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ORBA, MRy, A L Aey)

(R E DERE, B HRIRDFHEY

(I GRIA ORI E IR ORITE)

(R HALER)
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6. EH

1,4-2 7 aa 7 2 G NI S V2556 ORI~ OB EZHEE T H7-2012, 14-U7
>y MR >~ M2 28 HRRER OG- L, SLIC—EoEWicid 14 A OREHMZ
T T R L DR B A et L. RGBT, 300 mgke ZmfEE L, LLF, 60
KON 12 mgkg ZR%E LTz, BRIZIE F o' a o qha AV, BRI I e i 5RE & AR &
D rUETaMERE Lz, SO B o6 L OF 300 mg/kg BEAMERES 12 i1 & L,
BHEL BF DO BYFARUEREL L=, 60 U 12 mg/kg FEITMERES 6 61 & L7-.

1) —fRIRAE L OFEL IR
FHNE, MEREE LERO BT, —RIETIE, MERE S & 300 mg/kg B THRG421C
PEDOFTIEDS T S IV DN FEHIER & 1372 S 2o T,

2) IKEH, {EAFELOEKE
(RN OMERFRETIE, MEEOWT OB GRE & bIRGITERT 2 2UTRD bR 7.
FOKETIE, MEREE & 300 mg/kg #E TIRITHG-BI 208 L CrafEA 2 bz, BHEEIR A
MR & b F TR S ZALITRRD BTz,

3) 1TEMEERE (FOB), E&RLUS, 181K UMH SEEH) &
TTEHFERE (FOB) #i%%, EREPUSHA, #R/IE M OV H FEEEEHIE T, MOV ok
L bR GITERT 22T A N2 o7z,

4) JRIGAS, MR OMIRAA LA

PRRAEICIBN T, BEHIRI TRAICEECTIE 300 mg/kg BECIEKEORINIER L7 REDEIE
DI, METIEOT O GHE L LR GISERT AT b7z, [BHEHIFK
TREDPRIGA T, MERE S HIGITRRT 2 2MLITEED b Loz,

MIEFRRAN BN T, R GHIRE TIRHCIETIE 300 mg/kg B CHERHRO EEM I AT,
METIZWT OB GEE & B3GR 22D b -7z, [EHEIRRK TR, R
EBRGITERT HEITERD b o7z,

MEAACFRRAEICIN T, FEGHIRE TRRCHED 300 mg/kg BT y-GTP, JRFEEFR KO Y
> DEE, D 300 mgkg BT y-GTP K OMERE Y > OEifiE, D 300 & TN 60 mg/kg FECIRFEER
DO EAEER S IEMEA A DIz, [EHEHARI TR, MR SR 5IERT 22 ER b
o Tz,

5) HPT R O B B
FIRIZISUN T, PG AR TIRECHERE & & 300 TN 60 mg/kg B CIFIRORREN A BTz, [FIHE
HIRIE TR, ML HIGITERT TR bt o7,

IREHEEIZBWT, &5HIFE TRAZHED 300 mgkg BT NEE(R, ATl OVE RO B &
15
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UMHXTE RO, HETiX 300 2 T8 60 mg/kg BECHFROM B 8 M OFH T E & O E, 300 mgkg
T CRIROAER B ORI E RO EfEA A DAV, [EHEHIRRE TRHIE, ek & S8 IR
T HETRD LI h T,

6) JREBHAR AR

B GRS TRECIE, BECIE, Sl PARSE FRE O BRI B OVl 2 - — 2 L BERL D3
DH3300, 60 TN 12 mgkg B, Ml 2R 2205 M OVE gl S FRAEIER S 300 mg/kg #E, gL
T INAIZEREDS 300 KO8 60 mg/kg BETHA STz, METIE, FlgZ FINRIE P 0O FTHIIRAE A K OV
(2T RERLOJD S 300, 60 TN 12 mgkg B, M2 2722503 300 mg/kg B, BHliElZihr
PRABE DRERAH 300 KON 60 mg/kg B, I HS NAZEIEDS 300 mg/kg HETA HALT.

[EHEHIRE TIRAZIE, HECITGITER T 22 T3 bt o7, METIE, i FIRE
FEIEDFFHIFIE S 300 mg/kg BECA BTz

Db XSz, 14-vr7an 7y o OmEEET, MifEE b 12 mgkg 502 X 0 R FIARE

FRME DO FHaE R K OWElig 76— U ERLOJD DSBS b= Z £, 12 mgkg/day Aifi &
EZHND.
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7. &

il

14-U 7 a a7 52 UG NICIER S N 5A O~ ORBEHEE T 512012, Hikiib
FEE AR D FERO TR ONT CER 1S 4E 11 H 21 B, FEAFEEF 1121002 5, PRk 15«11 -
13 BURE 2 5, BREREFEEE 031121002 5, SR 18 4 11 H 20 H FA&UIE) } U OECD Guideline for
Testing of Chemicals for Repeated Dose 28-day Oral Toxicity Study in Rodents (407) (25T 1,4-3
yan7 s o w T o~ M2 28 HERNHEE- L, I HIC—EHOBMICIE 14 H ORI
TR T ARG X D it B A it L.

8. Ak
8.1. HWERMERUEK

WL 1,4-2 7 vn 7 B2 (B4 F 1 4-dichlorobutane, CAS No. 110-56-5, Fig. 1) 1%, (k2%
2 Cl(CHy) Cl, 4378 127.01, Wtk - PR IEEEIIRIR, 51K 53°C, FEAK: 220°C,
15soc, w114 chz . ks [ = -0z o
e || T Lo o Bl /i (GO):99.8%]. AF#iL, B
TREREORE IR « B8 - BPAOSME N ORE L. HWE 2 RE LTS (MR
BMS-500F3, HAZ U —W—#kAth) ORE [FERE: 4°C GRAME: 2.0~ 8.0°C; JIfH:
2.1 ~6.4°C)] (CRIEEIEZR D -T2

PR T, BB CEVE T D 9BRIE (1.0001 g) ZBRU - FRApsdy e 1 X Rl i
HLT-.

LRI e SIS 11217 F2NE L 7R IR L7 RET (Lot No. FGHO2) O ETRABR
FGEN D, IR OREE R S T

BARICIE, boEw gl (BLF, Comoil, LotNo.: V8K7807, f#fHHANR: 2013459 H 8 H,
Wt FHTA T AT RS, ESRM R, RESPT R E AR ROMRE ) 2V
Com oil Z & UT- BRI E RS EORE RO [FERE: 23°C FraHiE: 18.0 ~28.0°C; &
HIME: 22.0 ~24.5°C)] R OVRE [FREREE: 55% (FFAHIPH: 40.0 ~ 70.0%; FEAE: 49.9 ~61.1%)] 1T
MR 72N> 7.

8.2. BEHRARVEEARE

R DR GRAZ LT 272018, 14-P 7 na 72 L ONEER (FIEEIC X DRI Es L
7o) PR (BT RFE: PM2500, A hZ— - b L MGt %, Com oil T 60 mg/mL i
JELRDE ML, SRR U7z, 12 KON 2.4 mgmL EEORFEHRINT, 60 mg/mL %
Corn oil CEEFEAR LTI L 7-.

TR D ZZEMEIZ OV T, 2, 20 LT 200 mg/mLOJEE T, mik GRERE 4°C,
7B BMS-500F3, HAZ U —F—fRath) #E 8 A& 2ok, =R EREIRE: 23°C) - I
T 6 ] TR 2 2 EAWERS TS P (Attachment 1). 65T, B GMIKIL, 71 A
R—FTNRY 7Ta L VBRI 1 By Z SNk, ik ((OTRE: BMS-500F3, HA~Z U
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— PRt - BOLDORMA T CRE L, SRR 7 HEINITHE L7z, BRGRBIRZIRE Lo
JEEEDIEFE [FREIRIE: 4°C (FFA#IFH: 2.0 ~ 8.0°C; FHME: 3.5 ~5.8°C)] ICRIEIF -7 B L
T BB GRRIE, WIREE DRFDH L% 4 RER] 52 3 LINICBE A L 7=,

HEREGBRAAH (5 1 B) KOMER G T BICEER U7 S5 GARIR OYERE IR A T A 7
a~ b 777 (GC-2010, HRSALEHBLERN CHIE L. TORSE, W eiRi 3 ForEeE
D 94.5~102.7%TH Y, HEM (100+10%) OHFIFHNTH -7 (Attachments 2 TN 3).

83. HEFMRUEFESMK
8.3.1. EMERURMR

AERICIE, FMERRBRIC AT DTV L EMFRET, £ ORHHERDSH 52T % Crl:CD
(SD) T ~ I~ (SPF) Z iz, BIE, 2008 459 H 24 HIZHART v—/L A « U —falss
o HEHRE L 2= 4 B CHERES 44 TCEATFLIZ. AFE | HOEKERIL, S
86~95¢g, WA 64~75g Tho7-.

8.3.2. #RERUEIE, B+t UIEARER

ATFL7=8W2i3, HoEiiid (2008459 A 24 H ~29 H) & BIMEIAR (/E: 2008 459 A 30 H ~ 2008
10 A 6 H, ME2008 49 A 30 H ~2008 4F 10 A 8 H) =%, ZOMIC—HRIEEO#EIZ % 1 H
1|, (AEEIE (BFRFE PG2002-S XL PB3002, A FT7— -« bL RS 21T 3 [E] &
I% 4 [B], 1TEIERE (FOB) Bl53% 1 [EHTo72. B - BIEEIRI R O —ReRiE & OMREHER | S
DR BV =B 53T L7z (Attachments 4-1, 4-2, 5-1, 52, 6-1, 62, 7-1 XUI¥7-2).

BEBRMGRTALS, 2 B a— 2 W TIREZ R0 T 7o 2 I B R A RhEIC K 0 R0
PURE R OV BONEIESE LS 72D KO ITBET L=, BL, % OEWOREIEED +20%
PRNIZH 5 b DEIRATREG T Lic. BET HOKERPIE, KNS 173~207 g, A5 132~179¢g
Thole. BEOTEREED S B, % - BILEME 5 OB VIR 2 LA #EOEHEIFKE T HIZ3E
i L7 =2 AR L Lz, AEME=42 ) VAW T, B AR
D XD BT BN T. BT ERIED O BT =42 U o TR R o TR
K ORISR, B0 BICY =T bm—7 /U K DI T CHERENR. & i L CZ285E
IHT.

W OEATEINL, BIAT BICBAhEA > 7 2 O CRA~RE - BUEEME S (F 341 %
AL UTH -

WO - B O% 7 — 338k, AFEH A LOWE - BtEW &S 25 A
LIeT~ V%, BETROS T — 3BT, &5&, W - BULEWE - KOS 5%
FOAL, BEZ LIZENT LT 7~V EZVEIURD 11372, 7235, FOB #1233 Blind Tt L7z
7o, fE - BUEHIRF O 7~V 2B 41 7.

83.3. RIRFUHRUFHEERE
BT, BUEIREL: 23°C, BUEMRIL: 55%, WAMESS 12 W] (P Fal 6 I ~ /P& 6 i), #isia]

12 B (PPEREY VA —Zil LTCBIFZER) (SHERF S NUZEME = (E BR S 5=, {HL,
18



Study No. 502427

BT E B 7 BR) CfE Lo, BSEEORE GRARTE: 20.0 ~26.0°C; FEHIfE:
21.6~22.9°C) M OMBRE (RFAHPH: 40.0 ~70.0%; FEHIE: 42.5 ~ 59.4%) (Z[HEEIX/R - 7.
L, B - MR 7 o L 2 R — 7 (W2 240 x D: 380 x H: 200 mm) % Fu»
T 17— %720 2 ICOMERERIREERE & L, BEDITRIIAT v L AREX — % O CfEsl])
B LTz, AT ¥ L ARUGRER — O R ONGRRSR O AL 2 RIS 1 [EILL EATVY, #AE ONA
T2 L ARMRHE S — U OZ MLOZHU T 1 AN 2 [BILL E T 72, BRI EEOER (ROfE
FbR) KON 0.02%k HHEFREET b U o 2K CORDE v 7 E I L 218 EH 1 [RI%EM L
7-.

8.34. MR UEREIK

fAEH IR 5 18 A LINOERERTEL (CRF-1, 4 U =2 ZOVEERE T A A 2 3 BICERE
Wiz, (BL, FIRRATR IR 4 FRED DK - MR S, A Lzl e f—m v hosr
#E90%, Eurofins Scientific Analytics & OV = Z VR T MRS THEIE L2 b D2 ATF L
= FARIOHTHERIL, SaBRbERY CRE LR EOFEN Th o7z,

FICBKITKTE K % B IR S 7. DK OKERERERIE, HESHBREA AT #—T
FI6TEA ZLIZF ML= b DE AT Uiz, BEUKOHTRERIE, MakBifiisk CaE L e fE o
FPEANTH -,

84. BRI, ’EAZE BB BRS5ERVEGHRM
84.1. BERBRRUKREAE

14-w7mu7 52 4%, kL TRAICANICEREN D FREMENE . b b 720, FE5RE
ELTRRAZER LT,

Behlx, T4 AR—YFTNTy NAGRRROE Y VT (BIRStE7 F 0 g A H0 AT
TeT A AR=FT VR 7a 'L RS (7 VBRSO ORI T 7.
BeGHEE, BEEBICRBITWIEHOREEZHEAEL L, Smlkgday THH L
FEEIREZNERT 8 IRF 30 43 ~ 11 FE 51 43 £ COMT, HEFEHUL 1 H 1[RE L.

e 5-BRAG 0 OBl IHERE & b 6 il TH ¥, (NG IMEDS 188 ~211 g, MEAS 140~167 g TH

-7z,
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842 HERRUVRSE

FEHERE, L FIOR L2 X 0 ISR R G RE S L C 3 BEARRTE L, T O IREE A 3% 7.
BHEOBMWENE, SHHREEN TN 300 mg/kg FEAERES 12 6, 60 TN 12 mgkg #EAHEMES 6 5 & L
7=,

B BhH& JaEE oYL W (@M% S)
(mgkg/day) (mg/mL) D i3 i3
1A X 0 0 M Ny 6o
(Corn oil) (MO1101 ~MO1112)  (FO1151 ~ FO1162)
x VS S . 6 I] 6 1]
2BE 1,4 JunT By 12 24 RE 00201 ~M02206)  (F02251 ~ F02256)
N N N 61J 61J
N \ ==
SHE 14Ymeryy 60 12 T (M03301 ~ M03306)  (F03351 ~ F03356)
1] 2] 1] 2]
ATE 14V 70078 300 60 s 6 46 6 °+6

(M04401 ~ M04412)

(F04451 ~ F04462)

N 5T TR R
A B IR T R SRR

14-V7 au 74 o OfHRIT, YRBRO TR (% 5B 0, 100, 200, 500 & T* 1000 mg/kg,
i FHEME: S REMERES: 5 B)) OFRERNOIE LT, 370bb, PEiBRIZH T 1000 mg/kght
DOHETHRIEH| S OFETHIE 1 BIRED vz, HETITHBE L USEEHNIOT ORI B8O B i
Ipinotz. —RIRBEIZEBUNT, WEEAS 1000 & TN 500 mg/kght OMERETA BTz, (KEOAEME
fIE25 1000 KT 500 me/kghEDMEME, FREE DA E/MKAEDS 1000 me/kghEDMEMEKX TF 500 me/kght
DHETH- LIz, ~EZ RV EOAERIEAED 1000 mgkgfEORE, [/ MEE DA B 7 AKED
1000 mg/kgfEDMERETA B ALz, ALTOA E 72 EAEDS 500 mg/kghEDHERE, y-GTPOAE /RSl
1000 mg/kgFEDREK Y 500 & TF 200 meg/kghEDi, #h= L AT m—/LOAELEMED 1000 mgkg
BEOE, NV 7 VYT A ROFEREMD 500 mg/kghtOME TH Bz, FHigOFEEA 1000, 500
LN 200 mg/kgBEDHERE & 100 mg/kghEDME, Fafirod/ VLAY 1000 mg/kglEDOMERETH BTz, KR
Dt T K O R OA TS ZMREA 1000 me/kghEDMERE, Tl & DA 72 mfE)s
500 mg/kgHEDHERE & 200 SN 100 mg/kghEDlE, ITIROFHEEOAE /L& EA 1000, 500, 200
SO 100 mg/kgBEDMERE, BNROFHXEEDOAE R EEAY 1000, 500 & O 200 mg/kghEDHERET 2
bz, 22T, AR TCIE, 300mgkegZzmHEE L, LLFALK S T60 LU 12mgkg?d 3 5
BEAERE LT,

SRR E U CHAR (Com oil) DA 2R E I GRE & MR ER G- DRI T-.

84.3. 5HAM

BEHHENE, FHULF S AR DO SFEICOWT CE 15 42 11 A 21 A, SEARE
1121002 75, PR 15 « 11+ 13 YRI5 2 75, BRORBFEHS 031121002 75, Pk 18 4F 11 H 20 Ak
IE) TN OECD Guideline for Testing of Chemicals for Repeated Dose 28-day Oral Toxicity Study in

Rodents (407) (2t~ C, MEEE ¢ 28 ARGE L7z, 28 ARIOFG4IT, *HREE&L O 300 mg/kg A
20
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DOMEER 2 DM HONT 14 BRSO EREIE 232 7=,
BHBIBAZRG 1 BEREL, REERGEOFEAERE1 AL L.

85. EBERUREIHEB
85.1. —H&IKRE

FEC DA BEDOHER S O RREOBIZT, G HRIPICRGRTR OREG%D 1 B 2 (8], [RHEH
FIFICAER 1 RIR ORI 1T ERT-> 7.

852. =&

RENE, 1ERIC 2 BIE L [HER: #5451, 4, 8, 11, 15, 18, 22, 25, 28 A& U29 H (=]
#w1H), [EHE4, 8, 11, 14 LOV15 B (BFKFE PB3002, PG2002-S i PB3002-S/FACT, A
hZ— - F L FEEASAD).

8.5.3. #Eﬁﬁ%

EATENT, 1M 2 81 BEZIE L FERENER: %52, 5, 9, 12, 16, 19, 23 KT}
26 A, [EfE 2, 5, 9 V12 B (B RFFE PB3002, PG2002-S (% PB3002-S/FACT, A K7 — -
kL RG], 2RO Tables, Figs & T* Appendices DZFRIFFERmOHEIEH & L7z,

854. 1EKE

KR, 1HEMIC2 B 1 BEEZIE L. FRENER: %52, 5, 9, 12, 16, 19, 23 KT
26 H, [EIfE2, 5, 9 KOV 12 H (7 KFE: PB3002, PG2002-S /% PB3002-S/FACT, A K7 — -
kL RERREH)]. $87KED Tables, Figs & Y Appendices DFRIFFEREDOHIEH & L7z,

8.5.5. FOB
EHENZOWTEG BT (a3 5-BRAA 4 AT, MEIEG8MA 3 BaD) , BEGIIRIK TRRRIR
FNZHONWTHRE- 7, 14, 21 KOV27 BIZTFRED 1) ~3)DIEH 2822 U=, BIEraNL, #5414 1
B & L7z, 7eds, BIZ3EITTEME L, Blind THEMi L7z
1) &5, IRIGPASURAE, H A D EATE N ORI — OINTRIEL L T-.
2) = hbOMLE S, NG E, ORI, EORRE, TR, WL OMERIZFICE > T
BiELT-
3) M H ER Y EFEROESL AVEEIIA—T"0 7 ¢ —L RNT2 ofBigE Lz, £7-, [k
(B TIRAE, IRARPASHIRGE, WEE, T8 K ONERMR 24— 7 ¢ —/L RN CRIES
L7

856. RBER:
B GHIRTE THEEIRENC DN T, $25-27 H O FOB B2 1 EFLECE, a4, fbd s,
HETE S M OV RS 2 EE B O L TRE LT,
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857. N

B BRI TRESIRBINZ DU T, $5-27 H DR RUSRAHE 71412 Animal Grip Strength System
(San Diego Instruments Inc.) Z AT, AR OMEIROES 14 5 EHAE L, femifE & melEAE 2R
Terpood 3 EED A B L7z,

858. BREH=E
B HGHARE TSROV T, B85 26 HIZ Activity Monitor (MED Associates Inc.) 2/ L,
BATEKONLD B30 BRSOV TR G2 1 RS 2 IR E T 10 0 filla CTRIE L7z,

859. REE

WIS T (B¢5-23 B) OFGREE GRN G- BRI TROSIR BN, EREHIFRRE T
Al (F1HE 9 H) (ZEHEMIFE TROERRAEIC OV T, BIRZ—T % AWV THER - #/K FCHr
R BRI L7z, 2D, 51 & f5iu THRafl - 67K T T 24 IR BRI L 72, BRI L 72JRICDWN T,
PUF R % Flifi L=, Mg OIRITBESE L 72,

BER - aE, SMBHIES Lz, pH, EAHE, 7 FUHE 7 MK, vUaey, BiikD
vrel =Y, RBERBR O — A ARAT AN Va—a R BAT T ) AT
# 7 ARAEAE) ITIRZ N, RO IEEEIC L0 RIFNTEEE (7 )V =T 7 7 Ry
BA, =R ARAT A NI ) 2= a R« BAT T ) AT ¢ 7 ARSIV T
U7z PRGN, T % JRUEEYL (IR (FT Sternheimer 125, 3 A A v 7 ZARRAEAE) CYI4ICIA
R T CElE L.

24 FfEIPR © PRI (UV) 13X, JREICE (S.G) & Hi&E (BT KFE: PB3002 XI% PB3002-S/FACT, #
FZ—« ML RS ORI Uz, JRICEE, BRI L 0 BHTHRREEERE (=2 U~ b-
D, #HAth==) ZHWTHIE L7-.

8.5.10. MKFIHRE

A GOF A (529 H) KOBEHERIRIFE T# (BHE 15 ) (2 ke S —vF U o
LORGIENES- (40 mgkg) (2 X 2R N CHEKEIR)S EDTA2K 2—7 7 Fa—7 ()
T NI BEZERME, VP-DK052K05, T /VERERAH) ISk aEE L, YL RO F i
I L. BERORRMITRERE L.

IRINEREL (RBC) (X —A7 1 —DC ik, ~E/ v & SLS ~E/ ik, ~< b
27U MEEIRINER VAP @i ts, fi/ Mgl —A 7 v —DC ik, AimERE (WBC),
FMER PR OMBIRARMERLEZRIT 7 o —H o b A b U BRI L0 Wb ZIEE B ahimER i
B (XT2000iV, v AR v 7 ZRAEAE) 2O THE L, FHRMERARE (MCV) 3R MEREL
L~ b7 Uy MEDD, EHRMERINASERE (MCH) 3RMERE E~T 7 m e Eos,
FRIMERMLEASEIRE (MCHC) I~~~ h27 Uy MEE~EZ B BB 6L E BE)ER T =
(XT-2000iV, A A7 ARt 2 HWCHE- L.

7a bR (PT), ISy b r AR T AT U (APTT) KON 4 7Y ) —F

PREEY, MiRE 32 wiv%Z T kT B U o A CRUER, w00 (59 4°C, 3000 rppm (9 1972xg),
22



Study No. 502427

15 53, =08 CF 8DL, H SLTHEGUAHE] L TRZ SOV T, EldEL AU &0 4
H BN EEEI T (CA-530, A A v 7 ZRREth) 2 W CHIE LT-.

85.11. MFREILFRE

MR RS FH O & [RIRFEN R RBIIRD » HERE U 7= k)~ Sz 0508 (59 4°C, 3000 rpm (7
1972xg), 15 53], =04 CF8DL, H S URArt] U CTR7cigis, e Mg & R4 i
T TOMLTC, JIERIMIEIC W UL R oM s 2 0 Uiz, IE S OFERImE
XFEFEL, PR A IIIHIDEE (-80°C 3%, 8K~ Y —¥—: ULT1786-9JD, Kendro Laboratory
Products) WNIZERE L7z, FD1%, REHMWEIIFAEDOMLEN2NT L gk, BEEEL.

AST 3 MDH-UV %, ALT X LDH-UV ¥, ALPEp-= b7 =LY VERIVEE, v-GTP I
Loy-ZVH V3TV ARFv4-= hua T =1 FEEE, BERE Biuret 15, BEVLEAITT
SV, RBERIIV LT —E-GIDHE, 7 V7 F =137 L7 F=F—F - FDAOS Ik, 7 RV
PEHI~F Y ¥ —F - G-6-PDH £, #8221 A7 12—/l COD-HDAOS %, FUZU+ET7A4 RiX
GPO-HDAOS 7%, Cal o-CPC{%E, MY > 1XPNP - XDH 75, Na, KUY ClIEA A 8RR
B L0 WP B A LEE TSR (AU 400, 4V 82 EAHE) 20V THIE L.

TNT I AATRE R R OE F S EE [BRUKENE, BENEXUKEIEEE (AES310, AU /32K
Aot 75, AIG(TAT I/ a 7Y V) 137 A HEH L.

85.12. EIBRRUBREEE

FREO 8.5.10. K T 8.5.11.OIATERIML L 7= 8% & BT U CLESESIW7-1%, HiRL7-. I
(KB, /D, 2ch), THEE(R, MERMR (5 PR - ST, FURMR, Mo, O JHE D,
ik, B, KR, KRR BN OYRRITERZWE L. (BT R AB204, A F7— -+ hL FEEK
). BB EESRAAECHRLU THMEZLHEH Lz, FEAELOCHIRIRESRIE, 20 vol%
SR E L~ U T LBREER, HIELZ. ZhOLO8EE, M, &%, Wk &E 5, +
TAENG, 220G, BiE, B, RENE, B, U LosE (TEA - BN, R HEEE AR, 7E,
B2, BRUIMAK, AR, AEREE, RER, ~—&—lR, Wl RERE, KRG, IR (Eoi) &
& HIZ 20 vol% MR ARV~ U U CHEE LT, 72720, KM OWEE FRII T 7 kT2 ~3 i
MEER, 20 vol% T HFEfE AL~ U AZHEEL, IRERIZZNAVZ—AT AT K FHi~<l T
1 BEEER, 20 vol% FHFEE A /L~ U ATHEE L7z,

8.5.13. JREEMAHFRE

KERRFE R O 300 mg/kg HEDOFE GRS TREISHIR L72BllicoWT, Ol A, &UE, s, 1
Bk, MEAIR G TAR - BE TR, &, W, W S B, B A5 EE iR
g, VU SH (T3 - BN, Ths, Wbk, RSEL, SRR LK, RSZE, RiSZAR, OB, E, M
T, B, FURER, ERUIME, X CORIK - /I - IERE), FRE, ACERRRE, IRER, ~N—2 IR,
BEE s - KRG, 5 (s - KEBRE) , KIS, FLAR (MDA O HE YetafAidZ Az 1ERL L,
SEHEARR R A M L. 7ok, FEHUCOWTIE, PAS-~~ M YL BAHRRIE A /R L

7=. 300 mgkg FEDRANZ IV TRIMEE & LETRE 2m T I 203 o - T ATE, R,
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R OV gL Z DU T, 60 M2 TN 12 mg/kg BEDHERENF ONZ [EHEREDOMEREZ DV C & HE Yefiikie
AREAERL, PEER R 2 I L7, 10 LR O#E - ki, 10 vol%e Mg E AL~ U
VCORELTE.

86. METFHIAE
PIEMEOREFHIRNTIE, TReD X 517070, AR, Wil 5%& DN 1%E Uiz, —fikik
HE N ONHIRRAIT UV 3R TP fAT 2 A T T i o 72,

IKE, BifE, 8KE EBI3AWKONH EAY[EE (FOB), 87, BRE#E, JRE, K
PeEE, METFRREE, MR LR R O E EE (FEXEEZ ST 10OV T, A CEYE
B OMEAERE A B L=, RIS, BartletthiE Y 12 L 0 0 O—REEARE LT-. ZORE, 55y
BRODEA NI IR IR & S5 0R £ 5 & O TDunnetthii i8> & 920 L 7=, RESEOBAITIL,
SERRTE & S OERE P 5 & DR CSteelkfi s © % F2Hi L7-.

1TEMERE (FOB) (1B L, B3 ANRUNLH B Y [ AR <) KOG, SRECEAM
KOSPHEEH U=, D%, Steel MiE %2 FhE L7-.

BL, [RHEHIRIOXIEREL 300 mgkghEloDOUWNTIE, FREY IC X 25O BIEOMEZRIT, 2%
Sy EROBFAITIEStudent DHRTE Y 21TV, 0 & FR H7e - T2 A X Aspin-Welchii e ¥ % H
W T T

JREHAR PR AT T, 300 mg/kelE CRMETFRIEZENVRE S, 60 KT 12 mgkghElZ DV
THREZ M L7228 - MRROFT RIC OV TE, *HIREE & ORER 2 EFLOSteeltf iE 2 UV
TIT>72. 300 mg/kghEl 2T FREE & ORICA EZDHRO Hiv/z%;61E, Cochran * Armitage
OAFEERRE " % O THERISEORIEZIT-7-.

Dunnetthfi & & USteel 121, #igt/ < 47— SASOPROBMCER” % L7-.
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9. HEER

9.1. —hRIRRE
9.1.1. I (Table 1; Appendices 1-1 - 1-4)

T e OMEFES I XTI DFEC RO H e o Tz,

FeHHIRIHIZIE, 300 mgkg BECRGAIC—IMEOFREN 12 FllcA Bz, 60, 12 mgkg #E&
OSHHRIETIE, —RIREEORF I b en Tz,

[EHEIIRET L, WP ORE S b —fRIRIEBO R 1T b2 o 7.

9.1.2. It (Table 2; Appendices 2-1 - 2-4)

FECHI e OVESEGN TN T IOREZ HE8D B 7z,

FEHHIMIZIE, 300 mgkg FECHREGAZIC—IBPEDORHED 12 FlZA Bz, 60, 12 mgkg B
OXIRIETIE, —RIREBORE A Do Tz,

[EHEHREITICIE, WIRORE L b BREO I IA LR Tz

92. &

9.21. I (Table 3; Fig. 2; Appendices 3-1 - 3-4)
B GHIRHICIY, SBRGEEL SRR L A TRHE A OREICEEZEIIA Lo T
[FIEHIRIRIZIE, 300 mg/kg FECxRRE & A THEMIE H OREICH EAITA DIV -T2,

9.2.2. It (Table 4; Fig. 3; Appendices 4-1 - 4-4)
B HHIRIRIZIE, B&RGHEE B RIRRE & AN CRIE B DR EICH BT DR o T,
[EE AR HIZIE, 300 mg/kg BECRIFRRE & L CTHRE A OREICHBEZITA LIV o7

93. {EfEE

9.3.1. I (Table 5; Fig. 4; Appendices 5-1 - 5-4)
BeHHIRMHCIE, FEGREE XTEE & b CRE H OB I BT A DIV o 7.
[EHE AR T, 300 mg/kg HECTHRIFREE & HLA~THERIE B ORBEFERICA BEEITA bR oTz.

9.3.2. It (Table 6; Fig. 5; Appendices 6-1 - 6-4)
B G HCIE, SEGREE XIEE & L CRE H OB I B2 A DIV o 7.
[EHE AR S i3mmygﬁfﬁ%ﬁ&wmfﬁﬁs HICHEERESESH SN, —iE
DETHD Z EnD, YERWEIC L D58 L TRk Lo Tz,

94. {EXK=
9.4.1. I (Table 7; Fig. 6; Appendices 7-1 - 7-4)
B 5 HARIHIZIE, 300 mg/kg BECRIREE L LE_THRE-9, 12, 16, 19, 23 K026 HIZEKED

BEIREAEN B, 60 KO 12 mgkg BETI ,ﬁ%ﬁkm&f%MEa®%m%Kﬁ§%m
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NSy AWASINY e
[EIE AR 121, 300 mg/kg BECTxFRRE & b CTEIE H OB KB BEET A DR -T2

9.4.2. [t (Table 8; Fig. 7; Appendices 8-1 - 8-4)

Fe 5HARIRIZIE, 300 mg/kg BECHRFRRE L LE_THG-9, 16, 19 LTV 26 HITEKEDH B8
BB BTz, 60 KON 12 mg/kg BETIE, STHHE LS A THEIE B OFOKEIZAEZ LA b
NoT-.

[EIEHART 21, 300 mg/kg BECRIFRRE & LE_CRHIE H O KEICHBETA DN T-

9.5. FOB
9.5.1. 1 (Table 9; Appendices 9-1 - 9-4)

300 mgkg BETIE, LR LD, FHEZOTHEI kG LT bDLEEZ LS. 60 LY
12 mg/kg BETIE, AHAEH OWTHOHEBIZ S BEFIIA bR oTz

9.5.2. It (Table 10; Appendices 10-1 - 10-4)
300 mgkg BETIE, THEDSA LD, HEGHZEOPWIEDMGELT-bDEZZ BN, 60 LT
12 mg/kg BETIE, FHEH OWTHOHEBIZ S B IIA D01

96. RERIG
9.6.1.  (Table 11; Appendices 11-1 - 11-4)
FREHE S, WTHOHEBICHRFIIA LN -T.

9.6.2. It (Table 12; Appendices 12-1 - 12-4)
FREFELE D, WTHOHEBIZSRFITHLNR0 -T2

9.7. 1N
9.7.1. I (Table 13; Appendices 13-1 - 13-4)
BHREREE b, SPHEE S TR OB DI N A B I B b o Tz,

9.7.2. It (Table 14; Appendices 14-1 - 14-4)
FTHRGHEL S, HEE L LA THIB M OO NCH BT A Do Tz,

98. BRETE
9.8.1. 1 (Table 15; Appendices 15-1 - 15-4)

300 KON 60 mg/kg HETIE, RIPREE L AR CHREE B ICEEZITA LN o T2, 12 mgkg B
TIE, 2B BBV EEL (RE) OREREMEDRA LN, G EIZEE LWL THL Z &
NG, PEREIZ X DB L T Lo T,
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9.8.2. Iiff (Table 16; Appendices 16-1 - 16-4)
BHEREE b, SRS AN THAEE B I BEIT A Do T2,

99. JRIRE
9.9.1. HREHRHR T (Table 17; Appendices 17-1 - 17-4)

300 mg/kg FETIE, *HRRE L LA TREOFE/REAENS A HAZ. 60 KON 12 mgkg #ETIE, %t
FRRE & EAN TR ER OIRIEEICH BT DR T

BERGHE S, @, pH, EHE, 7 UL 7 MR, vBUAREY, i, vevey) ) —5
> R OB IR IR S IR Th o 7.

99.2. ZEHAMHE THM (Table 18; Appendices 18-1 - 18-4)

FREREE b, XIRE L AR CRER OREICH B AT bV o Tz,

FREREE S, @i, pH, EAE, 7 RUlE 7 MUK vUEy, i, verel s —5
VR O R PR S I ZF R Th o 7.

9.9.3. [EIEHARHL T Bl (Table 19; Appendices 19-1, 19-2)

300 mg/kg RETIE, SHRREL LR TIREM ODIRILEICHEZTIA Lo Tz

300mgkg HETIE, &, pH, EAE, 7 FUBE, 7 MK vUEy, i, verl )
— 7 R OVEHS R R & TR Ch o 7z,

9.9.4. [EIEHARHE T B (Table 20; Appendices 20-1, 20-2)

300 mg/kg BETIE, SHREL LR TIREM OIRIEEICHEZTA BTz

300 mgkg HETIE, @, pH, EAE, 7 FUBE, 7 MK vUEy, i, verl )
— 5 R OVEH R R & TR T o 7z,

9.10. MKRFHRE
9.10.1. &R E5HARHR T Bl (Table 21; Appendices 21-1 - 21-4)

300 mgkg BETIE, *HHREE L LA CTHERIEROFER BN A ST, 60 mgkg BETIE, IR
BEL LT MCV OFBEREMENA LN, BEGEICBRE L-ZLTIIRWZ L, #5Y
B L DLW Lo 72, 12 mghkg BETIE, WFREE L X CHRIETEH ICA B AT A D
P WAy el

9.10.2. HRE5HARHR T B (Table 22; Appendices 22-1 - 22-4)

60 mgkg BETIE, MIRHEL LTI 4 7Y ) —F U REOHERIKMENAR LN, HE5EIC
BE L 722 Tl 2 b, BERWEIC KDL IRl L7227 > 7. 300 KON 12 mg/kg
Tl R & A CRIE I B ISR B AT A DR o T2,
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9.10.3. [EI{EHAMIE T HFi# (Table 23; Appendices 23-1, 23-2)
300 mg/kg FETIE, RRAEE L LA THMEHRBICHEZAEITA B> T,

9.10.4. EIEHARIE T B (Table 24; Appendices 24-1, 24-2)
300 mg/kg FETIE, *HRREE LA THEREE B ICH BZEITA DR o7

9.11. MFEILFERE

9.11.1. R EHARE TR (Table 25; Appendices 25-1 - 25-4)

300 mg/kg BETIE, WHREEL HET y-GTP, JRBERKLOER Y o OF ERE BN DV,
300 mg/kg AETIE, RFREEL HRT A/G FEZREEN A LIRS, JIRHEE OZITDO T TH
52 & ROYET OIS BT — 2 AHE [A/G: 1.09 +0.09; Attachment 8] D2 T D Z &b, #M
B K BRI L W Loz, 60 O 12 mgkg RETIE, SHRREL LR CHNEEBICAE
XIS T,

9.11.2. HRE5HARHR T Hf (Table 26; Appendices 26-1 - 26-4)

300 mg/kg BETIE, RFRREE LT y-GTP RO Y v OF B EE, WONZJRBEEROEMHE
R BT, 60 mgkg BETI, WIREEL LR CTRBEZOGEREER A LN, D,
12 mg/kg FETIE K OF B EEA DI, FHEICEE L2 TIERNZ &0 h, e
(R DL LI Lo T

9.11.3. EIEHARHR T Bl (Table 27; Appendices 27-1, 27-2)

300 mgkg BETIE, RBEL LR TR L AT 0 — L OA B SR N K OB RIEES 5
N, BRI TRACITRO SN BIbTH D 2 b, HRWEIC L 558 L 130
WrL7ghso7-.

9.11.4. [E{EHAMME TR (Table 28; Appendices 28-1, 28-2)
300mg/kg HETIE, xHHERE L LA CTEAEI B IS EZITA DR o Tz

9.12. ZI#&FTR
9.12.1. RE5HARHR T H5i# (Table 29; Appendices 29-1 - 29-4)

i OREERDS 300 TN 60 mg/kg FET 6 O 1 Bl A BTz, 12 mgkg #ECIE, B EyitsE (41l
D31 BNCABITZD, BeGRICBRE L722METId v e, BRI K D8 L 1l L
et RREECIE, BFIIA LR T.

9.12.2. R SHARIE TH5IE (Table 30; Appendices 30-1 - 30-4)
T OREERS 300 K TN 60 mg/kg FET 6 N4 Bl A Hav7z. 12 mgkg FEL OSFRREECIY, B
(= NSV AWASINSY

28



Study No. 502427

9.12.3. [EI{EHAMIE T HFi# (Table 31; Appendices 31-1, 31-2)
300mg/kg FELUSHRRRE S &, RIS,

9.12.4. EIEHARHE T B (Table 32; Appendices 32-1, 32-2)
300mg/kg FEMOSHRREEL &, BEIIH DT

9.13. R/EEE
9.13.1. &5 AL T Bl (Table 33; Appendices 33-1 - 33-4)

HIR A OWREY, BEGHEE bl L N THEZEIA DD o T,

300 mg/kg BECITRIHRRE S LTI HER, ATl OV OHE & O B DA B2 7
Bz, 60 KON 12mg/kg BETIE, SHRREE TR E ORoxt L O EBICA B AT DLk
NoTz.

9.13.2. 5 HARME T Bt (Table 34; Appendices 34-1 - 34-4)

HIRR A O, AR GHEE HXIIE L N THERTA LRSI

300 KO8 60 mg/kg BETIIHRRE & He~CRHIBOH s K O RO A S 72 mE, 300 mgkg &f
TR & Lo~ TR F M B RO SRS 2 DT,

300 mg/kg FETIE, RHHE & A~ THBBOAES EREOA B RMKEDS A DA, AT ERIE
PEBHLIRNZ &0 D, PEWEIC L DR T L -T2, 12 mghkg BETIE, xTHEL
BTG E O L ORI R A B DIV T,

vy

9.13.3. EIEHARHE T Bl (Table 35; Appendices 35-1, 35-2)
kB OREIZIBT, 300 mg/kg BECIERHRRE & R CTHEZEITA LN/ - T,
300 mg/kg A TITRIHERE & LR TRAE DMt L ORI RIS BT A Do T,

9.13.4. EI{EHARHE T B (Table 36; Appendices 36-1, 36-2)
Ik B OREIZIBVT, 300 mg/kg BECIERTRRE & LR CHEZETA LN/ -7,
300 mg/kg FETIIHIRRE & LE TR Ot S OFERT E &I B2 TA bR 7.

9.14. fREBMEBIFATR
9.14.1. REEARHR T K (Table 37; Appendices 37-1 - 37-4)

JHfE: - PRARIE FEME O FHRFEAE R DS 300 me/kg #£C 6 B4, 60 mgkg #T 5 FIK% O 12 mgkg #
T2HNTAH B, ZOFEEIT 300 mg/kg FECREE SUTTHFEE, 60 XN 12 mgkg FECI<RETH
7=, PIARE PR ORI RE, SHREE & HC 300 KON 60 mg/kg BE CHEZEDRD DL, »
O, FERUGTE b HERR S 7. U INAIZEEAS 300 mg/kg BT 4 i1} T8 60 mg/kg BEC 2 Bz B,
TOREITITEETH T,

g F8—77 L BERIOIB A3 300 KON 60 mg/kg BET 6 BB 1 OV 12 mg/kg BET 1 FllZA BN,

Z OFEEEIT 300 mg/kg FETEE, 60 TN 12 mgkg BECISBRETH 7=, FE—7 L ERIOTD
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1%, 300 XU 60 mg/kg FETRIFREE & LN THEEDNED b, 7230, HERIGHEbHER S 7.

JlafiR: 2723 300 mg/kg BET 4 BlZA B, TOREIXT BEETH T

R AP ORERAS 300 mgkg BET 6 BIRBIIA DI, TOREITISBETH T,
ﬁwﬁfrﬂw@@k 3, 300 mgkg BETRHEREE L LR THEESRO LN, o, AERKISH b
RN

ZOMOZLE LT NIOR LIEFT DS b,

2205 3 )R DGR DR IREE T 1 il Bz,

Rl AKEEDS 12 mg/kg BET 1B, ASF-FIREASSIREE, 300 mg/kg BECH 1 HII& DN 60 mg/kg
T2 41, FERIDSIREET 1 FllcA bz,

ARER: MM E S REIREEC 1 Bl BTz,

7B, INHOZBUTHRIECHLEFBIE SN THDL L, TNHLORETNTNL D
SBETHDZ D0, BRI (LS.

