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PR LA KZF 10

BHUCE B SR B RERD HIEICOWT CERE 15 €5 11 A 21 B, EAXE
1121002 5, PR 15 - 11 - 13 TUFEE 2 75, BREREFELS 031121002 5, PR 18 4F 11
A 20 HF#ELIE) & T OECD Guideline for Testing of Chemicals for Repeated Dose
28-day Oral Toxicity Study in Rodents (407)

BAF L 72 GLP :

FRUL P E R D3RR % TS 2 3RBRMERR I B D BHEIZ DT (CFERK 15 4R
11 7 21 B, ZEAZE 1121003 B, % 15-11-17 BUFE 3 5, RBEFEE 031121004
B, Rk 20 £ 7 H 4 BEHRIE) &Y OECD PRINCIPLES OF GOOD
LABORATORY PRACTICE (OECD (b5 E D&Ml o 35l B4 5 A HE,
1997 4F 11 A 26 H)

EF LB Ok BT AR L

BB 105 =5 (BIFn48 4 10 H 1 U, FRL 1846 H 2 Uil Bz K
OVEIRICRET D15, BTSN 88 5 (AR 18 24 A 28 H) [FBREMY O
R ORI NS A ORI B9~ 2 JLHE |, B MBmin BT 0601005 5
CERK 1846 H 1 H) TEATHEE O3 % EMERI 31T S B R E D EREZ
B2 FATES R ORREA L U A St A T o 7 — T KR REE B S
HHI
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AR, B OEMIERMEES R TEESH, FRIEROELEFIH I L
DIKRINTZHDTHD.

ERBELER 2008 £ 8 H 19 A

HEAATH 2011 F9 A 13 A

AERENER :

AT 2008 48 H 20 U
HEDORE T A 2008 =9 A 1 A
FERFRAA R (JEORE-BRAAH) 2008429 H2 H
MEDRET A 20089 H 4 H
MEDFeH-FRLA B 2008 F9 A5 H
HEDOF IR ' 2008 -9 /129 H
WS G- BRI T IRe oD 1l B 2008 49 H 30 H
MEDI S HMHE T Y 2008 10 H2 U
MR G- AR THEOEIR H 2008410 A 3 H
HEIEE IR T ReDE IR H 20084E10 A 14 A
HERITE IR T RED R A 2008 4510 A 17 H

EEME T H (BT R ) 200941 H 9 H

FhL EAR ORE T S BRI E ORGSR |
TR R EORAR NEDOEEEDIRAE, £7—4, BEHEEDRA),
AN QR  & R B IR O G RMR TR TR B E R 10 42/
WET 5. ZOROLE, BREFLE LR L, RETS.

13



Study No. 502227

SOP Kk UG HEE Dol 2 &

1) HE Z: 648 # A AERUC I T, 1000 mgkg #E00 2 5] (No. F04455
K TY F04456) TIXEL S L NT — b RIZ EE/MEIZZE D &7
o7, SOPIZHEVy, ZFi 5 24120\ T, FRBEER O EE/IMED /S
7/4/ﬁ@%ﬁ§@LTHE P EBIEREER LA, TR
F—bMLIZLENRIIRO e hhoTc. L, TOMOEY O
E R ME TSR Y onﬁWﬁﬁjJ STATRE Cho7-Z &b, BRARH

DEET /N LT, 7pds, FURIROWFERE TR L, IR
BT LT — ORISR RESS L L.

2) FHHIRKTRIZ 1000 mgkg FEOM THIREEOFMEN AL Z &,
1000 mg/kg FEORE TR IFRIEREFRIZELRO T Z 2, 200 KT
40 mg/kg FEORE WM T R OEHE AR TIRFOMEOERBIZ >V T 6 HE %t
EFHBIEAR A ERL L, AR ARTE & it U7, BB Ot AR %
X OFEHHERT 272D TH D.

F DM SOP SUFFABRFHE IR0 T 2 L iX o717,

FRA 2N TELDSTRBROEBEMEI ALY T TRV O H 5 FhE
YRBOFEEHIH IO T RT3 2 L3 TE 2> - im B O SHEMEEE% BT 375
VDB HEREITEED Lo T,
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5. HEMEERUXRHSE

HEREMLE:

