABILRTEE
PHYRImER T B3 B (MCH) RBC 4 T*HGB £ Y HiH gi()goi/v VY = van
YR FRIMERI BFEHRE (MCHC) | HCT X UVHGB £ Y &
MiinEk% (WBC)
=ik A TJu—HA b AU —E
FBIRAR Bk b
7'a ha v rE (P
N I
e e Tf;TT) SRR S;%?%m(@i@%i%ﬁ

T AT )RR

17.7 1.1 MRELFERIEE

MR IR A O MR & [RIRFEN IS RENIRA HER MR U 7o iR 23 0208 [F9 4°C, 3000 rpm (K9
1972xg), 15 43, =0 CF8DL, H . ISt UCB g, i E bl e
Mg (0.6 mL) 1 A&, (A€ A ERIME (0.3 mL) 3 AR OBREMIMIE (0.3 mL) 4 ARIZ550F
THELT (N3iFTF 2 —7 Safe-Lock Tubes, 1.5mL, = w2 RAZHFREAD). MApHLVEY

38



A L B N P B P 7 L7
A AR PR I > T, T oMl a 2 S0 L, R O AME

Study No. 100130
SERR

WEHE L7z,

H H T ik O A
AST MDH-UV %

(JSCC ZHE{LxtiiE)
ALT LDH-UV £

(JSCC 1Lk IEE)
ALP p-=hu7 ==L SEREEE

(ISCC I LRTISIE)
y-GT Ly-27 VS I V3-F1 VIR L4

=hue7=1) REERE

(JSCC 1= LRIISIE)
Bl A5 a—/L COD-HDAOS
NI ZVESARN GPO'HDAOS % N .

(7 VY AR BB IV ML E
AU 400

WEH Biuret 12 (R 7= e A= H—
RAES & L7 —¥.GIDH 1: PAFTAT AR NRASRH)
VAYE s 7 L7 F=J—F -F-DAOS

BryLey
7 Rt
Tef ) o
T b (Ca)
T U A (Na)
J1 U7 A (K)
e (O))

BOD £

~% Y ¥ —+£-G-6-PDH ik
PNP-XDH 7

o-CPC %

A F R

A 7 R BRI

A A IR
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S IE R
o H W E A it O &
TIVT I REDHEE (EXKENE) ~
&R BED DR
AG BESEE (BEXKENE)NLO | BEIEXKUKEEEE
B AES 320
(RN T L H
PN F AT 4 NS
17.7.1.12. A HR)LE > DBIFE
AR E RIE A ME R OMRE IS O OIRE % DL IR L7z,
TN RE R RE BT TR
MA7RVE JEHDL  Safe-Lock FBIGIE 7 U —H— FXIE: -80°C
E RO AME () Tubes, LSmL  ULT1786-9ID (Kendro e 90 — -70°C
(=X R/ Laboratory Products) S -84 — -76°C
7R &)

(@) 20107F12A22H (WIEMRILH)-20104£12H298 (I T H)

B HGHIME TREFRRENZOWT, b I— R A =2 (T3), A ax v (T4) MOH R
Wk (TSH) Z#LLTFTOJHRETHIE Lz, ZEHIFEL L, 2 HEEOEEEE Z 08 OE &
L7

HIE# OB MIEITEEEE U .

T3, TAN OTSHEEIZFEH L7-HIES »~ M, (EARNCERRME L, &R0 & 2R L.
{455 FE I M ONEHERARSRE T REERE) o0 i A A vV L HIE HIETY, FHIE H Ao R LT
VIEDMBENRIRNT b 2 ilimit%, BEEL.

HH B E Tk il ) vk 2

Y g—FR¥ A= | Mouse/Rat Triiodothyronine (T3)

A7 L —hJ—F—
(T3) ELISA Kit (Calbiotech, Inc.) ! by

(POWERSCANHT,DS” 7 —
S F AT 4 IR

Mouse/Rat Thyroxine (T4)

= SV
FA XL (T4 ELISA Kit (Calbiotech, Inc.)

fi#HT Y 7 b (KC4,V3.4,DS7
7= A A AT 4 T IE
21

AR v Rodent TSH ELISA Test Kit
(TSH) (Endocrine Technologies, Inc.)
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17.71.13. 5B RUFREEZE=NAIE
EFe018.7.1.10. 5 T8 7.1 1L OETERIL U 7=8 & & 510 U TS 714, d L=,

ML, A E2Eted AM QA 1E), ERERECIVEEREZEZEL, KA OEERE2RE
L.

HEO>EIE R ORI TRESRB AR DT o DHZ L L, ERIROAEL LIz

Wi, TR, EERER (B TRR, B, HURER WRR, O iR PR B A, RBE
FEEL I RN UEEE, 5 (BEEA 21), IRRKOFEITEELZHIE Lz (B KR AB204,
A RT— - b RS, 7eB, TERELUHRIBER, 10 vol%HH#RE R~ T 1
RS, BIE L. i —ERE L.

BB HEAEAAEE TR L TR EE LR L.

17.7 114 fRIBAER PR

O, W, &, A, PR, DA%, BERAR, BaE, B, +THER =R, RIS (0N UK
wodey, B, e, EhE, MbR, M, TFEEY oNEN, WBREIEY o Bhg R R,
R LR, BTV IRIEEE, WHE REREST), IR, 7=, B OTEE A, TR (B
KEETe), KN, /NIK, 18 B8, LFRs, IREK, ~—7—R, Mg (B¥izat), KRE (&
Bz i), RRNERBMLOFRUE, 10 vol%HEERE AR/~ U U CTREIE L. 72720, MXUSRE
T 10 vol% P PRI L~ ) A TEAR, 10 vol% PR EI R L~ ) VORIBEBEIE L, L O%E
BRI T AT 2 -3 BEEE G, 10 vol% T EREE R L~ U ACHERE L, IRERIZZ L2 —
NTIVTE R <1 T REER, 10 vol%THRERE KL~ U AZHEE L.

XIFREER O 200 mg/kg BEOF G HAMIKE TIRHZEIR U728 OV T, LELERE - #Hi&o HE 4efa
FHRAEAAERLL, SRR IR A 2 6 L7,

FERIZOWTIE, PAS-~< bV VI HRMEAR D /ERL U 7273, PAS-~< MU o YefEiAfk
BATOREIINERN LT L2720, FHRERERRANRMATT HE Qe BifteAizs <ft- 7.
B10 {1 LB DSE - fB8%1E, 10 vol% T i@ R/L~ U o TS L=,

7D 200 mg/kg A CREAER PO TR RIS SN TS OV TE, #ED 50 KON 12.5 mekg
FEOF FHIIA T REOFIRRAFINE N R HE IR T Rr TR B 2O T b B AR IR A % S0
L.

HED 200 mg/kg FE THEARR AN FENRED RIS SN2 BT OV TS, D 50 TN 12.5 mgke
BEOR S HARIET FEOTIRR BN QN [EHE EARIRE T EEOTIRGI 2o T & Im BRI RO 2 540
L.
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17.7.2.  XKECEHIEER

17.7.2.1. —figikeE

SECDOHEDHEE KR O—ALREOBIENT, KGR PIZREATR E% (5% 3-15047) O

1 B2EIROFHERIZ 1 [EH -7z,

G R EE70 852 (FOB) %% L7raid, 7815 (FOB) #& 1Ll &% O—Aik
MEEEE L. 72721, FEMREIEE (FOB) 2179 BNCIIESHER SN-Ha1E, Fhve—Bik

AL LRk L7 (15.2. SR HEEIZIED 7232 70 2 L 2.

17722 K&

(RERIE, ACRCBHAART, ARCHIH R R OVSRE IR T ERIz2R [EA: &5, 4, 8, 11,
15 RUCBRAAH), 18, 22, 25, 29 (ZREHIFHET H), 32 GUMIRRE T#%3H), 36, 39, 43, 46,
50K U3 1 (ZRBCHIRIRE TH424 1)), SEARHARIHIC IR0, 7, 1450200, THHE RIS
0, 4% USHEIZHIE L7z (BT REE: PB3002, PG2002-S X}IPB3002-S/FACT, * hJ— -+ b L FEk
Xzth).

17.7.2.3. {8

BN, ACHOBRAGRTIZIZ 1 WA 2B 1 B GREHIER: #5452, 5, 9 XUV 12 B), 1R
HICIESR 2, 9, 16 XUN20 HIZ 1 A&, WESMPICIIME 2 AIZ 1 AEZHEIEL. (BFK

F: PG2002-S Xi& PB3002-S/FACT, A hF— « L FEEASL). BEEED Tables, Figs MY
Appendices DFRIFFKEORITEH & L7z,

17.7.24. {BKE

FRES, ZBBGRNCIT 1 HEIC2F 1 U&E FERENITH: 252, 5, 9 KTV 12 1), ﬁ%ﬁ)&ﬂ;ﬁF‘ﬁ
IR 2, 9, 16 KUr20 HIZ 1 A&, WEHMPICIIHE 2 HIZ1 BREZMELZ (EFK

FE: PG2002-S i PB3002-S/FACT, #* hT— -+ b L FEkRSH). fEKED Tables, Figs KO
Appendices DLRITFEREDOWEFEHR & L.

17.725. FH7SHIEE (FOB)

SFNONT, BETH, #5.7 kU4 H, ézﬂz}fﬂ 8 RUMS H, WH 4 HIZTFREO 1)-3)0H
BABE LT, BT HOBENE, 4% 1 B 55 45 -3 B 30 4 if@ﬁﬁ L7z, HHHIHTH
OB, BEEAEK) | R (B 5% 62— 65 43) ICEME L7, BIEEIHRTEEL, Blind TEKE
L7z
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1) ngé L, EEH@%Q&%%; ﬁ[ﬁ]??@] (@E@E’O( Z)l, N }i?ﬁﬁﬁé@@@]’ ul%l%ﬁ‘%??@]), Fﬁﬁ{tlmi
SO ORI O T o — S ORI LTz,

2) r=UhbOHLEE, BG5S, FORIR, PEEORE, HIEORRE, R, Wi, O,
REEFL A OV RBI TR R > RIS LT,

3) HER, BHE, b At ROES HVERIEA—TY 7 ¢ — FIT 2 ARIBE L. %
fo, FIMHCHTINGE, EMEHONINGE, BERE, RMTBROERNEA—7 7 L R
NTHEIZ LT

17.7.2.6. M4EEAERE
PEE ML T, P SBAA B A5 AR RMERRT A IR THE T B 1 E], BEEE2REL T
T-7=.

17.7.2.7. XETAIIMROEIRE

SRANHERIE, SR TH24R (BES3R) KXy e Y= b Y U A
(40 mg/kg) DIEWENTRGAZ X 5l T CREREINRD DA U TEFSE ST/ HITHNE L, RO
HEOHEEZIToTC.

BIROBD O D MBI IR EE ) & LT,

P, & TR, BRTAR, JNEE, 1B, BRUFURIL, 10 vol%HiEEE L~ U o CHEL, RE
L.

17.7.2.8. DIHKEOEH

HMEWL R S, SiRIEO R (758, ZEollim, [IFERORZ L) OfF /LU
BAC L AR T OFERAIEHIR 21 B SEER25 HEC1 A LA (i 10 BRE) 1777, 017 10
RREIC IR T L QWi TOHZME0 H & L7z

17.7.29. HBEREOEHE
MEIREE (PLEAZE, BUEVATEY, RATEV L) ORFEOF®EL, WEOMNS 4 UETIH I
[EREE 7.

17.7.2.10. 1FE 25 BETIZHE LA UDHER LR
fTH% 25 B ORI 10 BRE £ Cloaoth LR VIESY, (KEZAEL (B ARE PB3002-S/FACT, A
R7— -« ML REREHD), 0 MBS —h R U T A (40 mgkg) OREENEEEZ X 2 R
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T CIERENR S Al L TLEHFES B RICH L, RO FEOHEEEIT Tz

TEYRDSHER S AV HERL Y, IHRR AR BRI DRE AT T o 7.

EIRO B B2 MBI X ARITE) & A7 LTz

RRIRDANERFE O A v[RERRVBIEL, BEROVREOEEZANE L (BT KR AB204,
A hT— - FL RS,

P, MERRRR (5 FAR, BE PR, IPE, 1%, BRUYLENL, 10 vol% VEEE R/~ Y o CREE
L, PR L7-

IR ORI, 10 vol% T MREfF/L < ) o TREEL, WVE L7z, HEROEEIIZBMREE L, @
Bl DB LTz

17.7.211.1H8 5 HOBBYOLIRER VFEESDAIE

REW)IL, WG 5 BIZS hoSLEZ LT N U 7 4 (40 mgkg) ORIEIENE G2 X 2 5 T8
KERA S i U CRFFES R HICHIR L, ARSI R BORE R T 7.
PHER R O FEIEEEZHIE L. (BT R AB204, A 77— - bL FEEASH). *23EIT—E
FrEL7.

FAREEL BT TR L CHMEEL AN L.

17.7.2.12. 2 REMH LT L I-BEHD IR

EIREISEE UT-BEWE, EEZHEIEL (BT KR PB3002-S/FACT X h7— - b L FEER
2ft), XU bV EF— L N T A (40 mgkg) ONERENEE ST L D REE FCIERENIRD S 5k
M U CTZEEAE 7221 L, RSN OFREOREEEZI{T- 1.

g, WERIR (BTIR, BETERD), YN, 7B, BEAOIL, 10 vol%EiEE R~ U o ClElE
L, & L7

REWIOKREIIZSEE L, FlEROAELLT.

17.7.2.13.1H8 5 HOBEYORERGFIIRE

i, AR, BATAR, INE, =, BEROSLIRL, 10 vol%WEE#E R~ ) CREE L.
XIBEEED 6 7] (EE B OFZIR) AFTONT 50 mgkg BED 3 FIlZoWT, S, 8, BEROTLIR
O HE YR 2B L, FRERRSAIRE 2 i Lz, £72, 200 mgke BE0 6 5] (@hE
B OB NE) DARLEFNZHOWT, IR, 75, BEROAMD HE PEflidmAz FRi L, Il
kR & Foht L 72(15.2. BBFHEFEIIED 7o 2 L B /H).
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B10 H L% DSYE - MBI, 10 vol% P AR L~ U o TR L.

17.7.3. FEYOLERERE

2 RG-S 37 FRERAEE & 2SR & R B EN TEME S OB VIEIZ 1 % 1 OFfEAED
- ClRl B ANl = H .

RECHIFIFI4E R IRE S U, ZRRHERE CERIDRN S Uiz, REMERTESITIE  ER
ATV, BRI R R LB 2 e 2Ein E L, ZO B &R0 & L.

1774. ‘BEM
17.74.1. HERERER

HIPERHTRRHPE RS b, FEPEIREL, B RN ONREE O ELZBE L.
FEPENIE, REZRE L (FBFRFE: PG2002-S M PB3002-S/FACT, A b T —-+ I L RS,
B, 10 vol%HWEEfI R/~ Y o CHEEL, E L=

17.7.4.2. —fi%iREE
DA BEOMEL N O RREDEENE, 1 B 1T 7.
BERFHC RIS, 61 L= IREMWIAEEIC L VIR SNZ b 0L L, LS RITE 7=

17.74.3. E'RENMD
CIREE, AELZEIE L (FEFKFE PB3002-S/FACT, A F7— - b FHERSH), S L
B CRE OO GV BT, 10 vol%e R HEE AL~ ) U THEEL, RE L7z

BEWOFOHOKREISEEE L, FRIROHIERLT-.

Jalg

17744, (A&

(KEEIL, TE 0 KUY4 BIZHIE L7 (BB RKFE: PG2002-S, PB3002 XiE PB3002-S/FACT, A h7
— b FEEAEAD).

17.745. 1HE 4 Bl

REWIE, WH 4 HIZ 20%1 Y 7T 07 X A WERT CHEREINR & il U CTZE85E X7~ %4,
HE L.
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17.75. &HET—2OHEEN

R (Yo) = (KRMAIEWEYIFEEMWIED) * 100

SO (%) = (AHMEB By BAOTEWER) % 100

HEESE (%) = GBTAE VT H pERER S IR MEBLED) < 100
YEREART (H)= 2B (HE 0 B)- KRR

ERAE (%) = (A& REUITHRSHAEL) < 100

SR (%) = (RIS BUAIRE) < 100

WOEHTR (%)= (HHE0 A OFAETHUEFRED x 100

AR (%)= (FE 0 A OFAERBURMERED) < 100

54 H DAETER (%) =(E4H OETFEREHEH 0L H) < 100
PELE = e

AREEDHHAR (%) = GRREFEHAEN LR %) x 100

17.8. #EtFRAE
BIEEOFSHARNTL, FROL S IfT-o7-.
EKYENL, BartlethREY R OFHEY 11 5%, #OIMOKEIELFEM 5%& 0 1% & Li-.

—EIREE, R CTOEN, pH, BEAHE, 7 RulE, 7 AR, ©UAEY, #Eil, vaev) )
7 R O NS EE T FL S WD TR AR I T e o o, RIRER O 28B4 O—%
REg, KNE, SR OSEOKEITEF PO L. R8O BT80N % 1 BAL X L,
REMOREIT—EOFHE L I EEEAEFHH L.

a) IAHE, EEEE, KR, FFHRBIER (FOB) (CBITAHHR, HHE, b BN NUOESLS
WEE, B, BREEE, FE REE, WEEPORE, WEREERRE, basre
VREE (T3, T4, TSH), #vBEHm (MHXITHREL G, 50, LRERATEAL, TURIR,
RIS, BHRE, RHERE, WE 0 BoEAEIRE, FERB LTS 4 B OEFR
(DN, FEETEIfMN O EEL R H L.

RIT, BartlethEIZ L 0 DB O—HEH A WME L=, FORE, GO TI I REE L 4
B E P 51 L ORI CDunnetth 72> A FHE L7~ RESBOBEITIE, B & &5
B 5RE L ORI CSteelliiE ® & Eliti L7=.

b) EAIRE, O, WopEHE, WA, WE 4 BOATE, MR UMSRER OHERIZD
WY, SEECTEMENE VEEREZEH LT,

WIS, RTPRTE L SRR S G0 L DT Steel BT % FEHE LT,
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FHEHIR P O/EOINE, SiFE, ROKE, RE RILE, MRFIRE, MikELFrsmds
ROEESR X EREEZET) 1[I0 TE, FREICL D 5HRREE 200 mgkelf & ORITH
BO—BEOBREZEM L, SHBOEAIZIESudentDt HE Y, RS EOBAICIE
Aspin-Welch?t ##:5E ¥ % F2hi L7-.