300 mg/kg BELOSRHIRRE TS, (D, Afi, &8, & PR, B FER, fE, H, +8EE [BE,
B, G, ﬁﬂ%, s, TERY LoNEN, MBREIEEY LooE, BERE REHE, FEELEIR, FEFE, RiL
R, TR, @B, BRI, ERUIME, KN, /NIK, JERE, AR AVEERS, ~—2 IR, B (i
B - KBRS, ‘B (H@ﬁ" KEE) KOKRIRAH T I DAL T2,

0.14.2. IZRSHAMHR T HstE (Table 38; Appendices 38-1 - 38-4)

Jrefi: FAAIRE PEAE O AT RS 300 KO8 60 mg/kg BT 6 B2 KON 12 mg/kg BET 5 B2 5
U, FOFEET 300 mg/kg BETEE, 60 MO8 12 mgkg BE T BETH - 7=, FANRE FAMED AT/
FEREIIE, SHBRRE &L BT 300, 60 KON 12 mgkg BFECHEZENRED B, 20, HERIGIED
SNz, WUNREEIEDS 300 mgkg BT 3 BllCAbiL, TOREITIIS\E ThH T2, 7o,
12 mg/kg FED 1 B2t Z < BEORUINAZEIEN A2 D278, 5@l B L7 2L Clienz &
o, RFEAZ L HEEnD.

i TE—77 BRI A3 300 22 V60 mg/kg £ T 6 Bl 4251 & OV 12 mg/kg BET S B2 A 541,
Z DOFEFET 300 0N 60 mg/kg FE T, 12mgkg BECIKBEThH 7. FE—4 RO
1%, 300, 60 TN 12 mg/kg HETRFREE L LN THEZEDSRD B, 720, HESME LS
7-.

i 22553 300 mg/kg BET 3 BllCA B, ZORETIEETH 7.

R UTAEIRAIAE OREAR )Y 300 mg/kg BT 6 FilEH & TN 60 mgkg BT 1 FllZA B, ZFOFE
X KHRETH o7z, WINRAE OFERIE, 300 mgkg FETRIARE L EENTHEENRD b,
73, FERGE bR Sz,

FDMDOELE LT IR LT RS b,

Jiti: 1A BE~OIEILAE D 300 mgkg BET 1 BZAH BT,

Bl AKEIEDSKIREEC L A BTz,

FORAR:  BAPTPERGRR A SO C 2 BillC A BTz,

728, TNHOLIIRTIEHETHBEFEBIRINIE(LTHDL Z L, TNHORERWTNL D

SEETHDLZ Lb, BRI HWTSND.
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300 mgkg #EMOKTHRRETIL, (OiE, %G8, &M ST, ®E, ¥, + 5l 225, [\
W, Bl fal, B, Pl TEEY CoNH BRIEY oSE, BEDE SREL, FE, M, T
RIS, LRUIMA, KA, /M, JERE, 6, B ebt, IRER, ~—2—MR BRE (W - KRS,
B (s - KRR, RIR M ORI R I3 bR Tz,

9.14.3. [EI{EHARR TR (Table 39; Appendices 39-1, 39-2)

e FENNAY 300 mgkg HET 1 BllCH BN, MIREECHLEFERINLIBTHDH Z L,
ZTOREITITIETHD Z Lond, BRI (LEEWTSND.

300 mg/kg FEIF NI IRIECIE, I, RIS OV Z 2551 32 D e o 7.

9.14.4. [EI{EHARTHE T (Table 40; Appendices 40-1, 40-2)
JFR: FAARIE MO FFHBIEAE A2 300 mg/kg BEC 2 BllC A B, EOREIL < BETH T,
Bl < B OFRRUHRRRET 1 FllcA BT,
300 mg/kg FRIF NI R RRIECIE, A Ol 2 B I3 D ivie o 7z,
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10. &

14-v a7 2 o iET >~ M2 28 HEERNHRE L, 6ol 14 Ao
[BEHAR 2 3% 7 S 502 L D iR B A Bt LT

FEHNTHERE & S UWOFTIOREC RO LR T2,

—fCIRAETIX, MERED 300 mg/kg #E THRIED A~ HALZAS, FEHZIT—IBMEICTRO LI DR T

D, FEe ORI ® 5V NIERIRO RN ORI IEERD DLW L b, #
BRI ORNEMEIZ S S B LIl S, BRMEER & 137 &leno Tz,

(R, $EfHE, 1TEHERE (FOB) 8123, RLUCHE, He/7lE, BREDERIE T, Mk
DOWTNOEEGHEC S BEEGITER T 22 TR it o 7-.

PR EITER T 5 LB 2 b OENT, ITORE - Mk cabii.

BRI, B HMIRE TR HERED 300 mg/kg FE M OMED 60 mg/kg FECTHEIIKAT LIk
A DIER TR B, MERED 300 mg/kg #E Chict B &N ORI EEOA B2 EMEA DN, £
7o, FRIRAETIE, HED 300 mgkg BECIREDEMEN AL, S HIZ, MEHED 300 mg/kg BE& O
? 60 mg/kg HE CIRFEFRDOH EREED DV NEEEMER], #EEED 300 mgkg #ECHEREY » OFE
TREMEN I Bz, MEED 300 mgkg BETIE, (EFFGHIM 28 L TR KEOAE R EEL 5
NTEY, BRI TSRO RPEIE T L, EKESEINLIZ b0 LHEER S, BlES 14-
vruaa 7R ARG L DENERRO 2o THDH EEZLND. 7ok, RIEMRIFICIE, Mk E
HEGITER T K EOEITRO DALY, [EHEHIRRE TREO R, MRA b, S
AT, #eE R AN OYRERRE AR C RO T, MRS &5 TER T2 B~ D2 T30 &
IR,

FHIECIE, B G-HIRIE TRFOEIRRIICHERED 300 J T 60 mgkg RETERONA S, D
300 mg/kg #E& OMED 60 mg/kg HECicl B 8 OFHXI EROA B2 EMER A LIV, E£72, el
R AR O, MERED 300, 60 KON 12 mg/kg FECHIEITIRAT L7/l N OHRIZ L 5 &
E Z2 BN A PRE FEEOATFHINEAE R, ekt 300 mg/kg BEK& OVED 60 mg/kg B TR INAIZEIE 72
b, 14T 7 a7 2 o BHIZ L DHB~OBEE B b, &6, ZAUEEE L
AT E LT, MEED 300 mg/kg BT y-GTP ODAR/REAEN A DIz, [RIEMIRE TRIZIE, Mo
300 mg/kg #ECRANRIEFENEDIFHIRIERDS 2 FINZA DAV, FGHIRIRE TR e TZDOHIBL
B OV OFREDEGH L TV D Z &, HETIE 300 mgkg BECEEDBD IR -T2Z LD
B 7= LB HND.

B, 4% SR TR OIR BRI T3\, IERED 300, 60 2T 12 mg/kelteC
AT LTe T —7 UHERLOR D 3 A DTz, BRI OB FEERL (T —7 8k 121X
TIT—E, U, FELNIFLL, MU FL LR EOMEEENEENTEY ), 140
7 an 7B BRI X DM EEER WA R Sz, ks, [RIEHIR 7RISR O T —
BRIV TZRD Bz o 7.

MR CIL, PG5 HARTHE TRECHERED 300 mg/kght CRZEENFEO B, Mg/ LD v h
HRRCBW T, (EFWEE S 5HA0EA N L RIZE Y U oo SBHIaORI RS A\ N TERER A

WA UTBAIC TR =250 LT, LT LR BRI D2, F7-, =9 Li-H
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PEA TR T 8 DN PR SN5E, VOB TMIRICHENAT VWE S TE
D 14Uy aa T B ARG K DR~ OB R ST, 2k, [BHE IR TRy
DEIRAETIL, MERES &R~ O A TRET D 2T B e h o Tz,

T O, 5 TIRAZIED 300 mg/kghf THERLL=RDEED RO BT, BHEOTREHH
AR N OB 52 DM/ T A —2 | ZITBRF 1T A LT, ZOWFIIRHThH - 72, F 77,
HED 300 mg/kghf T T EE(ROfe &k OFEXT RO A R EED GO HAVIZH, WEBH AR
A TUE, MERED 300 mg/kghED FREMAIZFRFITF80 HAVT, ARBRO P T FRKEEIC
ZUTERD BTV RN Z &, wEFRREIRN EZ 2 bihvd.

EDXDIZ, 147 au 7 X o OBy, Wi & 12 mgkg 512 &0 g2 FIRE

PRMED AR R & O 5 — /iﬁﬁ@ﬂ/} MRBD BT Z EnD, 12 mgkg/day A &
EZHD.
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Table 1. General signs in male rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group

mg/kg

Number of males
and general signs

Days of administration

1 2 3 4 5 6 7 8 9 10 11 12 13 14

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

Number of males
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 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

1,4-dichlorobutane

12

Number of males
Normal

6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

60

Number of males
Normal

6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

300

Number of males
Normal

—
\S]

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 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 12

[o)}

Salivation o 0 0 o0 0 O O O O 0 0 O

0

0

0

0

0

0

0

0

0

2

0

w o

0

12 7 12
5

0

6

Pre: Before administration, Post: after administration.

(Continued)
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Table 1. (Continued) General signs in male rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group mg/kg|Number of males Days of administration Total”
and general signs| 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
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 6 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 6 -
1,4-dichlorobutane | 12 |Numberofmales| 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 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 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 -
60 [Numberofmales| 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 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 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 -
300 |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 6 12
Normal 12 4 12 5 12 4 12 4 12 5 12 5 12 5 12 3 12 1 12 4 12 2 12 4 12 3 12 3 6 -
Salivation o 8 o 7 0o 8 0 & 0O 7 O 7 O 7 O 9 O 1l O 8 O 10 0 8 O 9 O 9 O 12
Pre: Before administration, Post: after administration. (Continued)

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 signs in male rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group mg/kg|Number of males Days of recovery
and generalsigns| 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control 0 |Numberofmales|6 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 6
1,4-dichlorobutane | 300 |Numberofmales|f 6 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 6
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Table 2. General signs in female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group mg/kg|Number of females Days of administration
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14
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
1,4-dichlorobutane | 12 |Numberoffemalesf 6 6 6 6 6 6 6 6 6 6 6 6 6 6 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 6 6 6 6 6 6 6 6 6 6 6 6 6 6
60 |Numberoffemalessf 6 6 6 6 6 6 6 6 6 6 6 6 6 6 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 6 6 6 6 6 6 6 6 6 6 6 6 6 6
300 [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 10 12 10 12 9 12 8 12 7
Salivation o o 0 06 06 06 000606 00O OO 0 0O O OO 2 0 2 0 3 0 4 0 5
Pre: Before administration, Post: after administration. (Continued)
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Table 2. (Continued) General signs in female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group mg/kg|Number of females Days of administration Total”
and general signs 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
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 6 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 6 -
1,4-dichlorobutane | 12 |Numberoffemalesf 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 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 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 -
60 |Numberoffemalesf 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 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 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 -
300 [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 6 12
Normal 12 7 12 4 12 9 12 7 12 3 12 4 12 5 12 6 12 5 12 5 12 2 12 3 12 2 12 6 6 -
Salivation o 5 0 8 0 3. 0 50 90 8 0 7 0 6 0 7 O 7 0 10 0 9 0 10 0 6 0 12
Pre: Before administration, Post: after administration. (Continued)

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 signs in female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group mg/kg|Number of females Days of recovery
and generalsigns |1 2 3 4 5 6 7 & 9 10 11 12 13 14 15
Control 0 |Numberoffemaless 6 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 6
1,4-dichlorobutane | 300 |Numberoffemalesf 6 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 6




Study No. 502427

Table 3. Body weights of male rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

v

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 12 6 6 12
Days of administration
1 202 + 6 200 =+ 5 201 =+ 8 201 =+ 5
4 227 + 6 226 =+ 7 227 £ 10 220 =+ 8
8 259 + 7 257 £ 11 261 £ 13 252 £ 12
11 284 + 11 282 + 15 287 + 16 279 £+ 13
15 313 £ 12 309 £ 19 313 £ 18 308 £+ 14
18 335 £ 16 331 £+ 23 340 = 21 326 £ 13
22 359 =+ 18 355 £+ 24 366 + 23 351 £ 18
25 375 £ 19 373 £ 23 386 = 25 367 £ 20
28 390 £ 20 386 + 27 397 £ 23 384 £ 20
Number of males 6 0 0 6
Days of recovery
1 400 = 17 - - 384 £ 14
4 416 £ 18 - - 397 £ 12
8 439 + 21 - - 424 + 16
11 448 + 21 - - 433 + 17
14 467 £ 21 - - 455 + 21

Each value shows mean (g) + S.D.
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Table 4. Body weights of female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

(44

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 12 6 6 12
Days of administration
1 152 + 6 153 =+ 7 153 + 5 155 =+ 7
4 162 + 7 161 =+ 4 166 =+ 6 162 =+ 7
8 173 £ 10 173 =+ 3 175 + 6 175 =+ 9
11 187 £ 10 185 = 3 188 £ 9 189 = 11
15 197 £ 11 194 =+ 4 197 + 8 197 £ 10
18 206 £ 12 205 £ 7 211 £ 9 205 £ 13
22 214 £ 13 213 + 8 220 + 9 211 £ 12
25 221 £ 15 223 £ 10 228 £ 13 219 £ 12
28 226 £ 15 229 + 14 235 + 14 225 £ 11
Number of females 6 0 0 6
Days of recovery
1 238 £ 17 - - 222 £ 14
4 243 £ 16 - - 227 £ 13
8 248 + 19 - - 238 + 12
11 251 £ 17 - - 245 £ 14
14 257 £ 19 - - 249 + 14

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



1974

Study No. 502427

Table 5. Food consumption in male rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 12 6 6 12
Days of administration
2 22 + 1 23 + 1 22 + 2 21 =+ 2
5 21 =+ 3 22 + 2 22 + 3 19 =+ 3
9 22 + 3 22 + 3 23 + 2 22 + 1
12 23 + 2 22 + 4 20 + 4 23 + 1
16 24 + 3 24 + 2 26 =+ 1 23 + 4
19 24 + 2 24 + 2 25 + 1 23 + 3
23 24 + 3 24 + 1 27 + 1 25 + 2
26 25 + 3 26 =+ 3 25 + 2 25 + 2
Number of males 6 0 0 6
Days of recovery 2 28 £ 1 - - 29 £ 3
5 27 + 2 - - 28 =+ 2
9 27 £ 2 - - 27 + 1
12 30 £+ 2 - - 30 £+ 3

Each value shows mean (g/day) + S.D.
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Table 6. Food consumption in female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

144

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 12 6 6 12
Days of administration
2 16 + 2 15 =+ 2 16 + 1 15 =+ 2
5 16 + 2 16 + 1 16 + 1 15 =+ 2
9 16 + 2 16 + 2 18 + 1 16 + 3
12 15 + 2 13 + 2 17 + 2 14 =+ 4
16 16 + 2 16 + 2 18 + 3 17 + 2
19 16 + 2 15 + 2 15 + 3 16 + 4
23 15 + 2 15 + 2 16 + 2 15 =+ 3
26 17 + 4 18 =+ 3 20 + 1 17 + 3
Number of females 6 0 0 6
Days of recovery 2 18 £ 3 - - 18 £ 2
5 19 £+ 2 - - 200+ 14
9 19 + 3 - - 19 + 3
12 19 £ 2 - - 20 £ 3

Each value shows mean (g/day) + S.D.
Significantly different from the control group (f: p<0.05 by Student's t-test).



9%

Table 7. Water consumption in male rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 12 6 6 12
Days of administration
2 29 =+ 4 30 = 4 29 + 4 26 =+ 3
5 30 + 3 33 + 4 33 + 5 33 + 5
9 30 £ 5 29 + 3 30 £ 5 36 + 5 *k*
12 33 £+ 4 31 + 6 31 £+ 3 39 £+ 6%
16 33 £+ 5 34 =+ 5 36 £+ 5 40 + 7 *
19 33 £+ 5 34 =+ 5 35 £+ 5 39 + 7 *
23 35 £+ 5 36 + 5 40 = 7 44 + 6 **
26 34 £+ 5 35 + 7 39 £ 9 43 + 7 **
Number of males 6 0 0 6
Days of recovery 2 40 £ 5 - - 46 = 8
5 38 + 6 - - 40 + 5
9 38 £+ 7 - - 40 + 8
12 38 £+ 5 - - 42 + 9

Each value shows mean (g/day) + S.D.
Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
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Table 8. Water consumption in female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 12 6 6 12
Days of administration
2 23 + 2 23 =+ 2 25 + 3 22 3
5 24 + 3 24 = 1 25 + 3 29 =+ 5
9 26 £ 5 26 £ 4 32 £ 2 33 &+ 7 **
12 24 + 4 22 3 30 + 6 31 = 11
16 25 £ 7 26 =+ 6 31 £+ 3 36 + 7 **
19 25 £ 4 22 + 3 25 £ 6 33 & 8 *
23 27 £ 10 24 = 3 27 + 6 35 £ 12
26 25 + 6 27 = 5 32 + 4 37 £ 13 #
Number of females 6 0 0 6
Days of recovery 2 29 £ 8 - - 33 £ 5
5 31 + 8 - - 34 =+ 9
9 32 £ 12 - - 31 = 7
12 31 £+ 6 - - 29 £ 6

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<0.05 by Steel's test).
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Table 9. FOB of male rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 6 6 6 6
Observation of animals in cages
Posture Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (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)
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
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)
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
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 (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)
Findings were graded as follows: (Continued)
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.

Palpebral closure
Biting behavior 1: Not observed, 2: observed.
Clonic convulsions

1: Not observed, 2: jaw convulsions, 3: tremor.

1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 9. (Continued) FOB of male rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 6 6 6 6
Observation of animals in cages
Tonic convulsions Pre 1.0 1.0 1.0 1.0 (1)
Mean (range) Day 7 1.0 1.0 (1 1.0 1.0 (1)
Day 14 1.0 1.0 (1 1.0 1.0 (1)
Day 21 1.0 1.0 (1 1.0 1.0 (1)
Day 27 1.0 (1 1.0 (1 1.0 (1 1.0 (1)

Findings were graded as follows:
Tonic convulsions

1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.

(Continued)



Table 9. (Continued) FOB of male rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 6 6 6 6
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 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (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)
Ease of handling Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
NS Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Muscle tone Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (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 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 1.0 (1) 1.0 (1)
Day 14 1.0 (1 1.0 1.0 (1 1.0 (1)
Day 21 1.0 (1 1.0 1.0 (1 1.0 (1)
Day 27 1.0 (1 1.0 (1 1.0 (1 1.0 (1)

Findings were graded as follows:
Ease of removal from cage
Ease of handling
Muscle tone
Fur conditions

1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.

1: Decreased, 2: normal, 3: increased.

1: Normal, 2: slightly soiled, 3: markedly soiled.

(Continued)
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Table 9. (Continued) FOB of male rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 6 6 6 6
Observation of animals on observer's palm
Lacrimation Pre 1.0 1.0 1.0 1.0 (1)
Mean (range) Day 7 1.0 1.0 (1 1.0 1.0 (1)
Day 14 1.0 1.0 (1 1.0 1.0 (1
Day 21 1.0 1.0 (1 1.0 1.0 (
Day 27 1.0 (1 1.0 (1 1.0 (1 1.0 (
Salivation Pre 1.0 1.0 1.0 1.0 (1)
Mean (range) Day 7 1.0 1.0 (1 1.0 1.0 (1)
Day 14 1.0 1.0 (1 1.0 1.7 (1-2)
Day 21 1.0 1.0 (1 1.0 1.7 (1-2)
Day 27 1.0 (1 1.0 (1 1.0 (1 1.5 (1-2)
Respiration Pre 1.0 1.0 1.0 1.0 (1)
Mean (range) Day 7 1.0 1.0 (1 1.0 1.0 (1)
Day 14 1.0 1.0 (1 1.0 1.0 (1)
Day 21 1.0 1.0 (1 1.0 1.0 (1)
Day 27 1.0 (1 1.0 (1 1.0 (1 1.0 (1)
Findings were graded as follows: (Continued)
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.

Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Table 9. (Continued) FOB of male rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 6 6 6 6
Open-field test
Frequency of rearing Pre 48 £ 33 50 £+ 35 6.7 + 4.6 57 + 35
Mean + S.D. Day 7 53 £ 44 62 £ 44 6.8 £ 39 6.8 + 44
Day 14 25 + 27 6.0 £ 56 22 £ 26 20 £ 23
Day 21 55 + 3.7 42 + 42 28 + 35 38 £ 40
Day 27 27 £ 29 43 + 15 32 £ 35 42 + 26
Frequency of grooming Pre 0.0 £+ 0.0 0.0 £+ 0.0 0.0 £+ 0.0 0.0 £+ 0.0
Mean + S.D. Day 7 00 £ 0.0 00 £ 0.0 00 £ 0.0 00 £ 0.0
Day 14 00 £ 0.0 00 £ 0.0 00 £ 0.0 00 £ 0.0
Day 21 02 + 04 00 £ 0.0 00 £ 0.0 00 £ 0.0
Day 27 00 £ 0.0 00 £ 0.0 00 £ 0.0 00 £ 0.0
Gait Pre 1.0 ( 1.0 1.0 1.0 (
Mean (range) Day 7 1.0 ( 1.0 1.0 1.0 (
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Day 21 1.0 ( 1.0 1.0 1.0 (
Day 27 1.0 ( 1.0 1.0 1.0 (
Palpebral closure 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 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 ( 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 ( 1.0 (1) 1.0 (1) 1.0 (1)
Frequency of rearing (during a 2-minute period). (Continued)

Frequency of grooming (during a 2-minute period).
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 9. (Continued) FOB of male rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 6 6 6 6
Open-field test
Consciousness Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (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
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
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 (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
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.

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 10. FOB of female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 6 6 6 6
Observation of animals in cages
Posture Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (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)
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
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)
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
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 (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)
Findings were graded as follows: (Continued)
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.

Palpebral closure
Biting behavior 1: Not observed, 2: observed.
Clonic convulsions

1: Not observed, 2: jaw convulsions, 3: tremor.

1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 10. (Continued) FOB of female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 6 6 6 6
Observation of animals in cages
Tonic convulsions Pre 1.0 1.0 (1) 1.0 1.0 (1)
Mean (range) Day 7 1.0 1.0 (1 1.0 1.0 (1)
Day 14 1.0 1.0 (1 1.0 1.0 (1)
Day 21 1.0 1.0 (1 1.0 1.0 (1)
Day 27 1.0 (1 1.0 (1 1.0 (1 1.0 (1)

Findings were graded as follows:
Tonic convulsions

1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.

(Continued)



Table 10. (Continued) FOB of female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 6 6 6 6
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 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (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)
Ease of handling Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
w Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Muscle tone Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (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 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 1.0 (1) 1.0 (1)
Day 14 1.0 (1 1.0 1.0 (1 1.0 (1)
Day 21 1.0 (1 1.0 1.0 (1 1.0 (1)
Day 27 1.0 (1 1.0 (1 1.0 (1 1.0 (1)

Findings were graded as follows:
Ease of removal from cage
Ease of handling
Muscle tone
Fur conditions

1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.

1: Decreased, 2: normal, 3: increased.

1: Normal, 2: slightly soiled, 3: markedly soiled.

(Continued)
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Table 10. (Continued) FOB of female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 6 6 6
Observation of animals on observer's palm
Lacrimation Pre 1.0 1.0 1.0 1.0 (1)
Mean (range) Day 7 1.0 1.0 (1 1.0 1.0 (1)
Day 14 1.0 1.0 (1 1.0 1.0
Day 21 1.0 1.0 (1 1.0 1.0
Day 27 1.0 (1 1.0 (1 1.0 (1 1.0
Salivation Pre 1.0 1.0 1.0 1.0 (1)
Mean (range) Day 7 1.0 1.0 (1 1.0 1.0 (1)
Day 14 1.0 1.0 (1 1.0 1.2 (1-2)
Day 21 1.0 1.0 (1 1.0 1.0 (1)
Day 27 1.0 (1 1.0 (1 1.0 (1 1.3 (1-2)
Respiration Pre 1.0 1.0 1.0 1.0 (1)
Mean (range) Day 7 1.0 1.0 (1 1.0 1.0 (1)
Day 14 1.0 1.0 (1 1.0 1.0 (1)
Day 21 1.0 1.0 (1 1.0 1.0 (1)
Day 27 1.0 (1 1.0 (1 1.0 (1 1.0 (1)
Findings were graded as follows: (Continued)
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.

Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Study No. 502427

Table 10. (Continued) FOB of female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 6 6 6 6
Open-field test
Frequency of rearing Pre 58 + 37 68 + 33 40 £ 44 80 =+ 35
Mean + S.D. Day 7 6.8 £ 35 75 £ 42 55 £+ 2.7 63 + 58
Day 14 15+ 16 63 £ 47 6.7 £ 3.7 6.7 £+ 47
Day 21 43 + 25 80 = 47 92 + 26 82 £ 6.7
Day 27 47 £+ 3.1 9.8 + 7.1 77 £ 3.7 88 £ 3.4
Frequency of grooming Pre 0.0 £+ 0.0 0.0 £+ 0.0 0.0 £+ 0.0 0.0 £+ 0.0
Mean + S.D. Day 7 00 £ 0.0 02 + 04 00 £ 0.0 00 £ 0.0
Day 14 00 £ 0.0 00 £ 0.0 00 £ 0.0 00 £ 0.0
Day 21 00 £ 0.0 02 + 04 02 + 04 03 + 05
Day 27 00 £ 0.0 00 £ 0.0 00 £ 0.0 00 £ 0.0
Gait Pre 1.0 ( 1.0 1.0 1.0 (
Mean (range) Day 7 1.0 ( 1.0 1.0 1.0 (
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Day 21 1.0 ( 1.0 1.0 1.0 (
Day 27 1.0 ( 1.0 1.0 1.0 (
Palpebral closure 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 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 ( 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 ( 1.0 (1) 1.0 (1) 1.0 (1)
Frequency of rearing (during a 2-minute period). (Continued)

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



8¢

Study No. 502427

Table 10. (Continued) FOB of female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 6 6 6 6
Open-field test
Consciousness Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (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
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
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 (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
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.

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 11. Sensory response of male rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 6 6 6 6
Pupillary reflex

Mean (range) 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Approaching behavior

Mean (range) 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Response to touch

Mean (range) 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Auditory reflex

Mean (range) 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Pain reflex

Mean (range) 3.0 (3) 3.0 (3) 3.0 (3) 3.0 (3)

Findings were graded as follows:
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 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.
Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

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 12. Sensory response of female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 6 6 6 6
Pupillary reflex

Mean (range) 1.0(1) 1.0(1) 1.0(1) 1.0(1)
Approaching behavior

Mean (range) 20(2) 2.0(2) 20(2) 2.0(2)
Response to touch

Mean (range) 20(2) 2.0(2) 20(2) 2.0(2)
Auditory reflex

Mean (range) 20(2) 2.0(2) 20(2) 2.0(2)
Pain reflex

Mean (range) 3.0(3) 3.0(3) 3.0 (3) 3.0(3)

Findings were graded as follows:
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 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.
Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

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 13. Grip strength of male rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 6 6 6 6
Forelimb

1090 = 196 955 + 108 1026 + 332 1013 + 221
Hindlimb

446 =+ 98 414 + 74 471 £+ 137 458 + 85

Each value shows mean (g) £ S.D.
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Table 14. Grip strength of female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 6 6 6 6
Forelimb

754 + 53 684 + 105 741 + 66 711 + 146
Hindlimb

352 + 55 377 + 31 372 + 35 341 + 63

Each value shows mean (g) £ S.D.
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Table 15. Spontaneous motor activity of male rats on termination of administration priod in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 6 6 6 6
Ambulatory counts
Minutes after administration
70 334 + 189 376 + 114 428 + 240 425 + 76
80 154 + 212 159 + 153 180 = 114 131 + 99
90 40 + 39 130 + 137 76 + 99 63 + 85
100 29 =+ 38 55 + 59 28 + 44 21 + 50
110 9 + 17 20 =+ 28 3+ 8 0 + 0
120 30 = 74 21 + 42 25 + 62 0 =+ 1
Total 596 + 450 761 + 336 741 + 386 639 + 181
Vertical counts
Minutes after administration
70 40 =+ 15 59 + 14 55 + 24 54 + 6
80 9 + 9 21 + 13 21 + 13 17 + 12
90 5 =+ 5 17 + 19 8 + 10 4 + 6
100 6 =+ 6 10 + 16 3 + 4 3 + 8
110 3 + 4 5 £ 5 + 2 0 =+ 0
120 0 =+ 1 3+ 4 7 + 16 0 + 0
Total 63 + 29 114 + 41 * 96 + 43 78 + 15

Each value shows mean + S.D.
Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 16. Spontaneous motor activity of female rats on termination of administration priod in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

¥9

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 6 6 6 6
Ambulatory counts
Minutes after administration
70 552 + 174 579 + 245 475 + 182 684 + 296
80 131 + 140 183 + 163 257 £ 274 107 + 114
90 21 + 36 58 + 81 112 £ 146 28 + 39
100 0 = 0 0 =+ 0 7 = 11 51 £ 124
110 3 = 5 52 + 84 94 + 220 34 + 84
120 33 + 66 110 £ 170 12 + 19 0 + 0
Total 740 + 252 980 + 260 957 + 756 903 + 442
Vertical counts
Minutes after administration
70 59 + 26 66 =+ 32 69 =+ 28 73 + 16
80 22 + 22 33 + 29 32 25 13 + 13
90 2 + 2 9 + 12 19 + 19 5 + 8
100 0 = 0 0 + 0 1 = 2 6 15
110 1 £ 2 8 = 11 7 + 16 5 + 11
120 6 = 10 16 + 27 1 = 2 0 + 0
Total 89 + 42 132 + 62 128 + 70 101 + 34

Each value shows mean + S.D.
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Table 17. Urinary findings in male rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 6 6 6 6
Volume (mL): Mean£S.D. 9.8 + 4.5 10.7 + 2.6 13.3 = 4.8 162 + 1.7 *
Specific gravity: Mean+S.D. 1.056 + 0.015 1.053 + 0.010 1.048 + 0.014 1.045 + 0.007
Color

Light yellow 6 6 6 6
pH

8.0 0 0 2 0
8.5 6 6 4 6

Protein

Negative 0 0 0 2

Trace 0 2 3 3

30 mg/dL 2 3 3 1

100 mg/dL 4 1 0 0
Glucose

Negative 6 6 6 6
Ketone body

Negative 1 1 1 1

Trace 1 2 2 3

Slight 3 3 3 2

Moderate 1 0 0 0
Bilirubin

Negative 6 4 6 6

Slight 0 2 0 0
Occult blood

Negative 5 6 4 5

Trace 1 0 1 1

Slight 0 1 0
Urobilinogen

0.1 E.U./dL 5 5 6 6

1.0 E.U./dL 1 1 0 0
Significantly different from the control group (*: p<0.05 by Dunnett's test). (Continued)
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Study No. 502427

Table 17. (Continued) Urinary findings in male rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
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 observed 3 2 1 2
Observed 3 4 5 4




L9

Table 18. Urinary findings in female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 6 6 6 6
Volume (mL): Mean£S.D. 75 + 2.3 7.6 =+ 1.8 9.0 =+ 4.3 13.1 = 5.7
Specific gravity: Mean+S.D. 1.046 + 0.014 1.041 + 0.011 1.049 + 0.017 1.042 + 0.014
Color
Light yellow 6 6 6 6
pH
7.5 0 2 0 1
8.0 1 1 1 1
8.5 2 2 5 4
>9.0 3 1 0 0
Protein
Negative 5 3 4 5
Trace 1 2 1 1
30 mg/dL 0 1 1 0
Glucose
Negative 6 6 6 6
Ketone body
Negative 6 5 4 4
Trace 0 1 1 1
Slight 0 0 1 1
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 5 4 4 6
Trace 0 1 2 0
Slight 0 1 0 0
Moderate 1 0 0 0
Urobilinogen
0.1 E.U./dL 6 5 6 6
1.0 E.U./dL 0 1 0 0

(Continued)
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Study No. 502427

Table 18. (Continued) Urinary findings in female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 6 6 6 6
Urinary sediments
Epithelial cells
0-20 cells/100 fields 6 6 6 6
Erythrocytes
0-20 cells/100 fields 5 6 6 6
21-100 cells/100fields 1
Leukocytes
0-20 cells/100 fields 6 6 6 6
Casts
Not observed 6 6 6 6
Crystals
Not observed 3 2 2 3
Observed 3 4 4 3
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Table 19. Urinary findings in male rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 300
Number of males 6 6

Volume (mL): Mean£S.D. 142 =+ 2.4 163 =+ 6.2

Specific gravity: MeantS.D.

1.049 + 0.009

1.041 + 0.014

Color
Light yellow
pH
8.5
Protein
Negative
Trace
30 mg/dL
100 mg/dL
Glucose
Negative
Ketone body
Negative
Trace
Slight
Bilirubin
Negative
Occult blood
Negative
Trace
Urobilinogen
0.1 E.U./dL

S = W N

[\ST ]

(Continued)
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Table 19. (Continued) Urinary findings in male rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 300
Number of males 6 6
Urinary sediments

Epithelial cells

0-20 cells/100 fields 6 6
Erythrocytes

0-20 cells/100 fields 6 6
Leukocytes

0-20 cells/100 fields 6 6
Casts

Not observed 6 6
Crystals

Not observed 0 3
Observed 6 3
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Table 20. Urinary findings in female rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 300
Number of females 6 6
Volume (mL): Mean£S.D. 13.3 + 7.2 11.8 + 3.6
Specific gravity: Mean+S.D. 1.043 + 0.021 1.044 + 0.012
Color
Light yellow 6 6
pH
8.0 0 2
8.5 5 3
>9.0 1 1
Protein
Negative 4 5
Trace 1 0
30 mg/dL 1 1
Glucose
Negative 6 6
Ketone body
Negative 4 5
Trace 2 1
Bilirubin
Negative 6 6
Occult blood
Negative 6 5
Trace 0 1
Urobilinogen
0.1 E.U./dL 6 5
1.0 E.U./dL 0 1

(Continued)
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Table 20. (Continued) Urinary findings in female rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 300
Number of females 6 6
Urinary sediments

Epithelial cells

0-20 cells/100 fields 6 6
Erythrocytes

0-20 cells/100 fields 6 6
Leukocytes

0-20 cells/100 fields 6 6
Casts

Not observed 6 6
Crystals

Not observed 1 2
Observed 5 4
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Table 21. Hematological findings in male rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

€L

Group Control 1,4-dichlorobutane

mg/kg 0 12 60 300
Number of males 6 6 6 6

RBC (10*/uL) 823 + 28 789 £ 55 770 £ 44 777 £ 18
Hemoglobin (g/dL) 155 + 04 148 £+ 0.7 150 £ 0.6 149 £+ 04
Hematocrit (%) 43.7 + 1.2 41.8 + 1.7 427 + 1.2 420 £ 09
MCV (fL) 53.0 £ 1.1 53.1 £ 2.2 55.6 £ 2.0 * 54.1 £ 0.9
MCH (pg) 188 + 0.5 188 + 0.6 195 + 0.6 19.1 £+ 0.5
MCHC (g/dL) 354 + 0.4 353 + 0.5 35.1 £ 0.4 353 + 0.5
Platelet (10%/uL) 122.7 £+ 154 117.6 £ 12.7 1122 £+ 92 1189 + 114
Reticulocyte (%) 315 £ 0.33 3.62 £ 0.53 343 + 0.68 396 =+ 0.71
PT (sec.) 215 £+ 5.6 206 + 2.6 21.8 £+ 5.0 194 + 1.1
APTT (sec.) 254 + 3.2 244 + 2.5 25.0 = 4.0 245 + 0.8
Fibrinogen (mg/dL) 199.3 + 8.2 2104 £+ 97 2148 £ 269 1974 + 132
WBC (lOz/uL) 872 £ 295 773 + 152 68.6 £ 18.0 75.8 £ 229
Differential leukocyte (%)

Lymphocyte 803 + 72 804 + 44 7777 £ 9.6 7777 £ 6.2
Neutrophil 16.1 £+ 74 16.0 = 4.6 171 £ 79 171 £ 5.1
Eosinophil 1.1 + 0.2 12 + 0.3 12 + 0.6 0.9 + 0.4
Basophil 00 £ 0.1 00 £ 0.0 00 £ 00 00 £ 00
Monocyte 24 + 0.4 24 + 0.9 4.0 + 1.8 43 + 1.3 #

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 22. Hematological findings in female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

YL

Group Control 1,4-dichlorobutane

mg/kg 0 12 60 300
Number of females 6 6 6 6

RBC (10*/uL) 775 £ 49 770 £ 37 748 £ 32 772 £ 36
Hemoglobin (g/dL) 146 + 06 144 £ 06 144 £ 07 146 £ 05
Hematocrit (%) 40.5 + 1.8 399 £+ 20 403 £ 20 40.7 + 1.3
MCV (fL) 524 + 1.1 51.8 £ 1.3 539 + 2.1 52.8 £ 1.4
MCH (pg) 189 + 0.5 187 + 04 192 + 0.6 189 + 0.5
MCHC (g/dL) 36.0 £ 0.3 36.1 + 0.2 357 = 0.4 358 £ 0.6
Platelet (10%/uL) 119.6 £ 13.6 1275 £+ 95 1143 £+ 73 1222 + 138
Reticulocyte (%) 264 £ 0.51 279 £ 0.62 293 + 0.38 313 + 0.64
PT (sec.) 15.0 = 0.7 152 = 0.7 159 = 0.9 15.8 = 0.6
APTT (sec.) 175 = 1.0 17.5 = 1.3 18.1 + 1.3 17.7 = 2.0
Fibrinogen (mg/dL) 1777 + 150 163.1 + 59 157.6 £ 154 * 188.7 + 149
WBC (lOz/uL) 59.0 £ 227 582 + 9.5 53.0 £ 168 443 + 6.4
Differential leukocyte (%)

Lymphocyte 79.8 = 8.4 823 =+ 2.4 84.1 + 6.5 723 + 11.1
Neutrophil 16.1 = 7.7 13.0 £ 2.5 114 £ 56 22.0 £ 10.2
Eosinophil 1.8 + 1.0 1.7 + 0.7 23 + 1.2 1.6 + 0.8
Basophil 0.1 £ 0.1 00 £ 0.0 00 £ 00 00 £ 00
Monocyte 23 + 1.4 3.0 + 1.3 23 + 0.6 4.1 + 2.0

Each value shows mean + S.D.
Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 23. Hematological findings in male rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

SL

Group Control 1,4-dichlorobutane
mg/kg 0 300
Number of males 6 6

RBC (10%uL) 830 =+ 50 817 + 46
Hemoglobin (g/dL) 151 £ 05 153 £ 0.6
Hematocrit (%) 41.8 + 1.3 422 + 1.6
MCV (fL) 50.5 £ 2.3 51.8 £ 2.6
MCH (pg) 183 + 0.8 187 + 0.7
MCHC (g/dL) 362 + 03 361 + 04
Platelet (10%/uL) 119.6 £ 99 119.0 £ 10.5
Reticulocyte (%) 330 £ 036 372 £ 0.71
PT (sec.) 163 + 1.4 18.2 = 3.7
APTT (sec.) 27+ 27 264 + 45
Fibrinogen (mg/dL) 208.7 + 16.1 2112 + 164
WBC (10%/uL) 75.0 + 16.7 66.7 = 19.8
Differential leukocyte (%)

Lymphocyte 775 £ 3.8 80.6 + 23
Neutrophil 17.8 £ 4.0 144 £+ 19
Eosinophil 14 + 04 1.3+ 04
Basophil 00 £ 00 00 £ 00
Monocyte 33 £ 0.6 37 £ 0.8

Each value shows mean + S.D.
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Table 24. Hematological findings in female rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

9L

Group Control 1,4-dichlorobutane
mg/kg 0 300
Number of females 6 6

RBC (10*/uL) 766 + 44 785 + 39
Hemoglobin (g/dL) 143 £+ 05 143 £+ 05
Hematocrit (%) 39.6 + 1.3 39.7 £ 1.6
MCV (fL) 51,7 + 2.3 506 £ 1.8
MCH (pg) 187 £+ 0.7 183 + 0.7
MCHC (g/dL) 361 + 04 361 + 02
Platelet (10*/uL) 1197 = 7.0 1154 = 104
Reticulocyte (%) 2.81 £ 0.32 320 + 0.61
PT (sec.) 148 £ 08 154 £ 05
APTT (sec.) 17.5 + 0.8 17.8 + 0.8
Fibrinogen (mg/dL) 1726 + 7.8 169.2 + 15.1
WBC (10%/uL) 390 + 104 355 + 107
Differential leukocyte (%)

Lymphocyte 802 + 64 770 £ 7.0
Neutrophil 16.6 £ 6.1 192 £ 73
Eosinophil 1.3 £ 05 1.6 £+ 0.5
Basophil 00 =+ 0.1 00 =+ 0.0
Monocyte 1.8 + 0.5 22 + 0.8

Each value shows mean + S.D.
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Table 25. Blood chemical findings in male rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane

mg/kg 0 12 60 300
Number of males 6 6 6 6

AST (IU/L) 806 £ 11.2 773 = 8.2 85.0 £ 109 892 £+ 154
ALT (IU/L) 29.6 = 1.9 259 + 2.3 29.7 = 6.3 35.8 £ 13.1
ALP (TU/L) 555.7 + 110.9 609.3 + 133.2 6264 + 1324 682.0 + 141.2
y-GTP (IU/L) 072 + 0.12 0.79 + 0.25 073 £ 0.11 1.03 + 0.17 *
Total protein (g/dL) 552 £ 0.18 541 £ 0.15 545 £ 0.17 545 £ 0.34
Albumin (g/dL) 289 + 0.06 284 + 0.07 289 + 0.12 3.06 £+ 0.22
A/G .11 £+ 0.05 1.11 £+ 0.05 1.13 £+ 0.11 1.28 £ 0.06 **
Total bilirubin (mg/dL) 0.11 £ 0.01 0.11 + 0.02 0.11 £ 0.01 0.15 + 0.04
Urea nitrogen (mg/dL) 139 =+ 1.3 13.0 £ 27 16.5 £ 2.1 262 £ 2.0 **
Creatinine (mg/dL) 022 £+ 0.03 022 £ 0.03 023 £ 0.03 022 £ 0.02
Glucose (mg/dL) 1195 £ 96 120.8 £ 10.2 121.6 £+ 113 116.8 + 158
Total cholesterol (mg/dL) 539 £ 10.0 589 £+ 139 569 £+ 82 456 £ 11.1
Triglyceride (mg/dL) 325+ 73 412 + 112 493 + 214 119.0 + 63.8
Na (mEq/L) 1433 £+ 12 143.7 £+ 1.1 1434 £+ 15 1404 £ 4.0
K (mEqg/L) 410 £ 0.22 401 £ 0.28 436 £ 0.14 429 £ 0.17
Cl (mEq/L) 1049 + 1.8 1045 £+ 1.2 1048 £+ 1.2 1023 + 3.5
Ca (mg/dL) 95 + 02 95 + 03 93 + 02 92 + 04
Inorganic phosphate (mg/dL) 79 £+ 0.6 82 + 0.5 83 + 0.6 9.0 £ 04 **

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 26. Blood chemical findings in female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane

mg/kg 0 12 60 300
Number of females 6 6 6 6

AST (IU/L) 785 £ 16.7 86.2 £ 13.6 822 £ 10.1 754 8.7
ALT (IU/L) 22.5 = 3.2 253 % 4.4 234 + 3.8 252 = 1.4
ALP (IU/L) 3735 + 113.1 360.1 + 54.8 3212 + 57.7 880.7 + 410.6
v-GTP (IU/L) 097 + 0.15 093 + 0.16 086 + 0.13 1.29 £ 0.12 **
Total protein (g/dL) 551 £ 032 524 £ 0.30 575 £ 0.18 558 £ 027
Albumin (g/dL) 320 £+ 022 295 £+ 0.20 336 + 0.19 326 + 0.24
A/G 1.39 + 0.07 1.28 + 0.06 141 £+ 0.12 141 + 0.10
Total bilirubin (mg/dL) 0.12 + 0.02 0.12 £ 0.01 0.12 + 0.02 0.13 + 0.03
Urea nitrogen (mg/dL) 134 £ 22 153 £ 25 170 £ 19 # 19.7 £ 6.0
Creatinine (mg/dL) 024 £+ 0.03 026 £ 0.03 024 £ 0.02 021 £ 0.03
Glucose (mg/dL) 1239 + 7.7 1159 £+ 96 118.1 £+ 139 111.6 £+ 178
Total cholesterol (mg/dL) 619 £+ 5.1 66.1 £ 175 498 £ 15.8 555 £ 129
Triglyceride (mg/dL) 284 £ 123 230 £ 85 228 £ 93 39.1 £ 13.6
Na (mEq/L) 1430 £ 2.0 1426 £+ 04 142.8 £ 0.8 1426 £+ 21
K (mEq/L) 398 + 021 434 £ 0.20 * 433 £+ 0.24 430 £ 0.30
Cl (mEq/L) 1062 £ 1.7 106.6 £ 0.8 1082 £+ 09 1054 + 3.0
Ca (mg/dL) 97 £+ 04 94 + 02 95 + 0.1 93 + 04
Inorganic phosphate (mg/dL) 67 + 03 74 £+ 04 74 £+ 04 87 + 0.8 **

Each value shows mean + 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<0.05 by Steel's test).
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Table 27. Blood chemical findings in male rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12
Number of males 6 6

AST (IU/L) 91.8 + 124 857 £+ 7.0
ALT (IU/L) 259 + 25 270 + 238
ALP (IU/L) 4416 + 70.6 431.1 £ 363
y-GTP (IU/L) 0.66 + 0.27 0.86 + 0.16
Total protein (g/dL) 571 £ 0.20 582 £ 0.15
Albumin (g/dL) 2.87 + 0.09 3.00 £ 0.12
A/G 1.02 £ 0.05 1.07 £ 0.07
Total bilirubin (mg/dL) 0.11 £ 0.02 0.13 £ 0.01
Urea nitrogen (mg/dL) 159 + 1.1 146 £+ 22
Creatinine (mg/dL) 024 £+ 0.01 024 £ 0.02
Glucose (mg/dL) 1129 £ 15.1 1185 £ 15.1
Total cholesterol (mg/dL) 513 £ 13.1 715 £ 122§
Triglyceride (mg/dL) 428 £ 133 649 + 232
Na (mEq/L) 1439 + 0.7 1451 + 14
K (mEq/L) 448 + 0.12 430 £+ 0.07
Cl (mEq/L) 1036 + 0.6 1041 £+ 1.0
Ca (mg/dL) 94 + 02 9.7 £+ 0.2
Inorganic phosphate (mg/dL) 79 £ 04 80 £ 0.2

Each value shows mean = S.D.