OB e F A
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6. =

18- 7 aad s & i MBI S N T2 B OBR~ORB AT T 2729012, 18-
Yrunady 2 oeMET v M 28 HIFRIERRNREG L, SO —EBOaMiZIE 14 HiflOEE
%ﬁ%ﬁf%ﬁ@&ﬁ’;é%ﬁ%ﬁ%@%@%bt Peggd, 1000 mgkg ZEAEE L, B
T, 200 RO 40 mgkg AFE L7-. BRIZIE b oo a s mAe AV, IREHZ IR B G
L RIAED L ?%a:/ﬁ%&ﬁbt.%ﬁ@ﬁ%ﬁ%ﬁiﬁ%ﬁ,mu&@mmmygﬁém
HES 12618 L, L bT0 ) HEEAENERE Uz, 40 mgke FEIIMERES 6 5] & L7z,

1) —RHeRAER OBEL R

FECHNE, HETI 1000 mgkg #ETHES-2 BIZ 1 FIZEE8D G703, BT HIC—ReIRRRIZEF 127
LR Tz,

METIE, 1000 mg/kg T HDJEFBOHN KRN FIESSHEEOIHND 1 liCH bV, 7o, Mk
&y, 1000 KT8 200 mg/kg BETE G442 —1@IEOTRIEN I HALT-AS, BRPEAEIR & 1347 S 727 -
7-.

2) (KHE, BEEROEAE

(REIE, HETIE 1000 mg/kg #f CHREGFIROENARMED A B T2hS, METIIW-Tho&kb#E s
bR GAENT HETEED DIV o 7o, L, M S B 1000 mg/ke B TRG-HIMOHIH]
VA, GHIFOBINC S MR S, BKES, #ES & 1000 mgkg #HClRITR GHIR A
L CEMENRA LI, FHEMIMYIZE, Gk 1000 mg/ke T CHROKEO—BIEDO SENAR B
7os, HECIIHR SRR 220D gl oz,

3) 1TEIKEE (FOB), REREUS, B4 UHFEESE) &

P /0TI, HETIE 1000 mg/kg BE TR R ORI OIE ) DIEAE, 200 BTN 40 mg/kg FE THIk O
FTIOAEFEN I ST, BETIIW TR GRE & & G ITERET 2 2038 Hiv/en - 7. FOB,
BRSOV B BTl e & B3 GITRIRT 2 2 biTA b o Te.

4) RIRAE, Mk Pk QMR A b

PRIGEIZIW T, B 5HIRTHE TRRZHETIE 1000 mgkg B CEAKEDOENNTER L2 REOE
MBI, METIEOTIOR SREE LI SIZERIKT 22 SR ho 7z, BIERIFK
TREORRE CIE, MREe &EE5ICERT 520D bhvieh T

MIRFARTZ BN T, GRS TR R OTEHE IR TR CRERE - SR TR R$ 2 29 KI3RE
HHIVRI T

MEAA LRI T, B GHIMRE TRICHETIE 1000 AT 200 mgkg BT D 03,
1000 mg/kg FETHE =t L AT B — /L D@fBEA T B, HETIIWTHOKRER & S 5ITRER
DIALITTRS DIV 1. BRI T HHETHE 1000 mgkg BECHRT L AT 2 — L OR{E

75)\(77L bj/L‘/:_]j‘, 77&( i:’ﬂ’g‘ \—j%&.—é‘ég'ﬂﬁ j:wll.\(yb ﬁ)ﬂtﬁb") 7LC
16
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5) FIRPTR A VSR EE

FIRIZ W T, BRI TR 3 1000 KT8 200 mg/kg #ECRHROREEN S, B
EHIRHE THRIE, HETIE 200 mg/kg BE CITIROBEREN A HL2as, MECIIREICERT A2 L
TSNSV AW AGIEsY

BEEEEIIBWT, BEHRE TRRIEETIE 1000 KO8 200 mg/kg BE TR O g B
F OB EROEE, METIE 1000, 200 &Y 40 mgkg #ETHHIBOFEG EROEME, 1000 £
200 mg/kg EECIHBOMERTEEOEAL, 1000 mg/ke B TR E B K O E B0 S 7
BV, EIEMRE TIOIE, HETIE 1000 KUY 200 mgkg # CEIEOMR T RO SME, MTiX
1000 mg/kg A CAFIROMEXT HE B K OFEXT B RO ES A ST,

6) FREEIRER AR

P EWIRHE TR 1L, MECIETRMIIRE B OFFHIREIER, B 2T — 2 RO &
ORI FRANE R OfFE73 1000, 200 K18 40 mg/kg BECTH BV, METIE, T PIRIS BE
PEOIFARBRIE R K O = F & — 7 L BIRIOEDAY 1000, 200 K U840 merkg B, BBy NAZE
JEZY 1000 KT8 200 mg/kg #ETH S,