TEHIZRERES (FOB) (727U, BEIR, HEE, b B D RUES < AVERAFRLS) RS
ERRAIZOWTIL, SHECESEROERAZ RN U, RIZ, RS SPEmE i G -
DT Steel FRE & Sk L7~.

R, ZNRRMOHERIZOVTIL, IR & SR E iz 55 & O TFisherD TEfER
B R FEM LT

FBRHAR AR A IZ VT, 200 me/kghE TR FRUZER TR S, 50 TV 12.5 mg/kghtll
DNTHIREZFE LIZHOFTRICOWTIE, *THRRE L S0 E i 58 L O CSteellt &
ZFM L7z, 200 mgkgBRIZ B W TR & OIZA EE2580 b7z 4%61%, Cochran -

Armitage DERERE ¥ & AV CTRERIGHEORE & £ L7-.

[EHEHARRE T R OMED TR FBRERE2AORT RAT DU T, STHRRE L 200 me/kght & D] TWilcoxon
e & EH LTz

Dunnetth@ 7% OSteel i E121E, #El/ 3y 47— U SASOPROBMCREIEL 'O -4 F L 7-.

18.

18.1. RIEIEESMH

18.1.1.  —A%IKEE

18.1.1.1. &5 HRchi# (Table 1; Appendices 1-1 - 1-4)

FECHISUTBFEBNE, WTTLORRZ LR BT,

200 mg/kg #E T 5122 —1BMEOTEREDS 10 FIIZ A H A7z, 50 K TN 12.5 mg/kg FEF DN AL T,
—EARRED BF T H Lo Tz

18.1.1.2. 5 HMIthitE (Table 2; Appendices 2-1 — 2-4)

FECHDUTBFEENE, W TILORRZ b Hian o7z,

200 mg/kg Ff TH T —BMEOTRIED 8 Il A~ H ATz, 50 B TN 2.5 mg/kg BRI NI XTIRRECIL,
—MIREEDRF T DA o T,

18.1.1.3. [EI{EHAMITEE (Table 1; Appendices 1-1— 1-4)
FECHDUIBEIERN L, WTTLOREZ HId Lo,
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WFROREL b, ARREEBORFIIZ LN T

18.1.1.4. [EIfEEARASIE (Table 2; Appendices 2-1 and 2-4)
FECHIUTWESEBNL, WTHOREHZ bl LR o7z,
200 mg/kg FER OKIMEETIE, —BAREBOREFIIA bvao Tz,

18.1.1.5. EZRMES (Tables 3, 4, and 5; Appendices 3-1 — 3-4, 4-1 — 44, and 5-1 — 5-4)

ST, HESEH, FREEGIUIRESIL, WINORHI LR e - 7.

200 mg/kg BETHEZIZ—1BMEDOFED ASELBLART R OSBRI T 9 fHlicAxohiz. 50 RO
12.5 mg/kg REETNT G RRRETIE, AHBRAART, ~JRCHAMIT, HRIAH P R OWERE S & & —i
REEDOBF XA DT,

18.1.2. K&
18.1.2.1. X5 HRIPH (Table 6; Fig. 2; Appendices 6-1 - 6-4)

200 mg/kg BECIE, XTHRREL LL~TH5 8, 11, 15, 18, 22, 25 (Y28 HICIAEDA B/ kiHit
ONTHHBRE L LT BEETRO B0 00, 85 4 BIZREDEFEIR 3 Bz,

50 mg/kg BETIE, RIFREE L BbTIRE 25 ROV 28 HICREOH EAKEN A BTz
12.5 mglkg #ECIE, RHIREE L LR TEHIE B OREICABEIA LI -T2,

18.1.2.2. &5 HfTE (Table 7; Fig. 3; Appendices 7-1 — 7-4)
200 mg/kg BETIE, XITBREL EENTHE 8, 11 KON 15 RICRHROAEREER A L.
50 RO 12.5 mg/kg BECIE, HRRE L le_CTHMIE H OB EIZG BEITA DR Tz,

18.1.2.3. [E{E#ARIhift (Table 6; Fig. 2; Appendices 6-1 — 6-4)
200 mg/kg FECIE, XIIRBEL LE_TEIE 1, 4, 8 ROV 11 BIZREOH E/MEEN ONZ R IREE & L
NTHEBEATRO LN EDOD, [BHF 14 BICAREOEMEEM A2 DAL

50 KON 12.5 mg/kg BECIE, HBRE L b THMIE H O EICA BEITA DR Tz,

18.1.2.4. [EIELARHIE (Table 7; Fig. 3; Appendices 7-1 and 7-4)
200 mg/kelE T, AHRTE & Hb~THHRIE H OIREICHEEI A bR~ T2,
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18.1.2.5. XECEF M (Tables 8, 9, and 10; Fig. 4; Appendices 8-1-84, 9-1-9-4, and
10-1-104)
200 mg/kg BETIE, XTHRREL [EATRG 8 LU 11 HICEREDOA /R REA A vz,

50 mg/kg FETIE, XHRAE L LATHIR 20 BICEREOA ERMIA BT, HEROKEIZ
RIHE & ORNTEDTRO LIV o T Z Linh, mFiB TR, RIBRDBAICHS A&
fLTHoHLEZLNT.

12.5 mg/kg #ETlE, ®REE L AR TEHIT H OREICAE BRI LN 7.

18.1.3. {EfHE
18.1.3.1. H5HARHHEE (Table 11; Fig. 5;: Appendices 11-1 — 11-4)

200 mg/kg BECIE, XFAREEL FEXTReE 5, 9 ROV 12 HICEEHBOFERMEENS A BT,
50 TN 12.5 mgkg BETHE, SRR & b~ THBITE B OB EICH B ZEI3H Lo 7.

18.1.3.2. X5 HMItitE (Table 12; Fig. 6; Appendices 12-1 — 12-4)
200 mg/kg BECIE, STHBRE S LEATHRE 5 LUV BIZEBATEOAR BRREA A BT,
50 KU 12.5 mg/kg #ETIE, HRERE & LN THBIE A OBRICEERITA LN T2.

18.1.3.3. [E{E#ARIFE (Table 11; Fig. 5; Appendices 11-1 — 11-4)
HGEEE b, XHEEEE B TARIE B BRI AEEII A DR T2,

18.1.3.4. [EIfEEARAF I (Table 12; Fig. 6; Appendices 12-1 and 12-4)
200 mg/kghETIE, *THRRE & H~TEHIE A DEREFEIZAEAIIA OIRhoTe.

18.1.3.5. XECEMEER (Tables 13, 14, and 15; Fig. 7; Appendices 13-1— 13-4, 14-1-14-4, and
15-1-15-4)
200 mg/kg BETIE, XPRREES TG 5 BICBIIROFEREEN A L.

50 mg/kg BETIL, KIHHEE LA THE 2 FICEEEOAERMEMED B O 307225, (AR OR
I EETHD Z L OEMEFAIBEE L ITEZ LR,

12.5 mglkg #ECIE,  KHREE L e CKHIE B OBEEBICA B EIIA LR T,
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18.14. HKE
18.1.4.1. 5 HRthif (Table 16; Fig. 8; Appendices 16-1 — 16-4)

FREGHEL Y, XHREE & LA NTHIE H OFOKEIZA EEZH bR T,

18.1.4.2. X5 HMttE (Table 17; Fig. 9; Appendices 17-1 — 17-4)
200 mgkg BETIL, STRRREL LENTHE 16, 19 KT 23 BITHOKEOREREEN A S AL,
50 RN 12.5 mg/kg #5 TS, xf@#f & e~ TEBNE A OB KB BRI LR o T2

18.1.4.3. [EIfEHARIti# (Table 16; Fig. 8; Appendices 16-1 — 16-4)
BRHREE S, LS A TRBE B OBKEIZA BT DL oTz.

18.1.4.4. [E{EHARIHItE (Table 17; Fig. 9; Appendices 17-1 and 17-4)
200 mg/kghETIL, <HHEEE L AN TEHE2 BIZEKED A Z R ED 7 AT,

18.1.4.5. ZECEEMER (Tables 18, 19, and 20; Fig. 10; Appendices 18-1 - 18-4, 19-1 — 194, and
20-1-20-4)

50 mg/kg BETIL, *HHERE & HE~THTE 2 BICEKREORBREER A O, (IR EOR

WD B TH D Z L OFMEFRIE L ITE R bR,

200 KT8 12.5 mghkg #ETIE, RHRHE L L ATABIE B OBKBICAEAITA DIV o T,

18.1.5. FHll7 R (FOB)

18.1.5.1. Hf (Table 21; Appendices 21-1 —21-4)

FAFF > TTH 2B T, 200 mg/kghf CRREEOFRIL A T B R 514 R3], 521 O
27UNESHNC A B, BEE21 R ORTH D7 L— RIZ DWW TR R & LR THBZEDFRO b,
F =707 4 —)V FRNOBIEETIE, 50 mg/kght CHRIREE & b~ 35527 B IZHER B O F B2 EfE
DB LNTN, T EBICESE LB TR Z 200, HRWEIC L 2B L IZE X L.
12.5 mg/kghf CTlE, #EEHDOWTNOEBICEH B IIA LN T,

18.1.5.2. It (Table 22; Appendices 22-1 — 22-4)

FITF > T T T8I TlE, 200 mg/kghf CREEE OVt 2 7~ B3 B 514 B 12441, $e521HIZS
B, $e 527 BiZ2BI 2 S0, B 521 H D 7 L RIZOWTERIRRE & EE R THBEEMRRD Lz,
H =707 4= FNOBIEZTIE, 12.5 mg/kghf Tt & Hh~3% 521 RICHEREBO A ERS

50



Study No. 100130
SERR

ENB LN, FEEIEIT LI L TIERN T &b, FERARE L ITE X S0,
50 mg/kghE T, BHEEROWT OB IS RIFIIH LR Tz

18.1.5.3. XECEEHME (Table 23; Appendices 23-1 —23-4)

FITRi > TITo 7285 TlE, 200 mg/kghf CHEEE OFIE%A 7~ 3 #2514 RIZ2BIIZ 2 BT,
F—T 0T L FAOBIERTIE, SHBEAZEEA~T200% OS50 mg/kght TG RIZN 6 23D [H]
OB BN BT, B L THhD = L, FIEFARE L I3E 2 b0,
12.5 mgkg #TIE, ZHIER OWTNOEBIZE BFITA LI -T2

18.16. RBREILE
18.1.6.1. RS HMIR THEE (Table 24; Appendices 24-1 — 24-4)
WTNOREE G, FEBIZEFEITIADN -T2

18.1.6.2. IXRESHIMIE THs M (Table 25; Appendices 25-1 — 25-4)
WTHOREL S, FHEBICEEITABN T

18.1.7. EAH
18.1.7.1. XEHR& THHE (Table 26; Appendices 26-1 — 26-4)

HERGREL Y, AREE S A TR R ORI ORI BT b o T

18.1.7.2. X EHIRBHL THM (Table 27; Appendices 27-1 — 27-4)
B GEEE b, XIREEE AR THIBR OEEOBDICAEZIIA Lo T

18.1.8. BREZE
18.1.8.1. IRE5HIMR THEEE (Table 28; Appendices 28-1 — 28-4)

HRGREL L, AREE L AN THAEH B A BRI Lo T,

18.1.8.2. XR5HAREHE TH5ME (Table 29; Appendices 29-1 - 29-4)
50 mg/kg BETIE, RHHRHE S AT D L3 0 MO A B2 &N A Hiv/ens, G EICRhE L
FEAETIRARNT L, BBRMEICL DB L ITEZ b,

200 KON 125 mgkg BETHE, *IREEL AR CEMIET BICABEAITA D277,
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18.1.9. [RIRE
18.1.9.1. RXE5HMKR THEE (Table 30; Appendices 30-1 — 30-4)

BBEHEL Y, SRR L S CREL ORI EICH BT BN T2,
K\ EREL L, 5K, pH, ALY, 7 RUds, 7 AR, EUey, i, vere) s —4Sr
KOV I R L IZIERIEE Ch o .

18.1.9.2. RE5HMR THM (Table 31; Appendices 31-1 — 31-4)

BHBERFE S, R L LA TRERORIEEIZA BT DT

58S, B, pH, EHE, 7 RO, 7 ok, vy, B, veve) s —5v
R OVEIE oo R & IERRYE CTh o 7.

18.1.9.3. SRR THEE (Table 32; Appendices 32-1 — 32-4)

BHEEHE Y, TR L LA TREBLOIRILEICA EZAIA BN T

KBERHE S, 5, pH, ERE, 7 NUM, 7oA vy, Bin, vavr) ) —5v
M OB TR S HIERRRE ChH - 7.

18.1.9.4. [ESHARRE THME (Table 33; Appendices 33-1 and 33-2)

200 mg/kg BETIE, APREE L LA TREE RIEICABAEIA LR -T2,

200 mg/kghETIE, B, pH, #HAE, 7 U 7 hoAR vUaey, Em, veel) /) —
B N ORISR HRRE & ISR Ch -~ 2.

18.1.10. MAZFHIRE
18.1.10.1. I 5 HARE Tk (Table 34; Appendices 34-1 — 34-4)

FIREGHEL L, RIS AN THUEARBICAEETA N T

18.1.10.2. IR SRR T H5ltE (Table 35; Appendices 35-1 — 35-4)

200 mg/kgfEClE, xHHEEEL b~Til/ L, MRARMEREER L VY RO ER & E, 4T
HERH SR OB EARER N 7' b a v BN OB BRI 3 A AT

50 mg/kgRETIE, SHIBRE & H TV IMEEL OV o 7 SEREE RO B 72 @l N AP P ER LR AT
BEENRA ST,
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12.5 mg/kghtTlHE, *THREE L LA TERREHBICAEARIIA DR o T,

18.1.10.3. [E{SHARE T 55 (Table 36; Appendices 36-1 — 36-4)

200 mg/kgf#“(“ VX, SHHR#E S LA TRILERE N T 7 1 B BORBERMEEN A L0, B
HIERE THREIZIZERD SN2 o 1o B Ch H 2 & RUBRBREs D 57— # O [FRILEKEC
829 + 40 (104/pL) ~T/ BBV 152£06 (g/dL); Attachment 10] ROEALTH D Z Lvb, #
BWEIZ L DB TEZ DR

50 mg/kgBEClE, <R & b CUFBEER LB OB BB A s, e IR TRICIES
DONRD T2 L THD Z &, B GRICEE U729 TiEn 2 & USRI 0% 57— ¥
OOFTFE [AFBEERELT: 1.4+ 0.6 (%); Attachment 10] WOE(TH D Z L, HRMEIZ L 208
EEEZ LN,

12.5 mg/kghf T, fRREE L LN THRBEER B ICE BERA LN - T,

18.1.10.4. EIfEHARE THEME (Table 37; Appendices 37-1 and 37-2)

200 mg/kghETiE, XTHREE & LN TYHRMERFRBOA R AR@MINA DALR, HHHIRE TR
TGO BN T B TH D Z &, RMERBIL O~~~ h7 Uy MIZZ T2 & LU
ﬁ’@%’%@”ﬁbﬁ%— DO [PEEFRIMERAFE: 52.8+ 1.8 (fL); Attachment 11] NOZLTH S Z &
b, WBRWEIZLDBELITBEZ LN,

18.1.11. MAHEILFRIIRE
18.1. 1. 1. 5 HARR T RS (Table 38; Appendices 38-1 — 38-4)

200 mg/kghE i, SRR HESTRY 7V 74 ROABERKENRA LN

200 mg/kghETIE, RFEREE AN TALTOAERKEN A LS, SR O 57 — # O

[ALT: 27.6 +4.1 (IU/L); Attachment 12] WNOBE(LTH D Z Lnd, WERWEIC L DB LIIE XD

720

50 mgkghtClE, XIFRREE LT RY 7V 74 ROFBRKMENRS BT,

50 mgkght TlE, <IFBEEE ST HNS 7 ADOBEEREENRHT-R, FEEIC M L 7-2b

TN & R OGRS @;”55-\7‘#5’@ [F7vi 7 ;0 9.7+£03 (mg/dL); Attachment 12] N
DECTHD Z EMD, WRWEIZ L DELITEZ DRV,

12.5 mg/kgfE L, <H#E & LA~ CRBEER R IZA EAITA DIVRD o 2.
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18.1.11 2. I 5 IRE TH5 M (Table 39; Appendices 39-1 — 39-4)
BARGHEE b, HR#EL LN THERER B A EAITA LR o T

18.1.11.3. EI{EHAR#E T B (Table 40; Appendices 40-1 — 40-4)

50 mg/kghETIE, XHREE L LA THHE Y > OFEREMENH DAL, G TR LG8
BN THAH Z L, HERICHEM LTI Z & U BRI DO 57— 2 D
S [ Y ot 7.540.7 (mg/dL); Attachment 12] NOZELTEH 5 Z L, BB L 5 5
ElIE BN,

2008 ON2.5 mg/kelETlE, SHERE L LN CHBITIEBICE BRI bR o 7.

18.1.11 4. [E{EHARHE T H5 M (Table 41; Appendices 41-1 and 41-2)
200 mg/kghETIE, I & LA~ THRATIER ICA BT bR T2,

18.1.12. MAHHRILEVEE
18.1.12.1. R S HARHE T HFifE (Table 42; Appendices 42-1 — 42-4)
FHEEREE S, ML ATT3, TAROTSHIREIZHEZITA DN 0T,

18.1.12.2. IR 5 HIRMR T H5ltf (Table 43; Appendices 43-1 — 43-4)
FRGHEE S, SRS LNTT3, TANUTSHIREI A EEE A SR od.

18.1.13. E&FR
18.1.13. 1. IR 5L Tk (Table 44; Appendices 44-1 — 44-4)

SKTHETE ClEe & JCHE S OMERE ORAE 731451 (No. MO1103) 12A BT,
200, 50X TN2.5 mgkelETlE, REITABNIRIN-T

18.1.13.2. IR 5 HRMR T H5ltf (Table 45; Appendices 45-1 — 45-4)
WTHOREE b, BEIILALNR T

18.1.13.3. [A{SHIRE T B (Table 46; Appendices 46-1 — 46-4)
WTHOREE b, BEIIAONR-T.
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18.1.13.4. EEHARHL TE5E (Table 47; Appendices 47-1 and 47-2)
200 mgkghE R OSHIREETIE, REIIHZ LN Tz