Significantly different from the control group (f: p<0.05 by Student's t-test).
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Table 28. Blood chemical findings in female rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12

Number of females 6 6

AST (IU/L) 813 + 187 875 + 349
ALT (IU/L) 22+ 17 317 £ 246
ALP (IU/L) 2985 + 484 2346 + 532
y-GTP (IU/L) 105 £ 028 1.03 £ 0.17
Total protein (g/dL) 599 £ 022 592 £ 0.57
Albumin (g/dL) 329 + 0.14 324 £+ 043
A/G 1.22 + 0.07 1.21 £+ 0.11
Total bilirubin (mg/dL) 0.15 £ 0.02 0.13 £ 0.01
Urea nitrogen (mg/dL) 170 + 24 190 =+ 1.7
Creatinine (mg/dL) 028 £ 0.03 026 £ 0.02
Glucose (mg/dL) 1146 £ 9.8 1073 £ 8.2
Total cholesterol (mg/dL) 714 £ 92 71.7 £ 10.7
Triglyceride (mg/dL) 162 =+ 5.5 16.7 £ 53
Na (mEq/L) 1430 £ 0.6 1438 £ 0.7
K (mEq/L) 424 £ 027 415 £ 0.20
Cl (mEq/L) 105.8 £+ 0.9 1059 £+ 0.8
Ca (mg/dL) 9.5 £+ 0.1 96 £ 0.3
Inorganic phosphate (mg/dL) 78 £ 0.6 74 £ 0.6

Each value shows mean + S.D.
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Table 29. Necropsy findings in male rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 6 6 6 6
Findings
Normal 6 5 5 0
Kidney
Dilatation, right pelvis 0 1 0 0
Liver
Discoloration 0 0 1 6

18
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Table 30. Necropsy findings in female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 6 6 6 6
Findings
Normal 6 6 2 0
Liver
Discoloration 0 0 4 6
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Table 31. Necropsy findings in male rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 300
Number of males 6 6
Findings

Normal 6 6
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Table 32. Necropsy findings in female rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 300
Number of females 6 6
Findings

Normal 6 6
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Table 33. Organ weights of male rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of males 6 6 6 6
Body weight (2 357 + 22 363 + 25 369 + 23 356 + 25
Brain (g) 204 £ 0.09 2.04 £ 0.08 201 £ 0.05 206 £ 0.11
(g%) 057 £ 0.04 057 + 0.06 055 £ 0.04 058 = 0.04
Pituitary (mg) 13.8 £ 2.0 144 =+ 1.3 13.8 £+ 2.0 16.5 =+ 1.8 *
(mg%) 39 £ 04 40 £ 03 38 £+ 04 47 £ 0.8 *
Salivary glands (mg) 611 + 72 595 + 45 614 + 38 564 + 69
(mg%) 172 + 20 164 = 14 167 £ 10 159 + 14
Thyroids (mg) 252 £ 5.0 21.0 = 5.3 236 £ 5.0 20.6 = 5.0
(mg%) 7.1 £ 1.3 5.8 £ 1.4 6.5 + 1.6 5.8 £ 1.3
Thymus (mg) 472 + 143 526 =+ 33 503 =+ 150 578 =+ 65
(mg%) 131 + 35 145 + 11 136 + 34 164 =+ 24
Heart (g 134 £ 0.11 1.34 £ 0.07 131 £ 0.14 1.25 £ 0.09
(g%) 038 + 0.03 037 + 0.03 036 + 0.03 035 + 0.03
Liver (g 1121 + 1.40 11.88 + 0.95 12.08 + 0.96 15.17 £ 1.31 **
(g%) 314 £ 0.25 327 £ 0.13 327 £ 0.09 426 + 0.15 **
Spleen (mg) 711 £ 122 673 £ 107 647 + 51 659 =+ 82
(mg%) 200 + 38 185 + 23 176 + 10 186 + 21
Kidneys (g 274 £ 0.13 278 +£ 0.19 277 £ 022 323 £ (.24 **
(g%) 077 £ 0.03 0.77 £ 0.05 075 £ 0.04 091 £+ 0.07 **
Adrenals (mg) 57.6 =+ 9.3 617 £ 129 579 =+ 5.7 67.0 £ 11.0
(mg%) 16.1 £ 2.0 170 = 33 157 =+ 1.3 188 £ 23
Testes (g 3.00 £ 0.30 315 £ 021 320 £ 0.15 3.14 £ 022
(g%) 085 + 0.12 087 = 0.07 087 + 0.05 0.89 + 0.10
Epididymides (mg) 831 =+ 65 874 + 48 827 + 41 814 + 70
(mg%) 235 + 32 242 + 14 225 + 17 230 + 32

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 34. Organ weights of female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Number of females 6 6 6 6
Body weight (2) 204 + 9 213 + 13 217 + 12 209 + 9
Brain (2) 1.83 £ 0.08 1.83 £ 0.08 192 £ 0.07 1.84 £ 0.06
(g%) 090 + 0.04 0.86 £ 0.02 0.89 £ 0.06 0.88 £ 0.05
Pituitary (mg) 13.6 + 22 15.1 = 2.1 159 =+ 1.0 158 = 1.8
(mg%) 6.7 + 1.0 7.1 £ 1.0 74 + 0.6 7.6 + 1.1
Salivary glands (mg) 386 + 34 432 =+ 17 416 + 33 380 + 49
(mg%) 190 + 18 203 + 8 192 + 14 181 =+ 16
Thyroids (mg) 16.3 + 2.3 170 =+ 2.2 17.1 =+ 39 174 =+ 1.6
(mg%) 8.0 0.9 8.0 + 1.0 8.0 2.4 83 + 0.7
Thymus (mg) 414 + 133 478 + 68 411 + 69 437 + 68
(mg%) 204 + 66 225 + 34 190 =+ 27 209 + 30
Heart (2) 077 = 0.04 0.77 £ 0.07 0.81 £ 0.05 0.79 £ 0.04
(g%) 038 = 0.02 036 + 0.01 038 = 0.02 038 £ 0.02
Liver (2) 626 = 044 6.60 £ 0.72 759 £ 0.78 9.02 + 0.90 **
(g%) 308 £ 0.23 3.09 £ 0.17 350 £ 021 431 £ 032 **
Spleen (mg) 430 + 42 510 £+ 114 489 + 56 361 + 35#
(mg%) 212 + 23 238 + 42 225 + 20 173 + 13
Kidneys (2) 1.68 + 0.09 1.69 £ 0.18 1.81 £ 0.14 2.03 £ 0.11 **
(g%) 0.83 £ 0.05 0.79 £ 0.06 0.84 £ 0.05 097 £+ 0.04 **
Adrenals (mg) 673 =+ 7.9 66.1 =+ 7.7 703 =+ 5.7 675 £ 11.6
(mg%) 33.0 = 35 31.0 + 2.6 326 =+ 34 322 + 4.2
Ovaries (mg) 80.2 + 5.2 88.1 = 12.7 88.2 + 5.8 803 = 10.8
(mg%) 394 + 2.6 413 + 4.8 40.8 + 1.5 383 + 4.0

Each value shows mean + 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<0.05 by Steel's test).
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Table 35. Organ weights of male rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 300
Number of males 6 6
Body weight (2) 439 + 20 430 + 19
Brain (g 211 £ 0.09 203 £ 0.04
(g%) 0.48 + 0.0l 047 + 0.02
Pituitary (mg) 153 + 1.6 16.1 + 1.6
(mg%) 35 + 0.3 3.8 + 0.3
Salivary glands (mg) 679 + 61 665 =+ 52
(mg%) 155 + 12 155 =+ 14
Thyroids (mg) 229 + 4.1 235 + 34
(mg%) 52 + 0.8 55 + 0.9
Thymus (mg) 463 £ 109 504 + 81
(mg%) 105 + 22 118 = 19
Heart (g 148 + 0.11 1.44 + 0.03
(g%) 034 = 0.02 034 = 0.02
Liver (2 11.87 + 098 1193 + 1.00
(g%) 271 £ 026 278 +£ 0.17
Spleen (mg) 801 + 102 743 + 86
(mg%) 182 £+ 19 173 =+ 15
Kidneys (g 296 £ 0.19 288 + 0.18
(g%) 0.67 £ 0.03 0.67 = 0.04
Adrenals (mg) 60.1 =+ 5.1 64.0 + 53
(mg%) 13.7 =+ 1.0 149 =+ 1.2
Testes (2) 3.17 £ 0.13 3.08 £ 0.27
(g%) 072 £ 0.04 072 + 0.06
Epididymides (mg) 1073 =+ 53 1042 + 146
(mg%) 245 + 16 243 + 36

Each value shows mean + S.D.



88

Study No. 502427

Table 36. Organ weights of female rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 300
Number of females 6 6
Body weight (g) 239 =+ 17 231 + 15
Brain (2) 1.86 + 0.07 1.87 £+ 0.05
(g%) 0.78 + 0.06 081 + 0.04
Pituitary (mg) 15.7 + 3.0 153 + 1.0
(mg%) 6.6 = 1.4 66 £ 04
Salivary glands (mg) 423 + 65 431 + 61
(mg%) 177 + 19 187 + 20
Thyroids (mg) 169 + 3.0 18.8 + 1.9
(mg%) 7.1 = 1.3 82 + 09
Thymus (mg) 428 + 95 427 + 73
(mg%) 180 =+ 44 185 + 24
Heart () 087 + 0.06 082 + 0.04
(g%) 036 + 0.03 036 + 0.02
Liver (8 6.54 + 0.69 6.60 = 0.54
(g%) 273 £ 0.20 286 + 0.17
Spleen (mg) 475 =+ 90 501 + 70
(mg%) 198 =+ 31 217 + 21
Kidneys (g) 1.73 £+ 0.13 1.70 £ 0.15
(g%) 073 + 0.06 074 £ 0.04
Adrenals (mg) 68.5 + 6.6 632 + 11.6
(mg%) 28.7 =+ 3.4 274 £ 4.1
Ovaries (mg) 86.5 £ 16.2 773 £ 127
(mg%) 36.1 + 5.1 334 £ 37

Each value shows mean + S.D.



Table 37. Histopathological findings in male rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

68

Group Control 1,4-dichlorobutane
mg/kg 0 12 60
Grade N AY =+ 2+ 3+[NY AP £+ 2+ 3+ + 2+ 3+
Findings
Heart [6]° [0]° [01° [6]°
Lung [6] [0] (0] [6]
Trachea [6] [0] [0] [6]
Liver [6] [6] (6] [6]
Swelling, hepatocyte, periportal 6 0 0 O O Of¢4 1 5 0 0 O 0 6 O 0 ## &&
Microgranuloma 6 0 0 0 0 O]6 4 2 0 0 O 2 0
Pancreas [6] [6] [6] [6]
Decreased, zymogen granules 6 0 0 0O 0 O0]S 0 6 0 0 O 0 0 ## &&
Sublingual gland [6] [0] [0] [6]
Submandibular gland [6] [0] [0] (6]
Esophagus [6] [0] [0] (6]
Stomach [6] [0] [0] (6]
Duodenum [6] [0] [0] [6]
Jejunum [6] [0] [0] [6]
Mineralization, Peyer's patch 5 1 1 0 0 O 6 0
Illeum [6] [0] (0] [6]
Cecum [6] [0] [0] [6]
Colon [6] [0] [0] [6]
Rectum [6] [0] [0] [6]
Thymus [6] [6] (6] [6]
Starry sky appearance 6 0 0 0 0 O]6 6 0O 0 0 O 2 0
Spleen [6] [0] [0] [6]
Mandibular lymph node [6] [0] [0] (6]
Mesenteric lymph node [6] [0] [0] [6]
Grade of histopathological findings; +: slight, +: mild, 2+: moderate, 3+: marked. (Continued)

a): No abnormality detected.

b): Abnormality detected.

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

Significantly different from the control group (#: P<0.05, ##: P<0.01 by Steel's test).

Significantly different by dose response test (&&: p<0.01 by Cochran-Armitage exact test).



Table 37. (Continued) Histopathological findings in male rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Study No. 502427

Group Control

1,4-dichlorobutane

mg/kg 0

60

300

Grade N AY 1+ 2+ 3+ [N? AD

£+ 2+ 3+

+ 2+ 3+

06

Findings

—
N
=

Ne)

Kidney
Swelling, proximal tubule
Hydronephrosis, right
Cast, hyaline, lateral
Cyst, left

Urinary bladder

Testis

Epididymis

Seminal vesicle

Prostate

Pituitary

Adrenal

Thyroid

Parathyroid

Cerebrum

Cerebellum

Medulla oblongata

Spinal cord

Sciatic nerve

Eyeball
Dysplasia, retina, left

Harderian gland

Bone marrow (sternum, femur)

Bone (sternum, femur)

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

b): Abnormality detected.

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

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

Significantly different by dose response test (&&: p<0.01 by Cochran-Armitage exact test).
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Table 38. Histopathological findings in female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

16

Group Control 1,4-dichlorobutane
mg/kg 0 12 60 300
Grade NY A” & o+ 2+ 34N AV = o+ 2+ 3+ NP AY &+ o2+ 3+ [NY AV & o+ 2+ 3+
Findings
Heart [6]° [0]° [01° [6]°
Lung [6] [0] (0] [6]
Mineralization, vascular wall, left 6 0 0 0 0 O 51 1 0 0 0
Trachea [6] [0] [0] [6]
Liver [6] [6] (6] [6]
Swelling, hepatocyte, periportal 6 0 0 0 O Of1 5 5 0 O O #]0 6 6 0 0 0 #[0 6 0 6 0 0 ## &&
Microgranuloma 6 0 0 0 O OS5 1 1 0 0 O 6 0 0 0 0 O 33 3 0 0 0O
Pancreas [6] [6] [6] [6]
Decreased, zymogen granules 6 0 0 0 O Ol1 5 5 0 O O #]0 6 0 6 0 O #[0 6 0 6 0 0 #&&
Sublingual gland [6] [0] [0] [6]
Submandibular gland [6] [0] [0] (6]
Esophagus [6] [0] [0] (6]
Stomach [6] [0] [0] [6]
Duodenum [6] [0] [0] [6]
Jejunum [6] [0] [0] [6]
Illeum [6] [0] (0] [6]
Cecum [6] [0] [0] [6]
Colon [6] [0] [0] [6]
Rectum [6] [0] [0] [6]
Thymus [6] [6] (6] [6]
Starry sky appearance 6 0 0 0 O O]J]6 O O O O0 O 6 0 0 0 0 O 33 3 0 0 0O
Spleen [6] [0] [0] [6]
Mandibular lymph node [6] [0] [0] (6]
Mesenteric lymph node [6] [0] [0] [6]
Grade of histopathological findings; +: slight, +: mild, 2+: moderate, 3+: marked. (Continued)

a): No abnormality detected.

b): Abnormality detected.

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

Significantly different from the control group (#: p<0.05, ##: p<0.01 by Steel's test).
Significantly different by dose response test (&&: p<0.01 by Cochran-Armitage exact test).
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Table 38. (Continued) Histopathological findings in female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
me/ke 0 2 60 300
Grade N AY =+ 2+ 3+[NY AP + 2+ 3+ [NY AY = o+ 2+ 3+ [NY AY =+ 2+ 3+
Findings
Kidney [6]° [6]° [61° [6]°
Swelling, proximal tubule 6 0 0 0 o0]J]6 O 0O 0 O S 1 1 0 0 O 0 6 6 0 0 0 #&&
Hydronephrosis, right 5 1 1 0 0 0|6 O 0 0 O 6 0 0o 0 O 6 0 0 0 0 O
Urinary bladder [6] [0] [0] [6]
Ovary [6] [0] [0] [6]
Uterus [6] [0] [0] [6]
Vagina [6] [0] [0] [6]
Pituitary [6] [0] [0] (6]
Adrenal [6] [0] [0] [6]
Thyroid [6] [0] [0] [6]
Ectopic, thymic tissue 4 2 2 0 0 O 6 0 0 0 0 O
Parathyroid [6] [0] (0] [6]
Cerebrum [6] [0] [0] [6]
Cerebellum [6] [0] [0] [6]
Medulla oblongata [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]
Bone marrow (sternum, femur) [6] [0] [0] [6]
Bone (sternum, femur) [6] [0] [0] [6]
Femur muscle [6] [0] [0] (6]
Mammary gland [6] [0] [0] (6]

Grade of histopathological findings; +: slight, +: mild, 2+: moderate, 3+: marked.

a): No abnormality detected.
b): Abnormality detected.

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

Significantly different from the control group (##: p<0.01 by Steel's test).
Significantly different by dose response test (&&: p<0.01 by Cochran-Armitage exact test).
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Table 39. Histopathological findings in male rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane

mg/kg 0 300

Grade NY AY + o+ 2+ 3+ (NP AP 1 o+ 2+ 3+

Findings
Liver [6]
Pancreas [6]
Thymus [6]
Kidney [6]
Cyst, left 6 0 0 O O O)5 1 1 0 0 O

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

b): Abnormality detected.

¢): Number in brackets is number of males examined.
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Table 40. Histopathological findings in female rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane

Group Control 1,4-dichlorobutane
mg/kg 0 300
Grade NY AY & o+ 2+ 3+[NY AY &+ 2+ 3+
Findings

Liver 619 619

Swelling, hepatocyte, periportal 6 0 0 0 O O0)4 2 2 0 0 O
Pancreas [6] [6]

Thymus [6] [6]

Kidney [6] [6]

Cyst, left 5 1 1 0 0 0)J6 0 0 0 0 O

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

b): Abnormality detected.

¢): Number in brackets is number of females examined.
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Fig. 1. Chemical structure of 1,4-dichlorobutane.
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-O- Control group
-1 1.,4-dichlorobutane group at 12 mg/kg

14

600 = -/~ 1,4-dichlorobutane group at 60 mg/kg
- l.,4-dichlorobutane group at 300 mg/kg
500 |-
400
&
=
3 300
=
=)
Q
/A
200
100
- Administration period |
0 l l l l l l l | | 1 1 l l |
1 4 8 11 15 18 22 25 28 1 4 8 11
Days of administration Days of recovery

Fig. 2. Body weights of male rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane.
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-O- Control group

-1 1.,4-dichlorobutane group at 12 mg/kg

400 = -/~ 1,4-dichlorobutane group at 60 mg/kg
- l.,4-dichlorobutane group at 300 mg/kg
300 |-
&
=
3 200
=
=)
Q
/A
100 |-
- Administration period |
0 l l l l l l l | | 1 1 l l |
1 4 8 11 15 18 22 25 28 1 4 8 11 14
Days of administration Days of recovery

Fig. 3. Body weights of female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane.
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40

30

20

Food consumption (g/day)

10

-O- Control group
-1 1,4-dichlorobutane group at 12 mg/kg
-~ 1,4-dichlorobutane group at 60 mg/kg

-~/ 1,4-dichlorobutane group at 300 mg/kg

- Administration period .
I l I l l I I | [ I I |
2 5 9 12 16 19 23 26 2 5 9 12
Days of administration Days of recovery

Fig. 5. Food consumption in female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane.
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Water consumption (g/day)

60

50

40

30

20

A\
A\

-O- Control group
1 1,4-dichlorobutane group at 12 mg/kg
-~ 1,4-dichlorobutane group at 60 mg/kg

-~/ 1,4-dichlorobutane group at 300 mg/kg

®)
®)

Administration period .
l I l l I I | I l l |

5 9 12 16 19 23 26 2 5 9 12

Days of administration Days of recovery

Fig. 6. Water consumption in male rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane.
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-O- Control group

1 1,4-dichlorobutane group at 12 mg/kg
60 — -~ 1,4-dichlorobutane group at 60 mg/kg
—~~ 1,4-dichlorobutane group at 300 mg/kg

50 —

Water consumption (g/day)

12

20 ~
10
- Administration period -
0 I I l I I I l I | I I |
2 5 9 12 16 19 23 26 2 5 9
Days of administration Days of recovery

Fig. 7. Water consumption in female rats in repeated dose 28-day oral toxicity study of 1,4-dichlorobutane.
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Study No. 502427

Appendix 1-1. Individual general signs in male rats

Control group

Days of administration

Male No.

11 12 13 14

10

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

N N N N N N N N NN N NN N N N N N N N N N N N N N N N

MO01101

N N N N N N N N N NNNN NN N N N N N N N N N N N N N

MO01102

N N N N N N N N N NN NN N N N N N N N N N N N N N N N

MO01103

N N N N N N N N N NN NN N N N N N N N N N N N N N N N

MO01104

N N N N N NN N N N N NN N N N N N N N N N N N N N N N

MO1105

N N N N N N N N N NNNN N N N N N N N N N N N N N N N

MO01106

N N N N N N N NN N N NN NN N N N N N N N N N N N N N

MO01107

N N N N N N N N NN N NN N N N N N N N N N N N N N N N

MO01108

N N N N N N N N N NNNN N N N N N N N N N N N N N N N

MO01109

N N N N N N N N N NNNN N N N N N N N N N N N N N N N

MO1110

N N N N N N N N N NN NN N N N N N N N N N N N N N N N

MO1111

12
12

12

12
(Continued)

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

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

N N N N N N N N N N N N N N N N N N N N N N N N N N N N
12 12 12
12

12
Pre: Before administration, Post: after administration.

MO1112
Number of males
N: Normal.

102

12




Study No. 502427

Appendix 1-1. (Continued) Individual general signs in male rats

Control group

Days of administration

21

Male No.

26 27 28 29

25

24

23

22

16 17 18 19 20

15
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

N N N N N N N N NN N NN NN N N N N N N N N N N N N N
N N N N N N N N N NNNN N N N N N N N N N N N N N N N
N N N N N N NN N N N NN N N N N N N N N N N N N N N N
N N N N N N N NN N N NN N N N N N N N N N N N N N N N
N N N N N N N N N NNNN NN N N N N N N N N N N N N N
N N N N N N N N N N NN N NN N N N N N N N N N N N N N
N N N N N NN N N NNNN NN N N N N N N N N N N N N N
N N N N N N N N N NNNNNN N N N N N N N N N N N N N
N N N N N NN N N NN NN N N N N N N N N N N N N N N N
N N N N N N N N N N NN N NN N N N N N N N N N N N N N
N N N N N N NN N N N NN N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N

12

12
Pre: Before administration, Post: after administration.

*: Euthanized.
N: Normal.

MO01101

MO01102

MO01103

MO01104

MO01105

MO01106

MO01107

MO01108

MO01109

MO1110

MO1111

6
6

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 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

12
12

MO1112
Number of males

103

(Continued)



Study No. 502427
Appendix 1-1. (Continued) Individual general signs in male rats

Control group

Male No. Days of recovery

—_—
—_—

MO01107
MO01108
MO01109
MO1110
MO1111
MO1112

L S

Y01

Number of males
N

NNz Zz Z Z Z]~
N NNZ Z2 Z Z Z Z|
NNz Z 'z Z Z Z|w
NNZZ2ZZ Z Z|+
NNz Z 'z Z Z Zlw
N NZZ2Z Z Z Z|
NNNZZZ Z Z Z|
N NNZ Z2Z Z Z Z|»o
N nNZ Z Z Z Z Z|o
oaol|lzzzzz2zZ|3
ooz 2z Z Z Z Z

oalzzzzzZ|5
oz z 2z 2zZ2Z Z|S
caol|lzzzz2z2zZ|E
ooz zzzzZ|5

*: Euthanized.
N: Normal.
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Study No. 502427
Appendix 1-2. Individual general signs in male rats

1,4-dichlorobutane group at 12 mg/kg

Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14
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

M02201 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M02202 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M02203 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M02204 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M02205 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M02206 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
Numberofmales 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Study No. 502427
Appendix 1-2. (Continued) Individual general signs in male rats

1,4-dichlorobutane group at 12 mg/kg

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

[\
Nl

M02201 N
M02202
M02203

M02205
M02206

LR A

N
N
MO02204 N
N
N
6

Number of males
N 6

oz ZZzZ Z
NNz Zz2Z2ZZZ
NNz ZzZZZZ
oz ZZzZ Z
oz ZZzZ Z
NNz Z2ZZZ Z
NNz ZzZZZZ
oz ZZzZ Z
oz ZZzZ Z
NNz Z2Z2ZZ Z
NNz ZzZ2ZZZ
oz ZZzZzZZ
oz ZZzZ Z
NNz Z2Z2ZZZ
Nz Z2Z2ZZZ
No|lzZzZzZ Z
No|lzZzZzZ Z
NNz Zz2Z2ZZZ
Nz Z2Z2ZZZ
oz ZZzZ Z
oz ZzZzZ Z
Nz Z2Z22ZZZ
Nz Z22Z2ZZZ
oz ZzZzZ Z
No|lzZZzZ Z
anNZzZ2Z2ZZZ
anNZzZ2Z2ZZZ
No|lzZzZzZ Z

Pre: Before administration, Post: after administration.
*: Euthanized.
N: Normal.
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Study No. 502427
Appendix 1-3. Individual general signs in male rats

1,4-dichlorobutane group at 60 mg/kg

Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14
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

M03301 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M03302 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M03303 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M03304 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO03305 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M03306 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
Numberofmales 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Pre: Before administration, Post: after administration. (Continued)

N: Normal.
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Study No. 502427
Appendix 1-3. (Continued) Individual general signs in male rats

1,4-dichlorobutane group at 60 mg/kg

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

[\
Nl

M03301 N
M03302
M03303

M03305
M03306

LR A

N
N
MO03304 N
N
N
6

Number of males
N 6

oz ZZzZ Z
NNz Zz2Z2ZZZ
NNz ZzZZZZ
oz ZZzZ Z
oz ZZzZ Z
NNz Z2ZZZ Z
NNz ZzZZZZ
oz ZZzZ Z
oz ZZzZ Z
NNz Z2Z2ZZ Z
NNz ZzZ2ZZZ
oz ZZzZzZZ
oz ZZzZ Z
NNz Z2Z2ZZZ
Nz Z2Z2ZZZ
No|lzZzZzZ Z
No|lzZzZzZ Z
NNz Zz2Z2ZZZ
Nz Z2Z2ZZZ
oz ZZzZ Z
oz ZzZzZ Z
Nz Z2Z22ZZZ
Nz Z22Z2ZZZ
oz ZzZzZ Z
No|lzZZzZ Z
anNZzZ2Z2ZZZ
anNZzZ2Z2ZZZ
No|lzZzZzZ Z

Pre: Before administration, Post: after administration.
*: Euthanized.
N: Normal.



Study No. 502427

Appendix 1-4. Individual general signs in male rats

1,4-dichlorobutane group at 300 mg/kg

Days of administration

Male No.

12 13 14

11

10

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
N N N N N N N N N N N N N N N N N N N N N A N A N A N A
N N N N N N N N N N N N N N N N N N N N N N N N N A N A
N N N N N N N N N N N N N N N N N N N N N A N A N A N A
N N N N N N N N N N N N N N N N N N N N N N N A N A N A
N N N N N N N N N N N N N N N N N N N N N N N N N N N A
N N N N N N N N N N N N N N N N N N N N N N N N N N N N

M04401

M04402
M04403

M04404

M04405

M04406

N N N N N N N NN N N NN NN N N N N N N N N N N N N N

M04407

N N N N N N N N NN N NN N N N N N N N N N N N N N N N

M04408

N N N N N N N N N NNNN N N N N N N N N N N N N N N N

M04409

N N N NN N NN N N NN NN N NN NN NN NN N N A N N

N N N N N N N N N NN NN N N N N N N N N N N N N N N N

M04410

M04411

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 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 12 9 12 12

N N N N N NN N N N N N N N N N N N N N N N N N N N N A
12 12
12 12

M04412
Number of males

109

(Continued)

Pre: Before administration, Post: after administration.

N: Normal.

A: Salivation.



Study No. 502427
Appendix 1-4. (Continued) Individual general signs in male rats

1,4-dichlorobutane group at 300 mg/kg

Male No. Days of administration Total”
15 16 17 18 19 20 21 22 23 24 25 26 27 28
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

N
el

M04401
M04402
M04403
M04404
M04405
M04406
M04407
M04408
M04409
M04410
M04411
M04412

LR R

z ZzzZZZ

01T

Sl + +

Number of males
N
A 0 0 12

opnlzzzzzzzzz2z 2=
orDlEZZEErZ2>Z> > >
onnlzzzzzzzzz22 =2
wuglzzeerrrzerzez»
Solzzzzzzzzzz 2z
orBlZZEEE> 2> 2>
onnlzzzzzzzzz22 =2
werZlzzrrrrzerr 2z
onnlzzzzzzzzz2z 2=
wuglzzzerrzzerr >
onnlzzzzzzzzz22 =2
wuglzzrzErrzZE > > >
oglzzzzzzzzz2z 2=
wuglzzrzerzzerr»
onnlzzzzzzzz2z22 =2
cwlErzzerrzeere >
onlzzzzzzzzzz 2=
—Sler > Z>
onnlzzzzzzzz2z22 =2
orDlEZzrZz2ZrZ20 2> > >
onnlzzzzzzzzzz2z =
soglEzerrrzeee e
opnlzzzzzzzzz22 =2
orDlEZrZErrZ2e > > 2>
onnlzzzzzzzzzz2z =z
cwplEzrrrrzzere»
opnlzzzzzzzzz22 =2
cwglrrrzZzrrrzr>Z>
N

—
—_—

Pre: Before administration, Post: after administration. (Continued)
*: Euthanized.

a): Number of males showing abnormal signs at least once between Days 1 and 29 of administration.

-: Not observed, +: observed.

N: Normal.

A: Salivation.



Study No. 502427
Appendix 1-4. (Continued) Individual general signs in male rats

1,4-dichlorobutane group at 300 mg/kg

Male No. Days of recovery

—_—
—_—

M04407
M04408
M04409
MO04410
MO04411
M04412

L S

IT1

Number of males
N

NNz Zz Z Z Z]~
N NNZ Z2 Z Z Z Z|
NNz Z 'z Z Z Z|w
NNZZ2ZZ Z Z|+
NNz Z 'z Z Z Zlw
N NZZ2Z Z Z Z|
NNNZZZ Z Z Z|
N NNZ Z2Z Z Z Z|»o
N nNZ Z Z Z Z Z|o
oaol|lzzzzz2zZ|3
ooz 2z Z Z Z Z

oalzzzzzZ|5
oz z 2z 2zZ2Z Z|S
caol|lzzzz2z2zZ|E
ooz zzzzZ|5

*: Euthanized.
N: Normal.



Study No. 502427

Appendix 2-1. Individual general signs in female rats

Control group

Days of administration

Female No.

12 13 14

11

10

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
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N

FO1151

FO01152

F01153

FO01154

FO01155

FO01156

FO01157

FO01158

FO01159

F01160

FoO1161

12
12

12

12
(Continued)

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 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

12
12

F01162
Number of females 12

112

12
Pre: Before administration, Post: after administration.

N: Normal.




Study No. 502427

Appendix 2-1. (Continued) Individual general signs in female rats

Control group

Days of administration

21

Female No.

29

23 24 25 26 27 28

22

16 17 18 19 20

15
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

N N N N N N N N NN N NN NN N N N N N N N N N N N N N

FO1151

N N N N N N N N N NNNN N N N N N N N N N N N N N N N

FO01152

N N N N N N NN N N N NN N N N N N N N N N N N N N N N

F01153

N N N N N N N NN N N NN N N N N N N N N N N N N N N N

F01154

N N N N N N N N N NNNN NN N N N N N N N N N N N N N

FO01155

N N N N N N N N N N NN N NN N N N N N N N N N N N N N

FO01156

N N N N N NN N N NNNN NN N N N N N N N N N N N N N

FO01157

N N N N N N N N N NNNNNN N N N N N N N N N N N N N

FO01158

N N N N N NN N N NN NN N N N N N N N N N N N N N N N

FO01159

N N N N N N N N N N NN N NN N N N N N N N N N N N N N

F01160

N N N N N N NN N N N NN N N N N N N N N N N N N N N N

FoO1161

6
6

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

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12

N N N N N N N N N N N N N N N N N N N N N N N N N N N N
12
12

F01162
Number of females 12

[
Ju—
W

12

12
Pre: Before administration, Post: after administration.

*: Euthanized.
N: Normal.

(Continued)
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Study No. 502427
Appendix 2-1. (Continued) Individual general signs in female rats

Control group

Female No. Days of recovery

—_
—_—

FO1157
FO1158
FO1159
FO01160
FO1161
F01162

* % X X X X

Number of females
N

o oNZ 2z 2z Z Z Z|—
N NNZ Z2Z Z Z Z|
o NZ Z2Z Z Z Z|w
NNZZ2ZZ Z Z|+
o NZ Zz Z Z Z Z|w
N NZZ2Z Z Z Z|
N NNZZZ Z Z Z|
N NNZ Z2Z Z Z Z|»o
NNZ Z Z Z Z Z|o
aaol|lzzzzz2zZ|3
ooz 2z Z Z Z Z

oalzzzz2z2Z|5
Nz z 2z 2z Z Z|S
caol|lzzzzz2zZ|E
ooz zzzzZ|5

*: Euthanized.
N: Normal.
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Study No. 502427
Appendix 2-2. Individual general signs in female rats

1,4-dichlorobutane group at 12 mg/kg

Female No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14

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
F02251 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F02252 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F02253 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F02254 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F02255 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F02256 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
Numberoffemales 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Pre: Before administration, Post: after administration. (Continued)

N: Normal.
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Study No. 502427
Appendix 2-2. (Continued) Individual general signs in female rats

1,4-dichlorobutane group at 12 mg/kg

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

[\
Nl

F02251 N
F02252
F02253

F02255
F02256

LR A

N
N
F02254 N
N
N
6

Number of females
N 6

oz ZZzZ Z
NNz ZzZZZZ
Nz zZzZ2ZZZ
oz ZZzZ Z
oz ZZzZ Z
NNz Zz2ZZZ Z
NNz ZzZZZ Z
oz ZZzZzZ Z
oz ZZzZ Z
NNz Z2ZZZ Z
NNz Z2ZZZ Z
oz ZZzZzZ Z
oz ZZzZzZ Z
Nz Z2Z2ZZZ
NNz Z2Z2ZZZ
oz ZzZzZ Z
oz ZzZzZ Z
ANz Z2Z2ZZZ
DNz Z2Z2ZZZ
oz ZZzZ Z
oz ZZzZ Z
ANz Z2Z2ZZZ
Nz Z2Z2ZZZ
No|lzZzZzZ Z
oz ZzZzZ Z
Nz Z2Z22ZZZ
ANz Z2Z2ZZZ
oz ZzZzZ Z

Pre: Before administration, Post: after administration.
*: Euthanized.
N: Normal.
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Study No. 502427
Appendix 2-3. Individual general signs in female rats

1,4-dichlorobutane group at 60 mg/kg

Female No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14

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
F03351 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03352 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03353 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03354 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03355 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03356 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
Numberoffemales 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Pre: Before administration, Post: after administration. (Continued)

N: Normal.
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Study No. 502427
Appendix 2-3. (Continued) Individual general signs in female rats

1,4-dichlorobutane group at 60 mg/kg

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

[\
Nl

F03351 N
F03352
F03353

F03355
F03356

LR A

N
N
F03354 N
N
N
6

Number of females
N 6

oz ZZzZ Z
NNz ZzZZZZ
Nz zZzZ2ZZZ
oz ZZzZ Z
oz ZZzZ Z
NNz Zz2ZZZ Z
NNz ZzZZZ Z
oz ZZzZzZ Z
oz ZZzZ Z
NNz Z2ZZZ Z
NNz Z2ZZZ Z
oz ZZzZzZ Z
oz ZZzZzZ Z
Nz Z2Z2ZZZ
NNz Z2Z2ZZZ
oz ZzZzZ Z
oz ZzZzZ Z
ANz Z2Z2ZZZ
DNz Z2Z2ZZZ
oz ZZzZ Z
oz ZZzZ Z
ANz Z2Z2ZZZ
Nz Z2Z2ZZZ
No|lzZzZzZ Z
oz ZzZzZ Z
Nz Z2Z22ZZZ
ANz Z2Z2ZZZ
oz ZzZzZ Z

Pre: Before administration, Post: after administration.
*: Euthanized.
N: Normal.



Study No. 502427

Appendix 2-4. Individual general signs in female rats

1,4-dichlorobutane group at 300 mg/kg

Days of administration

Female No.

12 13 14

11

10

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
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N A N A N A N A N A
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N A
N N N N N N N N N N N N N N N N N N N N N N N A N A N A
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N N N N N N N N N N
N N N N N N N N N N N N N N N N N N N A N A N A N A N A
N N N N N N N N N N N N N N N N N N N N N N N N N A N A
12

Number of females 12

F04451

F04452

F04453

F04454

F04455

F04456

F04457

F04458

F04459

F04460

F04461

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 12 12 12 12 12 12 12 12 12 12 12 10 12 10 12 9 12 12

12
12

F04462

119

12

12

(Continued)

Pre: Before administration, Post: after administration.

N: Normal.

A: Salivation.
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Appendix 2-4. (Continued) Individual general signs in female rats

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Female No.

Days of administration

Total”

15 16 17 18 19 20 21 22

23

24

25

26

27

28

N
el

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

F04451
F04452
F04453
F04454
F04455
F04456
F04457
F04458
F04459
F04460
F04461
F04462

z ZzzZZZ

LR R

Number of females
N
A 0 3

econlzzzzzzzzz2z2zz
NN GEZ2Z2»>Z2Z2ZZZ>2Z
ocpwl|lZ2Z2zZzzZ2ZZZz2Z2ZZ=Z
xSl ZzZz2>Z2>2Z> > >

Solzzzzzzzzzzzz

oQglzrzZz2Zz22Z2Z22Z22Z2Z2Z2Z> >
ocpwl|lZ2Z2zZzzZ2ZZZz2Z2ZZ2=Z
wuglErrzzzzZzZzZ> >
econlzzzzzzzzz2z2zz
CwWGEEEZZ>Z>>> >
ocpwl|lZ2ZzZzzZ2ZZZz2ZZZ2=Z
xSl Z2Z2ee>Z2Z> >
econlzzzzzzzzz2z2zZz
NuGlErrzZzErrzz2Z2Z> >
ocpwwl|lZ2ZzZzzZ2ZZZz2ZZZ2zZ
QB Z2Z2>2Z22Z222> >

conlzzzzzzzzzz2z =2

NAaGIZP P> Z>Z2Z>Z> >

ocpw|lZ2Z2zZzZZ2Z2ZzZZ

Nw G2 Z2Z>ZZ> > > >

ocuwl|lZz2ZzZzZzZzZ2zZz2Zz7ZZ

SNQEEEEZ>2Z> > > >

ocuwl|lZ2Z2zZzZ2Z22zZ2ZzZZ

o wDlZEEPP>ZZ> > >

ocuwl|lZz2ZzZzZZzZ2z2Zz7ZZ

SoplErrererrzZrZe >

ocpwl|lZ2Z2zZzZ2z22z22ZzZZ

Q|2 Z2Z>ZZZ> > >

(o)}

Sl + +

12

Pre: Before administration, Post: after administration.

*: Euthanized.

a): Number of females showing abnormal signs at least once between Days 1 and 29 of administration.
-: Not observed, +: observed.

N: Normal.

A: Salivation.