[EEHIRA TIRAIZIE, ME IR G-I 5B TR Hivied 7o, METIE, g PR
FEIEDATHIFAE R K OSR - T-8 — 7" BRI OB 73 1000 KO8 200 mg/kg BECA BT,

LD XS0, 18-V 7 aaty 7 o OMEEEEEY, HETlX 40 mgkg %5 CHREDE N OIRIE,
FENRG L PR & B O BE I R R, BEIR LS F B — 7 VERIOBD BB L2 &b
40 mg/kg/day AN, METIT 40 mg/kg 55 CHFIBOHRT B B 0D =i M OFHIRIE BRI O FFHIRIE R,
Wl T — 4 TR OB 38 BTz Z L b 40 mg/kg/day Fifi & B 2 HiLD.
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7. %

il

18- 7 aad s & I NI ST 58 ORFRA~ORELRHEE T 57012, F1E
LB AR AR HFIEIZOWT CTRR 15 4 11 A 21 B, FREFE 1121002 75, THL15-11
13 RS 2 5, BRIRASZEER 031121002 5, “ERK 18 4F 11 A 20 HEA&UE) & U OECD Guideline for
Testing of Chemicals for Repeated Dose 28-day Oral Toxicity Study in Rodents (407) {2220 T 1,8-3
yanAd sy oeET v M2 28 AFEROES L, 62— MOt 14 HREOWIEH
M2 T ER 5 L A BB ARG LTz,

8. FHik
8.1. WERMERUEA

R E 8- 7 gy 2 (FEESAFR 1,8-dichlorooctane, CAS No. 2162-99-4, Fig. 1) |3,
B3 CI(CHL)CL, 70 F5: 183,12, Wbk« PRI BEFWIRIE, 51kR: 118°C, FEAkm: 215C,
FEE: 1.0280 TH B V. YRERICIE, FUER TEFASHNA O AT Lz b 02 e [RS8
TR TR (URUET), LotNo. FGNOI, $% (GC): 99.9%). ATFH#IL, HERWERE=ED
PR HL B - - TEPADSRIE N ORRE LTz, BRI E A R L7 PR (3R BMS-500F3,
AAT U —H—axtl) OWRIE [RRERL: 4°C GFRFH: 2.0~8.0°C; EHIfE: 2.1 ~64°C)] (2
MREIL 2o Tz,

B EHIRIE T 1%, SERESR CIRITT S HRIE (1.0032 g) ABRUV VARSI B TR bk L.
EA SRR,

ERBR OB AR rRIZ I U7 SR TR L7 R E (Lot No. FGNO1) DSk
RAE D, BRI OREEN L S,

BRI, boEa gl (BT, Com oil, LotNo.: V8F7016, fERHIEE: 2013427 H 14 H,
BRI T TA T AIGRE, SR =R, EHIT SBRWEREEOMER) A
7z. Com oil ZRE L7-$RMEREEDREEDIE [BRENE: 23°C (1A %1H: 18.0 ~28.0°C;
FEHNE: 21.7 ~24.4°C)] L ONEE [SEWEE: 55% (RFAHPH: 40.0 ~70.0%; EHIE: 50.8 ~64.0%)]
(CREIL 2o T

82. KRERARVRERE

RO SRR TART 72012, 1,8-P 7 na gy B T EE: (MR L AL E
L7ginote) R (BB KFE: PM2500, A 77—« b L RS H) %, Corn oil TC 200 mg/mL
BEEL DL ICIRIRL, FABLLT-. 40 RN 8 mg/mL B OA SARRIT, 200 mg/mL BEEER A
Corn oil TEEFEAIN L TR L 7=.

THEURIARDZZEMEIZ OV T, 2, 20 MO8 200 mg/mL KR Cilillts, Wik RTIRE 4C,
{3 EUs: BMS-500F3, LA Y ——aEtt) - #E 8 HM & Z D%, =ik GRTIRE: 23°C) -
HESET 6 BRI E TRV EAHER STV S Y (Attachment 1), 65T, BeGML, 7+
ZR—PTILRY T L AT | By D LAY, BB (BT BMS-500E3, H AT

18
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Y —P—tt) « EOEDORIF T ORE L, AL 7 BURNICER L7z, SGRIEERE LT
EREDIREE [RTIRE: 4°C (FFAFEHR: 2.0 ~ 8.0°C; EANE: 3.4 ~ 5.8°C)] (2T 2~ 1=, R
L7=BBGRIRT, WEE LR HH LE 5 R 6 2LINICER L7,

HEREEBRIEE (%5 1 B) ROMHR ST BT LS8 5k h Ows EEE 5 0 2 7
0w 777 (GC-2010, HSAHEEREEN CTHIE Lz, = OME, (g iRE 3% ey
D 952~1029%THV, HEM 100+ 10%) DFIAN TéH>7= (Attachments 2 KX 3).