18.1.13.5. XELEHIEE (Table 48; Appendices 48-1 - 48-4)
WTROREL b, BREIIALNR T

18.1.14. BEEE

18.1.14.1. IR SR THEEE (Table 49; Appendices 49-1 — 49-4)

TR H OIREIY, 200 mg/kghf CHRIHRRE & Lb~TH BB A BV, 504 TR2.5 mg/keghE Tl
KRB A CERR H ORI BT b o7,

200 mg/keRETid, xfHRREL Lt&fﬂ?ﬂﬁmf@ﬁE%@ﬁ%’:7L£1£Eﬂﬁ7)§77< BTN, RHREEIZLE~TH

KB ZHIRNZ & D, EBWEIC LB L IIBZ b, £, FEETE, xiEiEs

AR TRBROM X R OA e i A 6zhm>, SHHRERZ LTI RS AT 20 2 & RO

HERRR O BT — 2 O [FEAAER: 0.73+0.13 (g%); Attachment 13] NOZLTH D =
E0h, WERIEIZ X ARE L ITEZ b,

12.5 mg/kghECHE, XPRRREL LT EF'w@@%@i@%&(ﬁmi@%@ﬁﬁ@%Eﬁﬁ77L S,

B EICRE LTI N2 Enh, #HRMEIZ L AR L 138 2 b,

50 mg/kg BETIE, AFRREE AR TEIBRE ORI ERR X ERICHEAITS b7

18.1.14.2. 3% S HARHE TEEE (Table 50; Appendices 50-1 - 50-4)

HEs B ORI, 200 mg/kghl TXIBRREES S THERKED A H A7, S0 TM2.5 mgkght Tl
R LTI B OREIZA BFR T A L0 o T,

50 mg/kghE TIE, XHREE & LA THE O EROA BRSNS T8, B FEICBE Lz
LT RN & &Uﬁ%ﬁﬁ&&“w;ﬁ%‘]‘*‘ﬁ 0)%@#[ [FEfextEE: 501+ 100 (mg); Attachment
14] NOELTHDH Z Linh, $ERWEIC L D58 L 1TEZ G0,

200 KON 12.5 me/kg TECIE, RTFRRE L HL A THRERE Ot EE R O ERICA BT~ DILR
oz,

18.1.14.3. [A{SHARE T B (Table 51; Appendices 51-1 — 51-4)
Hit H OIREIY, KRGS XML LN THEEIR DR T,

200 mg/kghETlE, *ERRE & b~ TR EEDH B2 &EA R HAVZA, SRR ~THE
STERIZATRNZ &, BHHARE THRACIIERO DAIVRD - T2 TH 2 Z & RO B D1
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B — & OB [N EE: 176 + 16 (ng%); Attachment 15] NOZAETH D Z L b, D
FIZ X ARBLITEZ SN,

12.5 mg/keghf Cl, XTRRBEE WA COBROMBXEEOTEREMEN A LN, FGRICEh#EL
BTN E RORBIEFROE /T — ¥ O R EE: 0.690£0.05 (g%);
Attachment 15] AOE{LTH D Z Linh, HRIWEIC L DB L IIE 2 DAV,

50 myg/kefETIE, ITHRIE & L TRy B ODRfks B M O L AT B3 DR Tz,

18.1.14 4. [E{EHARR T B5ME (Table 52; Appendices 52-1 and 52-2)

HIR H OREIE, 200 mg/keff Tl & LLNTHEZETA DR T

200 mg/kgE TlE, XTHREE & LE~CRIM Okt B &K OFAXT EE&OF B/2miin s oz, &5
HARGE TR IEERO LIV~ 2B b Th 5 2 & R ORERtiak O 57— & O#F BB ®H
£:70.7=8.8 (mg), BIEABATEE: 24.7+2.9 (mg%) ; Attachment 16] NDZA{LTH D = L e, #
BB L DL ITE X DLV,

18.1.14.5. X EcR# SR (Table 53; Appendices 53-1 - 53-4)
HikE B O, SERSEEE AR L IR TEEAIA DN o T,

50 mg/kgBETlE, SHREE L AN TIRRR O FE OGN EROA SR RIE, L L THE#E
PI72 N DO OIPER I ON-E O TR B OB 3 A B 7.

12.5 mg/kg TECIE, xIHRTE & e~ CONR D B &N O EEOH BAEENR A bk,

18.1.15. RIBMERSFRIFTR

18.1.15.1. I 5 HARIE T H5#E (Table 54; Appendices 54-1 — 54-4)

B: B HCRE L EGEZ 003200 mg/kghf CoBl B 24 B, ZFORREITRE Tho7z. AiF O
- ERAETEERIE, 200 me/kghE TRHERRE & LN THEENRO LI, 70, HABERIGHE bR
iz, IREIBMEED200 5 U0 mgkght CHAFIZA B, FOREIZTBE CTh-oT.

FOMORERE LT, BTORLUIZET RGO

Ol AR DS IREE CLEIC A DT

JEfe: AL K OV~ D IAEN BRI 2 S FRFE CLH A B ATz,

Wi fh: G MOTIESHREE TN A BT,

RBEE B T ThED SRR C LIS BTz,

ZOMITIE, 200 mg/kghE N ORTIRIETIE, At &, NP, BER, S TR SETI, fE, +
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50, 20m, ERG, S AR, BRG, R ERG, MR, TERY LoSES, HEIRY oS, B
W&, RERE, REEL ORENL MK, RINZIRNEEE, RE, EEENR, TEE, BIR, AR, RRUME K
M, /NI, 18, R, AcErRRE, BRER, ~—F IR, BB, RERE, KERES R OFRIZ AT IX
FROITRD DT,

18.1.15.2. 1 5 HiRE T H5ltf (Table 55; Appendices 55-1 — 55-4)

B: BB TR ERGEBIER A 200 mgkghf TSHIRHNZ L B, FOREITRECThH-7-. AiED
TP EFARBARIE, 200 mg/kght THHBE & L THEAENRRD DL, 730, FARLIGHE LR
iz, TR IZIEMHESE 3200 mg/keRE C3H1 M US0 mg/kgft CAFNZ A B, FOREITISB&ET
BHotz. BRE OBMEBEHIS0 mg/kelE CHRERE & LN THEENFRD L.

ZOMOEE LT, UTIORLUIZIRE .

I3A IV SIS DSRRRE T A BT,

e AR D SER A S HRHE T3l oA DAL=

FOMITIE, 200 mgkght R O REETIE, (O, I, <8, IR B, ST, BT, A,
+f6HE, 25, BN, BRG, fERG, EAE, BOlR, MR, TEED LoNEN, BENRY Lo8En, BEE
SR, o, B OTEME, BIE, BRIR BRUIME, RN, /MM, 18, ARRE ARk, HRER
N—H—R, e, KERE, MEahE REREESE, RGO RE IR0 -7,

18.1.15.3. [E{E MR T 5k (Table 56; Appendices 56-1 — 56-4)
B BT R EEGETZRGDS 200 mgkg BET 4 BllcAabh, FOREIISRETH- 2. IRY
HFEIEDME 73 200 mg/kg F T 4 I NS0 mghkg BET2 Bl A LI, FOREZZSBE CThH-oT-.

18.1.15.4. EEHARHE T Bt (Table 57; Appendices 57-1 and 57-2)

W BTHIORE FEGEIZRAS 200 mgkg BET 3 Hillc b, TOREEISCBETH--. BH
RIIEORHREAS 200 mg/kg HET S PIRHICH LI, EOREIII<EE TH 7. RERIEORRE
1%, 200 mgkg BECRIBRRE L LA THEADRD BTz,

18.1.15.5. X ECE¥ It (Table 58; Appendices 58-1 — 58-3)
200K NS0 mgkghEll ONIRIFREEE &, BB, 1B, BERUOFURIZEGIIA LIV T
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18.2. 4HERLESHM
182.1. HEWMOEIEFRE
18.2.1.1. FiERE%K (Table 59; Appendices 59-1 — 59-4)
HREREE b, GREE & P CRRELBHAARTOR -] (14 B [E]) OFIEEEUA EZETA L

D30T,

18.21.2. RKEMEBRH, REE, ZHMHRUZE (Table 59 Appendices 59-1 — 59-4)
12.5 mgkghtTlE, VHBZR Lgho7z.
RRFTE A H ORI, ARG bt - Ofica BRI A L2 Do 7.

RIS, 200 mg/kghE T12412451 K URS0 mg/kghE TN A HALT-. RRFIT, 200 TS50 me/kg
ﬁi’(ﬁi‘fﬁlﬁ&{‘é‘#ﬁ bz,

12.5 mg/kgfETlE, REEE S AN TRERICHEERTIA BN T

18.2.1.3. IEYREAR (Table 60; Appendices 60-1 — 60-4)
50 mg/kgfETIE, XHHRRE & L THREIBOA B2 ER A AT,
12.5 mg/kghETrE, RIFRRE S e~ CHIRIRICAE EZII A LN o T2,

18.2.1.4. MIREAE, BRBKRUERKE (Table 60; Appendices 60-1 - 60-4)
50 mg/kgHE T, e & HENCIEIRER IR, BEREOR USER RO A ERMEEN A BT

12.5 mg/kghf T, SHHERE & BN TIHRERRE, BERBROEREICH BETA LT,

18215 HEZR NiIRERUEEINEE (Tables 60 and 61; Appendices 60-1-60-4 and
61-1 - 61-4)

HIPESRLY, 50 mg/kghE CHI3FIMARIIBETST.1%E 720, RIIREE L b CHERBEN 2 57~

12.5 mg/kgHE N OSCHRBEDO HEEFRIL, 1000% CTh -7z,

50 mg/kgh EOMEBFI O A IRIZEE2HIZIE L Lz,
50 UM2.5 mg/kgffll INTHRIFRRETIE, DBBIRIER OVBIRBIC R I XA bived o 7.
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1822. REM

18.2.21. HAHERS, FEERH WE 0 BOFERY WE O BOME, HifE ROEHE
RUHAESR (Table 60; Appendices 60-1 —60-4)

50 me/keRE T, RERE & EL~THatHpE RS, B0 0 O REOFERIKMELS A bz, FIEE

TUL, KHRHE & S COEEE SR, W0 R OMELL, o, ROEHRE OHAERICAEAITAD

A PAGIEESY el

12.5 mg/kgff T, *FPR#E S ELNCTRIEEVRER, SEEENER, "0 R OFAEREL, WHE0R OMEH,

e, VROPEHSE N OHARICH BZEd A b e -7

18.2.2.2. REMID—IE HE 4 BOLEFRE HE 4 HOMLE, WE 4 BOEFEERRUS
FREE (Tables 60 and 62; Appendices 60-1 — 604 and 62-1 — 62-4)

50 mg/kght T, RHRHE & LA CHE4 H OAFRE O ERIREL CEEAIZA DIV S DD

54 OETFEOKEER N A DIV, FEECIY, R A CHE4H OMEHIC A BT A

Sy WAy

12.5 mg/kghf ClE, *THABE S b TE4 R OAEFIEL, WE4R DM R OVEE4R OAERICA

BRI ALNIR T

50/ TN 2.5 mg/kgREl ONIRHREREE TS, BrEVIZANRRFITA v o7z,

50/ TM2.5 mg/kgBENF ONTHTHHREECIE, REMO—ACRIEBIZR T IZ A bR o T,

18.2.2.3. 'REMIDIXE (Table 63; Fig. 11; Appendices 63-1 —63-4)

50 mg/kghtTi, RIFRREL ETHEO0R UG H OMEER A E, ME0RUMH O FRKE
DEEEERA L. £, S0mgkglETlE, *MREEE b THBEORUMH O—EAFHAE
OF BRARES S D=, HE0H OFAERBR OWE4Y A DEFRBOREICIE S EMEE
Zbhhb.

12.5 mgkghE T, XHHREEL LA~ TREOKL U B OMERESMAEHAE, THE0& UM O—E A
H, WHOM VMR O—HEHAEICAEEIIAONRD T

18.2.24. EERKRUFRLREMOFUEFTR (Table 64; Appendices 64-1 — 64-3)
TR TR AR (MAD 21 bhnT-.

50 mg/kgBEDIET TEWNE, FINAFH (B R Thor.

12.5 mg/kglf TITEF 1IH LT,
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18.2.2.5. REMIDIEE 4 HDOFIRRFTR (Table 65; Appendices 65-1 - 65-3)
500 UM2.5 mgkghRir DN IRREL &, BEIIA LN -T-.
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19. BE
22[12:&y74»52(ﬁ#yx%VVﬂEﬂ(ﬁ%v5y)®§y%%Mwé%D&§

LR aREREEN  AERAENGRBREITV, MR T 2 &SRR R A T
ﬂ‘7 e, MR, RRITE), =M, SMBEMOFER ORI B OMEEBIO A5 18
WZRIE TR OV TR L7z, BEG-RY, 200 mgkg/day% =t L, BAF, 50 mgkg/day%
BHE, 12.5 mgkg/dayZ{KHEICHRE LT,

RIEHGAC X BB HOWTIE, FBEHITEFEHN I T IV OREDRE, A OHERIZ B0 5Hi
VY IRe Y

REDZ b e LTI, M, MEROMER & & 200 mg/kg BE TR A S0, HE5HIZ—B
'w_mwant@&f@w St 70 & OORRESER &b A VN THER AR 0D B2 N QYR PR =R I
RO LRI Enn, RRYE ORI ZES AL LT X, BIHEIK S XA X b
7=,
SIS (FOB)TIE, B0 & RIREICHEBRE ORI ES< & B 2 50D —BME DR, ST,
MR OMHEBLOD 200 mg/kg BETA L=, ZFOMIZEFIIRED LR o7-.
IREELE, HETIE 200 mgkg #F TIRITEGHAR R OV T A8 U TR S HERAERER), 50 mgkg
P TERGHIRI OB INASEN A 7o, MR OMER Tt 200 mgkg # Tl 53R OO AKEA
BT,

BAEELT, ETIE200 mgkg BETIHTR SR 408 U TEMEN 4 5372 MR OMER Tix 200 mgkg
TR IR OPENAKEN A BT,

KR, METIE 200 mgkg R THR G-I OB R OWIE A OWIEIZ mERS 2 H v,
JEEIVE, BAOROBRERICE, RO TR & SR E I CRE T 52 kA s
niginoic,

PRIGASIC IS T, B G HMIE TR OV RIS TR CHERE & & BB 2 2 kid A o
o7z,

MR BN T, BRGHIRTR TRFOMED200 me/kgf T/ M, FERARMERERE VY >
SRERICEO S, ATPEREEROUIIE N7 e b a v BV OER, 1050 mg/kght /MK
BN 2 SR 0 @ NG NI HHER LR DR S 7z

MIEAELFRIRE BT, &5%%%7%:Wmmmmygﬁ&@megﬁﬁbUﬁ)??%
RORERF L, ZOEE, MG T AT RE R DRI Lh, VBRI
WEL KITTHO TRV E R SN,

MLAAR/E S (T3, T4 RUONTSH) (20E, G HIRMRS TIRFICHERE & & B EICRR 92 2 kX
IR0 Tz.
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BIRIZRN T, G IRIR T IR A, R ORI DN Z IR SRS T Rl SR & b L e
IR RAY X (b s oY (R VIRl

FEHEEIZBW T, MEH 50 me/kehf TIRE K UM OFR 6 B 20O {RAE K UMt E s o EABfEH ),
HEHL D12.5 mg/kghE TR ROt T & o OHRT TR R DR A DAV, MEEL O A TR O Jm PR
FHPRTE CTHEIA DA THIRN S OO, HEFRD12.5 mg/kell EOREL TR HALT- IELOH%T
% OH B B ORAE U ARAEER], 50 mg/kgbh_EOBEGTRED Sz 7B OFEXTE RO KfE
R USRI E R OEME R, #b T 22RO T EBHE LA LE 2 b,

TRBHER AN RRAIZ RN T, B GHIRIRETERFO 200 mg/keghEOMER OME CIERTS IZR L ERIRE
RO (BPHEEAE ONT 50 me/kgREDHER O CIIAR B IZIBMEEIE N A bz, 2, 2-[1, 2—-
THEUPAILER (AFVAFLU) ER (FFTT0) FREREIEAE LT A D, AT
BIEXIRBIZALNTZZNOOFTRY 2, 21, 22X VA LER (AFTAFL )] B
(X7 ORI D AEEKE EHER XD, [BIEHIFERE TR 200 mgkghtOREN TN
HECIERITE R T B EGETZRR K OMR B RSIEORSE T ONZ 50 mg/kgREDIE TII IR E RSB DMER A3 7.
bz, Ui~ 2 EEOFRESOH IR LY ZORRENEIZS3 2 O8I L, [BHEEMC
HDEHERSNG.

BEW)OAEGERATIHZ OV T, A2 HMEN 200 mg/kghET1241 7 1261 245 K T80 mg/kght T12
B 56 & ZRRROARED A DALV, SREROMAEE, MERORSER O RO/ EE 0%
TIZEZFBRD LR &, MERONEE R ORI BRI E O NGO LR &5
b, T XIIITOMERTAEZ Hb. 50 mgkeghEOMER 1B ORHAERITHE2AIFET L
7o, MO EREBR OCHA RO —RARBIC R IIA bR Enh, FORIEIAHATH
o7z, FIEECIHHRMEOER, HRAE, SR, BRFROCHEROKMENSA LN, K
SHIM (148 OREEE, KBFR, KEAEAR, SRKEROHEIRECIE, HERmEIC
e N RV N A e NSV g R ARy

WEWNZ DT, 50 mgkghf TRIFEVIEL, FH0 H O HEUL ONE4 H OAAF IO,
B4 H OEFFLOBEM A O E L UG H OREOEEN A Bz, ik, WoREH:E,
AR, M, —ARIRRE, SARKOSFIMRPTRICE, #ERE CEIRT 22 A Lo T,
kDX 12, 2,21,2-m X VA IVE A (AF AT L) BR (FFT T ) OEEERT,
HETIES0 mghkghe 5 THRER O Y 70 &5 A4 ROMKEIF N IRE OIS ST D D2 &
72512.5 mg/kg/day, METIES0 mgkg 5 TH/IMREKL VD o ERELROEE, 47 PERHROEE
WOV IRE OB RO B2 Z & 735 12.5 mg/kg/day, HER CTIEL12.5 mg/kgiR 5 CIREDOME
R B K OISR EOKEDFZRD LI Z & 035 12.5 mgkg/day A3 & 5 2 b 5. Ess 4wt
THIZR BRI, B CIES0 mgkefk 5 TR, fHRERE, HRE, BRE, MIREE)
Wik, BV EE RSO OV EE SR ORI AR B O IER RO b Z £ b
125 mgkg/day & EZ bivsn. REM~DOIEREIT, 50 mgkelx 5 CHRMHEE, WHHOMNT4H
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O, AATROBAERIANE B R U4 H DIRED SR bie Z &b

12.5 mg/kg/day & & 2 HiL5.
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10)

FOEREE T2, MSDS.
2,271,222 Z A NWER (AFRTAF L) BA (FFTTL) O

AR CORENEGESAER GRBRE 5 091930), HASHEA NS AV —F 2 Z—
PHEHIFFERT; 2010.