(Continued)
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Study No. 502427
Appendix 2-4. (Continued) Individual general signs in female rats

1,4-dichlorobutane group at 300 mg/kg

Female No. Days of recovery

—_
—_—

F04457
F04458
F04459
F04460
F04461
F04462

* % X X X X

Number of females
N

o oNZ 2z 2z Z Z Z|—
N NNZ Z2Z Z Z Z|
o NZ Z2Z Z Z Z|w
NNZZ2ZZ Z Z|+
o NZ Zz Z Z Z Z|w
N NZZ2Z Z Z Z|
N NNZZZ Z Z Z|
N NNZ Z2Z Z Z Z|»o
NNZ Z Z Z Z Z|o
aaol|lzzzzz2zZ|3
ooz 2z Z Z Z Z

oalzzzz2z2Z|5
Nz z 2z 2z Z Z|S
caol|lzzzzz2zZ|E
ooz zzzzZ|5

*: Euthanized.
N: Normal.
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Appendix 3-1. Individual body weights (g) of male rats

Control group

Study No. 502427

Male No. Days of administration Days of recovery
1 4 8 11 15 18 22 25 28 1 4 8 11 14
MO01101 200 223 253 272 299 317 345 359 364
MO01102 202 232 267 294 326 353 386 405 420
MO01103 203 226 256 283 305 314 333 344 359
MO01104 194 217 245 264 295 316 336 352 365
MO1105 210 235 269 292 321 347 374 386 405
MO1106 205 228 264 301 327 348 370 383 395
MO01107 210 232 267 294 328 350 373 394 404 413 426 447 459 474
MO1108 188 215 251 269 312 334 366 383 406 404 429 455 466 484
MO01109 199 227 257 277 297 318 342 361 378 377 394 407 414 429
MO1110 203 227 261 286 317 339 361 377 394 400 412 443 449 476
MO1111 200 229 259 283 311 334 350 366 380 384 396 419 432 455
MO1112 205 227 260 288 322 354 377 395 411 422 438 462 469 481
Number of males 12 12 12 12 12 12 12 12 12 6 6 6 6 6
Mean 202 227 259 284 313 335 359 375 390 400 416 439 448 467
S.D. 6 6 7 11 12 16 18 19 20 17 18 21 21 21




eCl

Appendix 3-2. Individual body weights (g) of male rats

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Male No. Days of administration
1 4 8 11 15 18 22 25 28
MO02201 200 226 249 278 318 344 372 389 402
M02202 203 228 259 284 307 330 356 375 383
M02203 190 212 238 255 271 286 307 328 334
M02204 206 232 269 285 319 339 362 375 388
M02205 202 229 261 292 312 339 361 384 399
M02206 201 230 265 299 325 346 372 387 407
Number of males 6 6 6 6 6 6 6 6 6
Mean 200 226 257 282 309 331 355 373 386
S.D. 5 7 11 15 19 23 24 23 27
Significance NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Appendix 3-3. Individual body weights (g) of male rats

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Male No. Days of administration
1 4 8 11 15 18 22 25 28
MO03301 206 234 271 301 330 360 394 413 424
M03302 199 228 258 278 310 335 356 372 387
MO03303 211 240 278 306 330 357 383 405 412
MO03304 204 224 266 294 323 357 382 408 414
M03305 194 215 245 269 288 315 343 359 372
MO03306 189 218 248 272 295 317 338 359 371
Number of males 6 6 6 6 6 6 6 6 6
Mean 201 227 261 287 313 340 366 386 397
S.D. 8 10 13 16 18 21 23 25 23
Significance NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.



Study No. 502427
Appendix 3-4. Individual body weights (g) of male rats

1,4-dichlorobutane group at 300 mg/kg

Sl

Male No. Days of administration Days of recovery
1 4 8 11 15 18 22 25 28 1 4 8 11 14
M04401 205 225 260 288 308 334 362 378 388
M04402 200 209 240 269 292 310 323 331 343
M04403 207 233 269 298 335 344 373 387 404
MO04404 198 218 245 272 299 327 366 389 407
M04405 194 207 242 267 298 313 340 357 371
M04406 200 223 253 278 311 332 366 385 407
M04407 191 209 229 248 284 298 317 339 359 361 382 400 401 418
M04408 203 229 267 293 324 343 370 389 395 391 389 422 438 463
M04409 202 219 259 280 309 326 346 360 376 380 390 416 429 446
M04410 195 218 258 286 317 326 346 364 383 387 404 432 442 460
MO04411 208 223 251 278 310 325 354 377 394 402 416 449 448 480
M04412 204 227 256 285 306 332 344 350 375 381 400 424 442 462
Number of males 12 12 12 12 12 12 12 12 12 6 6 6 6 6
Mean 201 220 252 279 308 326 351 367 384 384 397 424 433 455
S.D. 5 8 12 13 14 13 18 20 20 14 12 16 17 21
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU DU TT TT TT TT TT

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
TT: Analysis by Student's t-test.
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Appendix 4-1. Individual body weights (g) of female rats

Control group

Study No. 502427

Female No. Days of administration Days of recovery
1 4 8 11 15 18 22 25 28 1 4 8 11 14
F01151 150 148 171 188 200 209 217 222 224
FO1152 148 162 176 189 201 212 220 222 225
F01153 148 158 161 184 193 200 212 211 216
FO1154 147 155 160 168 174 178 188 194 199
FO1155 150 164 172 190 198 204 211 216 224
FO1156 148 158 166 182 194 203 208 215 220
FO1157 155 167 179 190 200 213 223 235 239 246 249 257 262 272
FO1158 153 163 172 188 197 212 221 229 231 235 236 239 243 252
FO1159 165 173 192 203 215 228 240 251 260 265 270 280 278 287
F01160 159 173 187 201 212 211 219 231 234 236 242 248 248 245
FOl161 147 162 172 186 198 204 212 218 227 225 239 239 243 249
F01162 148 156 167 174 186 195 201 208 214 218 222 224 229 238
Number of females 12 12 12 12 12 12 12 12 12 6 6 6 6 6
Mean 152 162 173 187 197 206 214 221 226 238 243 248 251 257
S.D. 6 7 10 10 11 12 13 15 15 17 16 19 17 19




LTI

Appendix 4-2. Individual body weights (g) of female rats

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Female No. Days of administration
1 4 8 11 15 18 22 25 28
F02251 148 156 168 183 193 205 206 215 213
F02252 167 169 178 183 196 212 225 233 247
F02253 150 161 173 183 188 194 203 207 214
F02254 150 161 172 186 195 212 217 225 227
F02255 151 158 171 190 199 201 212 226 238
F02256 153 161 173 187 195 205 216 229 235
Number of females 6 6 6 6 6 6 6 6 6
Mean 153 161 173 185 194 205 213 223 229
S.D. 7 4 3 3 4 7 8 10 14
Significance NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 4-3. Individual body weights (g) of female rats

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Female No. Days of administration
1 4 8 11 15 18 22 25 28
F03351 158 169 177 193 202 213 225 239 241
F03352 149 168 176 182 196 206 216 218 231
F03353 148 157 173 187 196 208 215 225 229
F03354 160 170 179 196 204 221 226 238 243
F03355 148 158 164 173 182 198 205 209 212
F03356 156 171 181 195 204 220 230 239 251
Number of females 6 6 6 6 6 6 6 6 6
Mean 153 166 175 188 197 211 220 228 235
S.D. 5 6 6 9 8 9 9 13 14
Significance NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Study No. 502427
Appendix 4-4. Individual body weights (g) of female rats

1,4-dichlorobutane group at 300 mg/kg

Female No. Days of administration Days of recovery
1 4 8 11 15 18 22 25 28 1 4 8 11 14
F04451 158 170 185 191 204 215 215 223 231
F04452 161 163 190 216 216 228 237 245 248
F04453 153 165 175 190 203 209 214 220 227
F04454 157 163 175 190 193 203 211 216 228
F04455 149 153 165 176 181 192 200 208 212
F04456 160 168 178 195 196 209 216 219 226
F04457 147 157 169 175 185 182 196 204 213 212 221 227 235 238
F04458 140 147 158 173 188 185 194 202 207 204 206 219 221 229
F04459 159 167 182 194 206 210 222 231 234 236 243 252 261 267
F04460 162 166 177 186 203 212 212 224 230 236 235 243 252 256
F04461 157 166 176 189 197 209 214 228 226 229 231 246 251 256
F04462 155 159 170 188 192 204 204 211 218 215 228 238 247 250
Number of females 12 12 12 12 12 12 12 12 12 6 6 6 6 6
Mean 155 162 175 189 197 205 211 219 225 222 227 238 245 249
S.D. 7 7 9 11 10 13 12 12 11 14 13 12 14 14
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU DU TT TT TT TT TT

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
TT: Analysis by Student's t-test.



Study No. 502427
Appendix 5-1. Individual food consumption (g/day) in male rats

Control group

0¢l

Male No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
MO01101 21 21 23 21 19 24 17 18
MO01102 24 22 25 25 28 27 28 27
MO01103 20 21 25 24 24 24 22 21
MO01104 21 19 18 22 23 19 20 22
MO1105 22 26 22 26 26 27 27 27
MO1106 22 23 24 24 26 27 27 29
MO01107 20 23 24 23 23 23 24 23 27 25 28 31
MO1108 23 19 15 19 23 23 26 24 27 28 28 29
MO01109 24 21 23 19 25 23 25 24 28 25 23 27
MO1110 22 22 22 26 19 25 23 27 27 29 29 31
MO1111 24 25 24 24 25 25 26 26 29 27 27 29
MO1112 22 15 24 24 25 22 26 28 30 28 27 31
Number of males 12 12 12 12 12 12 12 12 6 6 6 6
Mean 22 21 22 23 24 24 24 25 28 27 27 30

S.D. 1 3 3 2 3 2 3 3 1 2 2 2




Study No. 502427
Appendix 5-2. Individual food consumption (g/day) in male rats

1,4-dichlorobutane group at 12 mg/kg

Male No. Days of administration
2 5 9 12 16 19 23 26
MO02201 22 23 23 25 27 26 26 25
M02202 24 22 17 22 22 23 25 26
M02203 23 22 20 14 22 21 23 21
M02204 23 18 22 25 26 24 25 29
M02205 23 22 25 21 22 24 23 27
M02206 23 22 25 24 25 26 24 27
Number of males 6 6 6 6 6 6 6 6
Mean 23 22 22 22 24 24 24 26
S.D. 1 2 3 4 2 2 1 3
Significance NS NS NS NS NS NS NS NS

Statistical method DU DU DU STL DU DU DU DU

Iel

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Study No. 502427
Appendix 5-3. Individual food consumption (g/day) in male rats

1,4-dichlorobutane group at 60 mg/kg

Male No. Days of administration
2 5 9 12 16 19 23 26
MO03301 23 24 24 25 25 26 26 26
M03302 21 19 23 22 27 24 29 23
MO03303 24 25 27 22 26 25 28 24
MO03304 24 23 21 22 26 25 28 29
MO03305 18 20 21 16 25 27 27 24
MO03306 21 19 21 15 24 25 25 23
Number of males 6 6 6 6 6 6 6 6
Mean 22 22 23 20 26 25 27 25
S.D. 2 3 2 4 1 1 1 2
Significance NS NS NS NS NS NS NS NS

Statistical method DU DU DU STL DU DU DU DU
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.




Study No. 502427
Appendix 5-4. Individual food consumption (g/day) in male rats

1,4-dichlorobutane group at 300 mg/kg

€€l

Male No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
M04401 21 21 24 24 22 25 26 22
M04402 21 20 22 23 23 20 23 24
M04403 22 21 24 24 15 26 24 24
MO04404 22 19 22 26 29 25 29 30
M04405 22 17 23 24 21 25 24 25
M04406 20 20 24 23 26 27 29 28
M04407 17 11 20 23 21 20 24 23 26 25 26 28
M04408 24 22 22 23 26 25 21 28 33 29 29 33
M04409 20 20 21 22 22 16 22 24 26 25 27 27
M04410 20 21 21 23 25 22 24 26 29 29 27 30
M04411 23 18 23 22 25 27 26 26 30 31 27 34
M04412 21 18 20 22 23 23 24 23 27 28 28 30
Number of males 12 12 12 12 12 12 12 12 6 6 6 6
Mean 21 19 22 23 23 23 25 25 29 28 27 30
S.D. 2 3 1 1 4 3 2 2 3 2 1 3
Significance NS NS NS NS NS NS NS NS NS NS NS NS

Statistical method DU DU DU STL DU DU DU DU TT TT TT TT

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.

TT: Analysis by Student's t-test.



Study No. 502427
Appendix 6-1. Individual food consumption (g/day) in female rats

Control group

pel

Female No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
FO1151 15 15 17 12 14 17 16 18
FO1152 15 15 14 17 17 15 15 11
FO1153 16 16 16 14 12 15 13 13
FO1154 13 14 15 16 17 15 15 12
FO1155 17 13 16 15 16 19 18 20
FO1156 14 14 18 12 15 16 13 16
FO1157 15 16 17 18 16 16 15 20 22 22 23 19
FO1158 17 16 17 18 17 12 13 19 18 19 20 22
FO01159 16 18 18 13 18 17 16 20 21 20 21 20
FO1160 18 18 16 18 19 18 17 14 16 18 19 18
FOl161 18 16 17 18 18 19 18 21 17 16 16 17
FO1162 15 15 13 14 16 12 13 15 16 18 16 16
Number of females 12 12 12 12 12 12 12 12 6 6 6 6
Mean 16 16 16 15 16 16 15 17 18 19 19 19

S.D. 2 2 2 2 2 2 2 4 3 2 3 2
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Study No. 502427
Appendix 6-2. Individual food consumption (g/day) in female rats

1,4-dichlorobutane group at 12 mg/kg

Female No. Days of administration
2 5 9 12 16 19 23 26
F02251 14 15 16 11 14 14 16 17
F02252 14 16 12 15 18 14 14 17
F02253 12 15 16 15 16 15 13 13
F02254 17 18 19 14 19 13 13 18
F02255 16 15 17 12 16 16 15 21
F02256 16 17 17 11 13 18 19 22
Number of females 6 6 6 6 6 6 6 6
Mean 15 16 16 13 16 15 15 18
S.D. 2 1 2 2 2 2 2 3
Significance NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.



Study No. 502427
Appendix 6-3. Individual food consumption (g/day) in female rats

1,4-dichlorobutane group at 60 mg/kg

Female No. Days of administration
2 5 9 12 16 19 23 26
F03351 16 17 18 19 16 11 15 20
F03352 17 15 17 12 15 16 16 19
F03353 17 17 19 17 17 18 19 21
F03354 15 16 18 17 19 16 18 20
F03355 15 17 16 17 19 11 13 19
F03356 17 16 20 18 22 17 17 22
Number of females 6 6 6 6 6 6 6 6
Mean 16 16 18 17 18 15 16 20
S.D. 1 1 1 2 3 3 2 1
Significance NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU

9¢l1

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Study No. 502427

Appendix 6-4. Individual food consumption (g/day) in female rats

1,4-dichlorobutane group at 300 mg/kg

Female No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
F04451 16 17 19 18 17 10 12 18
F04452 18 17 12 9 18 21 19 14
F04453 14 16 18 11 17 14 15 19
F04454 15 13 17 18 20 13 22 22
F04455 15 13 12 11 18 11 13 21
F04456 16 13 19 14 18 21 11 17
F04457 14 17 14 11 18 17 16 18 20 22 20 19
F04458 13 16 17 14 13 16 15 14 17 19 14 17
F04459 14 16 17 19 18 19 19 13 20 22 19 21
F04460 14 11 18 20 18 18 17 13 15 21 18 17
F04461 12 15 17 14 12 14 13 19 19 22 18 19
F04462 14 10 10 13 16 21 12 18 19 22 23 24
Number of females 12 12 12 12 12 12 12 12 6 6 6 6
Mean 15 15 16 14 17 16 15 17 18 21 19 20
S.D. 2 2 3 4 2 4 3 3 2 1 3 3
Significance NS NS NS NS NS NS NS NS NS + NS NS
Statistical method DU DU DU DU DU DU DU DU TT TT TT TT

Significantly different from the control group (f: p<0.05 by Student's t-test).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

TT: Analysis by Student's t-test.



Study No. 502427
Appendix 7-1. Individual water consumption (g/day) in male rats

Control group

8¢l

Male No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
MO01101 24 26 23 27 27 28 24 22
MO01102 34 32 36 35 38 38 42 38
MO01103 29 33 34 35 39 42 40 35
MO01104 26 25 26 31 26 25 30 29
MO01105 31 33 34 38 36 42 42 42
MO1106 27 28 29 30 31 33 33 35
MO1107 26 30 29 32 29 30 31 28 32 33 38 37
MO1108 26 25 20 26 30 30 34 34 40 37 37 36
MO01109 30 28 25 33 37 30 32 30 38 32 32 32
MO1110 30 32 28 33 30 32 37 38 39 40 41 40
MO1111 33 35 33 35 32 33 35 35 41 38 30 34
MO1112 35 29 37 40 38 37 38 37 49 49 50 46
Number of males 12 12 12 12 12 12 12 12 6 6 6 6
Mean 29 30 30 33 33 33 35 34 40 38 38 38

S.D. 4 3 5 4 5 5 5 5 5 6 7 5




Study No. 502427
Appendix 7-2. Individual water consumption (g/day) in male rats

1,4-dichlorobutane group at 12 mg/kg

Male No. Days of administration
2 5 9 12 16 19 23 26
MO02201 23 29 33 34 43 36 38 45
M02202 34 37 27 32 31 40 39 36
M02203 29 30 24 24 33 31 32 29
M02204 32 36 27 40 38 36 36 38
M02205 31 28 28 25 30 25 27 27
M02206 30 35 32 31 31 35 41 37
Number of males 6 6 6 6 6 6 6 6
Mean 30 33 29 31 34 34 36 35
S.D. 4 4 3 6 5 5 5 7
Significance NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU

6¢1

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.



Study No. 502427
Appendix 7-3. Individual water consumption (g/day) in male rats

1,4-dichlorobutane group at 60 mg/kg

Male No. Days of administration
2 5 9 12 16 19 23 26
MO03301 25 31 26 31 37 31 36 39
M03302 30 31 31 35 32 32 36 33
MO03303 29 32 34 28 39 34 40 37
MO03304 35 43 37 35 42 44 52 55
MO03305 24 27 24 27 31 29 31 29
MO03306 28 31 30 30 32 37 43 42
Number of males 6 6 6 6 6 6 6 6
Mean 29 33 30 31 36 35 40 39
S.D. 4 5 5 3 5 5 7 9
Significance NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU

ovl

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.



Study No. 502427
Appendix 7-4. Individual water consumption (g/day) in male rats

1,4-dichlorobutane group at 300 mg/kg

vl

Male No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
M04401 26 32 36 37 30 37 41 36
M04402 25 30 32 31 36 32 36 35
M04403 28 36 36 38 32 50 40 41
MO04404 27 29 34 43 49 44 56 54
M04405 30 45 38 46 37 39 42 42
M04406 24 30 34 34 41 38 38 39
M04407 22 25 29 37 36 32 38 38 37 33 36 35
M04408 30 33 33 41 44 40 51 48 55 44 40 39
MO04409 24 38 43 47 52 36 44 56 57 45 56 57
M04410 24 35 41 43 45 46 52 48 44 43 38 38
M04411 29 33 42 39 43 48 45 42 45 40 35 46
M04412 22 28 30 29 33 29 43 41 39 36 33 35
Number of males 12 12 12 12 12 12 12 12 6 6 6 6
Mean 26 33 36 39 40 39 44 43 46 40 40 42
S.D. 3 5 5 6 7 7 6 7 8 5 8 9
Significance NS NS ok * * * ok ok NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU TT TT TT TT

Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

TT: Analysis by Student's t-test.



Study No. 502427
Appendix 8-1. Individual water consumption (g/day) in female rats

Control group

wl

Female No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
FO1151 24 27 23 19 21 27 24 27
FO1152 22 19 22 23 22 21 22 21
FO1153 23 22 26 23 22 25 24 24
FO1154 20 22 25 25 27 26 24 19
FO1155 22 22 24 22 22 26 24 27
FO1156 21 26 27 22 21 27 20 22
F01157 27 28 33 33 36 30 36 41 43 45 43 39
FO1158 23 22 27 25 25 16 18 22 25 24 27 25
FO1159 26 31 35 28 43 27 54 34 32 38 49 38
F01160 24 24 21 25 21 30 28 20 23 27 26 31
FOl161 24 22 27 23 25 30 28 23 26 28 20 27
FO1162 20 21 19 21 20 20 22 24 24 26 24 25
Number of females 12 12 12 12 12 12 12 12 6 6 6 6
Mean 23 24 26 24 25 25 27 25 29 31 32 31

S.D. 2 3 5 4 7 4 10 6 8 8 12 6
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Appendix 8-2. Individual water consumption (g/day) in female rats

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Female No. Days of administration
2 5 9 12 16 19 23 26
F02251 24 24 31 18 36 23 27 29
F02252 21 22 20 22 24 18 22 28
F02253 19 23 23 21 23 22 21 17
F02254 24 25 31 28 28 19 21 27
F02255 25 23 28 20 25 24 23 29
F02256 25 24 25 22 19 26 29 29
Number of females 6 6 6 6 6 6 6 6
Mean 23 24 26 22 26 22 24 27
S.D. 2 1 4 3 6 3 3 5
Significance NS NS NS NS NS NS NS NS
Statistical method DU STL DU STL DU DU STL STL

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 8-3. Individual water consumption (g/day) in female rats

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Female No. Days of administration
2 5 9 12 16 19 23 26
F03351 22 23 33 28 26 18 22 29
F03352 25 21 30 24 31 27 29 31
F03353 28 29 34 38 34 32 35 39
F03354 28 29 34 34 33 29 32 30
F03355 22 25 30 23 28 17 19 27
F03356 23 24 29 30 33 25 23 34
Number of females 6 6 6 6 6 6 6 6
Mean 25 25 32 30 31 25 27 32
S.D. 3 3 2 6 3 6 6 4
Significance NS NS NS NS NS NS NS NS
Statistical method DU STL DU STL DU DU STL STL

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Study No. 502427
Appendix 8-4. Individual water consumption (g/day) in female rats

1,4-dichlorobutane group at 300 mg/kg

Female No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
F04451 25 29 36 49 44 25 41 37
F04452 25 40 42 32 36 36 43 34
F04453 17 26 28 24 27 22 31 34
F04454 22 28 36 34 44 33 38 41
F04455 19 32 26 23 38 34 32 36
F04456 21 20 28 25 29 28 20 24
F04457 18 23 31 19 35 37 30 28 31 26 27 25
F04458 23 26 29 15 26 26 24 20 28 26 25 23
F04459 24 31 36 37 43 50 61 43 41 39 37 31
F04460 25 34 50 48 48 43 46 70 33 48 38 37
F04461 22 23 28 35 32 25 34 33 27 26 22 26
F04462 21 30 30 30 33 38 20 42 36 38 36 34
Number of females 12 12 12 12 12 12 12 12 6 6 6 6
Mean 22 29 33 31 36 33 35 37 33 34 31 29
S.D. 3 5 7 11 7 8 12 13 5 9 7 6
Significance NS NS ** NS ** * NS # NS NS NS NS

Statistical method DU STL DU STL DU DU STL STL TT TT TT TT

Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
Significantly different from the control group (#: p<0.05 by Steel's test).

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.

TT: Analysis by Student's t-test.



Study No. 502427
Appendix 9-1. Individual FOB of male rats

Control group

4!

Male No.  Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO01101 M00026 2 2 2 2 2 1 1 1 1 1
MO01102 MO00008 2 2 2 2 2 1 1 1 1 1
MO01103 M00028 2 2 2 2 2 1 1 1 1 1
MO1104 M00044 2 2 2 2 2 1 1 1 1 1
MO1105 MO00035 2 2 2 2 2 1 1 1 1 1
MO01106 MO00036 2 2 2 2 2 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Findings were graded as follows: (Continued)
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.



Appendix 9-1. (Continued) Individual FOB of male rats

Control group

Study No. 502427

Male No.

Blind No.

Observation of animals in cages

Biting behavior

Clonic convulsions

Pre Day 7 Day 14  Day 21 Day 27

Pre

Day 7

Day 14

Day 21

Day 27

MO01101
MO01102
MO01103
MO01104
MO1105
MO01106

MO00026
M00008
M00028
M00044
MO00035
MO00036

1 1

1

1

1

Number of males
Mean
Range
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Findings were graded as follows:
Biting behavior

Lyl

Clonic convulsions

1: Not observed, 2: observed.
1: Not observed, 2: jaw convulsions, 3: tremor.

(Continued)



Study No. 502427
Appendix 9-1. (Continued) Individual FOB of male rats

Control group

871

Male No.  Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day 21 Day 27
MO1101 M00026 1 1 1 1 1
MO01102 MO00008 1 1 1 1 1
MO01103 MO00028 1 1 1 1 1
MO01104 M00044 1 1 1 1 1
MO1105 MO00035 1 1 1 1 1
MO01106 M00036 1 1 1 1 1
Number of males 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Findings were graded as follows: (Continued)
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,

5: asphyxial convulsions.



Study No. 502427
Appendix 9-1. (Continued) Individual FOB of male rats

Control group

34!

Male No.  Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO01101 MO00026 2 2 2 2 2 2 2 2 2 2
MO01102 MO00008 2 2 2 2 2 2 2 2 2 2
MO01103 MO00028 2 2 2 2 2 2 2 2 2 2
MO01104 MO00044 2 2 2 2 2 2 2 2 2 2
MO01105 MO00035 2 2 2 2 2 2 2 2 2 2
MO01106 MO00036 2 2 2 2 2 2 2 2 2 2
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2
Findings were graded as follows: (Continued)
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.



Study No. 502427
Appendix 9-1. (Continued) Individual FOB of male rats

Control group

0ST

Male No.  Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO1101 M00026 2 2 2 2 2 1 1 1 1 1
MO01102 MO00008 2 2 2 2 2 1 1 1 1 1
MO01103 M00028 2 2 2 2 2 1 1 1 1 1
MO1104 M00044 2 2 2 2 2 1 1 1 1 1
MO1105 MO00035 2 2 2 2 2 1 1 1 1 1
MO01106 MO00036 2 2 2 2 2 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Findings were graded as follows: (Continued)
Muscle tone 1: Decreased, 2: normal, 3: increased.
Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.



Study No. 502427
Appendix 9-1. (Continued) Individual FOB of male rats

Control group

IS1

Male No.  Blind No. Observation of animals on observer's palm
Lacrimation Salivation
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO1101 MO00026 1 1 1 1 1 1 1 1 1 1
MO01102 MO00008 1 1 1 1 1 1 1 1 1 1
MO01103 MO00028 1 1 1 1 1 1 1 1 1 1
MO1104 MO00044 1 1 1 1 1 1 1 1 1 1
MO1105 MO00035 1 1 1 1 1 1 1 1 1 1
MO01106 MO00036 1 1 1 1 1 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Findings were graded as follows: (Continued)
Lacrimation 1: None, 2: mild, 3: marked.

Salivation 1: None, 2: mild, 3: marked.



Study No. 502427
Appendix 9-1. (Continued) Individual FOB of male rats

Control group

Male No.  Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14  Day 21 Day 27

MO01101 MO00026
MO01102 MO00008
MO01103 MO00028
MO01104 MO00044
MO1105 MO00035
MO01106 MO00036

1

Number of males
Mean
Range
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Findings were graded as follows: (Continued)
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 9-1. (Continued) Individual FOB of male rats

Control group

Study No. 502427

Male No.  Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO1101 MO00026 7 1 1 5 0 0 0 0 1 0
MO01102 MO00008 10 9 6 2 1 0 0 0 0 0
MO01103 MO00028 3 5 0 11 1 0 0 0 0 0
MO01104 MO00044 5 12 1 1 2 0 0 0 0 0
MO01105 MO00035 3 4 6 6 8 0 0 0 0 0
MO01106 MO00036 1 1 1 8 4 0 0 0 0 0
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 4.8 53 25 5.5 2.7 0.0 0.0 0.0 0.2 0.0
S.D. 3.3 4.4 2.7 3.7 2.9 0.0 0.0 0.0 0.4 0.0

(Continued)
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Study No. 502427

Appendix 9-1. (Continued) Individual FOB of male rats

Control group

Male No.  Blind No. Open-field test
Gait Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO01101 MO00026 1 1 1 1 1 1 1 1 1 1
MO01102 MO00008 1 1 1 1 1 1 1 1 1 1
MO01103 MO00028 1 1 1 1 1 1 1 1 1 1
MO1104 MO00044 1 1 1 1 1 1 1 1 1 1
MO1105 MO00035 1 1 1 1 1 1 1 1 1 1
MO01106 MO00036 1 1 1 1 1 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Findings were graded as follows: (Continued)
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.



Study No. 502427
Appendix 9-1. (Continued) Individual FOB of male rats

Control group

SS1

Male No.  Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO1101 MO00026 2 2 2 2 2 1 1 1 1 1
MO01102 MO00008 2 2 2 2 2 1 1 1 1 1
MO01103 MO00028 2 2 2 2 2 1 1 1 1 1
MO01104 MO00044 2 2 2 2 2 1 1 1 1 1
MO1105 MO00035 2 2 2 2 2 1 1 1 1 1
MO01106 MO00036 2 2 2 2 2 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Findings were graded as follows: (Continued)
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.
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Study No. 502427

Appendix 9-1. (Continued) Individual FOB of male rats

Control group

Male No.  Blind No. Open-field test
Righting reflex
Pre Day 7 Day 14  Day 21 Day 27
MO1101 MO00026 1 1 1 1 1
MO01102 MO00008 1 1 1 1 1
MO01103 MO00028 1 1 1 1 1
MO1104 MO00044 1 1 1 1 1
MO1105 MO00035 1 1 1 1 1
MO01106 MO00036 1 1 1 1 1
Number of males 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
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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Study No. 502427

Appendix 9-2. Individual FOB of male rats

1,4-dichlorobutane group at 12 mg/kg

Male No.  Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO02201 M00040 2 2 2 2 2 1 1 1 1 1
M02202 MO00041 2 2 2 2 2 1 1 1 1 1
M02203 M00033 2 2 2 2 2 1 1 1 1 1
MO02204 MO00010 2 2 2 2 2 1 1 1 1 1
M02205 MO00012 2 2 2 2 2 1 1 1 1 1
M02206 MO00019 2 2 2 2 2 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance - --- - --- - - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Study No. 502427

Appendix 9-2. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 12 mg/kg

Male No.  Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
M02201 MO00040 1 1 1 1 1 1 1 1 1 1
M02202 MO00041 1 1 1 1 1 1 1 1 1 1
M02203 MO00033 1 1 1 1 1 1 1 1 1 1
MO02204 MO00010 1 1 1 1 1 1 1 1 1 1
M02205 MO00012 1 1 1 1 1 1 1 1 1 1
M02206 MO00019 1 1 1 1 1 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance - --- - --- - - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Study No. 502427

Appendix 9-2. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 12 mg/kg

Male No.  Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day 21 Day 27
M02201 M00040 1 1 1 1 1
M02202 MO00041 1 1 1 1 1
M02203 M00033 1 1 1 1 1
MO02204 MO00010 1 1 1 1 1
M02205 MO00012 1 1 1 1 1
M02206 MO00019 1 1 1 1 1
Number of males 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance - --- - --- -
Statistical method UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Study No. 502427
Appendix 9-2. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 12 mg/kg

Male No.  Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling

Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27

M02201 MO00040 2 2 2 2 2 2 2 2 2 2
M02202 MO00041 2 2 2 2 2 2 2 2 2 2
M02203 MO00033 2 2 2 2 2 2 2 2 2 2
MO02204 MO00010 2 2 2 2 2 2 2 2 2 2
MO02205 MO00012 2 2 2 2 2 2 2 2 2 2
MO02206 MO00019 2 2 2 2 2 2 2 2 2 2
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0

Range 2 2 2 2 2 2 2 2 2 2
Significance --- - --- - --- - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.



191

Study No. 502427

Appendix 9-2. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 12 mg/kg

Male No.  Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO02201 M00040 2 2 2 2 2 1 1 1 1 1
M02202 MO00041 2 2 2 2 2 1 1 1 1 1
M02203 M00033 2 2 2 2 2 1 1 1 1 1
MO02204 MO00010 2 2 2 2 2 1 1 1 1 1
M02205 MO00012 2 2 2 2 2 1 1 1 1 1
M02206 MO00019 2 2 2 2 2 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance - --- - --- - --- - --- - ---
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows:
Muscle tone 1: Decreased, 2: normal, 3: increased.
Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.



91

Appendix 9-2. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Male No.  Blind No. Observation of animals on observer's palm
Lacrimation Salivation
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
M02201 MO00040 1 1 1 1 1 1 1 1 1 1
M02202 MO00041 1 1 1 1 1 1 1 1 1 1
M02203 MO00033 1 1 1 1 1 1 1 1 1 1
M02204 MO00010 1 1 1 1 1 1 1 1 1 1
M02205 MO00012 1 1 1 1 1 1 1 1 1 1
M02206 MO00019 1 1 1 1 1 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance --- - --- - --- - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows:
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.
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Appendix 9-2. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 12 mg/kg

Male No.  Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14  Day 21 Day 27
M02201 MO00040 1 1 1 1 1
M02202 MO00041 1 1 1 1 1
M02203 MO00033 1 1 1 1 1
M02204 MO00010 1 1 1 1 1
MO02205 MO00012 1 1 1 1 1
MO02206 MO00019 1 1 1 1 1
Number of males 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance --- - --- - ---
Statistical method UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows:
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 9-2. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Male No.  Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
M02201 MO00040 8 14 16 11 5 0 0 0 0 0
M02202 MO00041 10 7 7 2 7 0 0 0 0 0
M02203 MO00033 1 6 7 1 4 0 0 0 0 0
MO02204 MO00010 2 5 4 7 3 0 0 0 0 0
MO02205 MO00012 5 4 0 0 3 0 0 0 0 0
MO02206 MO00019 4 1 2 4 4 0 0 0 0 0
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 5.0 6.2 6.0 42 43 0.0 0.0 0.0 0.0 0.0
S.D. 3.5 4.4 5.6 4.2 1.5 0.0 0.0 0.0 0.0 0.0
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Study No. 502427

Appendix 9-2. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 12 mg/kg

Male No.  Blind No. Open-field test
Gait Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
M02201 MO00040 1 1 1 1 1 1 1 1 1 1
M02202 MO00041 1 1 1 1 1 1 1 1 1 1
M02203 MO00033 1 1 1 1 1 1 1 1 1 1
MO02204 MO00010 1 1 1 1 1 1 1 1 1 1
M02205 MO00012 1 1 1 1 1 1 1 1 1 1
M02206 MO00019 1 1 1 1 1 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance - --- - --- - --- - --- - ---
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Appendix 9-2. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Male No.  Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
M02201 MO00040 2 2 2 2 2 1 1 1 1 1
M02202 MO00041 2 2 2 2 2 1 1 1 1 1
M02203 MO00033 2 2 2 2 2 1 1 1 1 1
M02204 MO00010 2 2 2 2 2 1 1 1 1 1
M02205 MO00012 2 2 2 2 2 1 1 1 1 1
M02206 MO00019 2 2 2 2 2 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance --- - --- - --- - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

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.
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Appendix 9-2. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 12 mg/kg

Male No.  Blind No. Open-field test
Righting reflex
Pre Day 7 Day 14  Day 21 Day 27
M02201 MO00040 1 1 1 1 1
M02202 MO00041 1 1 1 1 1
M02203 MO00033 1 1 1 1 1
M02204 MO00010 1 1 1 1 1
M02205 MO00012 1 1 1 1 1
M02206 MO00019 1 1 1 1 1
Number of males 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance --- - --- - ---
Statistical method UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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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Appendix 9-3. Individual FOB of male rats

1,4-dichlorobutane group at 60 mg/kg

Male No.  Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO03301 MO00007 2 2 2 2 2 1 1 1 1 1
MO03302 M00003 2 2 2 2 2 1 1 1 1 1
MO03303 MO00037 2 2 2 2 2 1 1 1 1 1
MO03304 M00002 2 2 2 2 2 1 1 1 1 1
MO03305 MO00006 2 2 2 2 2 1 1 1 1 1
MO03306 M00023 2 2 2 2 2 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance - --- - --- - - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Appendix 9-3. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 60 mg/kg

Male No.  Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO03301 MO00007 1 1 1 1 1 1 1 1 1 1
MO03302 MO00003 1 1 1 1 1 1 1 1 1 1
MO03303 MO00037 1 1 1 1 1 1 1 1 1 1
MO03304 MO00002 1 1 1 1 1 1 1 1 1 1
MO03305 MO00006 1 1 1 1 1 1 1 1 1 1
MO03306 MO00023 1 1 1 1 1 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance - --- - --- - - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Appendix 9-3. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 60 mg/kg

Male No.  Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day 21 Day 27
MO03301 MO00007 1 1 1 1 1
MO03302 M00003 1 1 1 1 1
MO03303 MO00037 1 1 1 1 1
MO03304 M00002 1 1 1 1 1
MO03305 MO00006 1 1 1 1 1
MO03306 M00023 1 1 1 1 1
Number of males 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance - --- - --- -
Statistical method UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Appendix 9-3. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 60 mg/kg

Male No.  Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling

Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27

MO03301 MO00007 2 2 2 2 2 2 2 2 2 2
MO03302 MO00003 2 2 2 2 2 2 2 2 2 2
MO03303 MO00037 2 2 2 2 2 2 2 2 2 2
MO03304 MO00002 2 2 2 2 2 2 2 2 2 2
MO03305 MO00006 2 2 2 2 2 2 2 2 2 2
MO03306 MO00023 2 2 2 2 2 2 2 2 2 2
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0

Range 2 2 2 2 2 2 2 2 2 2
Significance --- - --- - --- - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Appendix 9-3. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 60 mg/kg

Male No.  Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO03301 MO00007 2 2 2 2 2 1 1 1 1 1
MO03302 M00003 2 2 2 2 2 1 1 1 1 1
MO03303 MO00037 2 2 2 2 2 1 1 1 1 1
MO03304 M00002 2 2 2 2 2 1 1 1 1 1
MO03305 MO00006 2 2 2 2 2 1 1 1 1 1
MO03306 M00023 2 2 2 2 2 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance - --- - --- - --- - --- - ---
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

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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Appendix 9-3. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Male No.  Blind No. Observation of animals on observer's palm
Lacrimation Salivation
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO03301 MO00007 1 1 1 1 1 1 1 1 1 1
M03302 MO00003 1 1 1 1 1 1 1 1 1 1
M03303 MO00037 1 1 1 1 1 1 1 1 1 1
MO03304 MO00002 1 1 1 1 1 1 1 1 1 1
MO03305 MO00006 1 1 1 1 1 1 1 1 1 1
M03306 MO00023 1 1 1 1 1 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance --- - --- - --- - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows:
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.
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Appendix 9-3. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 60 mg/kg

Male No.  Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14  Day 21 Day 27
MO03301 MO00007 1 1 1 1 1
MO03302 MO00003 1 1 1 1 1
MO03303 MO00037 1 1 1 1 1
MO03304 MO00002 1 1 1 1 1
MO03305 MO00006 1 1 1 1 1
MO03306 M00023 1 1 1 1 1
Number of males 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance --- - --- - ---
Statistical method UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows:
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.



SLI

Appendix 9-3. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Male No.  Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO03301 MO00007 4 3 0 0 1 0 0 0 0 0
MO03302 MO00003 7 10 7 6 5 0 0 0 0 0
MO03303 MO00037 1 5 0 0 0 0 0 0 0 0
MO03304 MO00002 13 6 2 8 9 0 0 0 0 0
MO03305 MO00006 11 13 1 0 0 0 0 0 0 0
MO03306 MO00023 4 4 3 3 4 0 0 0 0 0
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 6.7 6.8 22 2.8 32 0.0 0.0 0.0 0.0 0.0
S.D. 4.6 3.9 2.6 3.5 3.5 0.0 0.0 0.0 0.0 0.0
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 9-3. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 60 mg/kg

Male No.  Blind No. Open-field test
Gait Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO03301 MO00007 1 1 1 1 1 1 1 1 1 1
MO03302 MO00003 1 1 1 1 1 1 1 1 1 1
MO03303 MO00037 1 1 1 1 1 1 1 1 1 1
MO03304 MO00002 1 1 1 1 1 1 1 1 1 1
MO03305 MO00006 1 1 1 1 1 1 1 1 1 1
MO03306 MO00023 1 1 1 1 1 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance - --- - --- - --- - --- - ---
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Appendix 9-3. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Male No.  Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO03301 MO00007 2 2 2 2 2 1 1 1 1 1
M03302 MO00003 2 2 2 2 2 1 1 1 1 1
M03303 MO00037 2 2 2 2 2 1 1 1 1 1
MO03304 MO00002 2 2 2 2 2 1 1 1 1 1
MO03305 MO00006 2 2 2 2 2 1 1 1 1 1
MO03306 M00023 2 2 2 2 2 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance --- - --- - --- - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

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.
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Appendix 9-3. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 60 mg/kg

Male No.  Blind No. Open-field test
Righting reflex
Pre Day 7 Day 14  Day 21 Day 27
MO03301 MO00007 1 1 1 1 1
M03302 MO00003 1 1 1 1 1
M03303 MO00037 1 1 1 1 1
MO03304 MO00002 1 1 1 1 1
M03305 MO00006 1 1 1 1 1
M03306 MO00023 1 1 1 1 1
Number of males 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance --- - --- - ---
Statistical method UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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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Appendix 9-4. Individual FOB of male rats

1,4-dichlorobutane group at 300 mg/kg

Male No.  Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO04401 M00030 2 2 2 2 2 1 1 1 1 1
MO04402 MO00017 2 2 2 2 2 1 1 1 1 1
M04403 MO00015 2 2 2 2 2 1 1 1 1 1
MO04404 M00022 2 2 2 2 2 1 1 1 1 1
M04405 M00034 2 2 2 2 2 1 1 1 1 1
MO04406 MO00039 2 2 2 2 2 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance - --- - --- - - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Appendix 9-4. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 300 mg/kg

Male No.  Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO04401 MO00030 1 1 1 1 1 1 1 1 1 1
M04402 MO00017 1 1 1 1 1 1 1 1 1 1
M04403 MO00015 1 1 1 1 1 1 1 1 1 1
MO04404 MO00022 1 1 1 1 1 1 1 1 1 1
M04405 MO00034 1 1 1 1 1 1 1 1 1 1
M04406 MO00039 1 1 1 1 1 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance - --- - --- - - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Appendix 9-4. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 300 mg/kg

Male No.  Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day 21 Day 27
MO04401 M00030 1 1 1 1 1
MO04402 MO00017 1 1 1 1 1
M04403 MO00015 1 1 1 1 1
MO04404 M00022 1 1 1 1 1
MO04405 M00034 1 1 1 1 1
MO04406 MO00039 1 1 1 1 1
Number of males 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance - --- - --- -
Statistical method UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Appendix 9-4. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 300 mg/kg

Male No.  Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling

Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27

MO04401 MO00030 2 2 2 2 2 2 2 2 2 2
MO04402 MO00017 2 2 2 2 2 2 2 2 2 2
M04403 MO00015 2 2 2 2 2 2 2 2 2 2
MO04404 MO00022 2 2 2 2 2 2 2 2 2 2
MO04405 MO00034 2 2 2 2 2 2 2 2 2 2
MO04406 MO00039 2 2 2 2 2 2 2 2 2 2
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0

Range 2 2 2 2 2 2 2 2 2 2
Significance --- - --- - --- - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.