8.3. HEBREMRULAEEH
8.3.1. EMWIERURM

HBRIZIE, BHRBRIZ—RIZAWS N TWDEWIET, % OREHERESIH 5 THh D Crl:CD
(SD) T ~ & (SPF) Z Ao, @i, 2008 4= 8 A 20 HIZHARTF v—/L & « U —AE
T HEFEE ¥ —0h 4 Wl CHEER 52 PILE AT L7, AT% 1 BOEE@REL, #S
83~93g, WEN63~T7g Th-oTc.

8.32. WHWERUVEIE, BoH it U EAER

AT L7820, i (2008458 A 20 W ~25 L) EBILHAR (7 2008 48 H 26 U ~2008
91 H, 200848126 H~2008 914 H) 2%, ZORIC—RIREDOBEZELZ 101
[E], (REHIE (BT RKFE:PG2002-S, A hT7— -+ bL FEERSEH) &2HEd 3 [ & tEX 4 [0, 17804
fiE (FOB) %% 1 M{To7. % - BUEHIMST O ARRRE X OREHEBIZEE 135388 biv/en»
ST=E AR L7 (Attachments 4-1 ~4-3, 5-1~5-3, 6-1~6-3 TN 7-1 ~7-3).

FERRMERTHIZ 7 B a— 2 2 IO TREZ N5 T TR I B E AR TR LD 450
PR R OGEONTTE UL 2D K OITENT L=, 5L, 4 OBMOREIELHED £20%
UNTH DG DaBA T T Lic, 00 BORERPL, #E2S 172~205g, M2 135~173 ¢
Thol. BSUERBEOS b, BE - BILEMIER 504 IR 2 T OB/ TR 125
B L7 e =21 v Ui REW & Lo, BT =42 ) U IRAEIZBW T, B E R
% XD BRI o T BRSO 5 LRET =2 ) v TR R Do T
R ORGP HR4MENT, B0 RISV = F L —F U2 K B BREN T CIENEIR & il U C2ER5E
EH7z.

EOEARTRINE, BMATF BICROMIEA 7 2 RV CRA~RE - BLEE S (F 341 %
AL T T2

W orE - BIEEIR T o8 r — 338 E S, AFEH A RUWE - SUCEWES 2 0A
L7e 7~ 9V%, BETHOAr —IO3dig s, 58, W - BtEwE 5 KOs 54
FOAL, I LI L7V ZF SN0 177, 7233, FOB #1243 Blind THEET %
7o, WBRESRUWE - BB E 52 A LT 7~V E I 7=,

8.33. BEXHRUMEEE
L, FRTTIRAE: 23°C, FRTENLE: 55%, BAMFS 12 BEff] (FRER: 4a1 6 B ~ 4444 6 B, #akal

512 M (PHERE T 4 L F — %l LT B ICHERF S BB (E B 5 B%) TfFHE
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L. EMOfREEORE (FA®H: 20.0~26.0°C; EHIE: 21.6~22.8°C) KONBE (FEREEH:
40.0 ~70.0%; FRIE: 42.5 ~ 59.4%) (ZRIRIT /20~ 77

BlL, B - BB A7 o L ARBRIR S — (W: 240 x D: 380 x H: 200 mm) % >
T —U%70 2 ICOMERNIEERE & L, BESUTRIIAT v L RBGRE — V% AR
B L. A7 0 L AR — O R NG ER e D230 T 2 BRI 1 BILLEATV, FaKIRR DA
7L ARG — U OZ O AT 1B 2 BN BT 7=. SWifREREOER (Roigs
bR KON 0.020%KTTHERERT b U o7 ZOKERIE CORDT » 7REICE DEEITER 1 ML
7=,

8.34. SRR UEREIK

freh TRbE% 5 & A LIRSS (CRF-1, 4 U 2 X VEFRF T 3RS 4 Bl s
Wi, BL, FHRATE ST 4 RREDODHVK « MRS/, R L2kl e [/l—rm > hoatr
#EELE, Burofins Scientific Analytics 2 O ) = Y VRN TSRS TII L= LD EATFL
7=, fAEtOSPHERE, SRR TRE L7 B EOFETIN TH » 7.