2,21, 2-H VA NER (FFXVATFLL)] BERX (FXRTT) DT
v M AWDRAREIC LD EeEErt - ARRABIIFEFHRO TR GRURE
5 100130P), HERStAANA AU Y—F 27— PIRBHIERT; 2011.
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Study No. 100130

Table 1. General clinical signs in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

¥9

Group mg/kg|Number of males Days of administration
and general 1 2 3 4 5 6 7 8 9 10 11 12 13 14
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Numberofmales |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,2'-[1,2-ethanediylbis | 12.5 [Number of males |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
(oxymethylene)] Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
bis-oxirane 50 |Numberofmales [12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 [Number of males |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 9 12 10 12 10 12 6
Salivation o 0 0 0 0 00 0 0O 0 0 0 0 O 0 0 0 00 1 0 3 0 2 0 2 0 6
Pre: Before administration, Post: after administration. (Continued)
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Table 1. (Continued) General clinical signs in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group mg/kg|Number of males Days of administration Total”
and general 15# 16 17 18 19 20 21 22 23 24 25 26 27 28  29%
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 |Numberofmales [12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -

2,2'- 12.5 |[Number of males |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

[1,2-ethanediylbis Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -

(oxymethylene)] 50 |Number of males |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

bis-oxirane Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -

200 |Number of males |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 9 12 8 12 6 12 9 12 9 12 9 12 6 12 5 12 5 12 5 12 6 12 8 12 7 12 12 12 -
Salivation o 3 0 4 0 6 03 0 3 0 3 0 6 0 7 0 7 0 7 0 6 0 4 0 5 0 0 0 10
Pre: Before administration, Post: after administration. (Continued)

#: Start of pairing.
*: Day 1 of recovery.
a): Number of males showing abnormal signs at least once between Days 1 and 29 of administration.
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Table 1. (Continued) General clinical signs in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group mg/kg|Number of males Days of recovery
and general clinicalsigns |2 3 4 5 6 7 8§ 9 10 11 12 13 14 15
Control 0 |Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
2,2'[1,2-ethanediylbis | 12.5 |Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
(oxymethylene)] Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
bis-oxirane 50 |Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
200 [Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
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Table 2. General clinical signs in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group mg/kg|Number of females Days of administration
and general 1 2 3 4 5 6 7 8 9 10 11 12 13 14
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Number of females|10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
2,2'-[1,2-ethanediylbis | 12.5 [Numberoffemales|]5 5 5 5 5 5 5 5 5 5 5 § 5§ 5§ 5§ 5 5 5 5 5 5 5 5 5 5 5 55
(oxymethylene)] Normal 555 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 °5
bis-oxirane 50 |Numberoffemalesf 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55
Normal 555 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
200

Number of females(10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 9 10 9 10 8 10 9 10 7 10 6
Salivation o 0 0 0 00 00 0O 0 0 00 00001 0 1 0 2 01 0 3 0 4
Pre: Before administration, Post: after administration. (Continued)
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Table 2. (Continued) General clinical signs in female rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group mg/kg|Number of females Days of administration Total”
and general 15 16 17 18 19 20 21 22 23 24 25 26 27 28  29%*
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 [Number of females|/10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 -

2,2- 12.5 |Number of femalesf 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 S 5 5 5 5 5 S 5 5 5 5 5 5 5

[1,2-ethanediylbis Normal 555 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 -

(oxymethylene)] | 50 |Numberoffemalesf5 5 5 5 5 5 5 5 5 5§ s s 5 s §S 5 5 s s s 5 5§ s 5 5 s s 5 5 5

bis-oxirane Normal 555 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55

200 |Number of females|/10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Normal 10 8 10 6 10 7 10 7 10 7 10 5 10 4 10 3 10 9 10 4 10 4 10 8§ 10 7 10 6 10 -
Salivation 0o 2 0 4 0 3 0 3 0 3 0 5 0 6 0 7 0 1 0 6 0 6 0 2 0 3 0 4 0 8
Pre: Before administration, Post: after administration. (Continued)
*: Day 1 of recovery.

a): Number of females showing abnormal signs at least once between Days 1 and 29 of administration.
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Table 2. (Continued) General clinical signs in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group mg/kg|Number of females Days of recovery
and general clinicalsigns |2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control 0 |Number of females s 5 5 5 5§ 5 55 5 5 5 5
Normal s 5 5§ 5 5 5 5 5 5 5 5 5 5 5
2,2'-[1,2-ethanediylbis 200 [Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5
(oxymethylene)] bis-oxirane Normal s 5 5§ 5 5 5 5 5 5 5 5 5 5 5§
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Table 3. General clinical signs in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group mg/kg [Number of females Days of administration
and general 1 2 3 4 5 6 7 8 9 10 11 12 13 14
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Number of females{12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,2'-[1,2-ethanediylbis | 12.5 |Number of females{12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
(oxymethylene)] Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
bis-oxirane 50 [Number of females|12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 |Number of females|12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 9 12 10 12 12 12 9 12 7
Salivation o o0 0 0000000000 0 0 00 1 03 0 2 00 0 3 0 5

Pre: Before administration, Post: after administration.

(Continued)
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Table 3. (Continued) General clinical signs in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group mg/kg [Number of females Days of administration
and general 15# 16 17 18 19 20 21 22 23 24 25 26 27 28
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0  |Number of femalesf12 12 8 8 5 5 1 1 0 0 0 0 0 0 0 0 0 0 0 O O O O O O O 0 O
Normal 1212 8 8 5 5 1 1 - - - - - - - - - - - - - - = - .= - -
2,2'-[1,2-ethanediylbis | 12.5 |Number of females(12 12 10 10 9 9 6 6 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
(oxymethylene)] Normal 21210109 9 6 6 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
bis-oxirane 50 [Number of females|12 12 9 9 6 6 4 4 0 0 0 0 0 0 O 0 O 0 O O O O O O O O O O
Normal 1212 9 9 6 6 4 4 - - - - - - - - - - - - - - - - - -
200 |Number of females|12 12 7 7 5 s 3 3 0 0 0 0 0 0 0 0 0o 0o 0 0 O O O O O O 0 O
Normal 28 7 5 5 1 3 2 - - - - - - -
Salivation 0 4 0 2 0 4 0 1 - - - - - - - - - - - === === ==
Pre: Before administration, Post: after administration. (Continued)

#: Start of pairing.
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Table 3. (Continued) General clinical signs in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group mg/kg [Number of females Days of administration
and general 298 30 31 32 33 34 35 36 37 38 39 40 41 42
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Numberoffemalesf0 0 0 0 0 0 0 0 0 0 0 0o O 0 0O 0 0 O 0O O 0 O O O O 0 0 O
Normal - - - - - e e e e e e e e e e e e e e e e e e e
2,2'-[1,2-ethanediylbis | 12.5 |Numberoffemalesf 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
(oxymethylene)] Normal T 111111 11111 1 1 1 1 11 1 1 1 1 1 1 1 1 1
bis-oxirane 50 |Numberoffemalesf0 0 0 0 0 0 0 0 0 0 o0 0 0 0O 0 0 O 0 O 0 O O O O O O O O
Normal e T R
200 |Numberoffemalesf0 0 0 0 0 0 0 0 0 0 0 0 0 0O O 0O O O O O O O O O 0 O O O
Normal - - - - - - e e e e
Salivation T
Pre: Before administration, Post: after administration. (Continued)

$: End of pairing.
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Table 3. (Continued) General clinical signs in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group mg/kg |Number of females Days of administration Total”
and general 43 44 45 46 47 48 49 50 51 52 53
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 |Numberoffemales0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O 12

Normal - - - - - e e e e e e e e e e e e e e e -

2,2'-[1,2-ethanediylbis | 12.5 [Numberoffemalesf1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 12

(oxymethylene)] Normal 1t 111 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 -
bis-oxirane 50 [Numberoffemaless0 0 0 0 0 0O 0 0 O O O O O O O O O O O O O 12
Normal e T -

200 |Number of femalesf0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O 0 0 0 0 O 12

Normal T -

Salivation e T 9

Pre: Before administration, Post: after administration.

a): Number of females showing abnormal signs at least once between Days 1 and 53 of administration.
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Table 4. General clinical signs in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group mg/kg |Number of females Days of pregnacy
and general 0 1 2 3 4 5 10
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Numberoffemales [12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,2'[1,2-ethanediylbis | 12.5 [Number of females |11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
(oxymethylene)] Normal IR R S R R R R L R R A R L O I R R A R P L R A R A R
bis-oxirane 50 [Numberoffemales|7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7T 7
Normal 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7T 7
200 |Numberoffemaless|0 0 0 0 0 0 O 0O 0O O O O O O O 0 O O O O O O O O O O
(Continued)

Pre: Before administration, Post: after administration.
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Table 4. (Continued) General clinical signs in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group mg/kg|[Number of females Days of pregnacy

and general 20 23 25

clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 [Numberoffemales [12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 2 2 O O O O O
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 2 2 - - - - -
2,2'-[1,2-ethanediylbis | 12.5 [Number of females 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 4 4 O O O O O
(oxymethylene}] Normal 1 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 4 4 - - - - -
bis-oxirane 50 [Number of females |7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 3 3 3 3 3
Normal 7 7 7 7 7 7 717 7 7 7 7 7 7 7 7 7 7 7 7 7 3 3 3 3 3
200 |Numberoffemaless(O0 0 0 0 0 0 0 0 0 O 0 0O O O O O O O O O O O O O O

Pre: Before administration, Post: after administration.
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Table 5. General clinical signs in parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group mg/kg|Number of females Days of lactation
and general 1 2 3 5
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Number of females | 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12
2,2'-[1,2-ethanediylbis | 12.5 |Number of females | 11 11 11 11 11 11 1 1 11 11 11
(oxymethylene)] Normal 11 11 11 11 11 11 11 11 11 1111
bis-oxirane 50 |Number of females | 4 4 4 4 4 3 3 3 3 3 3
Normal 4 4 4 4 4 3 3 3 3 3 3
200 |Number of females | 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
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Table 6. Body weights of male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 12 12 12 12
Days of administration
1 398 + 14 399 + 19 398 + 18 397 + 17
4 413 + 16 412 £ 20 404 + 19 397 + 17
8 426 + 18 424 + 22 411 + 19 385 + 20 **
11 443 + 22 438 + 23 423 + 22 396 + 21 **
15 455 + 26 450 + 25 435 + 22 406 + 25 **
18 466 + 28 453 + 28 441 + 25 414 + 26 **
22 481 + 29 469 + 29 454 + 24 426 + 32 **
25 495 + 30 479 + 28 462 + 25 % 439 + 33 w*
28 503 + 30 487 + 31 469 + 29 * 447 + 36 **
Number of males 6 6 6 6
Days of recovery
1 516 + 30 488 + 33 468 + 26 451 + 51 %
4 532 + 30 505 + 33 485 + 29 472 + 53 %
8 550 + 34 522 + 35 502 + 32 492 + 50 *
11 561 + 35 533 + 38 515 £+ 33 502 + 51 %
14 564 + 32 534 + 35 519 £+ 35 507 + 54

Each value shows mean (g) + S.D.

Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
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Table 7. Body weights of female rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 10 5 S 10
Days of administration
1 251 + 7 249 + 3 253 =+ 10 252 + 8
4 259 + 7 257 + 5 257 £ 12 253 = 6
8 264 + 9 261 + 6 260 £+ 12 244 + 9 **
11 270 + 8 264 + 8 267 £ 12 247 £ 11 **
15 271 + 8 265 + 9 271 £+ 16 258 + 13 *
18 280 + 12 271 + 9 280 = 16 266 £+ 17
22 281 + 12 274 + 11 281 + 17 268 + 15
25 287 + 13 278 + 12 284 + 20 273 + 16
28 288 + 14 281 £ 12 282 + 18 274 £ 15
Number of females 5 0 0 5
Days of recovery
1 284 + 15 - - 283 + 23
4 287 + 16 - - 293 £ 19
8 293 + 15 - - 295 £ 17
11 296 + 14 - - 298 + 17
14 299 + 16 - - 299 + 16

Each value shows mean (g) + S.D.

Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
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Table 8. Body weights of parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Days of administration
1 242 + 13 244 + 13 243 £ 13 244 + 12
4 252 + 15 248 = 14 248 + 13 243 + 13
8 255 = 17 253 + 16 251 + 13 238 + 15 *
1 263 + 18 258 + 14 257 + 16 246 + 16 *
15 268 + 21 263 + 17 262 + 17 252 £ 15
18 275 (1) 281 = 17 (6) 261 = 14 4 244 + 13 ©)
22 - 293 (1) - -
25 - 302 (1) - -
29 - 290 (1) - -
32 - 299 (1) - -
36 - 300 (1) - -
39 - 299 (1) - -
43 - 310 (1) - -
46 - 304 (1) - -
50 - 303 (1) - -
53 - 316 (1) - -

Each value shows mean (g) + S.D.
Significantly different from the control group (*: p<0.05 by Dunnett's test).
Figures in parentheses indicate number of females.
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Table 9. Body weights of parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 11 7 0
Days of pregnancy
0 269 + 22 273 + 22 267 + 19 -
7 305 + 25 308 = 21 299 + 21 -
14 339 + 28 341 + 20 329 + 25 -
20 414 + 32 413 + 27 352 + 34 ** -

Each value shows mean (g) + S.D.

Significantly different from the control group (**: p<0.01 by Dunnett's test).
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Table 10. Body weights of parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 11 4 0
Days of lactation
0 315 + 35 318 + 25 336 + 18 -
4 332 + 26 339 + 21 353 + 12 3) -

Each value shows mean (g) + S.D.

Figures in parentheses indicate number of females.
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Table 11. Food consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 12 12 12 12
Days of administration
2 28 + 3 27 + 3 25 + 4 25 + 2
5 26 + 2 27 + 2 25 £+ 2 19 £ 4 x*
9 27 + 3 28 + 3 25 £+ 2 20 + 4 ®*
12 27 + 2 27 + 3 24 = 2 23 + 3 Wk
Number of males 6 6 6 6
Days of recovery
2 28 + 2 28 + 2 25 + 1 29 + 4
5 31 £ 1 30 + 4 27 + 3 31 + 2
9 33 £+ 3 30 £ 3 29 £ 2 31 £ 2
12 28 £ 3 29 £ 2 27 £ 3 29 £+ 2

Each value shows mean (g/day) + S.D.

Significantly different from the control group (**: p<0.01 by Dunnett's test).
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Table 12. Food consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 10 5 5 10
Days of administration
2 17 + 4 18 + 1 16 £+ 4 15 £ 2
5 17 + 3 15 + 3 17 £ 1 13 + 2 *%
9 17 + 3 14 + 3 16 + 1 12 + 4 *%
12 17 £+ 2 18 + 2 16 £+ 2 17 + 3
16 19 + 3 19 + 2 19 + 4 20 £ 2
19 17 + 2 18 + 4 16 + 3 18 + 4
23 18 + 3 17 £+ 3 17 £+ 4 19 + 2
26 18 + 3 18 + 2 18 £ 2 17 + 4
Number of females 5 0 0 5
Days of recovery
2 18 =+ 2 - - 20 £ 2
5 18 + 3 - 18 + 4
9 18 =+ 2 - - 18 £+ 5
12 21 £+ 13 - - 18 + 1

Each value shows mean (g/day) + S.D.

Significantly different from the control group (**: p<0.01 by Dunnett's test).



78

Study No. 100130

Table 13. Food consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane

mg/kg 0 12.5 50 200

Number of females 12 12 12 12

Days of administration
2 17 + 3 16 + 3 17 + 3 16 £+ 2
5 18 + 3 19 + 3 17 £+ 3 14 £+ 4%
9 18 + 4 20 £+ 3 17 + 3 15 £ 3
12 18 £+ 2 19 £+ 2 17 £ 2 17 £ 2

Each value shows mean (g/day) + S.D.

Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 14. Food consumption in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 11 7 0
Days of pregnancy
2 21 + 2 22 = 2 20 £ 2 -
9 23 + 3 25 + 3 23 + 3 -
16 25 + 3 27 + 4 24 + 4 -
20 23 + 3 24 + 3 25 + 3 -

Each value shows mean (g/day) + S.D.
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Table 15. Food consumption in parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the

Study No. 100130

reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 11 3 0
Days of lactation

2 29 £+ 5 31 £ 5 17 £ 1 ** -

Each value shows mean (g/day) + S.D.
Significantly different from the control group (**: p<0.01 by Dunnett's test).
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Table 16. Water consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 12 12 12 12
Days of administration
2 37 + 8 36 £ 6 32 + 6 34 £+ 9
5 40 + 12 40 + 7 35 + 8 34 + 8
9 40 £ 10 42 + 4 36 + 7 4 + 14
12 39 £+ 11 39 £ 8 35 + 8 39 + 11
Number of males 6 6 6 6
Days of recovery
2 41 + 13 47 + 18 36 + 5 40 = 10
5 45 + 15 43 + 10 35 + 4 40 = 13
9 52 + 24 44 + 8 37 £ 7 45 + 16
12 39+ 9 42 £ 9 36 + 4 39 £+ 12

Each value shows mean (g/day) + S.D.
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Table 17. Water consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 10 5 S 10
Days of administration
2 22 + 4 24 £ 2 26 + 4 20 £ 5
5 22 + 3 21 + 5 21 + 4 21 + 6
9 21 + 4 19 + 3 22 + 4 23 + 12
12 23 + 4 25 £+ 2 24 + 5 31 £ 11
16 23 + 4 25 + 4 23 + 3 36 £ 7
19 24 + 4 23 + 3 23 + 5 32 £+ 9
23 23 + 3 24 + 2 24 + 7 33 £+ T ##
26 24 + 4 26 £ 3 25 + 4 29 + 7
Number of females 5 0 0 5
Days of recovery
2 24 + 2 - - 30 =+ 5%
5 24 + 2 - - 23 + 6
9 22 + 1 - - 26 + 8
12 23 + 4 - - 24 £ 3

Each value shows mean (g/day) + S.D.

Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
Significantly different from the control group (##: p<0.01 by Steel's test).
Significantly different from the control group ($: p<0.05 by Student's t-test).
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Table 18. Water consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Days of administration
2 24 + 4 26 £ 5 24 + 5 23 + 5
5 26 £ 5 28 £+ 6 26 + 4 27 + 10
9 24 + 4 26 + 6 24 + 3 29 + 7
12 26 + 4 26 + 4 25 + 6 31 £ 11

Each value shows mean (g/day) + S.D.
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Table 19. Water consumption in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the

Study No. 100130

reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 11 7 0
Days of pregnancy
2 30 £ 5 32 £ 6 31 £ 10 -
9 32 £+ 6 35 £ 9 29 + 8 -
16 39 £+ 6 42 + 9 34 + 7 -
20 40 = 7 40 + 8 33 £+ 5 -

Each value shows mean (g/day) + S.D.
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Table 20. Water consumption in parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the

Study No. 100130

reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 11 3 0
Days of lactation

2 43 + 8 4 = 7 25 4+ 5 kx -

Each value shows mean (g/day) + S.D.

Significantly different from the control group (**: p<0.01 by Dunnett's test).
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Table 21. Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 12 12 12 12
Observation of animals in cages
Posture Pre 2.0 (2) 20 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 2.0 (2)
Day 21 20 (2) 20 (2) 20 (2) 2.0 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Excessive grooming Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Repetitive circling Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Excessive grooming 1: Not observed, 2: observed.

Repetitive circling 1: Not observed, 2: observed.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

€6

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 12 12 12 12
Observation of animals in cages
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Clonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Biting behavior 1: Not observed, 2: observed.
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.

Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Study No. 100130

Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 12 12 12 12
Observation of animals on observer's palm
Ease of removal from cage Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Day 21 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Day 27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Ease of handling Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Muscle tone Pre 2.0 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Fur conditions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bite observer's hand.
Muscle tone 1: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 12 12 12 12
Observation of animals on observer's palm
Mucous membranes Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Salivation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.3 (1-2)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 14 (1-2)#
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 14 (1-2)#
Piloerection Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)

Significantly different from the control group (#: p<0.05 by Steel's test).
Findings were graded as follows

Mucous membranes 1: Normal, 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.

Piloerection 1: None, 2: mild, 3: marked.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 12 12 12 12
Observation of animals on observer's palm
Pupil size Pre 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 21 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Respiration Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Pupil size 1: Mydriasis, 2: normal, 3: miosis.

Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

L6

Group Control 2,2'[1,2-ethanediylbis {oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 12 12 12 12
Open-field test
Frequency of urination Pre 02 + 04 07 £+ 07 04 + 07 04 = 07
Mean + S.D. Day 7 03 £+ 05 07 £ 05 06 £ 05 05 £ 05
Day 14 06 + 038 05 + 07 03 £ 05 06 £ 08
Day 21 02 £+ 04 06 £ 05 08 + 038 04 £ 07
Day 27 00 £ 00 03 £ 05 05 £+ 07%* 03 £ 05
Frequency of defecation  Pre 1.8 £ 1.6 28 £+ 1.9 29 £+ 1.7 1.2 = 15
Mean + S.D. Day 7 1.2 £ 15 23 £+ 14 1.6 £+ 1.2 03 £ 05
Day 14 1.3 £ 2.1 23 £ 2.1 1.7 £+ 14 1.8 £+ 1.7
Day 21 14 £ 20 24 £ 22 1.7 £ 26 08 £ 12
Day 27 05 £ 1.0 1.1 £ 13 14 £ 1.4 1.1 £ 1.5
Frequency of rearing Pre 28 + 47 28 + 3.0 14 + 21 39 + 33
Mean + S.D. Day 7 47 + 33 27 + 21 28 £+ 15 2.1 = 1.7
Day 14 28 £ 21 1.8 £ 26 25 + 24 30 £ 3.0
Day 21 19 £ 29 14 £ 20 1.3 £ 2.0 24 £ 25
Day 27 26 £ 2.0 14 £ 15 1.0 £ 1.8 21 £ 2.4
Frequency of grooming Pre 0.0 £ 00 0.0 £+ 0.0 00 £+ 0.0 00 = 0.0
Mean + S.D. Day 7 00 £ 00 00 + 0.0 00 + 0.0 00 £ 00
Day 14 00 £ 00 00 £ 00 00 £ 00 01 £ 03
Day 21 00 £ 00 00 £ 00 00 £ 00 00 £ 00
Day 27 00 £ 00 00 £ 00 00 £ 00 00 £ 0.0
Pre: Day of grouping. (Continued)

Significantly different from the control group (*: p<0.05 by Dunnett's test).
Frequency of urination {(during a 2-minute period).

Frequency of defecation (during a 2-minute period).

Frequency of rearing (during a 2-minute period).

Frequency of grooming (during a 2-minute period).
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration
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Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 12 12 12 12
Open-field test
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1 1.0 (1 1.0 (1
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Consciousness Pre 2.0 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Behavioral abnormalities  Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.

Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing, 5: self-biting.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 12 12 12 12
Open-field test
Righting reflex Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
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Pre: Day of grouping.
Findings were graded as follows
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 22. Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 10 5 5 10
Observation of animals in cages
Posture Pre 2.0 (2) 20 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 2.0 (2)
Day 21 20 (2) 20 (2) 20 (2) 2.0 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Excessive grooming Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Repetitive circling Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Excessive grooming 1: Not observed, 2: observed.

Repetitive circling 1: Not observed, 2: observed.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration
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Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 10 5 5 10
Observation of animals in cages
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Clonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Biting behavior 1: Not observed, 2: observed.
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.

Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 10 5 5 10
Observation of animals on observer's palm
Ease of removal from cage Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Day 21 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Day 27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Ease of handling Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Muscle tone Pre 2.0 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Fur conditions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bite observer's hand.
Muscle tone 1: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 10 5 5 10
Observation of animals on observer's palm
Mucous membranes Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Salivation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.4 (1-2)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.5 (1-2)#
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.2 (1-2)
Piloerection Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)

Significantly different from the control group (#: p<0.05 by Steel's test).
Findings were graded as follows

Mucous membranes 1: Normal, 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.

Piloerection 1: None, 2: mild, 3: marked.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 10 5 5 10
Observation of animals on observer's palm
Pupil size Pre 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 21 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Respiration Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Pupil size 1: Mydriasis, 2: normal, 3: miosis.

Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

col1

Group Control 2,2'[1,2-ethanediylbis {oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 10 5 5 10
Open-field test
Frequency of urination Pre 02 + 04 00 £ 0.0 00 £+ 0.0 0.1 = 03
Mean + S.D. Day 7 00 £ 00 04 £ 05 02 £+ 04 0.1 £ 03
Day 14 00 £ 00 02 £+ 04 00 £ 00 0.1 £ 03
Day 21 01 + 03 1.0 £ 1.0 %= 00 £ 00 0.1 £ 03
Day 27 02 + 06 00 £ 0.0 00 £ 00 04 £ 08
Frequency of defecation  Pre 08 £ 25 00 £ 0.0 04 £+ 09 00 = 00
Mean + S.D. Day 7 1.0 £ 25 02 £+ 04 00 £ 00 0.1 £ 03
Day 14 02 + 06 10 £ 22 00 £ 00 00 £ 00
Day 21 05 £+ 16 04 £ 09 00 £ 00 01 £ 03
Day 27 01 £ 03 04 £ 09 00 £ 00 00 £ 00
Frequency of rearing Pre 44 + 18 30 £+ 07 46 + 4.0 49 + 3.6
Mean + S.D. Day 7 52 £+ 33 52 £+ 08 70 £+ 1.6 31 £ 26
Day 14 82 + 48 58 £+ 29 86 + 47 44 = 3.7
Day 21 66 £ 39 58 £ 41 86 + 5.1 41 £ 4.0
Day 27 89 £ 70 40 £ 33 106 + 5.8 62 £ 3.0
Frequency of grooming Pre 0.0 £ 00 0.0 £+ 0.0 00 £+ 0.0 00 = 0.0
Mean + S.D. Day 7 01 £+ 03 04 + 05 00 + 0.0 02 £+ 06
Day 14 01 £ 03 00 £ 00 00 £ 00 00 £ 00
Day 21 00 £ 00 00 £ 00 00 £ 00 00 £ 00
Day 27 00 £ 00 00 £ 00 00 £ 00 00 £ 0.0
Pre: Day of grouping. (Continued)

Signiticantly different from the control group (**: p<0.01 by Dunnett's test).
Frequency of urination {(during a 2-minute period).

Frequency of defecation (during a 2-minute period).

Frequency of rearing (during a 2-minute period).

Frequency of grooming (during a 2-minute period).
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration
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Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 10 5 5 10
Open-field test
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1 1.0 (1 1.0 (1
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Consciousness Pre 2.0 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Behavioral abnormalities  Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.

Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing, 5: self-biting.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 10 5 5 10
Open-field test
Righting reflex Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

L01

Pre: Day of grouping.
Findings were graded as follows
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 23. Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Observation of animals in cages
Posture Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Pregnancy 1 20 (2) 20 (2) [11] 20 (2) [7] -
Pregnancy 8 20 (2) 20 (2) [11] 20 (2) [7] -
Pregnancy 15 20 (2) 20 (2) [11] 20 (2) [7] -
Lactation 4 20 (2) 20 (2) [11] 20 (2) [3] -
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) 1.0 (1) [11] 1.0 (1) [7] -
Pregnancy 8 1.0 (1) 1.0 (1) [11] 1.0 (1) [7] -
Pregnancy 15 1.0 (1) 1.0 (1) [11] 1.0 (1) [7] -
Lactation 4 1.0 (1) 1.0 (1) [11] 1.0 (1) [3] -
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Observation of animals in cages
Excessive grooming Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pregnancy 1 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 8 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 15 1.0 (1) 1.0 [11] 1.0 [7] -
Lactation 4 1.0 (1) 1.0 [11] 1.0 [3] -
Repetitive circling Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 8 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 15 1.0 (1) 1.0 [11] 1.0 [7] -
Lactation 4 1.0 (1) 1.0 [11] 1.0 [3] -
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Excessive grooming 1: Not observed, 2: observed.
Repetitive circling 1: Not observed, 2: observed.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Observation of animals in cages
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pregnancy 1 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 8 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 15 1.0 (1) 1.0 [11] 1.0 [7] -
Lactation 4 1.0 (1) 1.0 [11] 1.0 [3] -
Clonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 8 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 15 1.0 (1) 1.0 [11] 1.0 [7] -
Lactation 4 1.0 (1) 1.0 [11] 1.0 [3] -
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Biting behavior 1: Not observed, 2: observed.
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration
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Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Observation of animals in cages
Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pregnancy 1 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 8 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 15 1.0 (1) 1.0 [11] 1.0 [7] -
Lactation 4 1.0 (1) 1.0 (1) [11] 1.0 (1) [3] -
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Observation of animals on observer's palm
Ease of removal from cage Pre 20 (2) 2.0 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Pregnancy 1 20 (2) 2.0 (2) [11] 20 (2) [7] -
Pregnancy 8 20 (2) 2.0 (2) [11] 20 (2) [7] -
Pregnancy 15 20 (2) 2.0 (2) [11] 20 (2) [7] -
Lactation 4 20 (2) 2.0 (2) [11] 20 (2) [3] -
Ease of handling Pre 20 (2) 2.0 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 2.0 (2) 2.0 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Pregnancy 1 20 (2) 20 (2) [11] 20 (2) [7] -
Pregnancy 8 20 (2) 20 (2) [11] 20 (2) [7] -
Pregnancy 15 20 (2) 20 (2) [11] 20 (2) [7] -
Lactation 4 20 (2) 20 (2) [11] 20 (2) [3] -
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bite observer's hand.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Observation of animals on observer's palm
Muscle tone Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Pregnancy 1 20 (2) 2.0 (2) [11] 20 (2) [7] -
Pregnancy 8 20 (2) 2.0 (2) [11] 20 (2) [7] -
Pregnancy 15 20 (2) 2.0 (2) [11] 20 (2) [7] -
Lactation 4 20 (2) 2.0 (2) [11] 20 (2) [3] -
Fur conditions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) 1.0 (1) [11] 1.0 (1) [7] -
Pregnancy 8 1.0 (1) 1.0 (1) [11] 1.0 (1) [7] -
Pregnancy 15 1.0 (1) 1.0 (1) [11] 1.0 (1) [7] -
Lactation 4 1.0 (1) 1.0 (1) [11] 1.0 (1) [3] -
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Muscle tone 1: Decreased, 2: normal, 3: increased.
Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Observation of animals on observer's palm
Mucous membranes Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pregnancy 1 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 8 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 15 1.0 (1) 1.0 [11] 1.0 [7] -
Lactation 4 1.0 (1) 1.0 [11] 1.0 [3] -
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 8 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 15 1.0 (1) 1.0 [11] 1.0 [7] -
Lactation 4 1.0 (1) 1.0 [11] 1.0 [3] -
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Mucous membranes 1: Normal, 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation 1: None, 2: mild, 3: marked.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Observation of animals on observer's palm
Salivation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 ( 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 ( 1.0 (1) 1.0 (1) 1.2 (1-2)
Pregnancy 1 1.0 ( 1.0 [11] 1.0 [7] -
Pregnancy 8 1.0 ( 1.0 [11] 1.0 [7] -
Pregnancy 15 1.0 ( 1.0 [11] 1.0 [7] -
Lactation 4 1.0 (1) 1.0 [11] 1.0 [3] -
Piloerection Pre 1.0 ( 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 ( 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 ( 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 ( 1.0 [11] 1.0 [7] -
Pregnancy 8 1.0 ( 1.0 [11] 1.0 [7] -
Pregnancy 15 1.0 ( 1.0 [11] 1.0 [7] -
Lactation 4 1.0 ( 1.0 [11] 1.0 [3] -
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Salivation 1: None, 2: mild, 3: marked.
Piloerection 1: None, 2: mild, 3: marked.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Observation of animals on observer's palm
Pupil size Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 2.0 (2) 20 (2) 20 (2)
Pregnancy 1 20 (2) 2.0 (2) [11] 20 (2) [7] -
Pregnancy 8 20 (2) 2.0 (2) [11] 20 (2) [7] -
Pregnancy 15 20 (2) 2.0 (2) [11] 20 (2) [7] -
Lactation 4 20 (2) 2.0 (2) [11] 20 (2) [3] -
Respiration Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) 1.0 (1) [11] 1.0 (1) [7] -
Pregnancy 8 1.0 (1) 1.0 (1) [11] 1.0 (1) [7] -
Pregnancy 15 1.0 (1) 1.0 (1) [11] 1.0 (1) [7] -
Lactation 4 1.0 (1) 1.0 (1) [11] 1.0 (1) [3] -
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Pupil size 1: Mydriasis, 2: normal, 3: miosis.
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

LI1

Group Control 2.2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Open-field test
Frequency of urination Pre 0.1 + 03 00 + 00 0.1 + 03 02 + 04
Mean + S.D. Day 7 02 + 04 02 + 04 0.1 +£ 03 02 + 04
Day 14 01 + 03 02 + 04 0.1 +£ 03 02 + 04
Pregnancy 1 03 £ 0.5 02 £ 0.6 [11] 0.1 £+ 04 [7] -
Pregnancy 8 0.1 + 03 04 + 09 [11] 0.1 £ 04 [7] -
Pregnancy 15 03 £ 0.6 04 £ 0.5 [11] 0.1 £+ 04 [7] -
Lactation 4 03 + 05 05 + 07 [11] 1.0 £ 00 [3] -
Frequency of defecation ~ Pre 0.0 £ 0.0 04 £+ 12 00 £ 0.0 07 £+ 1.2
Mean + S.D. Day 7 01 + 03 0.1 + 03 00 + 0.0 03 + 07
Day 14 01 £ 03 02 £ 06 00 £ 00 03 £ 06
Pregnancy 1 08 + 1.8 03 + 06 [11] 00 + 0.0 [7] -
Pregnancy 8 01 + 03 03 + 09 [11] 00 + 0.0 [7] -
Pregnancy 15 05 + 1.2 03 + 09 [11] 00 + 0.0 [7] -
Lactation 4 01 £ 03 00 £ 00 [11] 00 £ 00 [3] -
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Frequency of urination (during a 2-minute period).
Frequency of defecation (during a 2-minute period).
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

811

Group Control 2.2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Open-field test
Frequency of rearing Pre 93 + 44 79 £+ 31 6.1 £ 35 69 £+ 42
Mean £ S.D. Day 7 9.7 + 29 6.7 + 28 63 + 42* 54 + 33 **
Day 14 104 + 64 85+ 35 89 + 35 6.6 + 3.6
Pregnancy 1 7.1 £ 3.9 50 £ 33 [11] 50 + 42 [7] -
Pregnancy 8 6.9 £ 4.1 35 £ 32 [11] 33 £+ 37 [7] -
Pregnancy 15 6.6 £ 43 45 + 23 [11] 51 + 34 [7] -
Lactation 4 88 + 84 65 + 39 [11] 43 + 38 [3] -
Frequency of grooming Pre 00 + 00 00 + 00 00 = 00 00 = 0.0
Mean + S.D. Day 7 00 + 00 00 + 00 03 + 09 00 + 0.0
Day 14 00 £ 00 02 £ 06 00 £ 00 01 £ 03
Pregnancy 1 01 + 03 00 + 00 [11] 0.1 + 04 [7] -
Pregnancy 8 00 + 00 00 + 00 [11] 00 + 0.0 [7] -
Pregnancy 15 00 + 00 00 + 00 [11] 00 + 0.0 [7] -
Lactation 4 03 £ 06 00 £ 00 [11] 00 £ 00 [3] -
Pre: Day of grouping. (Continued)

Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
Figures in brackets indicate number of females.