€81

Study No. 502427

Appendix 9-4. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 300 mg/kg

Male No.  Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO04401 M00030 2 2 2 2 2 1 1 1 1 1
M04402 MO00017 2 2 2 2 2 1 1 1 1 1
M04403 MO00015 2 2 2 2 2 1 1 1 1 1
MO04404 M00022 2 2 2 2 2 1 1 1 1 1
MO04405 M00034 2 2 2 2 2 1 1 1 1 1
MO04406 MO00039 2 2 2 2 2 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance - --- - --- - --- - --- - ---
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

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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Appendix 9-4. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 300 mg/kg

Male No.  Blind No. Observation of animals on observer's palm
Lacrimation Salivation
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
M04401 MO00030 1 1 1 1 1 1 1 2 2 2
M04402 MO00017 1 1 1 1 1 1 1 2 2 1
M04403 MO00015 1 1 1 1 1 1 1 2 2 2
M04404 MO00022 1 1 1 1 1 1 1 2 2 2
M04405 MO00034 1 1 1 1 1 1 1 1 1 1
M04406 MO00039 1 1 1 1 1 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.7 1.7 1.5
Range 1 1 1 1 1 1 1 1-2 1-2 1-2
Significance --- - --- - --- - --- NS NS NS
Statistical method UA UA UA UA UA UA UA STL STL STL
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
Findings were graded as follows:
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.
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Appendix 9-4. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 300 mg/kg

Male No.  Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14  Day 21 Day 27
MO04401 MO00030 1 1 1 1 1
MO04402 MO00017 1 1 1 1 1
MO04403 MO00015 1 1 1 1 1
MO04404 MO00022 1 1 1 1 1
MO04405 MO00034 1 1 1 1 1
MO04406 MO00039 1 1 1 1 1
Number of males 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance --- - --- - ---
Statistical method UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows:
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 9-4. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Male No.  Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO04401 MO00030 6 11 6 5 5 0 0 0 0 0
MO04402 MO00017 11 11 3 2 2 0 0 0 0 0
M04403 MO00015 4 10 0 0 9 0 0 0 0 0
MO04404 MO00022 4 4 2 1 2 0 0 0 0 0
MO04405 MO00034 1 4 0 4 4 0 0 0 0 0
MO04406 MO00039 8 1 1 11 3 0 0 0 0 0
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 5.7 6.8 2.0 3.8 42 0.0 0.0 0.0 0.0 0.0
S.D. 3.5 4.4 2.3 4.0 2.6 0.0 0.0 0.0 0.0 0.0
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 9-4. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 300 mg/kg

Male No.  Blind No. Open-field test
Gait Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO04401 MO00030 1 1 1 1 1 1 1 1 1 1
M04402 MO00017 1 1 1 1 1 1 1 1 1 1
M04403 MO00015 1 1 1 1 1 1 1 1 1 1
MO04404 MO00022 1 1 1 1 1 1 1 1 1 1
M04405 MO00034 1 1 1 1 1 1 1 1 1 1
M04406 MO00039 1 1 1 1 1 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance - --- - --- - --- - --- - ---
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Appendix 9-4. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Male No.  Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
M04401 MO00030 2 2 2 2 2 1 1 1 1 1
M04402 MO00017 2 2 2 2 2 1 1 1 1 1
M04403 MO00015 2 2 2 2 2 1 1 1 1 1
M04404 MO00022 2 2 2 2 2 1 1 1 1 1
M04405 MO00034 2 2 2 2 2 1 1 1 1 1
M04406 MO00039 2 2 2 2 2 1 1 1 1 1
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance --- - --- - --- - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

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.
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Appendix 9-4. (Continued) Individual FOB of male rats

1,4-dichlorobutane group at 300 mg/kg

Male No.  Blind No. Open-field test
Righting reflex
Pre Day 7 Day 14  Day 21 Day 27
M04401 MO00030 1 1 1 1 1
M04402 MO00017 1 1 1 1 1
M04403 MO00015 1 1 1 1 1
M04404 MO00022 1 1 1 1 1
M04405 MO00034 1 1 1 1 1
M04406 MO00039 1 1 1 1 1
Number of males 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance --- - --- - ---
Statistical method UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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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Appendix 10-1. Individual FOB of female rats

Control group

Study No. 502427

Female No. Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
FO1151 F00002 2 2 2 2 2 1 1 1 1 1
FO1152 F00001 2 2 2 2 2 1 1 1 1 1
FO1153 F00022 2 2 2 2 2 1 1 1 1 1
FO1154 F00020 2 2 2 2 2 1 1 1 1 1
FO1155 F00019 2 2 2 2 2 1 1 1 1 1
FO1156 F00011 2 2 2 2 2 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Findings were graded as follows: (Continued)

Posture

Palpebral closure

1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.



Appendix 10-1. (Continued) Individual FOB of female rats

Control group

Study No. 502427

Female No.

Blind No.

Observation of animals in cages

Biting behavior

Clonic convulsions
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Findings were graded as follows:
Biting behavior

16l

Clonic convulsions

1: Not observed, 2: observed.
1: Not observed, 2: jaw convulsions, 3: tremor.

(Continued)



Study No. 502427
Appendix 10-1. (Continued) Individual FOB of female rats

Control group

61

Female No. Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day 21 Day 27
FO1151 F00002 1 1 1 1 1
FO1152 F00001 1 1 1 1 1
FO1153 F00022 1 1 1 1 1
FO1154 F00020 1 1 1 1 1
FO1155 F00019 1 1 1 1 1
FO1156 F00011 1 1 1 1 1
Number of females 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Findings were graded as follows: (Continued)
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,

5: asphyxial convulsions.



Study No. 502427
Appendix 10-1. (Continued) Individual FOB of female rats

Control group

€61

Female No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
FO1151 F00002 2 2 2 2 2 2 2 2 2 2
FO1152 F00001 2 2 2 2 2 2 2 2 2 2
FO1153 F00022 2 2 2 2 2 2 2 2 2 2
FO1154 F00020 2 2 2 2 2 2 2 2 2 2
FO1155 F00019 2 2 2 2 2 2 2 2 2 2
FO1156 F00011 2 2 2 2 2 2 2 2 2 2
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2
Findings were graded as follows: (Continued)
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.



Study No. 502427
Appendix 10-1. (Continued) Individual FOB of female rats

Control group

Female No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
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Findings were graded as follows: (Continued)
Muscle tone 1: Decreased, 2: normal, 3: increased.
Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Study No. 502427
Appendix 10-1. (Continued) Individual FOB of female rats

Control group

Female No. Blind No. Observation of animals on observer's palm
Lacrimation Salivation
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
FO1151 F00002 1 1 1 1 1 1 1 1 1 1
FO1152 F00001 1 1 1 1 1 1 1 1 1 1
FO1153 F00022 1 1 1 1 1 1 1 1 1 1
FO1154 F00020 1 1 1 1 1 1 1 1 1 1
FO1155 F00019 1 1 1 1 1 1 1 1 1 1
FO1156 F00011 1 1 1 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Findings were graded as follows: (Continued)
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.
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Study No. 502427
Appendix 10-1. (Continued) Individual FOB of female rats

Control group

Female No. Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14  Day 21 Day 27
FO1151 F00002 1 1 1 1 1
FO1152 F00001 1 1 1 1 1
FO1153 F00022 1 1 1 1 1
FO1154 F00020 1 1 1 1 1
FO1155 F00019 1 1 1 1 1
FO1156 F00011 1 1 1 1 1
Number of females 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Findings were graded as follows: (Continued)
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.



Study No. 502427
Appendix 10-1. (Continued) Individual FOB of female rats

Control group

L61

Female No. Blind No. Open-field test

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

Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27

FO1151 F00002 12 13 0 1 3 0 0 0 0 0
FO1152 F00001 6 8 1 8 8 0 0 0 0 0
FO1153 F00022 4 5 4 3 5 0 0 0 0 0
FO01154 F00020 7 7 3 6 0 0 0 0 0 0
FO1155 F00019 1 5 0 5 8 0 0 0 0 0
FO1156 F00011 5 3 1 3 4 0 0 0 0 0
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 5.8 6.8 1.5 4.3 4.7 0.0 0.0 0.0 0.0 0.0

S.D. 3.7 3.5 1.6 2.5 3.1 0.0 0.0 0.0 0.0 0.0

(Continued)



Study No. 502427
Appendix 10-1. (Continued) Individual FOB of female rats

Control group

861

Female No. Blind No. Open-field test
Gait Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
FO1151 F00002 1 1 1 1 1 1 1 1 1 1
FO1152 F00001 1 1 1 1 1 1 1 1 1 1
FO1153 F00022 1 1 1 1 1 1 1 1 1 1
FO1154 F00020 1 1 1 1 1 1 1 1 1 1
FO1155 F00019 1 1 1 1 1 1 1 1 1 1
FO1156 F00011 1 1 1 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Findings were graded as follows: (Continued)
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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Appendix 10-1. (Continued) Individual FOB of female rats

Control group

Study No. 502427

Female No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
FO1151 F00002 2 2 2 2 2 1 1 1 1 1
FO1152 F00001 2 2 2 2 2 1 1 1 1 1
FO1153 F00022 2 2 2 2 2 1 1 1 1 1
FO1154 F00020 2 2 2 2 2 1 1 1 1 1
FO1155 F00019 2 2 2 2 2 1 1 1 1 1
FO1156 F00011 2 2 2 2 2 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Findings were graded as follows: (Continued)

Consciousness

Behavioral abnormalities

1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.

1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.
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Study No. 502427

Appendix 10-1. (Continued) Individual FOB of female rats

Control group

Female No. Blind No. Open-field test
Righting reflex
Pre Day 7 Day 14  Day 21 Day 27
FO1151 F00002 1 1 1 1 1
FO1152 F00001 1 1 1 1 1
FO1153 F00022 1 1 1 1 1
FO1154 F00020 1 1 1 1 1
FO1155 F00019 1 1 1 1 1
FO1156 F00011 1 1 1 1 1
Number of females 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
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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Appendix 10-2. Individual FOB of female rats

1,4-dichlorobutane group at 12 mg/kg

Female No. Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F02251 F00003 2 2 2 2 2 1 1 1 1 1
F02252 F00041 2 2 2 2 2 1 1 1 1 1
F02253 F00015 2 2 2 2 2 1 1 1 1 1
F02254 F00033 2 2 2 2 2 1 1 1 1 1
F02255 F00005 2 2 2 2 2 1 1 1 1 1
F02256 F00037 2 2 2 2 2 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance - --- - --- - - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Appendix 10-2. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 12 mg/kg

Female No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F02251 F00003 1 1 1 1 1 1 1 1 1 1
F02252 F00041 1 1 1 1 1 1 1 1 1 1
F02253 F00015 1 1 1 1 1 1 1 1 1 1
F02254 F00033 1 1 1 1 1 1 1 1 1 1
F02255 F00005 1 1 1 1 1 1 1 1 1 1
F02256 F00037 1 1 1 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance - --- - --- - - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Appendix 10-2. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 12 mg/kg

Female No. Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day 21 Day 27
F02251 F00003 1 1 1 1 1
F02252 F00041 1 1 1 1 1
F02253 F00015 1 1 1 1 1
F02254 F00033 1 1 1 1 1
F02255 F00005 1 1 1 1 1
F02256 F00037 1 1 1 1 1
Number of females 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance --- - --- - ---
Statistical method UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Study No. 502427
Appendix 10-2. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 12 mg/kg

Female No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F02251 F00003 2 2 2 2 2 2 2 2 2 2
F02252 F00041 2 2 2 2 2 2 2 2 2 2
F02253 F00015 2 2 2 2 2 2 2 2 2 2
F02254 F00033 2 2 2 2 2 2 2 2 2 2
F02255 F00005 2 2 2 2 2 2 2 2 2 2
F02256 F00037 2 2 2 2 2 2 2 2 2 2
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2
Significance --- - --- - --- - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Appendix 10-2. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 12 mg/kg

Female No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F02251 F00003 2 2 2 2 2 1 1 1 1 1
F02252 F00041 2 2 2 2 2 1 1 1 1 1
F02253 F00015 2 2 2 2 2 1 1 1 1 1
F02254 F00033 2 2 2 2 2 1 1 1 1 1
F02255 F00005 2 2 2 2 2 1 1 1 1 1
F02256 F00037 2 2 2 2 2 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance - --- - --- - --- - --- - ---
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Appendix 10-2. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Female No. Blind No. Observation of animals on observer's palm
Lacrimation Salivation
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27

F02251 F00003 1 1 1 1 1 1 1 1 1 1

F02252 F00041 1 1 1 1 1 1 1 1 1 1

F02253 F00015 1 1 1 1 1 1 1 1 1 1

F02254 F00033 1 1 1 1 1 1 1 1 1 1

F02255 F00005 1 1 1 1 1 1 1 1 1 1

F02256 F00037 1 1 1 1 1 1 1 1 1 1

Number of females 6 6 6 6 6 6 6 6 6 6

Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0

Range 1 1 1 1 1 1 1 1 1 1

Significance --- - --- - --- - --- - --- -

Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows:
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.
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Appendix 10-2. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 12 mg/kg

Female No. Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14  Day 21 Day 27

F02251 F00003 1 1 1 1 1

F02252 F00041 1 1 1 1 1

F02253 F00015 1 1 1 1 1

F02254 F00033 1 1 1 1 1

F02255 F00005 1 1 1 1 1

F02256 F00037 1 1 1 1 1

Number of females 6 6 6 6 6

Mean 1.0 1.0 1.0 1.0 1.0

Range 1 1 1 1 1

Significance --- - --- - ---

Statistical method UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows:
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 10-2. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Female No. Blind No.

Open-field test

Frequency of rearing (during a 2-minute period)

Frequency of grooming (during a 2-minute period)

Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F02251 F00003 8 4 5 6 19 0 0 0 0 0
F02252 F00041 11 10 13 7 8 0 0 0 1 0
F02253 F00015 8 4 1 4 0 0 0 0 0 0
F02254 F00033 7 4 3 5 6 0 1 0 0 0
F02255 F00005 6 14 11 17 17 0 0 0 0 0
F02256 F00037 1 9 5 9 9 0 0 0 0 0
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 6.8 7.5 6.3 8.0 9.8 0.0 0.2 0.0 0.2 0.0
S.D. 3.3 4.2 4.7 4.7 7.1 0.0 0.4 0.0 0.4 0.0
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 10-2. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 12 mg/kg

Female No. Blind No. Open-field test
Gait Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F02251 F00003 1 1 1 1 1 1 1 1 1 1
F02252 F00041 1 1 1 1 1 1 1 1 1 1
F02253 F00015 1 1 1 1 1 1 1 1 1 1
F02254 F00033 1 1 1 1 1 1 1 1 1 1
F02255 F00005 1 1 1 1 1 1 1 1 1 1
F02256 F00037 1 1 1 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance - --- - --- - --- - --- - ---
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Appendix 10-2. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Female No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F02251 F00003 2 2 2 2 2 1 1 1 1 1
F02252 F00041 2 2 2 2 2 1 1 1 1 1
F02253 F00015 2 2 2 2 2 1 1 1 1 1
F02254 F00033 2 2 2 2 2 1 1 1 1 1
F02255 F00005 2 2 2 2 2 1 1 1 1 1
F02256 F00037 2 2 2 2 2 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance --- - --- - --- - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

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.
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Appendix 10-2. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 12 mg/kg

Female No. Blind No. Open-field test
Righting reflex
Pre Day 7 Day 14  Day 21 Day 27
F02251 F00003 1 1 1 1 1
F02252 F00041 1 1 1 1 1
F02253 F00015 1 1 1 1 1
F02254 F00033 1 1 1 1 1
F02255 F00005 1 1 1 1 1
F02256 F00037 1 1 1 1 1
Number of females 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance --- - --- - ---
Statistical method UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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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Appendix 10-3. Individual FOB of female rats

1,4-dichlorobutane group at 60 mg/kg

Female No. Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F03351 F00036 2 2 2 2 2 1 1 1 1 1
F03352 F00031 2 2 2 2 2 1 1 1 1 1
F03353 F00024 2 2 2 2 2 1 1 1 1 1
F03354 F00017 2 2 2 2 2 1 1 1 1 1
F03355 F00039 2 2 2 2 2 1 1 1 1 1
F03356 F00038 2 2 2 2 2 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance - --- - --- - - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Appendix 10-3. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 60 mg/kg

Female No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F03351 F00036 1 1 1 1 1 1 1 1 1 1
F03352 F00031 1 1 1 1 1 1 1 1 1 1
F03353 F00024 1 1 1 1 1 1 1 1 1 1
F03354 F00017 1 1 1 1 1 1 1 1 1 1
F03355 F00039 1 1 1 1 1 1 1 1 1 1
F03356 F00038 1 1 1 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance - --- - --- - - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Appendix 10-3. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 60 mg/kg

Female No. Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day 21 Day 27
F03351 F00036 1 1 1 1 1
F03352 F00031 1 1 1 1 1
F03353 F00024 1 1 1 1 1
F03354 F00017 1 1 1 1 1
F03355 F00039 1 1 1 1 1
F03356 F00038 1 1 1 1 1
Number of females 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance --- - --- - ---
Statistical method UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Appendix 10-3. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 60 mg/kg

Female No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F03351 F00036 2 2 2 2 2 2 2 2 2 2
F03352 F00031 2 2 2 2 2 2 2 2 2 2
F03353 F00024 2 2 2 2 2 2 2 2 2 2
F03354 F00017 2 2 2 2 2 2 2 2 2 2
F03355 F00039 2 2 2 2 2 2 2 2 2 2
F03356 F00038 2 2 2 2 2 2 2 2 2 2
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2
Significance --- - --- - --- - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Study No. 502427
Appendix 10-3. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 60 mg/kg

Female No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F03351 F00036 2 2 2 2 2 1 1 1 1 1
F03352 F00031 2 2 2 2 2 1 1 1 1 1
F03353 F00024 2 2 2 2 2 1 1 1 1 1
F03354 F00017 2 2 2 2 2 1 1 1 1 1
F03355 F00039 2 2 2 2 2 1 1 1 1 1
F03356 F00038 2 2 2 2 2 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance - --- - --- - --- - --- - ---
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Appendix 10-3. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Female No. Blind No. Observation of animals on observer's palm
Lacrimation Salivation
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27

F03351 F00036 1 1 1 1 1 1 1 1 1 1

F03352 F00031 1 1 1 1 1 1 1 1 1 1

F03353 F00024 1 1 1 1 1 1 1 1 1 1

F03354 F00017 1 1 1 1 1 1 1 1 1 1

F03355 F00039 1 1 1 1 1 1 1 1 1 1

F03356 F00038 1 1 1 1 1 1 1 1 1 1

Number of females 6 6 6 6 6 6 6 6 6 6

Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0

Range 1 1 1 1 1 1 1 1 1 1

Significance --- - --- - --- - --- - --- -

Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows:
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.
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Study No. 502427

Appendix 10-3. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 60 mg/kg

Female No. Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14  Day 21 Day 27

F03351 F00036 1 1 1 1 1

F03352 F00031 1 1 1 1 1

F03353 F00024 1 1 1 1 1

F03354 F00017 1 1 1 1 1

F03355 F00039 1 1 1 1 1

F03356 F00038 1 1 1 1 1

Number of females 6 6 6 6 6

Mean 1.0 1.0 1.0 1.0 1.0

Range 1 1 1 1 1

Significance --- - --- - ---

Statistical method UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows:
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 10-3. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 60 mg/kg

61¢

Female No. Blind No. Open-field test

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

Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27

F03351 F00036 0 1 9 11 11 0 0 0 0 0

F03352 F00031 4 8 11 8 12 0 0 0 0 0

F03353 F00024 12 5 4 13 8 0 0 0 1 0

F03354 F00017 4 7 1 6 5 0 0 0 0 0

F03355 F00039 4 4 9 7 2 0 0 0 0 0

F03356 F00038 0 8 6 10 8 0 0 0 0 0

Number of females 6 6 6 6 6 6 6 6 6 6

Mean 4.0 5.5 6.7 9.2 7.7 0.0 0.0 0.0 0.2 0.0

S.D. 4.4 2.7 3.7 2.6 3.7 0.0 0.0 0.0 0.4 0.0

Significance NS NS NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Study No. 502427

Appendix 10-3. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 60 mg/kg

Female No. Blind No. Open-field test
Gait Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F03351 F00036 1 1 1 1 1 1 1 1 1 1
F03352 F00031 1 1 1 1 1 1 1 1 1 1
F03353 F00024 1 1 1 1 1 1 1 1 1 1
F03354 F00017 1 1 1 1 1 1 1 1 1 1
F03355 F00039 1 1 1 1 1 1 1 1 1 1
F03356 F00038 1 1 1 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance - --- - --- - --- - --- - ---
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Study No. 502427
Appendix 10-3. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 60 mg/kg

Female No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F03351 F00036 2 2 2 2 2 1 1 1 1 1
F03352 F00031 2 2 2 2 2 1 1 1 1 1
F03353 F00024 2 2 2 2 2 1 1 1 1 1
F03354 F00017 2 2 2 2 2 1 1 1 1 1
F03355 F00039 2 2 2 2 2 1 1 1 1 1
F03356 F00038 2 2 2 2 2 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance --- - --- - --- - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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.



(444

Study No. 502427

Appendix 10-3. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 60 mg/kg

Female No. Blind No. Open-field test
Righting reflex
Pre Day 7 Day 14  Day 21 Day 27
F03351 F00036 1 1 1 1 1
F03352 F00031 1 1 1 1 1
F03353 F00024 1 1 1 1 1
F03354 F00017 1 1 1 1 1
F03355 F00039 1 1 1 1 1
F03356 F00038 1 1 1 1 1
Number of females 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance --- - --- - ---
Statistical method UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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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Study No. 502427

Appendix 10-4. Individual FOB of female rats

1,4-dichlorobutane group at 300 mg/kg

Female No. Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F04451 F00035 2 2 2 2 2 1 1 1 1 1
F04452 F00025 2 2 2 2 2 1 1 1 1 1
F04453 F00034 2 2 2 2 2 1 1 1 1 1
F04454 F00029 2 2 2 2 2 1 1 1 1 1
F04455 F00021 2 2 2 2 2 1 1 1 1 1
F04456 F00028 2 2 2 2 2 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance - --- - --- - - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Study No. 502427

Appendix 10-4. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 300 mg/kg

Female No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F04451 F00035 1 1 1 1 1 1 1 1 1 1
F04452 F00025 1 1 1 1 1 1 1 1 1 1
F04453 F00034 1 1 1 1 1 1 1 1 1 1
F04454 F00029 1 1 1 1 1 1 1 1 1 1
F04455 F00021 1 1 1 1 1 1 1 1 1 1
F04456 F00028 1 1 1 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance - --- - --- - - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Study No. 502427

Appendix 10-4. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 300 mg/kg

Female No. Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day 21 Day 27
F04451 F00035 1 1 1 1 1
F04452 F00025 1 1 1 1 1
F04453 F00034 1 1 1 1 1
F04454 F00029 1 1 1 1 1
F04455 F00021 1 1 1 1 1
F04456 F00028 1 1 1 1 1
Number of females 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance --- - --- - ---
Statistical method UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Study No. 502427
Appendix 10-4. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 300 mg/kg

Female No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F04451 F00035 2 2 2 2 2 2 2 2 2 2
F04452 F00025 2 2 2 2 2 2 2 2 2 2
F04453 F00034 2 2 2 2 2 2 2 2 2 2
F04454 F00029 2 2 2 2 2 2 2 2 2 2
F04455 F00021 2 2 2 2 2 2 2 2 2 2
F04456 F00028 2 2 2 2 2 2 2 2 2 2
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2
Significance --- - --- - --- - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Appendix 10-4. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 300 mg/kg

Female No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F04451 F00035 2 2 2 2 2 1 1 1 1 1
F04452 F00025 2 2 2 2 2 1 1 1 1 1
F04453 F00034 2 2 2 2 2 1 1 1 1 1
F04454 F00029 2 2 2 2 2 1 1 1 1 1
F04455 F00021 2 2 2 2 2 1 1 1 1 1
F04456 F00028 2 2 2 2 2 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance - --- - --- - --- - --- - ---
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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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Appendix 10-4. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Female No. Blind No. Observation of animals on observer's palm
Lacrimation Salivation
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27

F04451 F00035 1 1 1 1 1 1 1 1 1 2

F04452 F00025 1 1 1 1 1 1 1 2 1 2

F04453 F00034 1 1 1 1 1 1 1 1 1 1

F04454 F00029 1 1 1 1 1 1 1 1 1 1

F04455 F00021 1 1 1 1 1 1 1 1 1 1

F04456 F00028 1 1 1 1 1 1 1 1 1 1

Number of females 6 6 6 6 6 6 6 6 6 6

Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.2 1.0 1.3

Range 1 1 1 1 1 1 1 1-2 1 1-2

Significance --- - --- - --- - --- NS --- NS

Statistical method UA UA UA UA UA UA UA STL UA STL
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
Findings were graded as follows:
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.
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Study No. 502427

Appendix 10-4. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 300 mg/kg

Female No. Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14  Day 21 Day 27

F04451 F00035 1 1 1 1 1

F04452 F00025 1 1 1 1 1

F04453 F00034 1 1 1 1 1

F04454 F00029 1 1 1 1 1

F04455 F00021 1 1 1 1 1

F04456 F00028 1 1 1 1 1

Number of females 6 6 6 6 6

Mean 1.0 1.0 1.0 1.0 1.0

Range 1 1 1 1 1

Significance --- - --- - ---

Statistical method UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows:
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 10-4. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Female No. Blind No.

Open-field test

Frequency of rearing (during a 2-minute period)

Frequency of grooming (during a 2-minute period)

Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F04451 F00035 8 10 15 8 8 0 0 0 0 0
F04452 F00025 13 4 4 3 12 0 0 0 1 0
F04453 F00034 7 16 9 20 14 0 0 0 0 0
F04454 F00029 5 3 4 1 7 0 0 0 0 0
F04455 F00021 11 5 6 10 6 0 0 0 1 0
F04456 F00028 4 0 2 7 6 0 0 0 0 0
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 8.0 6.3 6.7 8.2 8.8 0.0 0.0 0.0 0.3 0.0
S.D. 3.5 5.8 4.7 6.7 3.4 0.0 0.0 0.0 0.5 0.0
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Study No. 502427

Appendix 10-4. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 300 mg/kg

Female No. Blind No. Open-field test
Gait Palpebral closure
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F04451 F00035 1 1 1 1 1 1 1 1 1 1
F04452 F00025 1 1 1 1 1 1 1 1 1 1
F04453 F00034 1 1 1 1 1 1 1 1 1 1
F04454 F00029 1 1 1 1 1 1 1 1 1 1
F04455 F00021 1 1 1 1 1 1 1 1 1 1
F04456 F00028 1 1 1 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance - --- - --- - --- - --- - ---
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (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.
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Study No. 502427
Appendix 10-4. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 300 mg/kg

Female No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day 21 Day 27
F04451 F00035 2 2 2 2 2 1 1 1 1 1
F04452 F00025 2 2 2 2 2 1 1 1 1 1
F04453 F00034 2 2 2 2 2 1 1 1 1 1
F04454 F00029 2 2 2 2 2 1 1 1 1 1
F04455 F00021 2 2 2 2 2 1 1 1 1 1
F04456 F00028 2 2 2 2 2 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance --- - --- - --- - --- - --- -
Statistical method UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
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.
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Appendix 10-4. (Continued) Individual FOB of female rats

1,4-dichlorobutane group at 300 mg/kg

Female No. Blind No. Open-field test
Righting reflex
Pre Day 7 Day 14  Day 21 Day 27
F04451 F00035 1 1 1 1 1
F04452 F00025 1 1 1 1 1
F04453 F00034 1 1 1 1 1
F04454 F00029 1 1 1 1 1
F04455 F00021 1 1 1 1 1
F04456 F00028 1 1 1 1 1
Number of females 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance --- - --- - ---
Statistical method UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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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Appendix 11-1. Individual sensory response of male rats on termination of administration period

Control group

144

Male No. Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
MO01101 MO00026 1 2 2 2 3
MO01102 MO00008 1 2 2 2 3
MO01103 MO00028 1 2 2 2 3
MO1104 MO00044 1 2 2 2 3
MO1105 MO00035 1 2 2 2 3
MO01106 MO00036 1 2 2 2 3
Number of males 6 6 6 6 6
Mean 1.0 2.0 2.0 2.0 3.0
Range 1 2 2 2 3

Findings were graded as follows:
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 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.

Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

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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Appendix 11-2. Individual sensory response of male rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Male No. Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
M02201 MO00040 1 2 2 2 3
M02202 MO00041 1 2 2 2 3
M02203 MO00033 1 2 2 2 3
MO02204 MO00010 1 2 2 2 3
M02205 MO00012 1 2 2 2 3
M02206 MO00019 1 2 2 2 3
Number of males 6 6 6 6 6
Mean 1.0 2.0 2.0 2.0 3.0
Range 1 2 2 2 3
Significance - --- - --- -
Statistical method UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows:
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 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.

Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

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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Appendix 11-3. Individual sensory response of male rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Male No. Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
MO03301 MO00007 1 2 2 2 3
MO03302 MO00003 1 2 2 2 3
MO03303 MO00037 1 2 2 2 3
MO03304 MO00002 1 2 2 2 3
MO03305 MO00006 1 2 2 2 3
MO03306 MO00023 1 2 2 2 3
Number of males 6 6 6 6 6
Mean 1.0 2.0 2.0 2.0 3.0
Range 1 2 2 2 3
Significance - --- - --- -
Statistical method UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows:
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 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.

Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

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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Appendix 11-4. Individual sensory response of male rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Male No. Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
MO04401 MO00030 1 2 2 2 3
M04402 MO00017 1 2 2 2 3
M04403 MO00015 1 2 2 2 3
MO04404 MO00022 1 2 2 2 3
MO04405 MO00034 1 2 2 2 3
MO04406 MO00039 1 2 2 2 3
Number of males 6 6 6 6 6
Mean 1.0 2.0 2.0 2.0 3.0
Range 1 2 2 2 3
Significance - --- - --- -
Statistical method UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows:
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 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.

Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

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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Study No. 502427
Appendix 12-1. Individual sensory response of female rats on termination of administration period

Control group

Female No. Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
FO1151 F00002 1 2 2 2 3
FO1152 F00001 1 2 2 2 3
FO1153 F00022 1 2 2 2 3
FO1154 F00020 1 2 2 2 3
FO1155 F00019 1 2 2 2 3
FO1156 F00011 1 2 2 2 3
Number of females 6 6 6 6 6
Mean 1.0 2.0 2.0 2.0 3.0
Range 1 2 2 2 3
Findings were graded as follows:
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 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.

Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

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.



Study No. 502427
Appendix 12-2. Individual sensory response of female rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Female No. Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
F02251 F00003 1 2 2 2 3
F02252 F00041 1 2 2 2 3
F02253 F00015 1 2 2 2 3
F02254 F00033 1 2 2 2 3
F02255 F00005 1 2 2 2 3
F02256 F00037 1 2 2 2 3
Number of females 6 6 6 6 6
Mean 1.0 2.0 2.0 2.0 3.0
Range 1 2 2 2 3
Significance - -—- - -—- ---
Statistical method UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows:
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 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.

Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

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.



Study No. 502427
Appendix 12-3. Individual sensory response of female rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Female No. Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
F03351 F00036 1 2 2 2 3
F03352 F00031 1 2 2 2 3
F03353 F00024 1 2 2 2 3
F03354 F00017 1 2 2 2 3
F03355 F00039 1 2 2 2 3
F03356 F00038 1 2 2 2 3
Number of females 6 6 6 6 6
Mean 1.0 2.0 2.0 2.0 3.0
Range 1 2 2 2 3
Significance - -—- - -—- ---
Statistical method UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows:
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 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.

Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

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.



Study No. 502427
Appendix 12-4. Individual sensory response of female rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Female No. Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
F04451 F00035 1 2 2 2 3
F04452 F00025 1 2 2 2 3
F04453 F00034 1 2 2 2 3
F04454 F00029 1 2 2 2 3
F04455 F00021 1 2 2 2 3
F04456 F00028 1 2 2 2 3
Number of females 6 6 6 6 6
Mean 1.0 2.0 2.0 2.0 3.0
Range 1 2 2 2 3
Significance - -—- - -—- ---
Statistical method UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows:
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 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.

Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

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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Study No. 502427
Appendix 13-1. Individual grip strength (g) of male rats on termination of administration period

Control group

Male No. Forelimb Hindlimb
MO1101 1403 627
MO01102 959 391
MO01103 852 487
MO1104 998 417
MO1105 1182 369
MO01106 1144 387
Number of males 6 6
Mean 1090 446

S.D. 196 98
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Study No. 502427
Appendix 13-2. Individual grip strength (g) of male rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Male No. Forelimb Hindlimb
M02201 1072 555
M02202 787 426
M02203 1050 373
M02204 901 362
M02205 1005 359
M02206 915 410
Number of males 6 6
Mean 955 414

S.D. 108 74
Significance NS NS
Statistical method DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Study No. 502427
Appendix 13-3. Individual grip strength (g) of male rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Male No. Forelimb Hindlimb
M03301 1700 724
M03302 907 516
MO03303 886 388
MO03304 830 450
MO03305 921 398
M03306 913 347
Number of males 6 6
Mean 1026 471

S.D. 332 137
Significance NS NS
Statistical method DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.



Study No. 502427
Appendix 13-4. Individual grip strength (g) of male rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Male No. Forelimb Hindlimb
M04401 1414 579
M04402 938 479
M04403 921 509
M04404 778 333
M04405 927 408
M04406 1101 442
Number of males 6 6
Mean 1013 458

S.D. 221 85
Significance NS NS
Statistical method DU DU

974

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 14-1 Individual grip strength (g) of female rats on termination of administration period

Control group

Female No. Forelimb Hindlimb
FO1151 794 407
FO1152 753 281
F01153 811 357
FO1154 778 424
FO1155 721 326
FO1156 667 316

Number of females 6 6
Mean 754 352
S.D. 53 55

9



Study No. 502427
Appendix 14-2 Individual grip strength (g) of female rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Female No. Forelimb Hindlimb
F02251 835 426
F02252 718 389
F02253 726 373
F02254 696 378
F02255 574 363
F02256 553 332

Number of females 6 6
Mean 684 377

S.D. 105 31
Significance NS NS
Statistical method DU DU

LyT

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 14-3 Individual grip strength (g) of female rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Female No. Forelimb Hindlimb
F03351 752 379
F03352 709 400
F03353 762 309
F03354 857 360
F03355 679 382
F03356 689 403

Number of females 6 6
Mean 741 372

S.D. 66 35
Significance NS NS
Statistical method DU DU

8¥C

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 14-4 Individual grip strength (g) of female rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Female No. Forelimb Hindlimb
F04451 767 358
F04452 859 331
F04453 536 314
F04454 881 237
F04455 582 391
F04456 642 414

Number of females 6 6
Mean 711 341

S.D. 146 63
Significance NS NS
Statistical method DU DU

61¢C

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 15-1. Individual spontaneous motor activity of male rats on termination of administration priod

Control group

Male No. Ambulatory counts Vertical counts
Minutes after administration Minutes after administration

70 30 90 100 110 120 Total 70 80 90 100 110 120 Total
MO1101 174 19 0 0 0 0 193 27 6 0 0 0 0 33
MO01102 421 2 57 20 44 0 544 36 0 7 12 11 0 66
MO01103 184 19 0 0 0 0 203 31 1 0 0 0 0 32
MO01104 187 135 72 85 4 0 483 29 7 11 8 1 0 56
MO1105 649 559 17 0 0 182 1407 58 23 3 0 0 2 86
MO01106 387 188 92 69 8 0 744 61 18 11 13 3 0 106
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 334 154 40 29 9 30 596 40 9 5 6 3 0 63
S.D. 189 212 39 38 17 74 450 15 9 5 6 4 1 29

0s¢



Study No. 502427
Appendix 15-2. Individual spontaneous motor activity of male rats on termination of administration priod

1,4-dichlorobutane group at 12 mg/kg

Male No. Ambulatory counts Vertical counts
Minutes after administration Minutes after administration

70 30 90 100 110 120 Total 70 80 90 100 110 120 Total
MO02201 186 44 0 0 26 0 256 43 13 1 0 9 1 67
M02202 340 19 210 61 72 19 721 55 3 27 17 9 5 116
MO02203 516 134 14 91 0 2 757 77 31 1 3 0 0 112
MO02204 422 158 15 0 0 0 595 70 25 3 0 0 0 98
MO02205 349 149 231 151 22 106 1008 64 18 48 40 10 10 190
M02206 444 448 312 27 0 0 1231 43 38 20 1 0 0 102
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 376 159 130 55 20 21 761 59 21 17 10 5 3 114
S.D. 114 153 137 59 28 42 336 14 13 19 16 5 4 41
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS *
Statistical method DU DU DU DU STL STL DU DU DU STL STL STL STL DU

|54

Significantly different from the control group (*: p<0.05 by Dunnett's test).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Study No. 502427
Appendix 15-3. Individual spontaneous motor activity of male rats on termination of administration priod

1,4-dichlorobutane group at 60 mg/kg

Male No. Ambulatory counts Vertical counts
Minutes after administration Minutes after administration

70 30 90 100 110 120 Total 70 80 90 100 110 120 Total
MO03301 46 20 23 0 0 0 89 7 16 3 2 4 0 32
MO03302 495 124 1 0 0 0 620 67 9 1 0 0 0 77
MO03303 309 125 23 0 20 152 629 66 29 3 0 4 40 142
MO03304 559 336 212 76 0 0 1183 69 43 22 9 0 0 143
MO03305 405 271 194 93 0 0 963 55 18 21 9 0 0 103
MO03306 753 205 5 0 0 0 963 66 11 0 0 0 77
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 428 180 76 28 3 25 741 55 21 8 3 1 7 96
S.D. 240 114 99 44 8 62 386 24 13 10 4 2 16 43
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU STL STL DU DU DU STL STL STL STL DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 15-4. Individual spontaneous motor activity of male rats on termination of administration priod

1,4-dichlorobutane group at 300 mg/kg

Male No. Ambulatory counts Vertical counts
Minutes after administration Minutes after administration

70 30 90 100 110 120 Total 70 80 90 100 110 120 Total
MO04401 330 74 0 123 0 0 527 59 13 0 20 0 0 92
M04402 487 16 0 0 0 0 503 49 2 0 0 0 0 51
MO04403 368 170 23 0 0 0 561 51 25 6 0 0 0 82
MO04404 491 303 199 0 0 1 994 46 35 6 0 0 0 87
MO04405 500 125 16 0 0 0 641 62 11 0 0 0 0 73
M04406 372 96 137 0 0 1 606 56 15 14 0 0 0 85
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 425 131 63 21 0 0 639 54 17 4 3 0 0 78
S.D. 76 99 85 50 0 1 181 6 12 6 8 0 0 15
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU STL STL DU DU DU STL STL STL STL DU

134

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 16-1. Individual spontaneous motor activity of female rats on termination of administration priod

Control group

Female No. Ambulatory counts Vertical counts

Minutes after administration Minutes after administration
70 30 90 100 110 120 Total 70 80 90 100 110 120 Total
FO1151 411 105 1 0 11 164 692 50 14 0 0 6 24 94
FO1152 480 1 89 0 8 32 610 44 0 5 0 1 13 63
FO1153 332 36 0 0 0 0 368 22 6 2 0 0 0 30
FO1154 654 74 0 0 0 0 728 64 13 0 0 0 0 77
FO1155 797 180 0 0 0 0 971 98 45 0 0 0 0 143
FO1156 637 388 38 0 0 0 1063 73 53 3 0 0 0 129
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 552 131 21 0 3 33 740 59 22 2 0 1 6 89
S.D. 174 140 36 0 5 66 252 26 22 2 0 2 10 42

174
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Study No. 502427
Appendix 16-2. Individual spontaneous motor activity of female rats on termination of administration priod

1,4-dichlorobutane group at 12 mg/kg

Female No. Ambulatory counts Vertical counts
Minutes after administration Minutes after administration

70 30 90 100 110 120 Total 70 80 90 100 110 120 Total
F02251 509 115 20 0 0 0 644 35 12 0 0 0 0 47
F02252 503 117 160 0 0 0 780 61 27 27 0 0 0 115
F02253 175 506 1 0 5 402 1089 32 88 3 0 2 65 190
F02254 635 184 1 0 103 234 1157 80 31 0 18 32 161
F02255 859 97 163 0 201 21 1341 120 31 21 0 25 1 198
F02256 791 76 0 0 0 0 867 70 8 0 0 0 78
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 579 183 58 0 52 110 980 66 33 9 0 16 132
S.D. 245 163 81 0 84 170 260 32 29 12 0 11 27 62
Significance NS NS NS -—- NS NS NS NS NS NS --- NS NS NS
Statistical method DU DU STL UA STL STL DU DU DU STL UA STL STL DU

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.



Study No. 502427
Appendix 16-3. Individual spontaneous motor activity of female rats on termination of administration priod

1,4-dichlorobutane group at 60 mg/kg

Female No. Ambulatory counts Vertical counts
Minutes after administration Minutes after administration

70 30 90 100 110 120 Total 70 80 90 100 110 120 Total
F03351 466 63 99 16 19 33 696 33 4 15 5 1 3 111
F03352 217 152 2 0 0 0 371 23 19 12 0 0 0 54
F03353 728 261 218 0 0 0 1207 103 29 46 0 0 0 178
F03354 454 188 0 0 0 0 642 63 41 0 0 0 0 104
F03355 622 797 352 25 543 40 2379 86 77 38 0 40 3 244
F03356 364 81 0 0 0 0 445 54 24 0 0 0 0 78
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 475 257 112 7 94 12 957 69 32 19 1 7 1 128
S.D. 182 274 146 11 220 19 756 28 25 19 2 16 2 70
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU STL STL STL STL DU DU DU STL STL STL STL DU

96¢

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 16-4. Individual spontaneous motor activity of female rats on termination of administration priod

1,4-dichlorobutane group at 300 mg/kg

Female No. Ambulatory counts Vertical counts
Minutes after administration Minutes after administration

70 30 90 100 110 120 Total 70 80 90 100 110 120 Total
F04451 495 4 0 0 0 0 499 52 8 0 0 0 0 60
F04452 544 63 15 304 0 0 926 74 5 0 36 0 0 115
F04453 997 281 94 0 205 0 1577 80 33 11 0 27 0 151
F04454 292 0 57 0 0 0 349 58 0 20 0 0 0 78
F04455 730 207 0 0 0 0 937 98 25 0 0 0 0 123
F04456 1043 86 0 0 0 0 1129 76 4 0 0 0 0 30
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 684 107 28 51 34 0 903 73 13 5 6 5 0 101
S.D. 296 114 39 124 84 0 442 16 13 8 15 11 0 34
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU STL STL STL STL DU DU DU STL STL STL STL DU

LST

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 17-1. Individual urinary findings in male rats on termination of administration period

Control group

Male No. uv  S.G Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
E.U./dL cells
MO01101 9.2 1.052 Lightyellow 8.5 ++ - ++ - - 1.0 + + + - +
MO01102 11.0  1.052 Light yellow 8.5 + - - - - 0.1 + + + - -
MO01103 123 1.046 Light yellow 8.5 + - + - - 0.1 + + + - -
MO1104 57 1.074 Light yellow 8.5 ++ - + - - 0.1 + + + - +
MO1105 16.6 1.038 Light yellow 8.5 ++ - + - - 0.1 + + + - +
MO01106 4.2 1.074 Light yellow 8.5 ++ - + - + 0.1 + + + - -
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 9.8 1.056 - - - ——— - ——— ——— - f— - - — —
S.D. 45 0.015 --- --- --- --- --- --- --- --- --- --- --- --- ---

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; >300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone body: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: £; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; >201 cells/100 fields.

Erythrocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Leukocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Casts: -; not observed, +; observed.