Frequency of rearing (during a 2-minute period).

Frequency of grooming (during a 2-minute period).
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Open-field test
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pregnancy 1 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 8 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 15 1.0 (1) 1.0 [11] 1.0 [7] -
Lactation 4 1.0 (1) 1.0 [11] 1.0 [3] -
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 8 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 15 1.0 (1) 1.0 [11] 1.0 [7] -
Lactation 4 1.0 (1) 1.0 [11] 1.0 [3] -
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Open-field test
Consciousness Pre 20 (2) 2.0 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Pregnancy 1 20 (2) 20 (2) [11] 20 (2) [7] -
Pregnancy 8 20 (2) 20 (2) [11] 20 (2) [7] -
Pregnancy 15 20 (2) 20 (2) [11] 20 (2) [7] -
Lactation 4 20 (2) 20 (2) [11] 20 (2) [3] -
Behavioral abnormalities  Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) 1.0 (1) [11] 1.0 (1) [7] -
Pregnancy 8 1.0 (1) 1.0 (1) [11] 1.0 (1) [7] -
Pregnancy 15 1.0 (1) 1.0 (1) [11] 1.0 (1) [7] -
Lactation 4 1.0 (1) 1.0 (1) [11] 1.0 (1) [3] -
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing, 5: self-biting.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Open-field test
Righting reflex Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pregnancy 1 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 8 1.0 (1) 1.0 [11] 1.0 [7] -
Pregnancy 15 1.0 (1) 1.0 [11] 1.0 [7] -
Lactation 4 1.0 (1) 1.0 (1) [11] 1.0 (1) [3] -

Pre: Day of grouping.
Figures in brackets indicate number of females.
Findings were graded as follows
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 24. Sensory reactivity of male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 6 6 6 6
Pupillary reflex

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Approaching behavior

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Response to touch

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Auditory reflex

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Pain reflex

Mean (range) 30 (3) 30 (3) 30 (3) 30 (3)
Findings were graded as follows:

Pupillary retlex 1: Pupils completely dilated, 2: normal pupillary contraction observed, 3: pupils completely contracted.

Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

Response to touch

Auditory reflex
Pain reflex

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Table 25. Sensory reactivity of female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 5 5 5 5
Pupillary reflex

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Approaching behavior

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Response to touch

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Auditory reflex

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Pain reflex

Mean (range) 30 (3) 30 (3) 30 (3) 30 (3)
Findings were graded as follows:

Pupillary retlex 1: Pupils completely dilated, 2: normal pupillary contraction observed, 3: pupils completely contracted.

Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

Response to touch

Auditory reflex
Pain reflex

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Table 26. Grip strength of male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 6 6 6 6
Forelimb
1571 + 270 1709 + 148 1476 + 178 1759 + 199
Hindlimb
344 £ 79 332 + 93 248 + 74 324 £ 132

Each value shows mean (g) + S.D.
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Table 27. Grip strength of female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females S5 5 5 5
Forelimb
1044 + 145 1228 + 188 1092 + 110 1135 + 184
Hindlimb
362 £ 66 326 + 49 317 = 121 300 + 59

Each value shows mean (g) + S.D.
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Table 28. Spontaneous motor activity of male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 6 6 6 6
Ambulatory counts
Minutes after administration
70 379 + 151 489 + 189 374 + 196 314 + 214
80 186 + 37 260 + 182 139 + 87 173 + 166
90 161 + 151 93 + 82 82 + 103 118 + 70
100 100 + 63 104 + 121 95 + 119 75 + 109
110 56 =+ 79 165 + 157 14 + 21 53 + 105
120 18 + 29 46 + 71 34 + 81 21 + 35
Total 900 + 165 1156 + 596 738 + 272 754 + 590
Vertical counts
Minutes after administration
70 41 + 19 42 + 17 41 + 21 33 + 26
80 23 + 6 23 + 18 14 + 11 18 + 17
90 16 + 13 8 + 8 10 + 13 14 + 16
100 10 + 11 8 =+ 11 6 + 8 8 + 10
110 6 + 9 10 + 10 1 + 2 2 + 5
120 1 + 3 4 + 6 4 + 9 2 + 5
Total 96 + 25 94 + 53 75 + 30 77 + 59

Each value shows mean + S.D.
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Table 29. Spontaneous motor activity of female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 5 5 5 5
Ambulatory counts
Minutes after administration
70 629 + 201 517 + 115 708 + 289 584 + 228
80 254 + 184 219 + 143 412 + 178 240 + 129
90 136 £ 127 46 + 61 451 + 285 120 + 90
100 153 + 136 47 + 72 386 + 324 51 + 68
110 107 + 94 54 + 82 218 + 234 88 + 130
120 67 + 138 146 + 146 184 + 268 10 + 22
Total 1346 + 609 1028 + 340 2360 + 1201 1094 + 609
Vertical counts
Minutes after administration
70 62 + 26 46 + 13 74 + 15 52 + 19
80 27 + 15 18 + 15 53 + 26 21 + 10
90 10 + 9 6 + 8 49 + 29 8 + 8
100 18 + 19 4 + 5 35 + 22 5 + 6
110 11 + 11 4 + 6 21 + 16 8 + 9
120 7 + 15 8 + 10 18 + 25 2 + 2
Total 135 % 75 85 =+ 31 250 + 66 * 95 + 50

Each value shows mean + S.D.
Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 30. Urinary findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 6 6 6 6
Volume (mL): Mean + S.D. 144 + 4.7 157 + 5.5 %) 163 + 43 152 + 5.0
Specific gravity: Mean + S.D. 1.051 = 0.012 1.047 = 0.015 (5) 1.044 = 0.010 1.044 £+ 0.008
Color

Light yellow 6 6 6 6
pH

8.0 0 2 1 1
8.5 6 4

Protein

Trace 1 1 0 1

30 mg/dL 3 3 3

100 mg/dL 2 2 1 2
Glucose

Negative 6 6 6 6
Kctonc body

Negative 0 0 2 0

Trace 2 1 0 2

Slight 3 5 4 3

Moderate 1 0 0 1
Bilirubin

Ncgative 5

Slight 0 1 1 0
Occult blood

Negative 4 3 4 6

Trace 2 3 2 0
Urobilinogen

0.1 EU./AL 6 6 6 6

Figures in parentheses indicate number of males. (Continued)
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Table 30. (Continued) Urinary findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 6 6 6 6
Urinary sediments

Epithelial cells

0-20 cells/100 fields 6 6 6 6
Erythrocytes

0-20 cells/100 fields 6 6 6 6
Leukocytes

0-20 cells/100 fields 6 6 6 6
Casts

Not observed 6 6 6 6
Crystals

Not obscrved 5 2 1 5
Observed 1 4 5 1
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Table 31. Urinary findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 5 5 5 5
Volume (mL): Mean + S.D. 99 + 1.6 11.0 + 3.9 102 + 4.8 147 + 43
Specific gravity: Mean = S.D. 1.049 + 0.009 1.042 = 0.013 1.049 = 0.019 1.039 + 0.013
Color
Light yellow 5 5 5 5
pH
6.0 0 0 1 0
7.0 0 0 0 1
7.5 0 2 0 0
8.0 0 1 0 0
8.5 4 0 4 3
>9.0 l 2 0 1
Protein
Negative 1 2 4 5
Trace 3 2 0 0
30 mg/dL 1 1 1 0
Glucose
Ncgative 5 5 5 5
Ketone body
Negative 3 3 4 5
Trace 1 1 1 0
Slight 1 1 0 0
Bilirubin
Negative 5 5 5 5
Occult blood
Negative 5 5 5 5
Urobilinogen
0.1 EU./dL 4 5 4 5
1.0 EU./dL 1 0 1 0

(Continued)
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Table 31. (Continued) Urinary findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 5 5 5 5
Urinary sediments

Epithelial cells

0-20 cells/100 fields 5 5 5 5
Erythrocytes

0-20 cells/100 fields 5 5 5 5
Leukocytes

0-20 cells/100 fields 5 5 S 5
Casts

Not observed 5 5 5 5
Crystals

Not obscrved 3 3 4 2
Observed 2 2 1 3
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Table 32. Urinary findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 6 6 6 6
Volume (mL): Mean + S.D. 16.6 =+ 6.0 204 + 102 112 + 3.1 16.8 + 7.5
Specific gravity: Mean = S.D. 1.051 + 0.018 1.044 + 0.015 1.055 = 0.012 1.054 + 0.017
Color
Light yellow 6 6 6 6
pH
8.0 1 0 1 0
8.5 4 5 5 5
>9.0 1 1 0 1
Protein
Trace 3 1 3 3
30 mg/dL L 5 2 2
100 mg/dL 2 0 1 1
Glucose
Ncgative 6 6 6 6
Ketone body
Negative 0 1 0 0
Tracc L 2 1 4
Slight 5 3 5 2
Bilirubin
Ncgative 6 6 6 6
Occult blood
Negative 3 5 3 3
Trace 3 1 3 3
Urobilinogen
0.1 EU./AL 6 6 6 6

(Continued)



£el

Study No. 100130

Table 32. (Continued) Urinary findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 6 6 6 6
Urinary sediments

Epithelial cells

0-20 cells/100 fields 6 6 6 6
Erythrocytes

0-20 cells/100 fields 6 6 6 6
Leukocytes

0-20 cells/100 fields 6 6 6 6
Casts

Not observed 6 6 6 6
Crystals

Not obscrved 4 6 3 2
Observed 2 0 3 4
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Table 33. Urinary findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 200
Number of females 5 5
Volume (mL): Mean = S.D. 103 + 33 93 + 24
Specific gravity: Mean + S.D. 1.054 + 0.009 1.050 + 0.014
Color
Light yellow 5 5
pH
7.0 1 0
8.0 1 2
8.5 3 3
Protein
Negative 3 3
Trace 2 1
30 mg/dL 0 1
Glucose
Negative 5 5
Ketone body
Negative 4 4
Trace 1 1
Bilirubin
Negative 5 5
Occult blood
Negative 5 4
Slight 0 1
Urobilinogen
0.1 EU./dL 5 4
1.0 EU./dL 0 1

(Continued)
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Table 33. (Continued) Urinary findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 200
Number of females 5 5
Urinary sediments

Epithelial cells

0-20 cells/100 fields 5 5
Erythrocytes

0-20 cells/100 fields 5 5
Leukocytes

0-20 cells/100 fields 5 5
Casts

Not observed 5 5
Crystals

Not observed 2 3

Observed 3 2
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Table 34. Hematological findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

9¢1

Group Control 2,2'[1,2-ethanediylbis (oxymethylene)] bis-oxirane

mg/kg 0 12.5 50 200
Number of males 6 6 6 6

RBC (10*/pL) 814 + 49 861 + 26 811 + 25 808 + 38
Hemoglobin (g/dL) 151 =+ 14 155 £ 0.5 153 £+ 0.5 152 = 0.7
Hematocrit (%) 417 £ 36 427 £+ 1.5 424 + 15 426 £+ 19
MCV (fL) 512 + 25 496 + 1.5 523 + 24 527 £ 2.1
MCH (rg) 186 £ 0.9 180 £ 0.5 188 + 0.7 188 = 0.6
MCHC (g/dL) 362 =+ 04 362 £+ 03 36.1 + 0.7 357 £ 03
Platelet (10*%uL) 126.1 + 432 107.8 + 12.0 119.8 + 838 119.8 + 158
Reticulocyte (%) 349 £ 1.39 3.13 £ 047 336 £ 0.56 407 £ 041
PT (sec.) 208 £+ 3.6 227 £ 5.1 186 + 34 19.1 + 2.6
APTT (sec.) 226 £ 14 26 £ 15 207 £ 1.2 216 = 1.7
Fibrinogen (mg/dL) 2312 + 852 2005 + 85 2050 £+ 92 1955 = 9.9
WBC (10%/uL) 80.0 + 33.0 719 + 184 76.1 + 12.7 70.8 + 133
Differential leukocyte (%)

Lymphocyte 675 £ 85 75.1 £ 43 729 + 8.1 75.0 £ 3.6
Neutrophil 272 + 87 206 + 45 224 + 79 213 £ 4.0
Eosinophil 1.8 £ 05 15 £+ 08 12 £ 05 1.0 £ 04
Basophil 00 £ 00 00 = 00 00 =+ 00 00 = 00
Monocyte 35 £+ 0.7 28 + 0.7 34 + 07 27 + 05

Each value shows mean + S.D.
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Table 35. Hematological findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'[1,2-ethanediylbis (oxymethylene)] bis-oxirane

mg/kg 0 12.5 50 200
Number of females 5 5 5 5

RBC (10*/pL) 748 + 16 773 £ 27 761 + 11 756 + 37
Hemoglobin (g/dL) 144 =+ 0.5 146 £ 03 145 £+ 04 141 = 0.7
Hematocrit (%) 401 £ 1.5 403 £ 038 402 + 1.1 396 = 2.1
MCV (fL) 537 £ 14 522 £ 21 528 £+ 1.3 524 £ 2.1
MCH (rg) 192 £ 04 189 £ 0.7 190 £ 0.6 187 = 0.7
MCHC (g/dL) 358 + 03 362 £+ 03 360 £+ 04 356 =+ 04
Platelet (10*%uL) 964 £ 93 1134 + 16.1 1256 + 162 * 127.6 + 13.3 **
Reticulocyte (%) 340 = 0.26 296 = 0.21 292 + 0.22 397 £ 047 %
PT (sec.) 147 £ 05 146 + 0.5 148 + 0.9 164 £ 0.5 **
APTT (sec.) 169 + 0.7 174 £ 12 165 £ 1.0 156 + 038
Fibrinogen (mg/dL) 161.1 £ 10.0 1635 = 8.0 1639 + 13.7 1645 + 5.7
WBC (10%/uL) 405 + 54 394 £ 6.2 511 £ 9.6 357 £ 102
Differential leukocyte (%)

Lymphocyte 724 £ 4.0 733 £ 35 81.7 £ 4.6 ** 81.5 = 34 **
Neutrophil 231 + 4.1 214 + 3.1 146 + 49 ** 150 + 2.7 *%*
Eosinophil 1.8 £ 0.6 20 £ 05 1.7 £ 05 14 £ 09
Basophil 00 £ 00 00 = 00 00 =+ 00 00 =+ 00
Monocyte 27 + 08 33 £+ 05 19 + 04 21 + 09

Each value shows mean + S.D.

Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
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Table 36. Hematological findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

8¢l

Group Control 2,2'[1,2-ethanediylbis (oxymethylene)] bis-oxirane

mg/kg 0 12.5 50 200
Number of males 6 6 6 6

RBC (10%uL) 840 + 50 813 + 45 817 + 15 783 + 30 *
Hemoglobin (g/dL) 149 £+ 03 149 £ 0.7 147 £ 02 142 £ 05 %
Hematocrit (%) 415 £ 05 412 £ 15 414 £+ 0S5 403 + 13
MCV (fL) 495 £ 27 507 £ 1.4 507 £+ 13 514 = 14
MCH (rg) 177 £ 0.7 183 £ 03 180 £ 05 181 = 05
MCHC (g/dL) 358 =+ 04 362 £ 0.6 356 + 03 353 =+ 04
Platelet (10*%uL) 1113 £ 112 111.0 + 11.1 1195 + 134 106.5 £ 8.6
Reticulocyte (%) 320 £ 045 325 £ 0.63 330 £ 0.62 3.63 £ 035
PT (sec.) 203 £ 38 206 = 5.4 186 + 2.7 208 + 4.7
APTT (sec.) 21.8 £ 2.0 216 £ 1.0 213 £ 1.9 26 £ 138
Fibrinogen (mg/dL) 2145 + 234 211.8 + 11.0 208.6 + 16.5 1993 + 438
WBC (10%/uL) 689 + 261 585 + 13.7 566 £ 6.2 63.8 + 14.0
Differential leukocyte (%)

Lymphocyte 695 £ 9.6 72.1 = 9.0 715 + 123 713 £ 6.0
Neutrophil 248 + 8.6 228 £+ 93 229 + 102 232 + 53
Eosinophil 09 £ 02 1.5 £+ 07 19 £+ 09 * 1.5 £+ 04
Basophil 00 £ 00 00 = 00 00 =+ 00 00 = 00
Monocyte 48 + 1.9 36 £+ 1.5 38 + 2.1 40 + 1.6

Each value shows mean + S.D.
Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 37. Hematological findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 200
Number of females 5 5

RBC (10%uL) 790 £ 27 765 £ 22
Hemoglobin (g/dL) 148 =+ 04 148 = 02
Hematocrit (%) 410 £+ 14 416 = 08
MCV (fL) 519 £ 08 544 = 09 $$
MCH (pg) 188 + 05 194 = 04
MCHC (g/dL) 363 + 06 356 + 03
Platelet (10%uL) 107.8 + 83 1043 = 76
Reticulocyte (%) 3.18 £ 0091 260 = 047
PT (sec.) 151 + 09 155 + 07
APTT (sec.) 166 + 05 164 = 08
Fibrinogen (mg/dL) 166.6 = 11.0 163.6 = 14.1
WBC (10%/uL) 383 + 7.6 352 + 76
Differential leukocyte (%)

Lymphocyte 67.8 £ 143 769 £ 58
Neutrophil 263 + 135 172 =+ 54
Eosinophil 20 £ 08 19 = 1.1
Basophil 00 £ 00 00 = 00
Monocyte 40 + 1.1 40 + 13

Each value shows mean + S.D.

Significantly different from the control group (3$: p<0.01 by Student's t-test).
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Table 38. Clinical biochemistry findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane

mg/kg 0 12.5 50 200
Number of males 6 6 6 6

AST (IU/L) 91.7 £ 11.0 933 + 308 856 + 157 77.8 + 7.3
ALT au/L) 344 £ 129 31.0 £ 5.5 306 = 5.2 251 £ 23 #
ALP (1U/L) 3805 + 937 3827 + 687 3543 + 53.0 323.0 + 4638
y-GT (IU/L) 035 £ 0.12 039 + 0.18 035 £ 0.11 040 + 0.10
Total protein (g/dL) 576 £ 0.11 579 £ 0.13 588 + 0.17 562 £ 0.28
Albumin (g7dL) 276 £ 0.32 298 + 0.12 291 £ 0.10 295 + 0.7
A/G 094 + 0.19 1.06 £ 0.06 099 £ 0.05 1.12 £ 0.17
Total bilirubin (mg/dL) 0.11 £ 0.02 0.12 £ 0.01 0.13 £ 0.0l 0.13 £ 0.01
Urea nitrogen (mg/dL) 165 + 2.5 143 + 2.2 144 + 1.8 152 + 2.1
Creatinine (mg/dL) 028 £ 0.04 024 £ 0.02 025 £ 0.01 025 £ 0.03
Glucose (mg/dL) 1083 + 106 1151 £ 145 1094 =+ 6.8 109.2 + 3.6
Total cholesterol (mg/dL) 555 + 154 493 + 168 63.6 + 102 68.5 + 9.0
Triglyceride (mg/dL) 649 + 227 412 £ 199 374 = 109 38.1 £ 129 *
Na (mEq/L) 1448 + 08 1454 =+ 0.6 1454 + 0.9 1454 =+ 1.0
K (mEg/L) 423 + 026 401 + 0.14 418 + 0.19 432 + 020
Cl (mEg/L) 106.5 = 0.7 107.0 + 0.9 1054 =+ 14 106.0 =+ 1.2
Ca (mg/dL) 9.7 £ 0.1 99 + 0.1 99 + 0.1 97 + 0.2
Inorganic phosphorus (mg/dL) 7.1 + 0.6 72 + 0.5 74 + 0.6 77 + 0.6

Each value shows mean + S.D.

Significantly different from the control group (*: p<0.05 by Dunnett's test).
Significantly different from the control group (#: p<0.05 by Steel's test).
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Table 39. Clinical biochemistry findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

84!

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane

mg/kg 0 12.5 50 200
Number of females 5 5 5 5

AST (IU/L) 826 £+ 144 844 + 145 9.4 + 114 73.6 £ 113
ALT au/L) 258 + 46 25.1 £ 8.4 21.6 + 1.9 198 £+ 28
ALP (1U/L) 201.1 + 374 1725 + 169 1964 + 558 261.1 + 454
y-GT (IU/L) 058 + 0.26 058 = 0.17 068 + 0.20 060 £ 0.18
Total protein (g/dL) 621 £ 0.24 657 £ 0.11 6.04 = 0.29 597 £ 0.19
Albumin (g7dL) 346 + 0.30 375 £ 0.23 336 £ 0.09 343 + 0.23
A/G 126 £ 0.15 1.34 £ 0.16 127 £ 0.18 136 £ 0.15
Total bilirubin (mg/dL) 0.12 £ 0.01 0.11 £ 0.00 0.12 £ 0.01 0.12 £ 0.01
Urea nitrogen (mg/dL) 153 =+ 1.4 141 + 1.7 162 + 1.8 153 =+ 13
Creatinine (mg/dL) 032 £ 0.04 032 £ 0.03 032 £ 0.03 029 £ 0.02
Glucose (mg/dL) 1235 + 140 1175 £ 165 109.7 £ 3.6 1189 + 117
Total cholesterol (mg/dL) 65.1 + 139 707 + 188 593 + 142 817 + 148
Triglyceride (mg/dL) 220 + 8.1 23.5 £ 11.1 19.5 + 9.2 237 8.9
Na (mEq/L) 1423 + 04 142.8 =+ 0.6 1432 + 1.1 1433 £ 0.9
K (mEg/L) 395 + 026 404 + 020 410 + 021 409 + 026
Cl (mEg/L) 1068 + 0.8 107.8 £+ 09 107.7 + 1.2 1069 =+ 1.1
Ca (mg/dL) 99 £+ 03 0.1 =+ 0.2 98 £+ 04 99 £ 03
Inorganic phosphorus (mg/dL) 6.7 + 0.6 6.6 + 0.3 6.8 + 0.6 69 + 0.7

Each value shows mean + S.D.
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Table 40. Clinical biochemistry findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

i

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane

mg/kg 0 12.5 50 200
Number of males 6 6 6 6

AST (IU/L) 855 £ 8.9 787 £ 95 902 £ 9.6 772 £ 1.7
ALT (IU/L) 314 = 53 28.1 + 43 300 = 2.7 298 = 42
ALP (Tu/L)y 3354 = 642 296.6 = 16.5 3255 + 70.0 300.5 + 583
v-GT (IU/L) 036 = 0.19 040 + 0.10 038 + 0.09 031 = 0.02
Total protein (g/dL) 570 £ 0.20 569 = 0.17 563 + 029 549 = 0.15
Albumin (g/dL) 285 = 0.12 290 + 0.08 285 £ 0.17 287 + 0.13
A/G 1.01 £ 0.07 1.04 + 0.06 1.03 + 0.06 1.10 £ 0.10
Total bilirubin (mg/dL) 0.12 £ 0.01 0.11 = 0.01 0.11 £ 001 0.11 £ 0.0l
Urea nitrogen (mg/dL) 129 + 3.1 147 + 1.3 145 + 14 13.7 + 0.7
Creatinine (mg/dL) 026 = 0.04 027 + 0.02 027 £ 0.03 025 = 0.03
Glucose (mg/dL) 107.1 = 359 1069 + 10.7 980 = 8.6 1035 £+ 86
Total cholesterol (mg/dL) 498 + 105 51.0 £ 11.5 533 £ 117 475 + 129
Triglyceride (mg/dL) 438 = 97 463 + 14.8 38.7 = 149 356 = 164
Na (mEq/L) 1435 = 038 1435 + 1.2 1434 + 03 143.8 £+ 0.7
K (mEq/L) 411 = 0.16 413 + 0.21 437 + 0.25 417 + 023
Cl (mEq/L) 1062 + 1.1 1067 £+ 1.6 106.8 + 0.6 1064 = 1.6
Ca (mg/dL) 98 £ 02 98 + 02 97 £+ 0.2 98 + 02
Inorganic phosphorus {(mg/dL) 66 + 03 68 + 04 74 £+ 05*% 72 £ 0.7

Each value shows mean + S.D.

Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 41. Clinical biochemistry findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 200
Number of females 5 5

AST (IU/L) 748 £ 5.4 85.6 + 153
ALT (IU/L) 278 £ 44 39.1 + 121
ALP (1U/L) 1955 + 487 187.6 + 4938
v-GT (IU/L) 0.56 £ 0.23 0.76 + 0.20
Total protein (g/dL) 646 = 043 629 = 0.29
Albumin (g/dL) 375 = 027 355 £ 039
A/G 1.38 + 0.11 1.30 £ 0.20
Total bilirubin (mg/dL) 0.13 £ 0.01 0.12 £ 0.01
Urea nitrogen (mg/dL) 166 £ 29 16.8 £+ 1.7
Creatinine (mg/dL) 034 £ 0.04 035 + 0.02
Glucose (mg/dL) 1235 £ 5.2 1177 £ 16.9
Total cholesterol (mg/dL) 654 = 11.0 629 = 115
Triglyceride (mg/dL) 293 £ 16.0 204 + 6.8
Na (mEq/L) 1434 = 1.1 1438 + 1.2
K (mEq/L) 391 £ 0.16 385 + 0.15
Cl (mEq/L) 1072 + 0.7 1072 + 1.1
Ca (mg/dL) 100 £ 03 99 + 02
Inorganic phosphorus (mg/dL) 52 = 1.1 58 £ 0.7

Each value shows mean &+ S.D.
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Table 42. Hormone concentrations in the serum of male rats on termination of administration period in combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane

mg/kg 0 12.5 50 200
Number of males 6 6 6 6

T3 (ng/mL) 1.176 + 0.193 1.129 + 0.167 1.154 + 0.124 1.169 + 0.144
T4 (ng/mL) 425 + 65 39.1 = 47 403 + 69 385 £ 6.8
TSH (ng/mL) 0.808 + 0.334 0.883 + 0.566 0.909 + 0.549 0.740 + 0.184

Each value shows mean = S.D.



Table 43. Hormone concentrations in the serum of female rats on termination of administration period in combined repeated dose toxicity study with

the reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane

mg/kg 0 2.5 50 200
Number of females 5 5 5 5

T3 (ng/mL) 1256 + 0.132 1.193 + 0.093 1.228 + 0.160 1.284 + 0.140
T4 (ng/mL) 327 £ 56 29.1 =+ 49 328 + 34 314 + 6.5
TSH (ng/mL) 0.557 + 0432 0.422 = 0.186 0361 + 0.203 0.654 + 0.428

Each value shows mean = S.D.
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Table 44. Gross nccropsy findings in malc rats on termination of administration period in combined repeated dosce toxicity study with the reproduction/dcevelopmental
toxicity screening test of 2,2'-[ 1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 6 6 6 6
Findings
Normal 5 6 6 6
Spleen
Adhesion to the omentum and abdominal wall 1 0 0 0
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Table 45. Gross nccropsy findings in female rats on termination of administration period in combined repeated dosce toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[ 1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 5 5 5 5
Findings

Normal 5 5 5 5
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Table 46. Gross nccropsy findings in malc rats on termination of recovery period in combined repeated dosc toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[ 1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 6 6 6 6
Findings

Normal 6 6 6 6
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Tablc 47. Gross nccropsy findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2.2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2.2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 200
Number of females 5 5
Findings
Normal 5 5
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Table 48. Gross necropsy findings in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females on Day 5 of lactation 12 11 3 0
Findings
Normal 12 11 3 -
Number of females that all pups died 0 0 1 0
Findings
Normal - - 1 -
Number of non-delivered females 0 0 3 0
Findings
Normal - - 3 -
Number of non-pregnant females 0 0 5 12
Findings
Normal - - 5 12
Number of non-copulated females 0 1 0 0
Findings
Normal - 1 - -
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Table 49. Organ weights of male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 2.5 50 200
Number of males 6 6 6 6
Body weight (&) 461 + 30 456 + 27 441 + 26 409 + 15 **
Brain () 209 + 0.06 2,17 £ 0.12 218 = 0.07 208 + 0.07
(g%) 046 + 0.04 048 + 0.05 050 £ 0.04 051 £+ 0.01
Pituitary (mg) 155 + 1.2 151 + 1.7 160 £+ 09 147 + 08
(mg%) 34 £+ 02 33 £ 02 36 £ 03 36 + 0.2
Salivary glands (mg) 711 + 56 753 + 87 703 £ 77 714 + 38
(mg%) 154 + 8 166 + 24 161 = 23 175 + 12
Thyroids (mg) 214 + 23 30.1 £ 5.1 ** 232 = 34 230 £ 39
(mg%) 46 £+ 05 66 + 12 %** 53 £+ 09 56 £+ 08
Thymus (mg) 299 + 58 289 + 47 343 + 72 311+ 88
(mg%) 65 £+ 12 63 £ 10 78 £ 16 75 £ 20
Heart ) 144 + 0.15 142 + 0.13 140 + 0.17 127 £ 0.14
(g%) 031 + 0.05 031 £ 0.02 032 + 0.03 031 + 0.03
Liver ) 1240 + 0.73 11.80 + 1.12 1193 = 0.84 1092 + 037 *
(g%) 270 £ 0.15 2.59 £ 012 271 £ 0.13 2.67 £ 0.10
Spleen (mg) 846 + 206 821 + 108 788 + 65 756 + 88
(mg%) 186 + 57 181 + 27 180 = 20 185 + 20
Kidneys (2) 3.07 = 0.19 3.19 + 029 321 + 032 293 + 0.13
(g%) 0.67 + 0.07 0.70 + 0.07 073 + 0.08 072 £ 0.04
Adrenals (mg) 729 + 101 689 + 194 70.0 + 147 76.8 + 13.0
(mg%) 158 + 1.9 151 £+ 39 159 + 3.2 188 + 3.7
Testes (2) 319 + 023 339 + 0.18 316 + 0.21 328 + 0.27
(g%) 070 + 0.05 075 + 0.05 072 + 0.07 0.80 + 0.07 *
Epididymides (mg) 1171 + 126 1154 + 81 1106 + 75 1147 + 94
(mg%) 255 + 26 254 + 22 252 + 28 281 + 28
Ventral prostate (mg) 696 + 124 687 + 124 662 + 141 621 + 142
(mg%) 151 + 22 151 + 26 151 + 33 153 + 37
Seminal vesicles (2) 200 £ 0.15 1.94 + 0.28 200 £ 0.21 1.89 + 041
(g%) 043 + 0.02 043 + 0.06 046 = 0.07 046 + 0.10

Each value shows mean + S.D.

Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
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Table 50. Organ weights of female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 5 5 5 5
Body weight (&) 280 + 10 264 + 13 270 = 17 252 + 6 **
Brain () 1.92 + 0.08 1.97 + 0.09 1.93 £ 0.03 1.89 + 0.09
(g%) 0.69 + 0.04 075 + 0.05 072 = 0.04 075 + 0.04
Pituitary (mg) 187 + 0.8 191 £+ 1.3 168 = 2.1 16.8 + 22
(mg%) 67 + 04 73 + 08 63 £+ 09 67 £+ 10
Salivary glands (mg) 433 + s1 436 + 40 407 + 42 422 + 18
(mg%) 155 + 24 165 + 14 151 + 17 168 =+ 10
Thyroids (mg) 198 + 69 179 £+ 4.6 179 = 24 205 + 3.7
(mg%) 71 + 24 68 £+ 1.6 67 £+ 1.0 g1 + 15
Thymus (mg) 362 + 76 379 + 46 377 + 68 328 + 23
(mg%) 129 + 25 144 + 17 140 = 25 130 + 8
Heart ) 087 + 0.03 0.85 = 0.10 0.83 = 0.07 081 = 0.07
(g%) 031 = 0.00 032 + 0.02 031 = 0.01 032 + 0.02
Liver ) 735 £ 0.62 7.03 £ 0.62 6.76 = 0.62 6.99 = 031
(g%) 262 + 0.20 266 + 0.13 250 £ 0.13 2.77 £ 0.06
Spleen (mg) 598 + 69 597 + 110 584 + 114 538 + 92
(mg%) 214 + 28 228 + 49 216 + 30 214 + 38
Kidneys (2) 193 + 023 1.85 + 0.13 1.86 + 0.18 1.84 + 0.07
(g%) 0.69 + 0.07 0.70 + 0.05 0.69 = 0.08 073 £ 0.04
Adrenals (mg) 739 + 103 707 £+ 99 713 £+ 93 726 + 79
(mg%) 264 + 37 268 + 35 266 £ 4.4 288 + 2.7
Ovaries (mg) 875 + 74 90.6 + 10.0 102.1 = 155 95.6 + 17.6
(mg%) 313 £+ 33 344 + 44 378 £+ 49 379 =+ 6.4
Uterus (mg) 580 + 129 540 + 78 429 + 70 * 484 + 56
(mg%) 207 £+ 45 204 + 24 159 + 27 192 + 23

Each value shows mean + S.D.

Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
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Table 51. Organ weights of male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of males 6 6 6 6
Body weight (&) 534 £ 34 505 £+ 34 490 + 33 480 + 53
Brain (2) 216 £ 0.11 220 + 0.10 211 £ 0.06 212 + 0.09
(g%) 040 + 0.02 044 £ 0.04 043 + 0.02 044 + 0.03
Pituitary (mg) 172 + 19 16.0 £ 3.6 164 + 14 162 + 3.2
(mg%) 32 + 04 31 £+ 0.6 34 + 03 34 + 04
Salivary glands (mg) 808 £ 42 789 + 31 730 = 72 749 + 91
(mg%) 152 + 12 157 + 10 149 =+ 9 157 + 15
Thyroids (mg) 246 + 63 241 £+ 54 230 £ 5.6 255 £ 6.2
(mg%) 47 £+ 14 48 £ 1.0 47 + 1.1 54 + 14
Thymus (mg) 282 + 53 347 £+ 90 315 =+ 87 309 + 38
(mg%) 53 £ 12 68 + 15 64 + 16 65 + 6
Heart () 1.54 + 0.11 149 + 0.14 143 + 0.10 144 £ 0.10
(g%) 029 + 0.02 0.30 £ 0.02 029 + 0.02 030 + 0.02
Liver () 13.58 + 1.12 1276 + 1.42 1202 = 1.54 12.82 + 2.01
(g%) 254 £ 0.20 252 £ 012 244 + 0.19 2.66 £ 0.14
Spleen (mg) 896 + 51 875 + 136 790 + 92 930 + 109
(mg%) 168 + 11 173 + 20 161 + 17 195 + 20 *
Kidneys (2) 336 = 027 327 + 040 313 + 0.13 323 + 035
(g%) 0.63 + 0.06 0.65 + 0.05 064 = 0.04 0.68 + 0.09
Adrenals (mg) 65.7 £ 10.6 648 + 132 586 + 114 624 + 16.8
(mg%) 124 + 25 128 £+ 23 119 £+ 1.6 129 + 24
Testes (g) 331 £ 0.20 345 £ 0.20 344 + 0.29 324 + 0.13
(g%) 0.62 + 0.02 069 + 003 # 071 + 0.08 0.68 + 0.07
Epididymides (mg) 1274 + 61 1238 + 37 1269 = 39 1210 + 68
(mg%) 239 + 11 246 + 20 260 + 22 255 + 29
Ventral prostate (mg) 743 + 109 591 + 129 743 + 145 694 + 84
(mg%) 140 + 25 118 + 28 152 + 30 145 + 14
Seminal vesicles (€3] 233 + 026 213 + 037 210 + 0.23 209 + 032
(g%) 044 + 0.04 042 + 0.07 043 £ 0.05 044 + 0.07

Each value shows mean + S.D.

Significantly different from the control group (#: p<0.05 by Steel's test).

Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 52. Organ weights of female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 200
Number of females 5 5
Body weight (g 282 + 14 282 + 16
Brain (g) 196 + 0.10 1.95 + 0.04
(g%) 070 + 0.06 0.69 = 0.04
Pituitary (mg) 177 £+ 22 185 + 1.3
(mg%) 63 + 038 66 £ 07
Salivary glands (mg) 417 + 35 433 + 33
(mg%) 148 + 7 153 + 5
Thyroids (mg) 194 + 38 17.8 + 4.1
(mg%) 69 + 13 63 £ 1.2
Thymus (mg) 314 + 83 287 + 37
(mg%) 112 + 33 102 + 14
Heart () 0.84 + 0.08 087 + 0.04
(g%) 030 + 0.02 031 + 0.02
Liver (2) 6.87 + 0.56 731 + 0.61
(g%) 243 + 0.13 2.59 + 0.10
Spleen (mg) 572 + 95 591 + 100
(mg%) 202 + 27 210 £ 39
Kidneys (g .79 = 0.11 190 + 0.09
(g%) 0.63 + 0.04 0.68 + 0.02
Adrenals (mg) 619 + 6.6 752 + 903
(mg%) 219 + 15 267 £ 29%
Ovaries (mg) 71.8 + 104 838 + 9.0
(mg%) 256 + 47 298 + 3.8
Uterus (mg) 512 £+ 98 518 £+ 69
(mg%) 182 + 37 185 + 28

Each value shows mean + S.D.