Crystals: -; not observed, +; observed.
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Study No. 502427
Appendix 17-2. Individual urinary findings in male rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Male No. uv  S.G Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
E.U./dL cells
M02201 144 1.046 Light yellow 8.5 + - + - - 0.1 + + + - +
M02202 12.1 1.041 Light yellow 8.5 + - + - - 0.1 + + + - -
M02203 8.8 1.060 Light yellow 8.5 + - + - - 0.1 + + + - +
MO02204 9.6 1.054 Lightyellow 8.5 ++ - + + - 1.0 + + + - -
M02205 7.2 1.068 Light yellow 8.5 + - + + - 0.1 + + + - +
M02206 119 1.050 Light yellow 8.5 + - - - - 0.1 + + + - +
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 10.7 1.053 - -— - ——— - ——— ——— - - - - — —
S.D. 2.6 0.010 --- --- --- --- --- --- --- --- - - - - -
Significance NS NS

Statistical method DU DU
Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; >300 mg/dL.
Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.
Ketone body: -; negative, +; trace, +; slight, ++; moderate, +++; marked.
Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.
Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.
Epithelial cells: £; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; >201 cells/100 fields.
Erythrocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Leukocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Casts: -; not observed, +; observed.
Crystals: -; not observed, +; observed.
NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.




Study No. 502427
Appendix 17-3. Individual urinary findings in male rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Male No. uv  S.G Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
E.U./dL cells
MO03301 12.5 1.043  Light yellow 8.0 + - + - - 0.1 + + + - +
MO03302 10.3 1.054 Light yellow 8.0 + - - - - 0.1 + + + - +
MO03303 12.1 1.050 Light yellow 8.5 + - + - - 0.1 + + + - -
MO03304 22.7 1.030 Light yellow 8.5 + - + - + 0.1 + + + - +
MO03305 9.4 1.070 Light yellow 8.5 + - + - - 0.1 + + + - +
MO03306 12.7 1.040 Light yellow 8.5 + - + - + 0.1 + + + - +
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 13.3  1.048 - -— - ——— - ——— ——— - - - - — —
S.D. 48 0.014 --- --- --- --- --- --- --- --- --- --- --- --- ---
Significance NS NS

Statistical method DU DU

09¢

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; >300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone body: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: £; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; >201 cells/100 fields.

Erythrocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Leukocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Casts: -; not observed, +; observed.

Crystals: -; not observed, +; observed.

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Appendix 17-4. Individual urinary findings in male rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Male No. uv  S.G Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
E.U./dL cells
MO04401 162 1.041 Light yellow 8.5 + - + - + 0.1 + + + - -
M04402 184 1.036 Light yellow 8.5 + - + - - 0.1 + + + - +
M04403 15.6 1.044 Light yellow 8.5 + - + - - 0.1 + + + - +
MO04404 16.0 1.048 Light yellow 8.5 - - - - - 0.1 + + + - -
MO04405 17.3 1.042  Light yellow 8.5 - - + - - 0.1 + + + - +
MO04406 13.5 1.056 Light yellow 8.5 + - + - - 0.1 + + + - +
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 16.2 1.045 - -— ——— ——— - ——— ——— - - - — — —
S.D. 1.7 0.007 --- --- --- --- --- --- --- - - - - - -
Significance * NS

Statistical method DU DU

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; >300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone body: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: £; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; >201 cells/100 fields.

Erythrocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Leukocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Casts: -; not observed, +; observed.

Crystals: -; not observed, +; observed.

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

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Study No. 502427
Appendix 18-1. Individual urinary findings in female rats on termination of administration period

Control group

Female No. uv  S.G Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
E.U./dL cells

FO1151 7.3 1.050 Light yellow 8.5 - - - - - 0.1 + + + - -
FO1152 7.4 1.043 Light yellow 8.5 - - - - - 0.1 + + + - -
FO1153 3.9 1.056 Lightyellow >9.0 - - - - - 0.1 + + + - +
FO1154 9.9 1.042 Lightyellow >9.0 - - - - - 0.1 + + + - +
FO1155 9.9 1.022 Lightyellow >9.0 - - - - - 0.1 + + + - +
FO1156 6.5 1.060 Light yellow 8.0 + - - - ++ 0.1 + + + - -
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 7.5 1.046 - - - ——— - ——— ——— f— - - - — —
S.D. 23 0.014 --- --- --- --- --- - - - - - - - -

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; >300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone body: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: £; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 10-200 cells/100 fields, +++; >201 cells/100 fields.

Erythrocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Leukocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Casts: -; not observed, +; observed.

Crystals: -; not observed, +; observed.



Study No. 502427
Appendix 18-2. Individual urinary findings in female rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Female No. uv  S.G Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
E.U./dL cells
F02251 10.7 1.028 Light yellow 8.5 - - - - - 0.1 + + + - +
F02252 6.4 1.054 Light yellow 7.5 + - - - - 1.0 + + + - -
F02253 7.0 1.031 Light yellow 8.0 + - + - - 0.1 + + + - +
F02254 5.6 1.052 Light yellow 8.5 - - - - + 0.1 + + + - +
F02255 7.8 1.034 Lightyellow >9.0 + - - - + 0.1 + + + - +
F02256 7.8 1.048 Light yellow 7.5 - - - - - 0.1 + + + - -
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 7.6 1.041 - - - ——— - ——— ——— f— - - - — —
S.D. 1.8 0.011 --- --- --- --- --- - - - - - - - -
Significance NS NS

Statistical method DU DU

€9¢

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; >300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone body: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: £; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 10-200 cells/100 fields, +++; >201 cells/100 fields.

Erythrocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Leukocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Casts: -; not observed, +; observed.

Crystals: -; not observed, +; observed.

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Study No. 502427
Appendix 18-3. Individual urinary findings in female rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Female No. uv  S.G Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
E.U./dL cells
F03351 7.2 1.056  Light yellow 8.5 - - - - - 0.1 + + + - +
F03352 143 1.031 Light yellow 8.5 - - - - - 0.1 + + + - +
F03353 13.8 1.028 Light yellow 8.0 - - - - - 0.1 + + + - -
F03354 7.9 1.056  Light yellow 8.5 - - - - - 0.1 + + + - +
F03355 29 1.072 Lightyellow 8.5 + - + - + 0.1 + + + - -
F03356 7.8 1.052  Light yellow 8.5 + - + - + 0.1 + + + - +
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 9.0 1.049 - - - ——— - ——— ——— f— - - - — —
S.D. 43 0.017 --- --- --- --- --- --- --- --- --- --- --- --- ---
Significance NS NS

Statistical method DU DU

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; >300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone body: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: £; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 10-200 cells/100 fields, +++; >201 cells/100 fields.

Erythrocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Leukocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Casts: -; not observed, +; observed.

Crystals: -; not observed, +; observed.

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Study No. 502427
Appendix 18-4. Individual urinary findings in female rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Female No. uv  S.G Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
E.U./dL cells
F04451 23.5 1.022 Light yellow 8.0 - - - - - 0.1 + + + - +
F04452 14.1 1.037 Light yellow 8.5 - - - - - 0.1 + + + - -
F04453 7.2 1.054 Light yellow 8.5 - - + - - 0.1 + + + - -
F04454 9.4 1.056 Lightyellow 8.5 - - - - - 0.1 + + + - +
F04455 13.5 1.032 Light yellow 8.5 - - - - - 0.1 + + + - +
F04456 10.7 1.052 Light yellow 7.5 + - + - - 0.1 + + + - -
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 13.1  1.042 - - ——— ——— - ——— ——— - f— - — — —
S.D. 5.7 0.014 --- --- --- --- --- - - - - - - - -
Significance NS NS

Statistical method DU DU

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; >300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone body: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: £; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 10-200 cells/100 fields, +++; >201 cells/100 fields.

Erythrocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Leukocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Casts: -; not observed, +; observed.

Crystals: -; not observed, +; observed.

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.



Study No. 502427
Appendix 19-1. Individual urinary findings in male rats on termination of recovery period

Control group

Male No. uv  S.G Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
E.U./dL cells

MO01107 15.6 1.038 Light yellow 8.5 - - + - - 0.1 + + + - +
MO01108 11.7 1.062 Light yellow 8.5 + - + - - 0.1 + + + - +
MO01109 123 1.052  Light yellow 8.5 + - - - - 0.1 + + + - +
MO1110 123 1.056 Light yellow 8.5 + - - - - 0.1 + + + - +
MO1111 17.6 1.042  Light yellow 8.5 - - + - - 0.1 + + + - +
MO1112 15.5 1.046 Light yellow 8.5 + - + - + 0.1 + + + - +
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 142 1.049 --- - --- --- --- --- --- --- - --- --- --- -
S.D. 2.4 0.009 --- --- --- --- --- --- --- - - - - - -
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Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; >300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone body: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: £; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; >201 cells/100 fields.

Erythrocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Leukocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Casts: -; not observed, +; observed.

Crystals: -; not observed, +; observed.
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Study No. 502427
Appendix 19-2. Individual urinary findings in male rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Male No. uv  S.G Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
E.U./dL cells
MO04407 11.6 1.036 Light yellow 8.5 + - + - - 0.1 + + + - -
MO04408 14.0 1.048 Light yellow 8.5 + - + - - 0.1 + + + - +
MO04409 28.0 1.022  Light yellow 8.5 + - + - - 0.1 + + + - -
MO04410 145 1.048 Light yellow 8.5 + - + - + 0.1 + + + - -
MO04411 182 1.032 Light yellow 8.5 ++ - + - - 0.1 + + + - +
MO04412 11.7 1.060 Light yellow 8.5 + - + - - 0.1 + + + - +
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 16.3 1.041 - -— ——— ——— - ——— ——— - - - — — —
S.D. 6.2 0.014 --- --- --- --- --- --- --- - - - - - -
Significance NS NS

Statistical method TT TT

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; >300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone body: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: £; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; >201 cells/100 fields.

Erythrocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Leukocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Casts: -; not observed, +; observed.

Crystals: -; not observed, +; observed.

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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Study No. 502427
Appendix 20-1. Individual urinary findings in female rats on termination of recovery period

Control group

Female No. uv  S.G Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
E.U./dL cells

FO1157 19.2 1.030 Light yellow 8.5 - - - - - 0.1 + + + - +
FO1158 11.3 1.038 Light yellow 8.5 - - - - - 0.1 + + + - +
FO1159 23.7 1.016 Light yellow 8.5 - - - - - 0.1 + + + - +
F01160 3.4 1.078 Light yellow 8.5 - - - - - 0.1 + + + - +
FO1161 12.1 1.044 Light yellow 8.5 + - + - - 0.1 + + + - -
FO1162 10.1 1.052 Lightyellow >9.0 + - + - - 0.1 + + + - +
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 13.3 1.043 - - - ——— - ——— ——— - f— - - — —
S.D. 7.2 0.021 --- --- --- --- --- - - - - - - - -

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; >300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone body: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: £; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; >201 cells/100 fields.

Erythrocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Leukocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Casts: -; not observed, +; observed.

Crystals: -; not observed, +; observed.
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Study No. 502427
Appendix 20-2. Individual urinary findings in female rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Female No. uv  S.G Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
E.U./dL cells
F04457 10.3 1.044 Light yellow 8.0 - - - - - 0.1 + + + - +
F04458 83 1.044 Light yellow 8.5 - - - - - 0.1 + + + - -
F04459 12.5 1.044 Light yellow 8.5 - - - - - 0.1 + + + - +
F04460 14.0 1.034 Light yellow 8.0 - - - - - 0.1 + + + - +
F04461 8.1 1.066 Light yellow 8.5 + - + - - 1.0 + + + - -
F04462 174 1.030 Lightyellow >9.0 - - - - + 0.1 + + + - +
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 11.8  1.044 - - ——— ——— - ——— ——— - f— - — — —
S.D. 3.6 0.012 --- --- --- --- --- - - - - - - - -
Significance NS NS

Statistical method TT TT

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; >300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone body: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: £; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; >201 cells/100 fields.

Erythrocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Leukocytes: +; 0-20 cells/100 fields, +; 21-100 cells/100 fields, ++; 101-200 cells/100 fields, +++; 201-500 cells/100 fields ++++; >501 cells/100 fields.
Casts: -; not observed, +; observed.

Crystals: -; not observed, +; observed.

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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Study No. 502427
Appendix 21-1. Individual hematological findings in male rats on termination of administration period

Control group

Male No. RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT APTT Fibrinogen
10%/uL g/dL % fL pg g/dL 10%/uL % sec. sec. mg/dL
MO01101 822 15.7 44.8 54.5 19.1 35.0 112.9 3.19 17.5 23.0 194.5
MO01102 827 15.6 43.8 53.0 18.9 35.6 124.9 3.35 17.7 23.2 200.3
MO01103 782 15.3 42.5 543 19.6 36.0 105.2 2.75 234 27.4 185.5
MO01104 807 14.7 42.0 52.0 18.2 35.0 123.4 3.05 18.7 21.8 204.4
MO1105 837 15.5 43.8 523 18.5 354 119.7 3.67 19.7 26.7 208.6
MO01106 865 15.9 45.1 52.1 18.4 353 150.3 2.88 32.1 30.0 202.3
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 823 15.5 43.7 53.0 18.8 354 122.7 3.15 21.5 25.4 199.3
S.D. 28 0.4 1.2 1.1 0.5 0.4 15.4 0.33 5.6 3.2 8.2

(Continued)
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Study No. 502427

Appendix 21-1. (Continued) Individual hematological findings in male rats on termination of administration period

Control group

Male No. WBC LYMPH NEUT EO BASO MONO
10°/uL % % % % %

MO1101 139.2 76.9 19.2 1.1 0.1 2.7
MO01102 97.1 87.8 8.6 1.0 0.0 2.6
MO01103 63.7 83.5 13.0 1.1 0.0 2.4
MO1104 73.3 72.2 25.3 0.8 0.1 1.6
MO01105 59.3 73.2 22.8 1.5 0.0 2.5
MO1106 90.8 88.4 7.9 0.9 0.0 2.8
Number of males 6 6 6 6 6 6
Mean 87.2 80.3 16.1 1.1 0.0 2.4
S.D. 29.5 7.2 7.4 0.2 0.1 0.4
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Appendix 21-2. Individual hematological findings in male rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Male No. RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT APTT Fibrinogen
10%/uL g/dL % fL pg g/dL 10%/uL % sec. sec. mg/dL
M02201 752 14.7 42.5 56.5 19.5 34.6 104.1 3.86 17.6 20.3 198.3
MO02202 800 15.3 42.6 533 19.1 359 108.6 4.44 21.9 26.4 206.5
M02203 786 14.5 41.1 523 18.4 353 107.4 2.99 24.8 27.2 227.5
MO02204 791 14.6 41.3 52.2 18.5 35.4 134.8 3.48 18.4 234 208.6
M02205 721 13.8 393 54.5 19.1 35.1 121.5 3.79 19.5 23.6 213.0
MO02206 885 15.8 442 49.9 17.9 35.7 129.0 3.13 21.2 25.7 208.6
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 789 14.8 41.8 53.1 18.8 353 117.6 3.62 20.6 244 210.4
S.D. 55 0.7 1.7 22 0.6 0.5 12.7 0.53 2.6 2.5 9.7
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU STL STL STL
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 21-2. (Continued) Individual hematological findings in male rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Male No. WBC LYMPH NEUT EO BASO MONO
10°/uL % % % % %

M02201 93.9 87.6 9.3 1.0 0.0 2.1
M02202 67.2 78.9 17.0 1.0 0.0 3.1
M02203 70.3 75.0 21.0 1.4 0.0 2.6
MO02204 67.2 79.9 17.3 1.3 0.0 1.5
MO02205 65.5 78.0 19.7 0.8 0.0 1.5
M02206 99.4 83.1 114 1.6 0.1 3.8
Number of males 6 6 6 6 6 6
Mean 77.3 80.4 16.0 1.2 0.0 2.4

S.D. 152 44 4.6 0.3 0.0 0.9
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU STL

€LT

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 21-3. Individual hematological findings in male rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Male No. RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT APTT Fibrinogen
10%/uL g/dL % fL pg g/dL 10%/uL % sec. sec. mg/dL
MO03301 683 14.0 40.6 59.4 20.5 34.5 111.0 4.62 14.8 18.4 267.5
MO03302 810 154 439 54.2 19.0 35.1 100.9 3.03 23.6 28.4 206.5
MO03303 788 15.6 43.6 55.3 19.8 35.8 105.1 2.71 17.8 23.0 190.8
MO03304 778 15.1 43.1 55.4 19.4 35.0 113.1 3.41 20.8 24.1 213.0
M03305 778 15.0 42.6 54.8 19.3 35.2 115.7 3.06 26.3 28.5 202.3
MO03306 783 14.9 42.4 54.2 19.0 35.1 127.3 3.74 27.7 27.6 208.6
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 770 15.0 42.7 55.6 19.5 35.1 112.2 3.43 21.8 25.0 214.8
S.D. 44 0.6 1.2 2.0 0.6 0.4 9.2 0.68 5.0 4.0 26.9
Significance NS NS NS * NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU STL STL STL
Significantly different from the control group (*: p<0.05 by Dunnett's test). (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 21-3. (Continued) Individual hematological findings in male rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Male No. WBC LYMPH NEUT EO BASO MONO
10°/uL % % % % %

M03301 98.1 84.4 11.4 0.5 0.0 3.7
MO03302 75.4 81.6 13.2 1.1 0.0 4.1
MO03303 56.1 77.4 17.8 1.2 0.0 3.6
MO03304 76.0 84.9 10.0 1.7 0.0 34
MO03305 51.7 59.0 31.7 2.1 0.0 7.2
MO03306 54.5 78.9 18.7 0.6 0.0 1.8
Number of males 6 6 6 6 6 6
Mean 68.6 77.7 17.1 1.2 0.0 4.0

S.D. 18.0 9.6 7.9 0.6 0.0 1.8
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU STL

SLT

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 21-4. Individual hematological findings in male rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Male No. RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT APTT Fibrinogen
10%/uL g/dL % fL pg g/dL 10%/uL % sec. sec. mg/dL
M04401 787 14.7 422 53.6 18.7 34.8 120.0 4.04 20.3 239 192.6
MO04402 784 14.5 414 52.8 18.5 35.0 124.1 3.42 18.5 25.8 192.6
MO04403 768 14.8 41.3 53.8 19.3 35.8 125.5 3.53 19.4 23.7 222.4
MO04404 753 14.9 41.6 55.2 19.8 35.8 106.8 5.14 17.7 243 198.3
M04405 804 15.6 43.7 54.4 19.4 35.7 103.7 3.28 20.0 24.9 183.8
MO04406 766 14.6 41.9 54.7 19.1 34.8 133.0 4.36 20.7 24.5 194.5
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 777 14.9 42.0 54.1 19.1 353 118.9 3.96 19.4 24.5 197.4
S.D. 18 0.4 0.9 0.9 0.5 0.5 11.4 0.71 1.1 0.8 13.2
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU STL STL STL
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Study No. 502427

Appendix 21-4. (Continued) Individual hematological findings in male rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Male No. WBC LYMPH NEUT EO BASO MONO
10°/uL % % % % %

M04401 80.1 76.4 18.8 0.4 0.0 44
M04402 56.9 82.6 12.8 1.6 0.0 3.0
M04403 117.2 67.0 25.8 0.9 0.1 6.2
M04404 64.6 78.3 16.8 0.9 0.0 4.0
M04405 56.0 84.8 11.5 0.7 0.0 3.0
M04406 80.1 77.0 17.0 0.6 0.0 5.4
Number of males 6 6 6 6 6 6
Mean 75.8 77.7 17.1 0.9 0.0 4.3

S.D. 22.9 6.2 5.1 0.4 0.0 1.3
Significance NS NS NS NS NS #
Statistical method DU DU DU DU DU STL

Significantly different from the control group (#: p<0.05 by Steel's test).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Study No. 502427
Appendix 22-1. Individual hematological findings in female rats on termination of administration period

Control group

Female No. RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT APTT Fibrinogen
10%/uL g/dL % fL pg g/dL 10%/uL % sec. sec. mg/dL
FO1151 800 14.8 41.6 52.0 18.5 35.6 122.5 1.94 15.9 16.8 179.4
FO01152 785 14.5 40.6 51.7 18.5 35.7 127.5 3.10 15.7 16.0 201.8
FO1153 724 13.9 38.6 533 19.2 36.0 105.8 2.17 14.4 17.5 176.4
FO1154 714 14.0 38.4 53.8 19.6 36.5 108.8 3.07 15.2 17.8 165.3
FO01155 778 14.7 40.8 52.4 18.9 36.0 111.4 3.08 14.1 19.0 159.0
FO1156 846 15.6 43.1 50.9 18.4 36.2 141.4 2.50 14.7 17.9 184.1
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 775 14.6 40.5 52.4 18.9 36.0 119.6 2.64 15.0 17.5 177.7
S.D. 49 0.6 1.8 1.1 0.5 0.3 13.6 0.51 0.7 1.0 15.0
(Continued)
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Study No. 502427
Appendix 22-1. (Continued) Individual hematological findings in female rats on termination of administration period

Control group

Female No. WBC LYMPH NEUT EO BASO MONO
10°/uL % % % % %

FO1151 64.0 80.9 12.1 2.0 0.2 4.8
FO1152 87.5 84.6 11.0 1.7 0.1 2.6
FO1153 82.9 89.7 8.0 1.0 0.0 1.3
FO1154 34.1 84.5 14.0 0.6 0.0 0.9
FO1155 442 69.2 26.0 34 0.0 14
FO1156 41.0 69.8 25.3 2.2 0.0 2.7
Number of females 6 6 6 6 6 6
Mean 59.0 79.8 16.1 1.8 0.1 2.3
S.D. 22.7 8.4 7.7 1.0 0.1 1.4




Study No. 502427
Appendix 22-2. Individual hematological findings in female rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Female No. RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT APTT Fibrinogen
10%/uL g/dL % fL pg g/dL 10%/uL % sec. sec. mg/dL
F02251 841 15.4 42.8 50.9 18.3 36.0 145.0 1.86 14.1 17.2 173.5
F02252 739 13.9 38.5 52.1 18.8 36.1 122.2 2.96 15.8 15.8 162.7
F02253 751 14.5 40.0 533 19.3 36.3 128.4 3.03 14.6 18.9 165.3
F02254 766 14.4 40.0 52.2 18.8 36.0 125.4 2.40 15.6 18.8 156.6
F02255 747 13.5 37.1 49.7 18.1 36.4 116.8 3.71 159 17.8 160.2
F02256 774 14.6 40.8 52.7 18.9 35.8 127.0 2.75 15.0 16.2 160.2
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 770 14.4 39.9 51.8 18.7 36.1 127.5 2.79 15.2 17.5 163.1
S.D. 37 0.6 2.0 1.3 0.4 0.2 9.5 0.62 0.7 1.3 5.9
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

X DU: Analysis by Dunnett's test.
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Study No. 502427

Appendix 22-2. (Continued) Individual hematological findings in female rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Female No. WBC LYMPH NEUT EO BASO MONO
10°/uL % % % % %

F02251 49.3 82.6 9.9 2.6 0.0 4.9
F02252 72.1 84.6 11.3 1.0 0.0 3.1
F02253 57.2 82.7 14.7 0.9 0.0 1.7
F02254 48.0 79.2 16.2 2.5 0.0 2.1
F02255 66.4 79.7 14.5 1.7 0.0 4.1
F02256 56.3 85.1 11.4 1.4 0.0 2.1
Number of females 6 6 6 6 6 6
Mean 58.2 82.3 13.0 1.7 0.0 3.0

S.D. 9.5 2.4 2.5 0.7 0.0 1.3
Significance NS NS NS NS NS NS
Statistical method DU STL DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 22-3. Individual hematological findings in female rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Female No. RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT APTT Fibrinogen
10%/uL g/dL % fL pg g/dL 10%/uL % sec. sec. mg/dL
F03351 723 14.0 39.4 54.5 19.4 35.5 106.7 2.96 17.5 17.7 137.2
F03352 769 139 38.4 49.9 18.1 36.2 121.6 2.98 159 17.3 162.7
F03353 756 14.7 41.0 54.2 19.4 359 124.7 3.32 16.4 16.1 177.9
F03354 781 154 43.6 55.8 19.7 353 108.3 2.44 14.9 18.5 159.0
F03355 696 13.5 38.2 54.9 19.4 353 113.7 2.53 15.5 19.4 141.9
F03356 760 14.7 41.1 54.1 19.3 35.8 110.8 3.33 15.3 19.3 166.6
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 748 144 40.3 53.9 19.2 357 1143 2.93 159 18.1 157.6
S.D. 32 0.7 2.0 2.1 0.6 0.4 7.3 0.38 0.9 1.3 15.4
Significance NS NS NS NS NS NS NS NS NS NS *
Statistical method DU DU DU DU DU DU DU DU DU DU DU
Significantly different from the control group (*: p<0.05 by Dunnett's test). (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Study No. 502427

Appendix 22-3. (Continued) Individual hematological findings in female rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Female No. WBC LYMPH NEUT EO BASO MONO
10°/uL % % % % %

F03351 64.8 91.7 5.4 1.4 0.0 1.5
F03352 81.3 88.7 7.0 2.5 0.0 1.8
F03353 45.8 84.7 11.4 1.3 0.0 2.6
F03354 40.8 86.0 9.8 2.0 0.0 2.2
F03355 37.7 79.6 13.5 4.5 0.0 2.4
F03356 47.3 73.8 21.1 1.9 0.0 3.2
Number of females 6 6 6 6 6 6
Mean 53.0 84.1 114 2.3 0.0 2.3

S.D. 16.8 6.5 5.6 1.2 0.0 0.6
Significance NS NS NS NS NS NS
Statistical method DU STL DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.



Appendix 22-4. Individual hematological findings in female rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Female No. RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT APTT Fibrinogen
10%/uL g/dL % fL pg g/dL 10%/uL % sec. sec. mg/dL
F04451 789 15.3 41.8 53.0 19.4 36.6 114.2 3.96 14.9 19.9 207.8
F04452 752 14.1 39.1 52.0 18.8 36.1 149.3 3.20 15.5 18.9 166.6
F04453 722 13.9 39.7 55.0 19.3 35.0 119.3 3.63 16.2 14.5 189.1
F04454 829 15.0 42.5 513 18.1 353 117.2 3.16 15.6 18.9 179.4
F04455 772 14.5 39.9 51.7 18.8 36.3 121.8 2.19 16.3 17.9 201.8
F04456 769 14.6 41.2 53.6 19.0 35.4 111.3 2.66 16.5 16.1 187.4
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 772 14.6 40.7 52.8 18.9 35.8 122.2 3.13 15.8 17.7 188.7
S.D. 36 0.5 1.3 1.4 0.5 0.6 13.8 0.64 0.6 2.0 14.9
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Study No. 502427

Appendix 22-4. (Continued) Individual hematological findings in female rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Female No. WBC LYMPH NEUT EO BASO MONO
10°/uL % % % % %

F04451 38.7 59.9 31.5 0.8 0.0 7.8
F04452 53.5 90.1 43 2.6 0.0 3.0
F04453 41.8 71.1 23.6 1.0 0.0 43
F04454 37.0 68.6 26.8 2.2 0.0 2.4
F04455 447 64.0 29.7 2.0 0.0 43
F04456 49.9 80.0 16.0 1.0 0.0 3.0
Number of females 6 6 6 6 6 6
Mean 443 72.3 22.0 1.6 0.0 4.1

S.D. 6.4 11.1 10.2 0.8 0.0 2.0
Significance NS NS NS NS NS NS
Statistical method DU STL DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 23-1. Individual hematological findings in male rats on termination of recovery period

Control group

98¢

Male No. RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT APTT Fibrinogen
10%/uL g/dL % fL pg g/dL 10%/uL % sec. sec. mg/dL
MO01107 841 154 42.6 50.7 18.3 36.2 128.9 3.78 16.1 23.1 221.2
MO1108 885 14.9 414 46.8 16.8 36.0 135.2 3.03 16.7 24.5 205.4
MO01109 768 14.4 39.5 51.4 18.8 36.5 111.5 3.36 15.7 21.1 205.4
MO1110 771 14.8 413 53.6 19.2 35.8 112.6 3.53 15.7 22.8 2171
MO1111 872 15.6 42.8 49.1 17.9 36.4 114.4 3.31 18.8 26.2 223.4
MO1112 842 15.6 43.1 51.2 18.5 36.2 115.1 2.78 14.7 18.3 179.8
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 830 15.1 41.8 50.5 18.3 36.2 119.6 3.30 16.3 22.7 208.7
S.D. 50 0.5 1.3 2.3 0.8 0.3 9.9 0.36 1.4 2.7 16.1

(Continued)
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Study No. 502427

Appendix 23-1. (Continued) Individual hematological findings in male rats on termination of recovery period

Control group

Male No. WBC LYMPH NEUT EO BASO MONO
10°/uL % % % % %

MO01107 100.3 74.7 214 1.3 0.0 2.6
MO1108 71.1 78.5 17.8 0.7 0.0 3.0
MO01109 65.2 73.9 21.2 2.0 0.0 2.9
MO1110 64.8 83.3 11.6 1.4 0.0 3.7
MO1111 57.9 74.6 20.2 1.6 0.0 3.6
MO1112 90.8 80.2 14.5 1.1 0.0 4.2
Number of males 6 6 6 6 6 6
Mean 75.0 77.5 17.8 1.4 0.0 33
S.D. 16.7 3.8 4.0 0.4 0.0 0.6
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Appendix 23-2. Individual hematological findings in male rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Male No. RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT APTT Fibrinogen
10%/uL g/dL % fL pg g/dL 10%/uL % sec. sec. mg/dL
MO04407 885 15.9 432 48.8 18.0 36.8 111.2 2.85 15.0 24.7 215.0
MO04408 849 15.6 43.0 50.6 18.4 36.3 130.8 3.83 17.3 239 234.7
M04409 791 15.1 42.0 53.1 19.1 36.0 116.4 3.70 16.0 24.7 205.4
MO04410 829 15.1 41.6 50.2 18.2 36.3 131.0 3.15 21.0 27.6 215.0
M04411 761 14.2 39.6 52.0 18.7 359 119.8 4.89 244 349 213.0
MO04412 784 15.6 44.0 56.1 19.9 35.5 104.7 3.90 15.7 22.6 184.1
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 817 15.3 422 51.8 18.7 36.1 119.0 3.72 18.2 26.4 211.2
S.D. 46 0.6 1.6 2.6 0.7 0.4 10.5 0.71 3.7 4.5 16.4
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT TT TT TT
NS: Not significantly different from the control group. (Continued)

TT: Analysis by Student's t-test.
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Appendix 23-2. (Continued) Individual hematological findings in male rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Male No. WBC LYMPH NEUT EO BASO MONO
10°/uL % % % % %

M04407 56.0 84.5 11.0 1.3 0.0 32
M04408 67.3 81.4 14.6 1.3 0.0 2.7
M04409 95.4 78.1 15.3 1.6 0.1 4.9
M04410 49.1 79.6 15.3 1.8 0.0 33
MO04411 85.0 81.2 13.8 1.1 0.0 3.9
M04412 47.2 78.6 16.4 0.6 0.0 4.4
Number of males 6 6 6 6 6 6
Mean 66.7 80.6 14.4 1.3 0.0 3.7

S.D. 19.8 2.3 1.9 0.4 0.0 0.8
Significance NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT

68¢

NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
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Study No. 502427
Appendix 24-1. Individual hematological findings in female rats on termination of recovery period

Control group

Female No. RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT APTT Fibrinogen
10%/uL g/dL % fL pg g/dL 10%/uL % sec. sec. mg/dL
FO1157 735 14.4 40.3 54.8 19.6 35.7 1133 3.02 14.3 18.4 176.1
FO1158 794 14.3 39.5 49.7 18.0 36.2 117.5 2.65 14.7 16.1 184.7
FO1159 736 14.1 39.7 53.9 19.2 355 127.7 3.20 14.5 18.1 172.1
FO01160 715 13.4 37.1 51.9 18.7 36.1 126.5 2.90 14.0 17.9 169.5
FO1161 830 14.8 40.4 48.7 17.8 36.6 122.4 2.29 16.3 17.2 161.1
FO01162 784 14.6 40.3 51.4 18.6 36.2 110.8 2.82 14.7 17.3 172.1
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 766 14.3 39.6 51.7 18.7 36.1 119.7 2.81 14.8 17.5 172.6
S.D. 44 0.5 1.3 2.3 0.7 0.4 7.0 0.32 0.8 0.8 7.8
(Continued)
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Appendix 24-1. (Continued) Individual hematological findings in female rats on termination of recovery period

Control group

Female No. WBC LYMPH NEUT EO BASO MONO
10°/uL % % % % %

FO1157 46.7 80.1 17.1 1.5 0.0 1.3
FO1158 45.1 77.2 19.2 1.6 0.2 1.8
FO1159 39.6 69.4 26.6 1.5 0.0 2.5
FO1160 27.6 87.3 9.5 1.4 0.0 1.8
FO1161 25.1 84.5 11.5 1.6 0.0 2.4
FO1162 49.8 82.9 15.5 0.4 0.0 1.2
Number of females 6 6 6 6 6 6
Mean 39.0 80.2 16.6 1.3 0.0 1.8
S.D. 10.4 6.4 6.1 0.5 0.1 0.5




Appendix 24-2. Individual hematological findings in female rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Female No. RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT APTT Fibrinogen
10%/uL g/dL % fL pg g/dL 10%/uL % sec. sec. mg/dL
F04457 776 14.5 39.9 51.4 18.7 36.3 111.0 4.11 154 18.8 152.5
F04458 769 144 39.7 51.6 18.7 36.3 102.4 2.98 15.5 18.7 151.5
F04459 830 14.8 41.3 49.8 17.8 35.8 119.3 2.47 15.7 17.8 178.9
F04460 754 13.3 36.8 48.8 17.6 36.1 129.1 2.69 16.0 16.5 165.8
F04461 746 14.3 39.6 53.1 19.2 36.1 106.8 3.57 154 17.6 178.9
F04462 836 14.7 40.7 48.7 17.6 36.1 123.9 3.40 14.6 17.6 187.7
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 785 14.3 39.7 50.6 18.3 36.1 1154 3.20 154 17.8 169.2
S.D. 39 0.5 1.6 1.8 0.7 0.2 10.4 0.61 0.5 0.8 15.1
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT TT TT TT
NS: Not significantly different from the control group. (Continued)

TT: Analysis by Student's t-test.
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Study No. 502427
Appendix 24-2. (Continued) Individual hematological findings in female rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Female No. WBC LYMPH NEUT EO BASO MONO
10°/uL % % % % %

F04457 32.2 79.8 16.7 1.9 0.0 1.6
F04458 22.8 76.8 20.1 1.3 0.0 1.8
F04459 43.5 64.1 32.5 1.1 0.0 2.3
F04460 24.3 84.4 11.5 2.5 0.0 1.6
F04461 41.2 76.0 20.3 1.5 0.0 2.2
F04462 48.9 80.6 14.3 1.4 0.0 3.7
Number of females 6 6 6 6 6 6
Mean 35.5 77.0 19.2 1.6 0.0 2.2

S.D. 10.7 7.0 7.3 0.5 0.0 0.8
Significance NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT

NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.



¥6¢

Study No. 502427
Appendix 25-1. Individual blood chemical findings in male rats on termination of administration period

Control group

Male No. AST ALT ALP y-GTP Total protein Albumin A/G
IU/L IU/L IU/L IU/L g/dL g/dL
MO01101 73.1 28.2 374.9 0.88 5.56 2.94 1.12
MO01102 92.8 30.0 714.9 0.51 5.46 2.93 1.16
M01103 75.8 33.1 520.3 0.80 5.23 2.80 1.16
MO01104 95.5 28.3 565.6 0.69 5.46 2.83 1.08
MO01105 67.5 29.6 601.0 0.73 5.72 2.92 1.04
MO01106 78.6 28.2 557.7 0.71 5.68 2.94 1.07
Number of males 6 6 6 6 6 6 6
Mean 80.6 29.6 555.7 0.72 5.52 2.89 1.11
S.D. 11.2 1.9 110.9 0.12 0.18 0.06 0.05
(Continued)
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Study No. 502427
Appendix 25-1. (Continued) Individual blood chemical findings in male rats on termination of administration period

Control group

Male No. Total bilirubin ~ Urea nitrogen Creatinine Glucose Total cholesterol  Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
M01101 0.12 13.8 0.25 105.9 68.2 39.2
MO01102 0.11 15.6 0.24 132.2 62.2 32.1
M01103 0.11 14.9 0.22 128.4 47.4 29.5
MO01104 0.11 12.4 0.23 115.2 40.5 21.4
MO01105 0.12 12.5 0.19 119.9 53.0 41.8
MO01106 0.09 14.1 0.19 115.4 52.1 31.2
Number of males 6 6 6 6 6 6
Mean 0.11 13.9 0.22 119.5 53.9 32.5
S.D. 0.01 1.3 0.03 9.6 10.0 7.3

(Continued)



Study No. 502427
Appendix 25-1. (Continued) Individual blood chemical findings in male rats on termination of administration period

Control group

Male No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
MO1101 143.5 4.03 105.3 9.7 7.3
MO01102 141.0 4.07 101.4 9.3 8.7
MO01103 143.1 3.92 106.0 9.2 8.4
MO01104 144.0 4.53 105.7 9.2 7.9
MO1105 144.2 4.05 104.7 9.6 7.3
MO01106 143.8 3.98 106.3 9.7 7.7
Number of males 6 6 6 6 6
Mean 143.3 4.10 104.9 9.5 7.9
S.D. 1.2 0.22 1.8 0.2 0.6

967
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Appendix 25-2. Individual blood chemical findings in male rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Male No. AST ALT ALP y-GTP Total protein Albumin A/G
IU/L IU/L IU/L IU/L g/dL g/dL
M02201 83.9 24.4 483.2 0.60 5.59 2.85 1.04
M02202 68.4 26.9 435.7 0.69 5.55 2.90 1.10
M02203 77.2 26.0 604.6 1.30 5.35 2.75 1.06
M02204 89.8 29.9 622.6 0.75 5.29 2.82 1.14
M02205 73.9 23.6 748.3 0.69 5.21 2.78 1.14
M02206 70.3 24.3 761.6 0.71 5.46 2.93 1.16
Number of males 6 6 6 6 6 6 6
Mean 77.3 259 609.3 0.79 5.41 2.84 1.11
S.D. 8.2 2.3 133.2 0.25 0.15 0.07 0.05
Significance NS NS NS NS NS NS NS
Statistical method DU STL DU DU DU STL DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Appendix 25-2. (Continued) Individual blood chemical findings in male rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Male No. Total bilirubin ~ Urea nitrogen Creatinine Glucose Total cholesterol  Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
M02201 0.09 9.4 0.20 110.8 52.8 44.6
M02202 0.11 13.9 0.23 119.8 54.0 58.4
M02203 0.12 12.3 0.20 134.2 86.8 47.1
M02204 0.11 13.4 0.18 119.8 493 26.7
M02205 0.10 11.4 0.23 109.0 52.8 35.7
M02206 0.15 17.5 0.26 131.0 57.5 34.6
Number of males 6 6 6 6 6 6
Mean 0.11 13.0 0.22 120.8 58.9 41.2
S.D. 0.02 2.7 0.03 10.2 13.9 11.2
Significance NS NS NS NS NS NS
Statistical method STL DU DU DU DU STL

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.

(Continued)
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Appendix 25-2. (Continued) Individual blood chemical findings in male rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Male No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
M02201 143.5 3.90 104.6 9.2 7.5
M02202 143.5 3.82 103.8 9.9 7.7
M02203 142.3 3.62 104.8 9.4 7.8
M02204 143.9 4.36 104.6 9.3 8.6
M02205 145.6 4.29 106.5 9.2 8.5
M02206 143.4 4.04 102.8 9.8 8.8
Number of males 6 6 6 6 6
Mean 143.7 4.01 104.5 9.5 8.2
S.D. 1.1 0.28 1.2 0.3 0.5
Significance NS NS NS NS NS
Statistical method STL DU DU DU DU

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Appendix 25-3. Individual blood chemical findings in male rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Male No. AST ALT ALP y-GTP Total protein Albumin A/G
IU/L IU/L IU/L IU/L g/dL g/dL
M03301 80.8 21.7 627.8 0.81 5.43 2.77 1.04
M03302 84.3 33.1 540.9 0.61 5.45 2.71 0.99
M03303 81.5 31.6 805.8 0.58 5.28 2.94 1.26
M03304 98.8 26.4 466.2 0.77 5.25 2.92 1.25
M03305 95.8 394 557.7 0.84 5.60 2.98 1.14
M03306 68.9 26.1 759.8 0.74 5.67 2.99 1.12
Number of males 6 6 6 6 6 6 6
Mean 85.0 29.7 626.4 0.73 5.45 2.89 1.13
S.D. 10.9 6.3 132.4 0.11 0.17 0.12 0.11
Significance NS NS NS NS NS NS NS
Statistical method DU STL DU DU DU STL DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Appendix 25-3. (Continued) Individual blood chemical findings in male rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Male No. Total bilirubin ~ Urea nitrogen Creatinine Glucose Total cholesterol  Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
M03301 0.11 19.1 0.25 127.3 67.6 447
M03302 0.11 16.2 0.28 119.9 66.0 50.0
M03303 0.11 15.0 0.20 114.1 473 30.4
M03304 0.11 13.4 0.22 104.7 55.7 77.9
M03305 0.11 17.3 0.23 136.8 53.3 69.6
M03306 0.09 17.8 0.21 127.0 51.5 23.4
Number of males 6 6 6 6 6 6
Mean 0.11 16.5 0.23 121.6 56.9 49.3
S.D. 0.01 2.1 0.03 11.3 8.2 21.4
Significance NS NS NS NS NS NS
Statistical method STL DU DU DU DU STL

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.

(Continued)



(4113

Appendix 25-3. (Continued) Individual blood chemical findings in male rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Male No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
MO03301 141.6 4.50 103.6 9.4 8.1
M03302 142.9 431 105.2 9.4 7.6
M03303 142.4 4.37 104.0 9.3 8.0
M03304 144.3 4.53 104.2 8.9 8.6
MO03305 145.8 4.15 106.9 9.5 9.2
MO03306 143.1 4.27 104.8 9.0 8.3
Number of males 6 6 6 6 6
Mean 143.4 4.36 104.8 9.3 83
S.D. 1.5 0.14 1.2 0.2 0.6
Significance NS NS NS NS NS
Statistical method STL DU DU DU DU

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Appendix 25-4. Individual blood chemical findings in male rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Male No. AST ALT ALP y-GTP Total protein Albumin A/G
IU/L IU/L IU/L IU/L g/dL g/dL
M04401 91.5 29.2 613.4 0.82 5.49 3.06 1.26
M04402 66.0 29.1 489.7 1.10 5.18 2.84 1.22
M04403 110.0 62.4 820.0 0.96 5.18 2.83 1.20
M04404 100.1 32.3 867.8 1.28 5.15 297 1.36
M04405 80.0 31.2 685.9 1.10 5.76 3.25 1.29
M04406 87.6 30.6 615.3 0.90 5.93 3.38 1.33
Number of males 6 6 6 6 6 6 6
Mean 89.2 35.8 682.0 1.03 5.45 3.06 1.28
S.D. 15.4 13.1 141.2 0.17 0.34 0.22 0.06
Significance NS NS NS * NS NS **
Statistical method DU STL DU DU DU STL DU
Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test). (Continued)

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 25-4. (Continued) Individual blood chemical findings in male rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Male No. Total bilirubin ~ Urea nitrogen Creatinine Glucose Total cholesterol  Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
M04401 0.17 29.6 a) 0.20 139.2 36.6 74.8
M04402 0.10 249 a) 0.23 128.5 452 30.4
M04403 0.21 25.2 a) 0.22 116.2 51.5 208.6 a)
M04404 0.17 25.5 a) 0.24 100.8 64.3 163.6 a)
MO04405 0.12 24.4 a) 0.20 117.9 33.9 101.6 a)
M04406 0.12 27.5 a) 0.21 98.2 42.0 135.0 a)
Number of males 6 6 6 6 6 6
Mean 0.15 26.2 0.22 116.8 45.6 119.0
S.D. 0.04 2.0 0.02 15.8 11.1 63.8
Significance NS ** NS NS NS NS
Statistical method STL DU DU DU DU STL

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

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.

a): Obtained in the scheduled measurement (1st measurement); the value, which is abnormally higher than that in other animals,
was confirmed to be correct in the 2nd measurement.