Significantly different from the control group ($: p<0.05 by Student's t-test).
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Table 53. Organ weights of parental female rats (mating groups) on Day 5 of lactaion in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

S¢Sl

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane

mg/kg 0 12.5 50 200

Number of females 12 11 3 0

Body weight (2 305 £ 25 309 £ 20 327 + 12 -

Ovaries (mg) 1164 + 11.8 103.1 + 120 * 102.0 + 10.8 -
(mg%) 38.1 £ 3.0 335 £ 3.9 ** 313 £ 4.1 * -

Uterus (mg) 652 + 118 621 + 70 533 + 39 -
(mg%) 214 + 35 202 £ 26 163 + 10 * -

Each value shows mean + S.D.

Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
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Table 54. Histopathological findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Grade NY A” + o+ 2+ 3+[NY AY &+ 2+ 3+|NY AY &+ 2+ 3NV AY &+ 2+ 3+
Findings
Heart [61° [0] [0] (6]
Cellular infiltration 5 1 1 0 0 0O 6 0 0 0 0 O
Lung [6] [0] [0] (6]
Trachca [6] [0] [0] [6]
Liver [6] [0] [0] (6]
Pancreas [6] [0] [0] [6]
Sublingual gland [6] [0] [0] (6]
Submandibular gland [6] [0] [0] [6]
Esophagus [6] {0] [0] [6]
Stomach [6] [6] [6] [6]
Hyperplasia, squamous epithelium, forestomach | 6 ¢ 0 0 0 0|6 0 O O O 0]6 0 0O O O OJO 6 0 6 0 0 #CC
Ulcer, glandular stomach, chronic 6 0 0 0 0 0]l6 O O O O O)J2 4 4 0 O 02 4 4 0 0 O
Duodenum (6] [0] [0] [6]
Jejunum [6] [0] [0] (6]
Tleum [6] [0] [0] (6]
Peyer's patch [6] [0] [0] (6]
Cecum [6] [0] [0] [6]
Colon (6] [0] (0] (6]
Rectum [6] [0] (0] (6]
Thymus [6] [0] [0] [6]
Splcen [6] [0] [0] [6]
Hematopoiesis, extramedullary 5 1L 1L 0 0 0 6 0 0 0 0 O
Cellular infiltration, inflammatory cell, capsule 5 1 1 0 0 0 6 0 0 0 0 O
Mandibular lymph node [6] [0] [0] [6]
Mesenteric lymph node [6] [0] [0] [6]
Kidney (6] [0] [0] (6]
Urinary bladder [6] [0] [0] [6]
a): No abnormality dctected. b): Abnormality dctected. ¢): Number in brackets is numbecr of malcs cxamined. (Continucd)

Gradc of histopathological findings: +: slight, +: mild, 2+: modcratc, 3+: markced.
Significantly diffcrent from the control group (##: p<0.01 by Stcel's test).
Significantly diffcrent by dosc responsc test (CC: p<0.01 by Cochran-Armitage cxact test).
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Table 54. (Continued) Histopathological findings in male rats on termination of administration period in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

LS1

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Grade N A” + + 24 3+|NY A” + + 2+ 3+|NY AY + + 2+ 3+|NY AY &+ o+ 2+ 3+
Findings
Testis [6]° [0] [0] [6]
Epididymis (6] [0] [0] (6]
Ventral prostate [6] [0] [0] (6]
Seminal vesicle [6] [0] [0] (6]
Coagulating gland [6] [0] [0] (6]
Pituitary (6] [0] (0] [0]
Adrenal [6] [0] [0] [6]
Thyroid (6] [0] [0] (6]
Parathyroid (6] [0] [0] (6]
Cerebrum [6] [0] [0] (6]
Cerebellum [6] [0] [0] (6]
Pons [6] [0] [0] (6]
Spinal cord [6] [0] [0] (6]
Sciatic nerve [6] [0] [0] (6]
Eyeball [6] [0] [0] (6]
Harderian gland [6] [0] [0] (6]
Sternal bone [6] [0] [0] (6]
Femoral bone [6] [0] [0] (6]
Sternal bone marrow [6] [0] [0] (6]
Hematopoiesis, increased 5 1 1 0 0 0 6 0 0 0 0 O
Femoral bone marrow [6] [0] [0] [6]
Hematopoiesis, increased 5 1 1 0 0 0 6 0 0 0 0 O
Muscle (rectus femoris) (6] [0] [0] [6]
Mammary gland [6] [0] [0] (6]
a): No abnormality detected. b): Abnormality detected. ¢): Number in brackets is number of males examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Table 55. Histopathological findings in female rats on termination of administration period in combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

8¢Sl

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Grade NYAY & b 2+ 34N AY + b 20 3NV AT £ o+ 2+ 3+ NP AY &+ 2+ 3¢
Findings
Heart (519 [0] [0] [5]
Lung (3] (0] [0] (3]
Trachea [5] [0] [0] [5]
Liver [5] [0] [0] [5]
Pancrcas [5] [0] [0] [5]
Sublingual gland [5] [0] [0] [5]
Submandibular gland [5] [0] [0] [5]
Esophagus [5] [0] [0] [5]
Stomach [5] [5] [5] [5]
Hyperplasia, squamous epithelium, forestomach ( 5 0 0 0 0 0|5 0 0 0 O O]5 0 0 0 O O 0 5 0 5 0 0 ##CC
Ulcer, glandular stomach, chronic 5 0 0 00 0|5 00O OOl 4 4 0 0 0#2 3 3 0 00
Duodenum [5] [0] [0] [5]
Jejunum [5] [0] [0] [51
[leum [5] [0] [0] [5]
Peyer’s patch [5] [0] [0] [5]
Mincralization 4 1 1 0 0 O 5 0 0 0 0 O
Cecum [5] [0] [0] [5]
Colon [5] [0] [0] [5]
Rectum [5] [0] [0] [5]
Thymus [5] [0] [0] [5]
Spleen (5] (0] (0] (3]
Mandibular lymph nodc [5] [0] [0] [5]
Mesenteric lymph node [5] [0] [0] [5]
Kidney [5] [0] [0] [5]
Cyst, lateral 2 33 0 0 0 50 0 0 0 0
Urinary bladder [5] [0] [0] [5]
a): No abnormality detected. b): Abnormality detected. c¢): Number in brackets is number of males examined. (Continued)

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
Significantly different from the control group (#: p<0.05, ##: p<0.01 by Steel's test).
Significantly different by dose response test (CC: p<0.01 by Cochran-Armitage exact test).
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Table 55. (Continued) Histopathological findings in female rats on termination of administration period in combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
me/ke 0 12.5 50 200
Grade N AP &+ 2+ 3+ [NP AV &+ o+ 2+ 34 NP AY £+ 2+ 3+ NY AY £+ 2+ 3+
Findings
Ovary [51° [0] [0] [5]
Uterus [5] [0] [0] [5]
Vagina [5] [0] (0] (5]
Pituitary [5] [0] (0] (5]
Adrenal [51 [0] [0] [5]
Thyroid [5] [0] [0] (5]
Parathyroid [5] [0] [0] [5]
Cerebrum [5] [0] [0] [5]
Cerebellum [5] [0] [0] [5]
Pons [5] [0] [0] [5]
Spinal cord [5] [0] (0] (3]
Sciatic nerve [5] [0] [0] [5]
Eyeball [5] [0] [0] (5]
Harderian gland [5] [0] [0] [5]
Sternal bone [5] [0] [0] [5]
Femoral bone [5] [0] [0] [5]
Sternal bone marrow [5] [0] [0] [5]
Femoral bone marrow [5] [0] [0] [5]
Muscle (rectus femoris) [5] [0] [0] [5]
Mammary gland [5] [0] [0] [5]

a): No abnormality detected.

b): Abnormality detected.

¢): Number in brackets is number of males examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Table 56. Histopathological findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 200
Grade + o+ 2+ 3+|NY AY £+ 2+ 3+|N” A" £+ 2+ 3+
Findings
Stomach {6] [6]
Hyperplasia, squamous epithelium, forestomach 0 0 6 0 0 O 6 0 4 0 0 O
Scar, glandular mucosa 0 0 6 0 0 O 4 2 4 0 0 O

a): No abnormality detected.
Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

b): Abnormality detected.

¢): Number in brackets is number of males examined.
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Table 57. Histopathological findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'-[1,2-ethanediylbis {(oxymethylene)] bis-oxirane
mg/kg 0 200
Grade N AY + + 2+ 3+ N AY + + 2+ 3+
Findings
Stomach [51° [5]

Hyperplasia, squamous epithelium, forestomach 5 0 0 0 0 0 2 3 3 0 0 0

Scar, glandular mucosa 5 0 0 0 0 0 0 5 5 0 0 0 WwW
a): No abnormality detected. b): Abnormality detected. ¢): Number in brackets is number of males examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
Significantly different from the control group (WW: p<0.01 by Wilcoxon's test).



91

Study No. 100130

Table 58. Histopathological findings in parental female rats (mating groups) on Day 5 of lactation in combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2,2'[1,2-ethanediylbis {oxymethylene)] bis-oxirane
mg/kg 0 50
Grade NY AY & o+ 2+ 3+[NY AP & + 2+ 3+
Findings

Ovary [61° 3]

Uterus [6] [3]

Vagina [6] [3]

Mammary gland [6] [3]

a): No abnormality detected.

b): Abnormality detected.

¢): Number in brackets is number of females examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
*: Not pregnant (necropsied 25 days after copulation).
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Table 59. Reproductive performance of parental male and female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of females 12 12 12 12
Number of estrous cases before pairing (14 days)
(Mean = S.D.) 36 + 05 33 + 05 34 + 05 33 + 0.5
Number of pairs 12 11 12 12
Number of pairs with successful copulation 12 1 12 12
Copulation index (%) o 100.0 91.7 100.0 100.0
Number of conceiving days
Mean £ S.D. 22 £ 1.0 30 £ 12 (1D 26 £ 1.2 23 £ 1.3
Conceiving days 1-5 12 11 12 12
Conceiving days >6 0 0 0 0
Number of pregnant females 12 11 7 0
Fertility index (%) b 100.0 100.0 58.3F 0.0 FF

a): (Number of pairs with successful copulation/number of pairs)=100.

b): (Number of pregnant females/number of pairs with successful copulation)>100.
Figures in parentheses indicate number of females.

Significantly different from the control group (F: p<0.05, FF: p<0.01 by Fisher's exact test).
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Table 60. Observation of pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of dams 12 11 7 0
Length of gestation (days) 22.1 £ 0.5 224 + 0.5 230 + 0.0 ** (4) -
Pregnancy days = 21 1 0 0 -
Pregnancy days = 22 9 7 0 -
Prcgnancy days > 23 2 4 4 -
Corpora lutea 15.8 + 23 16.2 + 24 10.0 + 2.8 ** -
Implantation scars 139 £+ 3.0 140 + 3.0 26 + 1.4 ** -
Implantation index (%o) & 872 =+ 125 86.0 = 10.2 285 £ 177 ## -
Gestation index (%) 100.0 100.0 57.1F -
Pups born 135 = 3.3 13.1 + 3.0 30 £ 1.2 ** -
Stillbirths 01 = 03 04 £+ 09 00 £ 00 -
Live pups born 134 =+ 33 127 + 2.8 30 £ 1.2 ** -
Sex ratio at birth © 123 + 051 1.03 + 078 100 £ 000 (3 -
(Total male/total female) 87/74 64/76 7/5 -
Delivery index (%) ¥ 958 + 95 93.6 + 84 950 + 100 (¥ -
Birth index (%) © 952 = 95 914 = 92 95.0 = 10.0 ) -
Live birth index (%) " 994 + 2.0 977 + 5.8 1000 + 00 (4 -
Live pups on Day 4 of lactation 133 + 33 12.7 + 2.8 23 + 1.7 ** (4) -
Sex ratio on Day 4 of lactation ¥ 122 + 0.53 1.03 + 0.78 133 + 058 3) -
(Total male/total female) 86/74 64/76 5/4 -
Viability index (%) & 994 = 2.0 1000 £ 0.0 688 £ 473 ) -
External abnormalities (%) & 0.0 = 0.0 0.0 + 0.0 0.0 + 0.0 4) -

Each value shows mean + S.D. per dam.

Figures in parentheses indicate number of dams.

a): (Number of implantation scars/number of corpora lutea)x100.

¢): Number of male pups/number of female pups.

e): (Number of live pups born/number of implantation scars)x100.

g): (Number of live pups on Day 4 of lactation/number of live pups born)x 100.
Significantly different from the control group (**: p<0.01 by Dunnett's test).
Significantly different from the control group (##: p<0.01 by Steel's test).

b): (Number of dams having live pups/number of pregnant dams)x100.

d): (Number of pups born/number of implantation scars)>100.
): (Number of live pups born/number of pups born)x100.
h): (Number of pups with external abnormalities/number of live pups)x100.

Significantly different from the control group (F: p<0.05 by Fisher's exact test).
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Table 61. Delivery conditions and nursing conditions of dams in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group mg/kg [Number of dams and Delivery Nursing conditions
delivery conditions/nursing conditions conditions Days of lactation

0 1 2 3 4
Control 0 Number of dams 12 12 12 12 12 12
Normal 12 12 12 12 12 12
2,2'-[1,2-cthancdiylbis 12.5 |Numbcr of dams 11 11 11 11 11 11
(oxymethylene)] bis-oxirane Normal 11 11 11 11 11 11
50 Number of dams 4 4 4 3 3 3
Normal 4 4 4 3 3 3
200  |Number of dams 0 0 0 0 0 0
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Table 62. General clinical signs in pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group mg/kg [Number of punps Days of lactation

and general clinical signs 0 1 2 3 4
Control 0 [Numbecr of pups 162 161 161 161 161
Normal 161 161 161 161 160

Death 1 0 0 0 1
2,2'-[1,2-cthancdiylbis 12.5 |Number of pups 144 140 140 140 140
(oxymethylene)] bis-oxirane Normal 140 140 140 140 140

Death 4 0 0 0 0

50  |Number of pups 12 12 11 9 9

Normal 12 11 9 9 9

Death 0 1 2 0 0

200 |Number of pups 0 0 0 0 0
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Table 63. Body weights of pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group Control 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of dams 12 11 4 0
Male weight
Days of lactation
0 70 + 07 71 £ 08 86 + 0.5 ** -
4 109 £ 15 115 = 1.7 139 = 28* (3) -
Female weight
Days of lactation
0 66 £ 0.6 68 £+ 0.6 80 £ 1.1 ** (3) -
4 102 £+ 13 109 £+ 14 131 = 32* (3 -
Mean pup weight
Days of lactation
0 68 + 0.6 70 £ 0.6 83 + 0.7 ** -
4 106 £+ 14 112 £ 15 135 £ 3.0* (3 -
Litter weight
Days of lactation
0 902 + 19.6 87.6 £ 16.2 250 £ 10.1 ** -
4 137.0 + 279 1403 + 23.8 423 + 229 **  (3) -

Each value shows mean (g) + S.D. per dam.

Significantly different from the control group (*

Figures in parentheses indicate number of dams.

: p<0.05, **: p<0.01 by Dunnett's test).
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Tablc 64. Gross nccropsy findings in stillbirths and dcad pups in combincd repeated dosce toxicity study with the reproduction/dcvelopmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Group Control 2.2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of stillbirths 1 4 0 0
Findings
Normal 1 4 - -
Number of dead pups 1 0 0 0
Findings
Normal 0 - - -
Kidney
Dilatation, pclvis, bilatcral 1 0 0 -
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Table 65. Gross necropsy findings in pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration

Study No. 100130

Group Control 2.2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane
mg/kg 0 12.5 50 200
Number of dams 12 11 3 0
Number of male pups 86 64 5 -
Findings
Normal 86 64 5 -
Number of dams 12 11 3 0
Number of female pups 74 76 4 -
Findings
Normal 74 76 4 -
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Fig. 1. Chemical structure of 2, 2°-[1, 2-ethanediylbis (oxymethylene)] bis-oxirane.
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Study No. 100130

-O- Control group
I3 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 12.5 mg/kg

B A 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 50 mg/kg
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Fig. 2. Body weights of male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration.
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Study No. 100130

-O- Control group
{1 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 12.5 mg/kg

400 = A 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 50 mg/kg
=& 2.2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 200 mg/kg
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Fig. 3. Body weights of female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration.



€L1

Study No. 100130

-O- Control group
11 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 12.5 mgrkg

00 = - 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 50 mg/kg
=/ 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 200 mg/kg
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Fig. 4. Body weights of parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration.
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Study No. 100130

-O~ Control group
0O 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 12.5 mg/kg

50
- 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 50 mg/kg
& 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 200 mg/kg
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Fig. 5. Food consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration.
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Study No. 100130

-O- Control group
-0 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 12.5 mg/kg

40
-~ 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 50 mg/kg
7 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 200 mg/kg
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Fig. 6. Food consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration.
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Study No. 100130

-O- Control group

O 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 12.5 mg/kg
= 2,2'[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 50 mg/kg
=& 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 200 mg/kg
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Fig. 7. Food consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration.
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Study No. 100130

-0~ Control group

3+ 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 12.5 mg/kg
- 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 50 mg/kg
7 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 200 mg/kg
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Fig. 8. Water consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration.
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Study No. 100130

-O- Control group
I 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 12.5 mg/kg
=% 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 50 mg/kg

=% 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 200 mg/kg
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Fig. 9. Water consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration.
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Study No. 100130

-O- Control group

{3 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 12.5 mg/kg
- 2,2'[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 50 mg/kg
=& 2,2'[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 200 mg/kg
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Fig. 10. Water consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration.
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Study No. 100130
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20 O 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane group at 12.5 mg/kg
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Fig. 11. Body weights of pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2,2'-[1,2-ethanediylbis (oxymethylene)] bis-oxirane by oral administration.
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