(Continued)
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Appendix 25-4. (Continued) Individual blood chemical findings in male rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Male No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
M04401 140.4 4.06 101.0 9.3 8.7
M04402 141.3 4.40 106.0 8.8 8.9
M04403 134.0 4.26 97.7 8.9 8.6
M04404 138.1 4.29 99.2 8.8 9.6
M04405 145.1 4.18 104.6 9.5 9.1
M04406 143.7 4.55 105.3 9.9 9.2
Number of males 6 6 6 6 6
Mean 140.4 4.29 102.3 9.2 9.0
S.D. 4.0 0.17 3.5 0.4 0.4
Significance NS NS NS NS **
Statistical method STL DU DU DU DU

Significantly different from the control group (**: p<0.01 by Dunnett's test).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Appendix 26-1. Individual blood chemical findings in female rats on termination of administration period

Control group

90¢

Female No. AST ALT ALP y-GTP Total protein Albumin A/G
IU/L IU/L IU/L IU/L g/dL g/dL
F01151 72.5 22.0 3443 1.05 5.46 3.23 1.45
F01152 64.7 257 387.8 1.10 5.17 2.95 1.33
F01153 72.7 235 277.8 1.02 5.16 2.92 1.30
F01154 76.0 16.5 530.8 0.69 5.70 3.33 1.41
F01155 111.7 247 232.0 1.00 5.61 3.35 1.48
F01156 73.3 22.6 468.5 0.95 5.97 3.44 1.36
Number of females 6 6 6 6 6 6 6
Mean 78.5 22.5 373.5 0.97 5.51 3.20 1.39
S.D. 16.7 3.2 113.1 0.15 0.32 0.22 0.07
(Continued)
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Study No. 502427
Appendix 26-1. (Continued) Individual blood chemical findings in female rats on termination of administration period

Control group

Female No. Total bilirubin ~ Urea nitrogen Creatinine Glucose Total cholesterol  Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
FO1151 0.13 14.7 0.26 127.5 58.2 13.5
FO1152 0.11 13.6 0.28 117.2 58.7 47.1
FO1153 0.11 14.6 0.26 1343 59.1 26.7
FO1154 0.13 9.9 0.20 115.2 67.9 17.7
FO1155 0.09 11.5 0.23 119.4 58.3 36.3
FO1156 0.13 15.8 0.20 129.8 69.0 29.2
Number of females 6 6 6 6 6 6
Mean 0.12 134 0.24 1239 61.9 28.4
S.D. 0.02 22 0.03 7.7 5.1 12.3

(Continued)
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Study No. 502427
Appendix 26-1. (Continued) Individual blood chemical findings in female rats on termination of administration period

Control group

Female No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
FO1151 141.3 3.84 103.9 9.8 6.9
FO1152 142.4 3.82 105.0 9.4 6.4
FO1153 140.6 3.86 105.3 9.9 6.6
FO1154 146.2 3.90 108.3 9.6 6.5
FO1155 143.6 435 107.8 9.1 7.2
FO1156 144.0 4.08 106.7 10.2 6.4
Number of females 6 6 6 6 6
Mean 143.0 3.98 106.2 9.7 6.7
S.D. 2.0 0.21 1.7 0.4 0.3
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Appendix 26-2. Individual blood chemical findings in female rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Female No. AST ALT ALP y-GTP Total protein Albumin A/G
IU/L IU/L IU/L IU/L g/dL g/dL
F02251 89.5 249 403.0 0.81 5.79 3.32 1.35
F02252 74.8 23.4 436.4 0.75 5.22 2.88 1.23
F02253 67.9 20.4 320.5 0.96 5.22 3.01 1.36
F02254 83.0 21.9 370.6 1.18 5.22 2.86 1.21
F02255 99.7 31.7 343.7 0.83 491 2.73 1.25
F02256 102.4 29.4 286.6 1.05 5.08 2.88 1.30
Number of females 6 6 6 6 6 6 6
Mean 86.2 253 360.1 0.93 5.24 2.95 1.28
S.D. 13.6 44 54.8 0.16 0.30 0.20 0.06
Significance NS NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Appendix 26-2. (Continued) Individual blood chemical findings in female rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Female No. Total bilirubin ~ Urea nitrogen Creatinine Glucose Total cholesterol  Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
F02251 0.12 12.5 0.28 127.8 81.1 35.1
F02252 0.12 13.6 0.21 116.8 82.8 253
F02253 0.11 13.0 0.26 126.0 60.9 259
F02254 0.11 18.0 0.27 106.7 47.6 23.6
F02255 0.13 17.4 0.27 104.8 445 18.0
F02256 0.12 17.2 0.24 113.5 79.7 9.8
Number of females 6 6 6 6 6 6
Mean 0.12 153 0.26 1159 66.1 23.0
S.D. 0.01 2.5 0.03 9.6 17.5 8.5
Significance NS NS NS NS NS NS
Statistical method DU STL DU DU DU DU

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.

(Continued)
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Appendix 26-2. (Continued) Individual blood chemical findings in female rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Female No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
F02251 141.9 4.22 106.8 9.8 6.8
F02252 142.4 4.13 106.8 9.3 7.5
F02253 143.0 4.14 105.4 9.3 6.9
F02254 142.9 4.53 105.8 9.6 7.7
F02255 142.9 4.48 107.7 9.3 7.6
F02256 142.7 4.54 106.8 9.2 7.6
Number of females 6 6 6 6 6
Mean 142.6 4.34 106.6 9.4 7.4
S.D. 0.4 0.20 0.8 0.2 0.4
Significance NS * NS NS NS
Statistical method STL DU STL DU DU

Significantly different from the control group (*: p<0.05 by Dunnett's test).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Appendix 26-3. Individual blood chemical findings in female rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Female No. AST ALT ALP y-GTP Total protein Albumin A/G
IU/L IU/L IU/L IU/L g/dL g/dL
F03351 79.1 21.7 367.8 0.95 5.68 3.33 1.42
F03352 82.1 28.5 267.2 0.97 5.67 3.19 1.28
F03353 88.0 26.6 400.4 0.93 5.55 3.10 1.27
F03354 92.5 18.5 310.2 0.62 5.79 3.57 1.60
F03355 87.4 24.1 250.1 0.80 5.74 3.43 1.48
F03356 63.9 20.8 331.2 0.88 6.08 3.54 1.40
Number of females 6 6 6 6 6 6 6
Mean 82.2 23.4 321.2 0.86 5.75 3.36 1.41
S.D. 10.1 3.8 57.7 0.13 0.18 0.19 0.12
Significance NS NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Study No. 502427
Appendix 26-3. (Continued) Individual blood chemical findings in female rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Female No. Total bilirubin ~ Urea nitrogen Creatinine Glucose Total cholesterol  Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
F03351 0.12 17.7 0.27 120.1 26.9 14.4
F03352 0.12 16.8 0.22 130.4 40.9 14.3
F03353 0.13 16.9 0.25 103.8 70.9 28.8
F03354 0.09 19.5 0.23 138.0 62.9 38.2
F03355 0.14 17.5 0.26 110.5 448 19.1
F03356 0.14 13.8 0.22 105.7 52.5 22.1
Number of females 6 6 6 6 6 6
Mean 0.12 17.0 0.24 118.1 49.8 22.8
S.D. 0.02 1.9 0.02 13.9 15.8 9.3
Significance NS # NS NS NS NS
Statistical method DU STL DU DU DU DU
Significantly different from the control group (#: p<0.05 by Steel's test). (Continued)

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 26-3. (Continued) Individual blood chemical findings in female rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Female No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
F03351 141.9 4.10 108.6 9.6 7.4
F03352 143.4 4.48 108.9 9.4 6.7
F03353 142.7 3.99 106.7 9.4 7.4
F03354 143.8 4.34 107.8 9.4 7.9
F03355 143.2 4.64 109.3 9.5 7.5
F03356 141.7 4.40 107.8 9.6 7.2
Number of females 6 6 6 6 6
Mean 142.8 433 108.2 9.5 7.4
S.D. 0.8 0.24 0.9 0.1 0.4
Significance NS NS NS NS NS
Statistical method STL DU STL DU DU

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Appendix 26-4. Individual blood chemical findings in female rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Female No. AST ALT ALP y-GTP Total protein Albumin A/G
IU/L IU/L IU/L IU/L g/dL g/dL
F04451 74.8 26.8 1465.9 a) 1.08 5.87 3.50 1.48
F04452 76.6 25.1 3343 1.25 5.12 2.87 1.27
F04453 81.4 232 1209.7 a) 1.29 5.69 3.40 1.48
F04454 71.3 26.4 587.7 1.32 5.71 3.29 1.36
F04455 86.7 25.8 892.9 1.42 5.40 3.08 1.33
F04456 61.5 23.8 793.7 1.37 5.70 3.43 1.51
Number of females 6 6 6 6 6 6 6
Mean 75.4 25.2 880.7 1.29 5.58 3.26 1.41
S.D. 8.7 1.4 410.6 0.12 0.27 0.24 0.10
Significance NS NS NS ** NS NS NS
Statistical method DU DU STL DU DU DU DU
Significantly different from the control group (**: p<0.01 by Dunnett's test). (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.

a): Obtained in the scheduled measurement (1st measurement); the value, which is abnormally higher than that in other animals,
was confirmed to be correct in the 2nd measurement.
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Appendix 26-4. (Continued) Individual blood chemical findings in female rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Female No. Total bilirubin ~ Urea nitrogen Creatinine Glucose Total cholesterol  Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
F04451 0.18 26.3 a) 0.20 91.8 67.8 56.0
F04452 0.13 13.2 0.25 95.9 353 19.5
F04453 0.13 20.6 a) 0.24 101.8 56.9 343
F04454 0.11 14.9 0.19 135.2 53.6 36.9
F04455 0.13 27.2 a) 0.20 117.2 49.0 34.6
F04456 0.11 15.8 0.19 127.7 70.5 53.4
Number of females 6 6 6 6 6 6
Mean 0.13 19.7 0.21 111.6 55.5 39.1
S.D. 0.03 6.0 0.03 17.8 12.9 13.6
Significance NS NS NS NS NS NS
Statistical method DU STL DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.

a): Obtained in the scheduled measurement (1st measurement); the value, which is abnormally higher than that in other animals,
was confirmed to be correct in the 2nd measurement.

(Continued)
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Appendix 26-4. (Continued) Individual blood chemical findings in female rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Female No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
F04451 141.1 3.75 100.0 9.7 8.8
F04452 143.5 4.57 104.9 8.8 8.2
F04453 139.3 431 104.8 9.3 7.6
F04454 144.7 4.26 108.2 9.5 8.5
F04455 142.6 4.57 107.2 8.9 9.8
F04456 144.5 4.35 107.4 9.4 9.5
Number of females 6 6 6 6 6
Mean 142.6 4.30 105.4 9.3 8.7
S.D. 2.1 0.30 3.0 0.4 0.8
Significance NS NS NS NS *x
Statistical method STL DU STL DU DU

Significantly different from the control group (**: p<0.01 by Dunnett's test).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Study No. 502427
Appendix 27-1. Individual blood chemical findings in male rats on termination of recovery period

Control group

Male No. AST ALT ALP y-GTP Total protein Albumin A/G
IU/L IU/L IU/L IU/L g/dL g/dL
MO01107 77.1 225 522.0 0.15 5.67 2.95 1.08
M01108 101.7 243 448.6 0.90 5.97 2.96 0.98
MO01109 89.3 29.5 410.6 0.88 5.90 2.87 0.95
MO1110 95.5 27.9 450.9 0.70 5.45 2.80 1.06
MO1111 79.1 25.8 321.6 0.71 5.72 2.92 1.05
MO1112 108.3 25.3 495.9 0.61 5.52 2.72 0.97
Number of males 6 6 6 6 6 6 6
Mean 91.8 259 441.6 0.66 5.71 2.87 1.02
S.D. 12.4 2.5 70.6 0.27 0.20 0.09 0.05
(Continued)
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Study No. 502427
Appendix 27-1. (Continued) Individual blood chemical findings in male rats on termination of recovery period

Control group

Male No. Total bilirubin ~ Urea nitrogen Creatinine Glucose Total cholesterol  Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
MO01107 0.10 14.4 0.24 107.4 37.8 334
M01108 0.09 15.7 0.23 138.5 33.8 21.9
MO01109 0.09 15.2 0.23 120.5 66.6 41.4
MO1110 0.12 15.6 0.26 110.6 62.5 56.4
MO1111 0.14 17.6 0.24 106.4 54.7 53.6
MO1112 0.14 16.6 0.25 94.1 52.3 50.0
Number of males 6 6 6 6 6 6
Mean 0.11 15.9 0.24 112.9 51.3 42.8
S.D. 0.02 1.1 0.01 15.1 13.1 13.3

(Continued)
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Appendix 27-1. (Continued) Individual blood chemical findings in male rats on termination of recovery period

Control group

Male No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
MO01107 143.6 4.48 103.3 9.3 7.9
MO1108 144.1 4.62 103.8 9.6 7.9
MO01109 145.0 4.27 104.6 9.3 7.1
MO1110 143.8 443 103.6 9.1 83
MO1111 143.0 4.48 102.7 9.7 8.0
MO1112 144.1 4.57 103.5 9.4 8.2
Number of males 6 6 6 6 6
Mean 143.9 4.48 103.6 9.4 7.9
S.D. 0.7 0.12 0.6 0.2 0.4

Study No. 502427
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Appendix 27-2. Individual blood chemical findings in male rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Male No. AST ALT ALP y-GTP Total protein Albumin A/G
IU/L IU/L IU/L IU/L g/dL g/dL
M04407 75.0 259 445.0 1.01 6.12 3.13 1.05
M04408 92.8 28.6 395.8 0.71 5.83 3.16 1.18
M04409 85.0 29.9 483.7 1.09 5.72 2.92 1.04
M04410 85.1 247 456.9 0.77 5.74 2.96 1.06
M04411 93.9 29.9 408.3 0.74 5.77 2.86 0.98
M04412 82.5 23.2 396.6 0.86 5.74 2.98 1.08
Number of males 6 6 6 6 6 6 6
Mean 85.7 27.0 431.1 0.86 5.82 3.00 1.07
S.D. 7.0 2.8 36.3 0.16 0.15 0.12 0.07
Significance NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT
NS: Not significantly different from the control group. (Continued)

TT: Analysis by Student's t-test.
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Study No. 502427
Appendix 27-2. (Continued) Individual blood chemical findings in male rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Male No. Total bilirubin ~ Urea nitrogen Creatinine Glucose Total cholesterol  Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
M04407 0.14 15.7 0.22 148.6 73.9 41.5
M04408 0.14 11.5 0.24 112.0 62.8 93.4
M04409 0.14 15.0 0.22 115.5 73.4 41.0
M04410 0.11 13.7 0.24 109.6 52.9 53.7
M04411 0.13 17.9 0.26 108.9 78.0 89.5
M04412 0.12 13.8 0.23 116.5 88.0 70.2
Number of males 6 6 6 6 6 6
Mean 0.13 14.6 0.24 118.5 71.5 64.9
S.D. 0.01 2.2 0.02 15.1 12.2 23.2
Significance NS NS NS NS + NS
Statistical method TT TT TT TT TT TT
Significantly different from the control group (f: p<0.05 by Student's t-test). (Continued)

NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.



1743

Appendix 27-2. (Continued) Individual blood chemical findings in male rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Male No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
M04407 142.6 4.28 102.4 9.7 8.0
M04408 144.9 4.24 103.8 9.7 7.9
M04409 145.6 431 104.1 9.4 83
M04410 144.9 441 103.9 9.5 8.2
M04411 145.9 4.34 104.8 9.7 7.9
M04412 146.5 4.21 105.3 10.0 7.8
Number of males 6 6 6 6 6
Mean 145.1 4.30 104.1 9.7 8.0
S.D. 1.4 0.07 1.0 0.2 0.2
Significance NS + NS NS NS
Statistical method TT TT TT TT TT

Significantly different from the control group (f: p<0.05 by Student's t-test).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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Study No. 502427
Appendix 28-1. Individual blood chemical findings in female rats on termination of recovery period

Control group

Female No. AST ALT ALP y-GTP Total protein Albumin A/G
IU/L IU/L IU/L IU/L g/dL g/dL
F01157 92.0 235 316.9 0.88 5.81 3.21 1.24
F01158 72.8 22.7 312.7 0.79 5.97 3.24 1.18
F01159 58.8 242 287.9 1.01 6.34 3.44 1.19
F01160 74.9 22.7 2527 0.83 6.02 3.46 1.35
Fol161 76.7 20.5 376.2 1.28 5.70 3.11 1.20
F01162 112.8 19.8 2443 1.48 6.08 3.29 1.18
Number of females 6 6 6 6 6 6 6
Mean 81.3 222 298.5 1.05 5.99 3.29 1.22
S.D. 18.7 1.7 48.4 0.28 0.22 0.14 0.07
(Continued)



Study No. 502427
Appendix 28-1. (Continued) Individual blood chemical findings in female rats on termination of recovery period

Control group

Female No. Total bilirubin ~ Urea nitrogen Creatinine Glucose Total cholesterol  Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
FO1157 0.18 13.2 0.24 111.7 62.5 16.4
FO1158 0.14 15.7 0.27 111.6 76.3 21.2
FO1159 0.15 19.1 0.31 128.9 77.7 17.0
FO1160 0.15 16.2 0.26 107.3 80.5 9.2
FO1161 0.12 19.0 0.26 124.3 57.6 22.8
FO1162 0.13 18.6 0.31 103.9 73.8 10.5
Number of females 6 6 6 6 6 6
Mean 0.15 17.0 0.28 114.6 71.4 16.2
S.D. 0.02 2.4 0.03 9.8 9.2 5.5

Y43

(Continued)
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Appendix 28-1. (Continued) Individual blood chemical findings in female rats on termination of recovery period

Control group

Female No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
FO1157 143.6 4.02 106.9 9.6 7.2
FO1158 143.4 4.42 106.0 9.5 8.2
FO1159 142.3 4.02 104.7 9.5 6.9
FO1160 142.3 4.49 105.7 9.6 8.1
FO1161 142.9 4.54 104.9 9.5 8.2
FO1162 143.7 3.96 106.6 9.4 8.1
Number of females 6 6 6 6 6
Mean 143.0 4.24 105.8 9.5 7.8
S.D. 0.6 0.27 0.9 0.1 0.6

Study No. 502427
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Appendix 28-2. Individual blood chemical findings in female rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Female No. AST ALT ALP y-GTP Total protein Albumin A/G
IU/L IU/L IU/L IU/L g/dL g/dL
F04457 77.3 21.4 173.3 0.88 5.95 3.33 1.27
F04458 69.5 18.4 176.2 0.97 6.60 3.81 1.36
F04459 74.8 27.0 220.3 0.92 5.46 2.78 1.04
F04460 72.7 229 268.6 1.36 5.39 2.89 1.16
F04461 72.0 18.9 302.6 0.99 5.49 2.96 1.17
F04462 158.4 a) 81.6 266.3 1.06 6.60 3.68 1.26
Number of females 6 6 6 6 6 6 6
Mean 87.5 31.7 234.6 1.03 5.92 3.24 1.21
S.D. 34.9 24.6 53.2 0.17 0.57 0.43 0.11
Significance NS NS NS NS NS NS NS
Statistical method TT AW TT TT TT AW TT
NS: Not significantly different from the control group. (Continued)

TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test.

a): Obtained in the scheduled measurement (1st measurement); the value, which is abnormally higher than that in other animals,
was confirmed to be correct in the 2nd measurement.
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Study No. 502427
Appendix 28-2. (Continued) Individual blood chemical findings in female rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Female No. Total bilirubin ~ Urea nitrogen Creatinine Glucose Total cholesterol  Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
F04457 0.12 17.2 0.24 97.2 67.3 12.6
F04458 0.12 17.1 0.22 117.2 78.2 17.3
F04459 0.13 18.9 0.25 113.0 55.2 18.3
F04460 0.13 20.0 a) 0.27 102.4 87.2 222
F04461 0.14 21.4 a) 0.29 113.1 72.2 21.5
F04462 0.14 19.2 0.26 100.7 70.3 8.5
Number of females 6 6 6 6 6 6
Mean 0.13 19.0 0.26 107.3 71.7 16.7
S.D. 0.01 1.7 0.02 8.2 10.7 5.3
Significance NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT
NS: Not significantly different from the control group. (Continued)

TT: Analysis by Student's t-test.
a): Obtained in the scheduled measurement (1st measurement); the value, which is abnormally higher than that in other animals,
was confirmed to be correct in the 2nd measurement.
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Appendix 28-2. (Continued) Individual blood chemical findings in female rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Female No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
F04457 143.9 4.12 106.6 9.6 6.8
F04458 143.8 3.91 106.5 9.8 6.5
F04459 144.2 435 106.6 9.4 7.9
F04460 144.7 433 105.7 9.3 8.1
F04461 142.8 3.91 104.5 9.6 7.8
F04462 143.4 4.29 105.7 10.0 7.3
Number of females 6 6 6 6 6
Mean 143.8 4.15 105.9 9.6 7.4
S.D. 0.7 0.20 0.8 0.3 0.6
Significance NS NS NS NS NS
Statistical method TT TT TT AW TT

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test.
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Appendix 29-1. Individual necropsy findings in male rats on termination of administration period

Study No. 502427

Control group

Male No. Findings

MO1101 All organs and tissues Normal
MO01102 All organs and tissues Normal
MO01103 All organs and tissues Normal
MO01104 All organs and tissues Normal
MO1105 All organs and tissues Normal
MO01106 All organs and tissues Normal
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Appendix 29-2. Individual necropsy findings in male rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Male No. Findings

M02201 All organs and tissues Normal

MO02202 All organs and tissues Normal

M02203 All organs and tissues Normal

MO02204 All organs and tissues Normal

M02205 Kidney Dilatation, right pelvis
Other organs and tissues Normal

M02206 All organs and tissues

Normal
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Study No. 502427
Appendix 29-3. Individual necropsy findings in male rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Male No. Findings
M03301 Liver Discoloration
Other organs and tissues Normal
M03302 All organs and tissues Normal
MO03303 All organs and tissues Normal
M03304 All organs and tissues Normal
MO03305 All organs and tissues Normal
MO03306 All organs and tissues Normal
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1,4-dichlorobutane group at 300 mg/kg

Appendix 29-4. Individual necropsy findings in male rats on termination of administration period

Study No. 502427

Male No. Findings
M04401 Liver Discoloration
Other organs and tissues Normal
M04402 Liver Discoloration
Other organs and tissues Normal
M04403 Liver Discoloration
Other organs and tissues Normal
M04404 Liver Discoloration
Other organs and tissues Normal
M04405 Liver Discoloration
Other organs and tissues Normal
M04406 Liver Discoloration
Other organs and tissues Normal
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Appendix 30-1. Individual necropsy findings in female rats on termination of administration period

Control group

Study No. 502427

Female No. Findings
FO1151 All organs and tissues Normal
FO1152 All organs and tissues Normal
F01153 All organs and tissues Normal
FO1154 All organs and tissues Normal
FO1155 All organs and tissues Normal
F01156 All organs and tissues Normal
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Appendix 30-2. Individual necropsy findings in female rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Female No. Findings
F02251 All organs and tissues Normal
F02252 All organs and tissues Normal
F02253 All organs and tissues Normal
F02254 All organs and tissues Normal
F02255 All organs and tissues Normal
F02256 All organs and tissues Normal
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Appendix 30-3. Individual necropsy findings in female rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Female No. Findings

F03351 Liver Discoloration
Other organs and tissues Normal

F03352 Liver Discoloration
Other organs and tissues Normal

F03353 Liver Discoloration
Other organs and tissues Normal

F03354 Liver Discoloration
Other organs and tissues Normal

F03355 All organs and tissues Normal

F03356 All organs and tissues Normal
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Appendix 30-4. Individual necropsy findings in female rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Female No. Findings

F04451 Liver Discoloration
Other organs and tissues Normal

F04452 Liver Discoloration
Other organs and tissues Normal

F04453 Liver Discoloration
Other organs and tissues Normal

F04454 Liver Discoloration
Other organs and tissues Normal

F04455 Liver Discoloration
Other organs and tissues Normal

F04456 Liver Discoloration
Other organs and tissues Normal
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Appendix 31-1. Individual necropsy findings in male rats on termination of recovery period

Control group

Study No. 502427

Male No. Findings

MO01107 All organs and tissues Normal
MO01108 All organs and tissues Normal
MO01109 All organs and tissues Normal
MO1110 All organs and tissues Normal
MO1111 All organs and tissues Normal
MO1112 All organs and tissues Normal
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Appendix 31-2. Individual necropsy findings in male rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Male No. Findings

M04407 All organs and tissues Normal
M04408 All organs and tissues Normal
M04409 All organs and tissues Normal
MO04410 All organs and tissues Normal
M04411 All organs and tissues Normal
M04412 All organs and tissues Normal
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Appendix 32-1. Individual necropsy findings in female rats on termination of recovery period

Control group

Study No. 502427

Female No. Findings
FO01157 All organs and tissues Normal
FO1158 All organs and tissues Normal
FO01159 All organs and tissues Normal
F01160 All organs and tissues Normal
FO1161 All organs and tissues Normal
F01162 All organs and tissues Normal
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Appendix 32-2. Individual necropsy findings in female rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Female No. Findings
F04457 All organs and tissues Normal
F04458 All organs and tissues Normal
F04459 All organs and tissues Normal
F04460 All organs and tissues Normal
F04461 All organs and tissues Normal
F04462 All organs and tissues Normal
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Study No. 502427
Appendix 33-1. Individual organ weights of male rats on termination of administration period

Control group

Male No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (g) (g) (g%) (mg) (mgh) (mg) (mgdh) (mg) (mgh) (mg) (mg%) (g (8%) (g) (8%) (mg) (mg%)
MO1101 336 2.12 0.63 13.0 3.9 568 169 24.0 7.1 402 120 1.20 0.36  10.73 3.19 917 273
MO01102 387 2.01 0.52 17.5 4.5 653 169 24.0 6.2 628 162 1.48 038 12.33 3.19 791 204
MO01103 335 1.88 0.56 13.8 4.1 643 192 18.0 5.4 370 110 1.28 0.38 9.86 2.94 623 186
MO1104 343 2.12 0.62 11.9 3.5 592 173 27.7 8.1 399 116 1.47 0.43 9.65 2.81 639 186
MO01105 372 2.03 0.55 12.6 3.4 706 190 243 6.5 352 95 1.32 035 1322 3.55 602 162
MO01106 367 2.06 0.56 13.7 3.7 502 137 33.0 9.0 679 185 1.27 035 1148 3.13 691 188
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 357 2.04 0.57 13.8 3.9 611 172 25.2 7.1 472 131 1.34 038 11.21 3.14 711 200
S.D. 22 0.09 0.04 2.0 0.4 72 20 5.0 1.3 143 35 0.11 0.03 1.40 0.25 122 38

(Continued)



Study No. 502427
Appendix 33-1. (Continued) Individual organ weights of male rats on termination of administration period

Control group

Male No. Kidneys Adrenals Testes Epididymides
(g) (g%) (mg) (mg%) (g) (8%) (mg) (mg%)

MO01101 2.60 0.77 54.1 16.1 2.98 0.89 873 260
MO01102 2.78 0.72 71.2 18.4 3.13 0.81 776 201
MO01103 2.64 0.79 51.3 153 3.45 1.03 922 275
MO01104 2.66 0.78 55.6 16.2 3.10 0.90 867 253
MO1105 2.96 0.80 66.3 17.8 2.73 0.73 780 210
MO01106 2.81 0.77 46.9 12.8 2.62 0.71 768 209
Number of males 6 6 6 6 6 6 6 6
Mean 2.74 0.77 57.6 16.1 3.00 0.85 831 235
S.D. 0.13 0.03 9.3 2.0 0.30 0.12 65 32

1343
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Study No. 502427
Appendix 33-2. Individual organ weights of male rats on termination of administration period
1,4-dichlorobutane group at 12 mg/kg
Male No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (g) (g) (g%) (mg) (mgh) (mg) (mgdh) (mg) (mgh) (mg) (mg%) (g (8%) (g) (8%) (mg) (mg%)
M02201 376 2.13 0.57 14.9 4.0 641 170 30.4 8.1 486 129 1.39 0.37  12.60 3.35 714 190
M02202 365 1.97 0.54 12.8 35 646 177 20.8 5.7 555 152 1.38 0.38  12.36 3.39 776 213
M02203 314 2.13 0.68 13.6 43 557 177 20.8 6.6 490 156 1.28 0.41 10.03 3.19 493 157
M02204 365 2.02 0.55 14.3 3.9 596 163 17.2 4.7 562 154 1.41 039 1235 3.38 730 200
M02205 382 2.01 0.53 16.6 43 532 139 15.1 4.0 546 143 1.24 032 11.73 3.07 732 192
M02206 375 1.95 0.52 14.4 3.8 595 159 21.6 5.8 514 137 1.31 035 12.20 3.25 595 159
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 363 2.04 0.57 14.4 4.0 595 164 21.0 5.8 526 145 1.34 037 11.88 3.27 673 185
S.D. 25 0.08 0.06 1.3 0.3 45 14 5.3 1.4 33 11 0.07 0.03 0.95 0.13 107 23
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU STL DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 33-2. (Continued) Individual organ weights of male rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Male No. Kidneys Adrenals Testes Epididymides
(g) (g%) (mg) (mg%) (g) (8%) (mg) (mg%)

M02201 2.77 0.74 76.4 20.3 3.18 0.85 838 223
M02202 2.85 0.78 74.5 20.4 3.21 0.88 926 254
M02203 2.53 0.81 51.9 16.5 2.93 0.93 815 260
M02204 2.93 0.80 59.2 16.2 3.49 0.96 845 232
M02205 3.01 0.79 432 11.3 3.15 0.82 929 243
M02206 2.60 0.69 65.2 17.4 2.93 0.78 890 237
Number of males 6 6 6 6 6 6 6 6
Mean 2.78 0.77 61.7 17.0 3.15 0.87 874 242
S.D. 0.19 0.05 12.9 3.3 0.21 0.07 48 14
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Study No. 502427
Appendix 33-3. Individual organ weights of male rats on termination of administration period
1,4-dichlorobutane group at 60 mg/kg
Male No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (g) (g) (g%) (mg) (mgh) (mg) (mgdh) (mg) (mgh) (mg) (mg%) (g (8%) (g) (8%) (mg) (mg%)
M03301 393 2.03 0.52 13.0 33 577 147 20.3 52 637 162 1.51 038  13.27 3.38 716 182
M03302 357 2.03 0.57 13.1 3.7 612 171 325 9.1 418 117 1.42 0.40 11.86 3.32 650 182
M03303 386 2.01 0.52 16.1 42 649 168 21.0 5.4 404 105 1.29 033 1248 3.23 701 182
M03304 388 1.90 0.49 16.5 43 671 173 23.6 6.1 747 193 1.28 033 12.85 3.31 604 156
M03305 342 2.04 0.60 12.2 3.6 589 172 25.7 7.5 413 121 1.12 033  10.72 3.13 601 176
M03306 346 2.03 0.59 11.8 3.4 586 169 18.7 5.4 401 116 1.24 036 11.32 3.27 610 176
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 369 2.01 0.55 13.8 3.8 614 167 23.6 6.5 503 136 1.31 036  12.08 3.27 647 176
S.D. 23 0.05 0.04 2.0 0.4 38 10 5.0 1.6 150 34 0.14 0.03 0.96 0.09 51 10
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU STL DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 33-3. (Continued) Individual organ weights of male rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Male No. Kidneys Adrenals Testes Epididymides
(g) (g%) (mg) (mg%) (g) (8%) (mg) (mg%)

M03301 2.96 0.75 55.1 14.0 3.31 0.84 863 220
M03302 2.70 0.76 61.8 17.3 3.16 0.89 883 247
M03303 3.01 0.78 59.5 15.4 3.28 0.85 827 214
M03304 2.81 0.72 66.2 17.1 3.17 0.82 779 201
M03305 2.39 0.70 54.2 15.8 2.93 0.86 790 231
M03306 2.77 0.80 50.7 14.7 3.34 0.97 817 236
Number of males 6 6 6 6 6 6 6 6
Mean 2.77 0.75 57.9 15.7 3.20 0.87 827 225

S.D. 0.22 0.04 5.7 1.3 0.15 0.05 41 17
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Study No. 502427
Appendix 33-4. Individual organ weights of male rats on termination of administration period
1,4-dichlorobutane group at 300 mg/kg
Male No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (g) (g) (g%) (mg) (mgh) (mg) (mgdh) (mg) (mgh) (mg) (mg%) (g (8%) (g) (8%) (mg) (mg%)
M04401 361 2.12 0.59 16.7 4.6 654 181 273 7.6 682 189 1.29 036 14.75 4.09 637 176
M04402 317 2.01 0.63 19.3 6.1 462 146 18.8 59 609 192 1.18 0.37  13.56 428 596 188
M04403 374 2.25 0.60 14.4 3.9 532 142 17.0 4.5 560 150 1.12 0.30 16.58 4.43 799 214
M04404 380 1.96 0.52 15.0 3.9 607 160 26.6 7.0 581 153 1.32 0.35 15.76 4.15 570 150
M04405 332 2.06 0.62 15.7 4.7 531 160 15.6 4.7 552 166 1.21 036 13.86 4.17 650 196
M04406 370 1.98 0.54 17.6 4.8 598 162 18.3 4.9 486 131 1.36 0.37 16.50 4.46 702 190
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 356 2.06 0.58 16.5 4.7 564 159 20.6 5.8 578 164 1.25 035 1517 4.26 659 186
S.D. 25 0.11 0.04 1.8 0.8 69 14 5.0 1.3 65 24 0.09 0.03 1.31 0.15 82 21
Significance NS NS NS * * NS NS NS NS NS NS NS NS ok ok NS NS
Statistical method DU DU DU DU DU DU DU DU DU STL DU DU DU DU DU DU DU
Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test). (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 33-4. (Continued) Individual organ weights of male rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Male No. Kidneys Adrenals Testes Epididymides
(g) (g%) (mg) (mg%) (g) (8%) (mg) (mg%)

M04401 3.20 0.89 59.1 16.4 2.92 0.81 780 216
M04402 3.11 0.98 533 16.8 3.23 1.02 837 264
M04403 3.24 0.87 81.4 21.8 2.99 0.80 877 234
M04404 3.12 0.82 78.5 20.7 3.49 0.92 708 186
M04405 3.00 0.90 67.1 20.2 3.24 0.98 896 270
M04406 3.69 1.00 62.8 17.0 2.98 0.81 786 212
Number of males 6 6 6 6 6 6 6 6
Mean 3.23 0.91 67.0 18.8 3.14 0.89 814 230

S.D. 0.24 0.07 11.0 2.3 0.22 0.10 70 32
Significance ** ** NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU

Significantly different from the control group (**: p<0.01 by Dunnett's test).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Study No. 502427
Appendix 34-1. Individual organ weights of female rats on termination of administration period

Control group

Female No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (g) (g) (g%) (mg) (mgh) (mg) (mgdh) (mg) (mgh) (mg) (mg%) (g (8%) (g) (8%) (mg) (mg%)
FO1151 210 1.76 0.84 12.9 6.1 337 160 14.8 7.0 339 161 0.84 0.40 5.92 2.82 406 193
FO1152 213 1.98 0.93 12.9 6.1 398 187 18.5 8.7 441 207 0.72 0.34 6.84 3.21 442 208
FO1153 200 1.81 0.91 12.0 6.0 391 196 14.5 7.3 441 221 0.76 0.38 5.78 2.89 430 215
FO1154 189 1.80 0.95 13.0 6.9 361 191 13.6 7.2 309 163 0.75 0.40 6.48 3.43 415 220
FO1155 209 1.82 0.87 18.1 8.7 390 187 19.3 9.2 301 144 0.78 0.37 6.61 3.16 384 184
FO1156 201 1.82 0.91 12.9 6.4 436 217 16.9 8.4 653 325 0.76 0.38 5.94 2.96 505 251
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 204 1.83 0.90 13.6 6.7 386 190 16.3 8.0 414 204 0.77 0.38 6.26 3.08 430 212
S.D. 9 0.08 0.04 22 1.0 34 18 2.3 0.9 133 66 0.04 0.02 0.44 0.23 42 23
(Continued)



533

Study No. 502427
Appendix 34-1. (Continued) Individual organ weights of female rats on termination of administration period

Control group

Female No. Kidneys Adrenals Ovaries
(g) (g%) (mg) (mg%) (mg) (mg%)
F01151 1.60 0.76 71.0 33.8 87.0 414
F01152 1.72 0.81 60.2 283 73.3 34.4
F01153 1.71 0.86 74.8 37.4 82.7 414
F01154 1.66 0.88 559 29.6 75.2 39.8
F01155 1.83 0.88 75.2 36.0 83.0 39.7
F01156 1.57 0.78 66.6 33.1 79.7 39.7
Number of females 6 6 6 6 6 6
Mean 1.68 0.83 67.3 33.0 80.2 39.4
S.D. 0.09 0.05 7.9 3.5 5.2 2.6




Study No. 502427
Appendix 34-2. Individual organ weights of female rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

(493

Female No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (g) (g) (g%) (mg) (mgh) (mg) (mgdh) (mg) (mgh) (mg) (mg%) (g (8%) (g) (8%) (mg) (mg%)
F02251 199 1.75 0.88 14.3 7.2 420 211 19.0 9.5 503 253 0.72 0.36 5.81 2.92 357 179
F02252 225 1.90 0.84 17.7 7.9 432 192 15.1 6.7 572 254 0.83 0.37 7.46 3.32 601 267
F02253 196 1.72 0.88 16.1 8.2 414 211 14.3 7.3 473 241 0.66 0.34 5.79 2.95 416 212
F02254 213 1.86 0.87 13.0 6.1 421 198 16.5 7.7 478 224 0.78 0.37 6.34 2.98 504 237
F02255 224 1.87 0.83 17.0 7.6 452 202 19.9 8.9 362 162 0.84 0.38 7.25 3.24 667 298
F02256 221 1.90 0.86 12.7 5.7 455 206 17.3 7.8 480 217 0.77 0.35 6.92 3.13 512 232
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 213 1.83 0.86 15.1 7.1 432 203 17.0 8.0 478 225 0.77 0.36 6.60 3.09 510 238
S.D. 13 0.08 0.02 2.1 1.0 17 8 2.2 1.0 68 34 0.07 0.01 0.72 0.17 114 42
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU STL DU DU DU DU DU DU STL DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 34-2. (Continued) Individual organ weights of female rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Female No. Kidneys Adrenals Ovaries
(g) (g%) (mg) (mg%) (mg) (mg%)
F02251 1.44 0.72 56.2 28.2 85.9 432
F02252 1.90 0.84 65.4 29.1 79.2 35.2
F02253 1.58 0.81 61.1 31.2 72.5 37.0
F02254 1.72 0.81 68.8 323 84.7 39.8
F02255 1.90 0.85 79.0 353 1054 47.1
F02256 1.62 0.73 65.8 29.8 1009 45.7
Number of females 6 6 6 6 6 6
Mean 1.69 0.79 66.1 31.0 88.1 41.3
S.D. 0.18 0.06 7.7 2.6 12.7 4.8
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

£9¢

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.



12433

Study No. 502427
Appendix 34-3. Individual organ weights of female rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Female No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (g) (g) (g%) (mg) (mgh) (mg) (mgdh) (mg) (mgh) (mg) (mg%) (g (8%) (g) (8%) (mg) (mg%)
F03351 221 1.98 0.90 14.3 6.5 463 210 14.0 6.3 451 204 0.83 0.38 8.02 3.63 560 253
F03352 212 1.88 0.89 16.0 7.5 430 203 15.7 7.4 402 190 0.87 0.41 7.82 3.69 519 245
F03353 214 1.96 0.92 17.5 8.2 412 193 17.8 8.3 467 218 0.80 0.37 7.43 3.47 458 214
F03354 224 1.98 0.88 16.1 7.2 383 171 153 6.8 326 146 0.82 0.37 7.57 3.38 453 202
F03355 196 1.90 0.97 15.4 7.9 375 191 24.7 12.6 335 171 0.72 0.37 6.20 3.16 412 210
F03356 232 1.81 0.78 16.2 7.0 431 186 15.3 6.6 487 210 0.81 0.35 8.51 3.67 530 228
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 217 1.92 0.89 15.9 7.4 416 192 17.1 8.0 411 190 0.81 0.38 7.59 3.50 489 225
S.D. 12 0.07 0.06 1.0 0.6 33 14 3.9 2.4 69 27 0.05 0.02 0.78 0.21 56 20
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS * * NS NS
Statistical method DU DU DU DU DU DU DU DU STL DU DU DU DU DU DU STL DU
Significantly different from the control group (*: p<0.05 by Dunnett's test). (Continued)

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.



993

Study No. 502427
Appendix 34-3. (Continued) Individual organ weights of female rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Female No. Kidneys Adrenals Ovaries
(g) (g%) (mg) (mg%) (mg) (mg%)
F03351 1.94 0.88 78.6 35.6 91.1 41.2
F03352 1.76 0.83 73.1 34.5 90.8 42.8
F03353 1.67 0.78 66.9 31.3 81.9 383
F03354 2.02 0.90 72.0 32.1 92.7 414
F03355 1.71 0.87 69.3 354 79.8 40.7
F03356 1.78 0.77 62.0 26.7 93.0 40.1
Number of females 6 6 6 6 6 6
Mean 1.81 0.84 70.3 32.6 88.2 40.8
S.D. 0.14 0.05 5.7 3.4 5.8 1.5
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 34-4. Individual organ weights of female rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

9¢¢

Female No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (g) (g) (g%) (mg) (mgh) (mg) (mgdh) (mg) (mgh) (mg) (mg%) (g (8%) (g) (8%) (mg) (mg%)
F04451 217 1.81 0.83 13.1 6.0 412 190 17.2 7.9 564 260 0.86 0.40 10.11 4.66 413 190
F04452 223 1.86 0.83 15.0 6.7 455 204 19.0 8.5 387 174 0.80 0.36 9.94 4.46 375 168
F04453 208 1.89 0.91 15.6 7.5 386 186 16.4 7.9 457 220 0.75 0.36 8.58 4.13 341 164
F04454 204 1.87 0.92 18.7 9.2 346 170 18.5 9.1 423 207 0.75 0.37 8.54 4.19 384 188
F04455 199 1.87 0.94 16.0 8.0 359 180 14.8 7.4 417 210 0.78 0.39 9.17 4.61 332 167
F04456 203 1.74 0.86 16.6 8.2 319 157 18.5 9.1 376 185 0.77 0.38 7.75 3.82 323 159
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 209 1.84 0.88 15.8 7.6 380 181 17.4 8.3 437 209 0.79 0.38 9.02 431 361 173
S.D. 9 0.06 0.05 1.8 1.1 49 16 1.6 0.7 68 30 0.04 0.02 0.90 0.32 35 13
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS ok ok # NS
Statistical method DU DU DU DU DU DU DU DU STL DU DU DU DU DU DU STL DU
Significantly different from the control group (**: p<0.01 by Dunnett's test). (Continued)

Significantly different from the control group (#: p<0.05 by Steel's test).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Study No. 502427

Appendix 34-4. (Continued) Individual organ weights of female rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Female No. Kidneys Adrenals Ovaries
(g) (g%) (mg) (mg%) (mg) (mg%)
F04451 1.96 0.90 70.0 323 75.4 34.7
F04452 2.25 1.01 89.1 40.0 98.1 44.0
F04453 1.95 0.94 58.9 283 85.4 41.1
F04454 2.03 1.00 67.6 33.1 78.2 383
F04455 1.97 0.99 59.9 30.1 65.7 33.0
F04456 2.04 1.00 59.2 29.2 78.9 38.9
Number of females 6 6 6 6 6 6
Mean 2.03 0.97 67.5 322 80.3 383
S.D. 0.11 0.04 11.6 4.2 10.8 4.0
Significance ** ** NS NS NS NS
Statistical method DU DU DU DU DU DU

Significantly different from the control group (**: p<0.01 by Dunnett's test).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.



86¢

Study No. 502427
Appendix 35-1. Individual organ weights of male rats on termination of recovery period

Control group

Male No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (g) (g) (g%) (mg) (mgh) (mg) (mgdh) (mg) (mgh) (mg) (mg%) (g (8%) (g) (8%) (mg) (mg%)
MO01107 449 2.15 0.48 16.9 3.8 676 151 224 5.0 459 102 1.45 032 11.84 2.64 968 216
MO1108 454 2.21 0.49 16.4 3.6 684 151 29.6 6.5 455 100 1.48 033 1351 2.98 781 172
MO1109 403 1.94 0.48 13.4 33 598 148 17.4 43 330 82 1.30 032 1242 3.08 691 171
MO1110 450 2.07 0.46 14.6 32 628 140 20.5 4.6 656 146 1.48 033 1154 2.56 767 170
MO1111 428 2.10 0.49 13.9 32 722 169 23.1 5.4 400 93 1.58 0.37 10.88 2.54 727 170
MO1112 452 2.16 0.48 16.8 3.7 765 169 24.2 5.4 479 106 1.60 035 11.03 2.44 872 193
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 439 2.11 0.48 153 3.5 679 155 229 52 463 105 1.48 034 11.87 2.71 801 182
S.D. 20 0.09 0.01 1.6 0.3 61 12 4.1 0.8 109 22 0.11 0.02 0.98 0.26 102 19

(Continued)
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Study No. 502427
Appendix 35-1. (Continued) Individual organ weights of male rats on termination of recovery period

Control group

Male No. Kidneys Adrenals Testes Epididymides
(g) (8%) (mg) (mg%) (g) (8%) (mg) (mg%)

MO01107 3.09 0.69 56.7 12.6 3.24 0.72 1044 233
MO1108 3.08 0.68 66.7 14.7 2.94 0.65 1022 225
MO1109 2.59 0.64 53.4 13.3 3.10 0.77 1029 255
MO1110 291 0.65 62.4 13.9 3.23 0.72 1068 237
MO1111 3.09 0.72 64.0 15.0 3.25 0.76 1148 268
MO1112 2.99 0.66 57.3 12.7 3.27 0.72 1127 249
Number of males 6 6 6 6 6 6 6 6
Mean 2.96 0.67 60.1 13.7 3.17 0.72 1073 245
S.D. 0.19 0.03 5.1 1.0 0.13 0.04 53 16
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Appendix 35-2. Individual organ weights of male rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

09¢

Male No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (g) (g) (g%) (mg) (mgh) (mg) (mgdh) (mg) (mgh) (mg) (mg%) (g (8%) (g) (8%) (mg) (mg%)
M04407 397 1.99 0.50 15.2 3.8 683 172 25.0 6.3 436 110 1.42 036 11.24 2.83 624 157
M04408 436 2.07 0.47 16.1 3.7 643 147 28.5 6.5 469 108 1.43 033  11.67 2.68 806 185
M04409 422 2.08 0.49 13.9 33 586 139 22.1 52 645 153 1.50 036 1097 2.60 697 165
M04410 436 2.01 0.46 16.7 3.8 700 161 25.2 5.8 456 105 1.44 033 11.42 2.62 683 157
M04411 452 1.99 0.44 16.2 3.6 646 143 21.1 4.7 559 124 1.42 031 1354 3.00 815 180
M04412 434 2.02 0.47 18.6 4.3 734 169 18.9 4.4 461 106 1.45 033 12.73 2.93 833 192
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 430 2.03 0.47 16.1 3.8 665 155 235 5.5 504 118 1.44 034 11.93 2.78 743 173
S.D. 19 0.04 0.02 1.6 0.3 52 14 3.4 0.9 81 19 0.03 0.02 1.00 0.17 86 15
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT TT TT TT AW TT TT TT TT TT
NS: Not significantly different from the control group. (Continued)

TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test.
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Appendix 35-2. (Continued) Individual organ weights of male rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Male No. Kidneys Adrenals Testes Epididymides
(g) (8%) (mg) (mg%) (g) (8%) (mg) (mg%)

M04407 2.64 0.66 61.0 15.4 2.78 0.70 987 249
M04408 2.74 0.63 66.9 153 2.73 0.63 812 186
M04409 2.86 0.68 58.7 13.9 3.18 0.75 1142 271
M04410 3.17 0.73 65.4 15.0 3.39 0.78 1149 264
M04411 291 0.64 59.6 13.2 3.08 0.68 964 213
M04412 2.94 0.68 72.5 16.7 3.32 0.76 1195 275
Number of males 6 6 6 6 6 6 6 6
Mean 2.88 0.67 64.0 14.9 3.08 0.72 1042 243

S.D. 0.18 0.04 5.3 1.2 0.27 0.06 146 36
Significance NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT AW TT

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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Appendix 36-1. Individual organ weights of female rats on termination of recovery period
Control group
Female No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (g) (g) (g%) (mg) (mgh) (mg) (mgdh) (mg) (mgh) (mg) (mg%) (g (8%) (g) (8%) (mg) (mg%)
F01157 248 1.88 0.76 16.0 6.5 411 166 20.1 8.1 504 203 0.91 0.37 6.49 2.62 509 205
F01158 232 1.93 0.83 12.0 52 419 181 18.2 7.8 451 194 0.82 0.35 6.67 2.88 417 180
F01159 268 1.85 0.69 17.5 6.5 544 203 15.0 5.6 417 156 0.90 0.34 7.54 2.81 612 228
F01160 234 1.74 0.74 16.7 7.1 393 168 12.9 5.5 350 150 0.91 0.39 6.95 2.97 422 180
Fol161 232 1.93 0.83 12.4 5.3 349 150 19.9 8.6 296 128 0.77 0.33 5.61 2.42 366 158
F01162 221 1.82 0.82 19.7 8.9 424 192 15.1 6.8 550 249 0.89 0.40 5.96 2.70 524 237
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 239 1.86 0.78 15.7 6.6 423 177 16.9 7.1 428 180 0.87 0.36 6.54 2.73 475 198
S.D. 17 0.07 0.06 3.0 1.4 65 19 3.0 1.3 95 44 0.06 0.03 0.69 0.20 90 31
(Continued)
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Appendix 36-1. (Continued) Individual organ weights of female rats on termination of recovery period

Control group

Female No. Kidneys Adrenals Ovaries
(g) (g%) (mg) (mg%) (mg) (mg%)
F01157 1.77 0.71 69.8 28.1 94.7 38.2
F01158 1.56 0.67 64.8 279 70.0 30.2
F01159 1.73 0.65 68.0 254 1114 41.6
F01160 1.92 0.82 78.0 333 87.3 37.3
F01161 1.80 0.78 58.5 25.2 67.7 29.2
F01162 1.62 0.73 71.6 32.4 88.0 39.8
Number of females 6 6 6 6 6 6
Mean 1.73 0.73 68.5 28.7 86.5 36.1
S.D. 0.13 0.06 6.6 3.4 16.2 5.1




Study No. 502427
Appendix 36-2. Individual organ weights of female rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

¥9¢

Female No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (g) (g) (g%) (mg) (mgh) (mg) (mgdh) (mg) (mgh) (mg) (mg%) (g (8%) (g) (8%) (mg) (mg%)
F04457 219 1.82 0.83 15.5 7.1 425 194 18.8 8.6 416 190 0.77 0.35 5.92 2.70 480 219
F04458 206 1.81 0.88 14.0 6.8 362 176 18.2 8.8 299 145 0.78 0.38 6.14 2.98 372 181
F04459 245 1.92 0.78 16.8 6.9 506 207 16.8 6.9 408 167 0.85 0.35 6.60 2.69 506 207
F04460 236 1.91 0.81 14.5 6.1 445 189 17.6 7.5 448 190 0.78 0.33 6.58 2.79 565 239
F04461 240 1.84 0.77 16.0 6.7 488 203 222 9.3 495 206 0.86 0.36 6.93 2.89 531 221
F04462 237 1.89 0.80 14.7 6.2 362 153 18.9 8.0 496 209 0.86 0.36 7.41 3.13 550 232
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 231 1.87 0.81 153 6.6 431 187 18.8 8.2 427 185 0.82 0.36 6.60 2.86 501 217
S.D. 15 0.05 0.04 1.0 0.4 61 20 1.9 0.9 73 24 0.04 0.02 0.54 0.17 70 21
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT AW AW TT TT TT TT TT TT TT TT TT TT TT TT
NS: Not significantly different from the control group. (Continued)

TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test.
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Appendix 36-2. (Continued) Individual organ weights of female rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Female No. Kidneys Adrenals Ovaries
(g) (g%) (mg) (mg%) (mg) (mg%)
F04457 1.50 0.68 65.9 30.1 72.5 33.1
F04458 1.56 0.76 50.7 24.6 56.3 273
F04459 1.72 0.70 84.4 34.4 95.1 38.8
F04460 1.72 0.73 62.0 26.3 80.6 34.2
F04461 1.91 0.80 59.1 24.6 81.7 34.0
F04462 1.77 0.75 57.1 24.1 77.8 32.8
Number of females 6 6 6 6 6 6
Mean 1.70 0.74 63.2 274 77.3 33.4
S.D. 0.15 0.04 11.6 4.1 12.7 3.7
Significance NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT

NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
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Appendix 37-1. Individual histopathological findings in male rats on termination of administration period

Control group

Study No. 502427

Male No. Organ/Tissue Findings
MO1101 All organs and tissues No abnormality detected
MO01102 Eyeball Dysplasia, retina, left: +
Other organs and tissues No abnormality detected
MO01103 Jejunum Mineralization, Peyer's patch: +
Other organs and tissues No abnormality detected
MO01104 Kidney Cast, hyaline, left: +
Other organs and tissues No abnormality detected
MO1105 All organs and tissues No abnormality detected
MO1106 Kidney Cyst, left: +
Other organs and tissues No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Examined the heart, lung, trachea, liver, pancreas, sublingual gland, submandibular gland, esophagus, stomach,
duodenum, jejunum, ileum, cecum, colon, rectum, thymus, spleen, mandibular lymph node,

mesenteric lymph node, kidney, urinary bladder, testis, epididymis, seminal vesicle, prostate, pituitary, adrenal, thyroid,
parathyroid, cerebrum, cerebellum, medulla oblongata, spinal cord, sciatic nerve, eyeball, Harderian gland,

bone marrow (sternum and femur), bone (sternum and femur), and femur muscle.
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Appendix 37-2. Individual histopathological findings in male rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Male No. Organ/Tissue Findings

MO02201 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: £
Other organs and tissues No abnormality detected

M02202 All organs and tissues No abnormality detected

M02203 All organs and tissues No abnormality detected

M02204 All organs and tissues No abnormality detected

M02205 Kidney Hydronephrosis, right: +
Other organs and tissues No abnormality detected

M02206 Liver Swelling, hepatocyte, periportal: +

Other organs and tissues

No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
Examined the liver, pancreas, thymus, and kidney.
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Appendix 37-3. Individual histopathological findings in male rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Male No. Organ/Tissue Findings

MO03301 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: £
Other organs and tissues No abnormality detected

M03302 Liver Swelling, hepatocyte, periportal: +
Liver Microgranuloma: +
Pancreas Decreased, zymogen granules: £
Kidney Cast, hyaline, left: +
Other organs and tissues No abnormality detected

MO03303 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: £
Other organs and tissues No abnormality detected

MO03304 Liver Swelling, hepatocyte, periportal: =
Pancreas Decreased, zymogen granules: +
Kidney Cast, hyaline, right: +
Other organs and tissues No abnormality detected

MO03305 Liver Microgranuloma: +
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

MO03306 Liver Swelling, hepatocyte, periportal: +

Pancreas
Other organs and tissues

Decreased, zymogen granules: £
No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Examined the liver, pancreas, thymus, and kidney.
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Appendix 37-4. Individual histopathological findings in male rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Male No. Organ/Tissue Findings

MO04401 Liver Swelling, hepatocyte, periportal: +
Liver Microgranuloma: +
Pancreas Decreased, zymogen granules: +
Thymus Starry sky appearance: +
Kidney Swelling, proximal tubule: +
Other organs and tissues No abnormality detected

M04402 Liver Swelling, hepatocyte, periportal: +
Liver Microgranuloma: +
Pancreas Decreased, zymogen granules: +
Kidney Swelling, proximal tubule: +
Other organs and tissues No abnormality detected

M04403 Liver Swelling, hepatocyte, periportal: 2+
Liver Microgranuloma: +
Pancreas Decreased, zymogen granules: +
Thymus Starry sky appearance: £
Kidney Swelling, proximal tubule: +
Other organs and tissues No abnormality detected

M04404 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Thymus Starry sky appearance: +
Kidney Swelling, proximal tubule: +
Other organs and tissues No abnormality detected

M04405 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Thymus Starry sky appearance: £
Kidney Swelling, proximal tubule: +
Kidney Cast, hyaline, left: +
Other organs and tissues No abnormality detected

M04406 Liver Swelling, hepatocyte, periportal: 2+

Liver

Pancreas

Kidney

Other organs and tissues

Microgranuloma: +

Decreased, zymogen granules: +
Swelling, proximal tubule: +
No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Examined the heart, lung, trachea, liver, pancreas, sublingual gland, submandibular gland, esophagus, stomach,
duodenum, jejunum, ileum, cecum, colon, rectum, thymus, spleen, mandibular lymph node,

mesenteric lymph node, kidney, urinary bladder, testis, epididymis, seminal vesicle, prostate, pituitary, adrenal, thyroid,

parathyroid, cerebrum, cerebellum, medulla oblongata, spinal cord, sciatic nerve, eyeball, Harderian gland,

bone marrow (sternum and femur), bone (sternum and femur), and femur muscle.
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Appendix 38-1. Individual histopathological findings in female rats on termination of administration period

Control group

Study No. 502427

Findings

Female No. Organ/Tissue

FO1151 All organs and tissues
FO1152 Kidney

Thyroid

Other organs and tissues
F01153 All organs and tissues
F01154 Thyroid

Other organs and tissues
FO1155 All organs and tissues
F01156 All organs and tissues

No abnormality detected
Hydronephrosis, right: £
Ectopic, thymic tissue: +
No abnormality detected
No abnormality detected
Ectopic, thymic tissue:
No abnormality detected
No abnormality detected
No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Examined the heart, lung, trachea, liver, pancreas, sublingual gland, submandibular gland, esophagus, stomach,

duodenum, jejunum, ileum, cecum, colon, rectum, thymus, spleen, mandibular lymph node,

mesenteric lymph node, kidney, urinary bladder, ovary, uterus, vagina, pituitary, adrenal, thyroid,
parathyroid, cerebrum, cerebellum, medulla oblongata, spinal cord, sciatic nerve, eyeball, Harderian gland,
bone marrow (sternum and femur), bone (sternum and femur), femur muscle, and mammary gland.
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Appendix 38-2. Individual histopathological findings in female rats on termination of administration period

1,4-dichlorobutane group at 12 mg/kg

Study No. 502427

Female No. Organ/Tissue Findings

F02251 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: £
Other organs and tissues No abnormality detected

F02252 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F02253 All organs and tissues No abnormality detected

F02254 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F02255 Liver Swelling, hepatocyte, periportal: +
Liver Microgranuloma: +
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F02256 Liver Swelling, hepatocyte, periportal: +

Pancreas
Other organs and tissues

Decreased, zymogen granules: £
No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Examined the liver, pancreas, thymus, and kidney.
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Appendix 38-3. Individual histopathological findings in female rats on termination of administration period

1,4-dichlorobutane group at 60 mg/kg

Study No. 502427

Female No. Organ/Tissue Findings

F03351 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F03352 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F03353 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F03354 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Kidney Swelling, proximal tubule: +
Other organs and tissues No abnormality detected

F03355 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F03356 Liver Swelling, hepatocyte, periportal: +

Pancreas
Other organs and tissues

Decreased, zymogen granules: +
No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Examined the liver, pancreas, thymus, and kidney.
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Appendix 38-4. Individual histopathological findings in female rats on termination of administration period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Female No. Organ/Tissue Findings

F04451 Liver Swelling, hepatocyte, periportal: +
Liver Microgranuloma: +
Pancreas Decreased, zymogen granules: +
Thymus Starry sky appearance: +
Kidney Swelling, proximal tubule: +
Other organs and tissues No abnormality detected

F04452 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Kidney Swelling, proximal tubule: +
Other organs and tissues No abnormality detected

F04453 Lung Mineralization, vascular wall, left: +
Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Kidney Swelling, proximal tubule: +
Other organs and tissues No abnormality detected

F04454 Liver Swelling, hepatocyte, periportal: +
Liver Microgranuloma: +
Pancreas Decreased, zymogen granules: +
Thymus Starry sky appearance: £
Kidney Swelling, proximal tubule: +
Other organs and tissues No abnormality detected

F04455 Liver Swelling, hepatocyte, periportal: +
Liver Microgranuloma: +
Pancreas Decreased, zymogen granules: +
Thymus Starry sky appearance: £
Kidney Swelling, proximal tubule: +
Other organs and tissues No abnormality detected

F04456 Liver Swelling, hepatocyte, periportal: +

Pancreas
Kidney
Other organs and tissues

Decreased, zymogen granules: +
Swelling, proximal tubule: +

No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
Examined the heart, lung, trachea, liver, pancreas, sublingual gland, submandibular gland, esophagus, stomach,

duodenum, jejunum, ileum, cecum, colon, rectum, thymus, spleen, mandibular lymph node,

mesenteric lymph node, kidney, urinary bladder, ovary, uterus, vagina, pituitary, adrenal, thyroid,
parathyroid, cerebrum, cerebellum, medulla oblongata, spinal cord, sciatic nerve, eyeball, Harderian gland,
bone marrow (sternum and femur), bone (sternum and femur), femur muscle, and mammary gland.



PLE

Appendix 39-1. Individual histopathological findings in male rats on termination of recovery period

Control group

Study No. 502427

Male No.

Organ/Tissue

Findings

MO1107
MO01108
MO01109
MO1110
MO1111
MO1112

All organs and tissues
All organs and tissues
All organs and tissues
All organs and tissues
All organs and tissues
All organs and tissues

No abnormality detected
No abnormality detected
No abnormality detected
No abnormality detected
No abnormality detected
No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Examined the liver, pancreas, thymus, and kidney.
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Appendix 39-2. Individual histopathological findings in male rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Male No.

Organ/Tissue

Findings

M04407
M04408

M04409
M04410
M04411
M04412

All organs and tissues
Kidney

Other organs and tissues
All organs and tissues
All organs and tissues
All organs and tissues
All organs and tissues

No abnormality detected
Cyst, left: £

No abnormality detected
No abnormality detected
No abnormality detected
No abnormality detected
No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Examined the liver, pancreas, thymus, and kidney.
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Appendix 40-1. Individual histopathological findings in female rats on termination of recovery period

Control group

Study No. 502427

Female No. Organ/Tissue Findings

FO1157 Kidney Cyst, left: +

Other organs and tissues No abnormality detected
FO01158 All organs and tissues No abnormality detected
F01159 All organs and tissues No abnormality detected
F01160 All organs and tissues No abnormality detected
Fo1161 All organs and tissues No abnormality detected
F01162 All organs and tissues No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Examined the liver, pancreas, thymus, and kidney.
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Appendix 40-2. Individual histopathological findings in female rats on termination of recovery period

1,4-dichlorobutane group at 300 mg/kg

Study No. 502427

Female No. Organ/Tissue Findings

F04457 All organs and tissues No abnormality detected

F04458 All organs and tissues No abnormality detected

F04459 Liver Swelling, hepatocyte, periportal: +
Other organs and tissues No abnormality detected

F04460 Liver Swelling, hepatocyte, periportal: +
Other organs and tissues No abnormality detected

F04461 All organs and tissues No abnormality detected

F04462 All organs and tissues No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
Examined the liver, pancreas, thymus, and kidney.
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Attachment 1. Study No. 502427

Stability of 1,4-dichlorobutane in test preparations (Study No. 095127)

Test article (Lot No.) . 1,4-dichlorobutane (Lot No.-

Vehicle : Cornoil

Form : Solution

Method : GC

Date of analysis : July 15, 2008 and July 23, 2008

Testing facility :  Hashima Laboratory, Nihon Bioresearch Inc.

Results
Concentration Measured concentrations  (mg/mL) Mean Recovery Stability®
i ; 2) Y
of analyte Storage period concentration rate (%)
(mg/mL) st 2nd 3rd (mg/mL) (%) °
Initial 1.835 1.808 1.817 1.820 91.0 -
2
8 days after | 1.832 1.814 1.826 1.824 912 100.2
preparation
Initial 19.16 19.80 19.68 19.55 97.8 -
20
8 days after | 20.19 2034 2034 20.29 101.5 103.8
preparation
Initial 203.1 203.4 203.1 203.2 101.6 -
200

8 days after | 205.5 204.3 206.3 205.4 102.7 101.1
preparation

1) Stored at room temperature (set at 23 °C; values by actual measurement: 22.3 — 22.7°C) , lightproof and airtight conditions for 6 hours after being stored under refrigerated
(set at 4 °C; values by actual measurement: 3.7 — 6.2°C) , lightproof and airtight conditions for 8 days.

2) Acceptable range: within £10% of the prescribed concentrations.

3) Acceptable range: not less than 90%.

GLP:
This study was conducted in compliance with the OECD Guidelines for Safety Studies on Chemicals (OECD GLP Standards) and the Standards for Testing Facilities for

Implementation of Studies of Novel Chemical Substances.



Attachment 2. Study No. 502427
Concentrations of 1,4-dichlorobutane
in dosing preparations at the start of administration in male rats
Test article (Lot No.):  1,4-dichlorobutane (Lot No. -
Vehicle: Corn oil
Date of preparation: October 3, 2008
Form: Solution
Method: GC
Date of analysis: October 6, 2008
Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Results
Concentration of Measured concentrations (mg/mL) Recovery rate
1,4-dichlorobutane (%)
(mg/mL) Ist 2nd 3rd Mean °
2.4 2.280 2.261 2.259 2.267 94.5
12 12.35 12.24 12.23 12.27 102.3
60 60.56 60.92 60.93 60.80 101.3

The concentration of each preparation was within the acceptable range (100 = 10%).

GLP:

This study was conducted in compliance with the OECD Guidelines for Safety Studies on
Chemicals (OECD GLP Standards) and the Standards for Testing Facilities for Implementation of
Studies of Novel Chemical Substances.
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Attachment 3. Study No. 502427
Concentrations of 1,4-dichlorobutane
in dosing preparations at the end of administration in female rats
Test article (Lot No.):  1,4-dichlorobutane (Lot No. ||| i}
Vehicle: Corn oil
Date of preparation: October 30, 2008
Form: Solution
Method: GC
Date of analysis: October 30, 2008
Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Results
Concentration of Measured concentrations (mg/mL) Recovery rate
1,4-dichlorobutane (%)
(mg/mL) Ist 2nd 3rd Mean °
2.4 2.312 2.305 2.310 2.309 96.2
12 12.18 12.15 12.24 12.19 101.6
60 61.54 61.56 61.71 61.60 102.7

The concentration of each preparation was within the acceptable range (100 = 10%).

GLP:

This study was conducted in compliance with the OECD Guidelines for Safety Studies on
Chemicals (OECD GLP Standards) and the Standards for Testing Facilities for Implementation of
Studies of Novel Chemical Substances.
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Study No. 502427

Attachment 4-1. General signs in male rats during quarantine and acclimatization

I8¢

Quarantine/ Male No. Quarantine period
acclimatization 24-Sep-08  25-Sep-08  26-Sep-08  27-Sep-08  28-Sep-08  29-Sep-08
male No. Day 0 Day 1 Day 2 Day 3 Day 4 Day 5
M00001 EGMA N N N N N N
M00002 MO03304 N N N N N N
M00003 MO03302 N N N N N N
MO00004 MO1110 N N N N N N
MO00005 MO01109 N N N N N N
MO00006 MO03305 N N N N N N
MO00007 MO03301 N N N N N N
MO00008 MO01102 N N N N N N
MO00009 MO01108 N N N N N N
MO00010 MO02204 N N N N N N
MO00011 MO04410 N N N N N N
MO00012 M02205 N N N N N N
M00013 MO04407 N N N N N N
M00014 EG.MA N N N N N N
MO00015 M04403 N N N N N N
MO00016 MO04409 N N N N N N
MO00017 MO04402 N N N N N N
MO00018 EG N N N N N N
MO00019 MO02206 N N N N N N
M00020 MO1112 N N N N N N
M00021 MO1111 N N N N N N
M00022 MO04404 N N N N N N
M00023 MO03306 N N N N N N
M00024 EG N N N N N N
MO00025 EG N N N N N N
EG: Excluded from grouping because body weight was extremely different from the mean. (Continued)

MA: Monitor animal.
N: Normal.



Study No. 502427

Attachment 4-1. (Continued) General signs in male rats during quarantine and acclimatization

8¢

Quarantine/ Male No. Acclimatization period

acclimatization 30-Sep-08  01-Oct-08  02-Oct-08  03-Oct-08  04-Oct-08  05-Oct-08  06-Oct-08
male No. Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 #
M00001 EG,MA N N N N N N N
MO00002 MO03304 N N N N N N N
MO00003 MO03302 N N N N N N N
MO00004 MO1110 N N N N N N N
MO00005 MO01109 N N N N N N N
M00006 MO03305 N N N N N N N
M00007 M03301 N N N N N N N
MO00008 MO01102 N N N N N N N
MO00009 MO01108 N N N N N N N
MO00010 MO02204 N N N N N N N
MO00011 MO04410 N N N N N N N
M00012 M02205 N N N N N N N
MO00013 M04407 N N N N N N N
M00014 EG,MA N N N N N N N
MO00015 M04403 N N N N N N N
MO00016 MO04409 N N N N N N N
M00017 M04402 N N N N N N N
MO00018 EG N N N N N N N
MO00019 M02206 N N N N N N N
MO00020 MO1112 N N N N N N N
MO00021 MO1111 N N N N N N N
MO00022 MO04404 N N N N N N N
M00023 MO03306 N N N N N N N
M00024 EG N N N N N N N
M00025 EG N N N N N N N

#: Day of grouping.

EG: Excluded from grouping because body weight was extremely different from the mean.
MA: Monitor animal.

N: Normal.



Study No. 502427

Attachment 4-2. General signs in male rats during quarantine and acclimatization

€8¢

Quarantine/ Male No. Quarantine period

acclimatization 24-Sep-08  25-Sep-08  26-Sep-08  27-Sep-08  28-Sep-08  29-Sep-08
male No. Day 0 Day 1 Day 2 Day 3 Day 4 Day 5
M00026 MO01101 N N N N N N
M00027 EG N N N N N N
M00028 MO01103 N N N N N N
M00029 MO04412 N N N N N N
M00030 MO04401 N N N N N N
MO00031 MO04411 N N N N N N
M00032 EG N N N N N N
M00033 M02203 N N N N N N
M00034 MO04405 N N N N N N
MO00035 MO1105 N N N N N N
MO00036 MO1106 N N N N N N
MO00037 MO03303 N N N N N N
MO00038 MO04408 N N N N N N
MO00039 MO04406 N N N N N N
M00040 MO02201 N N N N N N
MO00041 M02202 N N N N N N
MO00042 MO01107 N N N N N N
M00043 EG N N N N N N
M00044 MO01104 N N N N N N
Number of males 44 44 44 44 44 44
N 44 44 44 44 44 44

EG: Excluded from grouping because body weight was extremely different from the mean. (Continued)

N: Normal.



Study No. 502427

Attachment 4-2. (Continued) General signs in male rats during quarantine and acclimatization

¥8¢

Quarantine/ Male No. Acclimatization period

acclimatization 30-Sep-08  01-Oct-08  02-Oct-08  03-Oct-08  04-Oct-08  05-Oct-08  06-Oct-08

male No. Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 #
MO00026 MO01101 N N N N N N N
MO00027 EG N N N N N N N
MO00028 MO01103 N N N N N N N
MO00029 MO04412 N N N N N N N
MO00030 MO04401 N N N N N N N
MO00031 MO04411 N N N N N N N
MO00032 EG N N N N N N N
MO00033 M02203 N N N N N N N
MO00034 MO04405 N N N N N N N
MO00035 MO01105 N N N N N N N
MO00036 MO01106 N N N N N N N
MO00037 MO03303 N N N N N N N
MO00038 M04408 N N N N N N N
MO00039 MO04406 N N N N N N N
MO00040 M02201 N N N N N N N
MO00041 M02202 N N N N N N N
MO00042 MO01107 N N N N N N N
MO00043 EG N N N N N N N
M00044 MO01104 N N N N N N N
Number of males 44 44 44 44 44 44 44
N 44 44 44 44 44 44 44

#: Day of grouping.
EG: Excluded from grouping because body weight was extremely different from the mean.
N: Normal.



Study No. 502427

Attachment 5-1. General signs in female rats during quarantine and acclimatization

¢8¢

Quarantine/ Female No. Quarantine period
acclimatization 24-Sep-08  25-Sep-08  26-Sep-08  27-Sep-08  28-Sep-08  29-Sep-08
female No. Day 0 Day 1 Day 2 Day 3 Day 4 Day 5
F00001 FO1152 N N N N N N
F00002 FO1151 N N N N N N
F00003 F02251 N N N N N N
F00004 F04459 N N N N N N
F00005 F02255 N N N N N N
F00006 F04457 N N N N N N
F00007 EG N N N N N N
F00008 F04461 N N N N N N
F00009 EG N N N N N N
F00010 F04462 N N N N N N
F00011 FO1156 N N N N N N
F00012 FO1158 N N N N N N
F00013 FO1157 N N N N N N
F00014 F04458 N N N N N N
F00015 F02253 N N N N N N
F00016 FO1161 N N N N N N
F00017 F03354 N N N N N N
F00018 EG N N N N N N
F00019 FO1155 N N N N N N
F00020 FO1154 N N N N N N
F00021 F04455 N N N N N N
F00022 FO1153 N N N N N N
F00023 EG N N N N N N
F00024 F03353 N N N N N N
F00025 F04452 N N N N N N
EG: Excluded from grouping because body weight was extremely different from the mean. (Continued)

N: Normal.



Study No. 502427

Attachment 5-1. (Continued) General signs in female rats during quarantine and acclimatization

98¢

Quarantine/ Female No. Acclimatization period
acclimatization 30-Sep-08  01-Oct-08  02-Oct-08  03-Oct-08  04-Oct-08  05-Oct-08  06-Oct-08  07-Oct-08  08-Oct-08
female No. Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 Day 8 Day 9 #
F00001 FO1152 N N N N N N N N N
F00002 FO1151 N N N N N N N N N
F00003 F02251 N N N N N N N N N
F00004 F04459 N N N N N N N N N
F00005 F02255 N N N N N N N N N
F00006 F04457 N N N N N N N N N
F00007 EG N N N N N N N N N
F00008 F04461 N N N N N N N N N
F00009 EG N N N N N N N N N
F00010 F04462 N N N N N N N N N
F00011 FO1156 N N N N N N N N N
F00012 FO1158 N N N N N N N N N
F00013 FO1157 N N N N N N N N N
F00014 F04458 N N N N N N N N N
F00015 F02253 N N N N N N N N N
F00016 FO1161 N N N N N N N N N
F00017 F03354 N N N N N N N N N
F00018 EG N N N N N N N N N
F00019 FO1155 N N N N N N N N N
F00020 FO1154 N N N N N N N N N
F00021 F04455 N N N N N N N N N
F00022 FO1153 N N N N N N N N N
F00023 EG N N N N N N N N N
F00024 F03353 N N N N N N N N N
F00025 F04452 N N N N N N N N N

#: Day of grouping.
EG: Excluded from grouping because body weight was extremely different from the mean.
N: Normal.



Study No. 502427

Attachment 5-2. General signs in female rats during quarantine and acclimatization

L8E

Quarantine/ Female No. Quarantine period

acclimatization 24-Sep-08  25-Sep-08  26-Sep-08  27-Sep-08  28-Sep-08  29-Sep-08
female No. Day 0 Day 1 Day 2 Day 3 Day 4 Day 5
F00026 EG N N N N N N
F00027 F04460 N N N N N N
F00028 F04456 N N N N N N
F00029 F04454 N N N N N N
F00030 F01160 N N N N N N
F00031 F03352 N N N N N N
F00032 FO1162 N N N N N N
F00033 F02254 N N N N N N
F00034 F04453 N N N N N N
F00035 F04451 N N N N N N
F00036 F03351 N N N N N N
F00037 F02256 N N N N N N
F00038 F03356 N N N N N N
F00039 F03355 N N N N N N
F00040 EG N N N N N N
F00041 F02252 N N N N N N
F00042 EG N N N N N N
F00043 FO1159 N N N N N N
F00044 EG N N N N N N
Number of females 44 44 44 44 44 44
N 44 44 44 44 44 44

EG: Excluded from grouping because body weight was extremely different from the mean. (Continued)

N: Normal.
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Attachment 5-2. (Continued) General signs in female rats during quarantine and acclimatization

Study No. 502427

Quarantine/ Female No. Acclimatization period

acclimatization 30-Sep-08  01-Oct-08  02-Oct-08  03-Oct-08  04-Oct-08  05-Oct-08  06-Oct-08  07-Oct-08  08-Oct-08

female No. Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 Day 8 Day 9 #
F00026 EG N N N N N N N N N
F00027 F04460 N N N N N N N N N
F00028 F04456 N N N N N N N N N
F00029 F04454 N N N N N N N N N
F00030 F01160 N N N N N N N N N
F00031 F03352 N N N N N N N N N
F00032 Fo1162 N N N N N N N N N
F00033 F02254 N N N N N N N N N
F00034 F04453 N N N N N N N N N
F00035 F04451 N N N N N N N N N
F00036 F03351 N N N N N N N N N
F00037 F02256 N N N N N N N N N
F00038 F03356 N N N N N N N N N
F00039 F03355 N N N N N N N N N
F00040 EG N N N N N N N N N
F00041 F02252 N N N N N N N N N
F00042 EG N N N N N N N N N
F00043 F01159 N N N N N N N N N
F00044 EG N N N N N N N N N
Number of females 44 44 44 44 44 44 44 44 44
N 44 44 44 44 44 44 44 44 44

#: Day of grouping.
EG: Excluded from grouping because body weight was extremely different from the mean.
N: Normal.
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Attachment 6-1. Body weights (g) of male rats during quarantine and acclimatization

Study No. 502427

Quarantine/ Male No. Quarantine period Acclimatization period
acclimatization 25-Sep-08 29-Sep-08 06-Oct-08

male No. Day 1 Day 5 Day 7 #
M00001 EG,MA 8 L 127 182
M00002 M03304 88 131 195
M00003 M03302 91 128 195
M00004 MO1110 91 133 196
M00005 MO01109 90 127 194
M00006 M03305 8 L 127 189
M00007 M03301 93 125 197
M00008 MO01102 90 124 197
M00009 MO01108 90 124 183
M00010 M02204 93 132 199
M00011 M04410 88 126 192
M00012 M02205 92 128 195
M00013 M04407 90 127 185
M00014 EG,MA 94 135 206
M00015 M04403 90 132 198
M00016 M04409 91 128 191
M00017 M04402 91 130 193
M00018 EG 90 127 178
M00019 M02206 8 L 129 197
M00020 MO1112 91 129 194
M00021 MO1111 93 128 193
M00022 M04404 94 131 190
M00023 M03306 87 123 191
M00024 EG 93 133 206

M00025 EG 92 122 173 L

#: Day of grouping.
MA: Monitor animal.
EG: Excluded from grouping because body weight was extremely different from the mean.

L: Minimum body weight.
H: Maximum body weight.



Study No. 502427

Attachment 6-2. Body weights (g) of male rats during quarantine and acclimatization

06¢

Quarantine/ Male No. Quarantine period Acclimatization period
acclimatization 25-Sep-08 29-Sep-08 06-Oct-08

male No. Day 1 Day 5 Day 7 #
M00026 MO01101 93 130 194
M00027 EG 88 124 179
M00028 MO01103 92 130 196
M00029 M04412 89 129 201
M00030 M04401 92 131 196
M00031 M04411 95 H 132 199

M00032 EG 92 132 207 H
M00033 M02203 89 123 184
M00034 M04405 93 131 189
M00035 MO01105 93 131 197
M00036 MO01106 91 127 195
M00037 M03303 91 129 201
M00038 M04408 92 130 195
M00039 M04406 94 133 194
M00040 M02201 90 129 193
M00041 M02202 93 131 194
M00042 MO01107 94 133 200
M00043 EG 91 126 177
M00044 MO01104 91 127 188
Number of males 44 44 44
Mean 91 129 193
S.D. 2 3 8

#: Day of grouping.
EG: Excluded from grouping because body weight was extremely different from the mean.
H: Maximum body weight.



Study No. 502427

Attachment 7-1. Body weights (g) of female rats during quarantine and acclimatization

16¢

Quarantine/ Female No. Quarantine period Acclimatization period
acclimatization 25-Sep-08 29-Sep-08 06-Oct-08 08-Oct-08
female No. Day 1 Day 5 Day 7 Day 9 #
F00001 F01152 73 101 140 144
F00002 F01151 73 103 140 141
F00003 F02251 69 96 140 145
F00004 F04459 70 97 145 155
F00005 F02255 70 99 140 143
F00006 F04457 69 96 138 148
F00007 EG 68 93 129 132 L
F00008 F04461 70 102 146 148
F00009 EG 74 106 157 170
F00010 F04462 71 100 143 144
F00011 F01156 69 93 136 143
F00012 F01158 73 101 142 150
F00013 F01157 73 103 142 152
F00014 F04458 71 97 134 140
F00015 F02253 69 98 140 148
F00016 F01161 71 96 135 145
F00017 F03354 69 99 147 155
F00018 EG 74 109 H 168 H 179 H
F00019 F01155 73 102 140 150
F00020 F01154 74 101 141 150
F00021 F04455 64 L 97 135 146
F00022 F01153 65 97 138 143
F00023 EG 67 91 L 130 140
F00024 F03353 72 100 139 143
F00025 F04452 72 98 146 159

#: Day of grouping.

EG: Excluded from grouping because body weight was extremely different from the mean.
L: Minimum body weight.

H: Maximum body weight.
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Study No. 502427

Attachment 7-2. Body weights (g) of female rats during quarantine and acclimatization

Quarantine/ Female No. Quarantine period Acclimatization period
acclimatization 25-Sep-08 29-Sep-08 06-Oct-08 08-Oct-08
female No. Day 1 Day 5 Day 7 Day 9 #
F00026 EG 68 94 124 L 137
F00027 F04460 71 99 145 151
F00028 F04456 73 100 144 153
F00029 F04454 69 98 145 155
F00030 F01160 74 102 143 155
F00031 F03352 70 100 143 151
F00032 F01162 74 101 139 146
F00033 F02254 68 97 138 145
F00034 F04453 72 98 140 149
F00035 F04451 71 101 148 155
F00036 F03351 74 106 141 151
F00037 F02256 72 100 141 149
F00038 F03356 72 102 145 154
F00039 F03355 72 93 135 144
F00040 EG 75 H 104 160 169
F00041 F02252 68 94 145 159
F00042 EG 75 H 105 152 165
F00043 F01159 75 H 103 149 159
F00044 EG 68 96 134 137
Number of females 44 44 44 44
Mean 71 99 142 150
S.D. 3 4 8 9

#: Day of grouping.

EG: Excluded from grouping because body weight was extremely different from the mean.
L: Minimum body weight.

H: Maximum body weight.



Attachment 8. Study No. 502427

Background Data

Crl:CD (SD) Male Rats

Blood chemical findings 10 weeks
Value

Exam.item  Unit N Mean + S.D. Min. Max. Range of 2S.D.
AST IU/L 30 83.7 £ 14.2 582 130.0 553 - 112.1
ALT IU/L 30 283 + 83 169 569 11.7 - 449
ALP IU/L 30 612.8 +£ 123.7 380.4 904.0 3654 - 860.2
T-Cho mg/dL 30 56.6 = 13.0 314 812 306 - 82.6
TG mg/dL 30 373 + 14.6 16.7  68.2 8.1 - 66.5
T-Bil mg/dL 30 0.11 + 0.01 0.09 0.15 0.09 - 0.13
UN mg/dL 30 154 + 1.8 124 206 11.8 - 19.0
CRE mg/dL 30 0.23 + 0.03 0.18 029 0.17 - 0.29
IP mg/dL 30 8.3 + 0.7 6.5 9.5 69 - 9.7
Ca mg/dL 30 9.7 £03 9.1 10.2 9.1 - 103
Glu mg/dL 30 1203 = 11.0 93.8 138.6 983 - 1423
Na mEq/L 30  143.0 = 1.1 140.6 1449 140.8 - 1452
K mEq/L 30 421 + 0.26 377 480 3.69 - 473
Cl mEgq/L 30 104.8 = 1.1 101.6 106.7 102.6 - 107.0
TP g/dL 30 554 + 0.22 505 595 510 - 5098
A/G 30 1.09 = 0.09 0.89 1.21 091 - 1.27
alb % 30 521 £ 20 472 548 48.1 - 56.1
a,-glb % 30 21.0 £ 1.9 16.0 237 172 - 2438
a,-glb % 30 73 + 0.7 6.3 8.7 59 - 87
B-glb % 30 152 £ 1.2 127 180 128 - 17.6
v-glb % 30 45 + 09 3.2 6.8 27 - 63
Alb g/dL 30 2.88 + 0.13 2.65 320 262 - 3.14
N: Number of animals. Hashima Laboratory, Nihon Bioresearch Inc.

Prepared: 2007.08
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