FOBLKITKTE K Z B ISR STz, SBROKERER L, RSHREAE Y 4 —T
KA T LICEM LI bOEAT U, HBKOREREEE, YRR TR L7 B
FHEANTH- T

84. ®ERE K5AZ BHER BRSEERVESHRE
84.1. H‘EFBRUVEESHE

18- 7 vy 2 4%, ke L RN NICEERE A TREMERE 2 AT, HE#
e L TRAZER L.

BeHiE, T4 AR ITALT v NRAGBRROTE VT (AREE7 T80 8 2RO 11T
125 4 AR TR Fa v L RS (AL B RO CREICAT o 72

Pe bRl Y, BE ISR GIITWVAE R OFRELAEEL L, Smikg CTHEH L.
PeEHFRNTAFRT 8 15 30 47 ~ 11 K7 46 53 £ TORIT, HERENI1 B 1HIE L

% GBAMA H OB S b 6 BERTH Y, INEFFHIIHEDY 184 ~209 g, A 148~173 g ThH

27,

20



Study No. 502227

842 HERRVIRSE

HEHEIIL, IFIOR L2 X D ISR E R AL - LT 3 #EASRE L, F O/ GIIRRE 23R 7.
BREOEWEUL, FTHRREE, 200 KT 1000 mgkg BEAMEES 12 61, 40 mgke B2 MEER- 6 fil& L
7.

T A Bk (B

e

(mg/kg/day) (mg/mlL) Dfh e e
LB *tHE 0 0 a6 6'+67! 6+67
(Corn oil) (M01101 ~M01112)  (FO1151 ~F01162)
. 1,8V Juuf e 6" 6"
2 7hy 40 8 A (M02201 ~M02206)  (F02251 ~ F02256)
. 1.8 /mnf . 6'+6% 6'+6>
3 nhy 200 40 Gl (M03301 ~M03312)  (F03351 ~ F03362)
o 1,87 i e 6'+67 6'1+62
4R Iy 1000 200 s (M04401 ~M04412)  (F04451 ~ F04462)
U gt B R T PR

2 B R T R 5

18- 7 aud s 5o ofkbi, YHBROFERE Y (X5 0, 100, 200, 500 KO
1000 mg/kg, fEHEMWEC SRMERES 5 Fl) ORERPLRE L. PEARIZBEOT, FEOAE
PRAAFAY 1000 mgkgREDHE, 1HEE EDATE /KA 1000 mg/kglEDOMEMETAH BTz, FREFEERD
BEZ2EEN 1000, 500, 200 KT8 100 mekgREOTE L 1000, 500 MU0 100 mgkefEnit, A/GDH
E2EEDS 1000, 500, 200 K O¥ 100 mgkghEolt, KRR ) o OABEREED 1000 F O
500 mg/kghE DR, v-GTPRUA/GOHELEEA 1000 mgkglE DM, HER, T17 I RO
WY OFE2EA 1000 mg/kgREDOMETA Bz, FHBORERA 1000, 500 A O 200 mg/keghé
DHEREL 100 mgkgREDHECAH LTz, Fi=, FROHT EEOR BE/REED 1000, 500 KK
200 mg/kghEDRE L 1000 KT 500 mgkefEDtE, ABROAENTEREO G E 2R 1000, 500, 200
KO 100 mg/kgffOMERE, BIROME S EREOAZHIEDS 1000, 500 KT 200 mg/kghEoi &
1000 mg/kgfEDME, RIMBOARRTHE EOA E/2SMf75 1000 K& T 500 mgkegfEDHEETH G, %
T, BAEMBRTIE, 1000 mgkgkmAESE L, LAITA S T200 KU 40 mgkg? 3 Beb5RE £ R
EL.

SRR & LTS (Comoil) DAZEERMER G L RIFBREGTOHALR T

84.3. 5 HAM

BEYREE, FHRECEWESIRIFEBROFEZONT (FR 15 £ 11 A 21 B, FERF
1121002 5, Ak 15+ 11 - 3 ERFE 2 5, ROREFHS 031121002 5, ~p% 18 € 11 A 20 H&AA
E) K& OECD Guideline for Testing of Chemicals for Repeated Dose 28-day Oral Toxicity Study in
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Rodents (407) {ZHC->C, MEREE ¢ 28 ARG & L7z, 28 ARG, *HEEE, 200 K OF 1000 mgkg
FEOMEREAS B OB T 14 BB OEEHAR 2% T 7~
B A &G 1 AEHREL, RkEGOBVREZEHE TR L L.

85. BRRUBREIEE
85.1. —fikikeE

FECOAMOMER R O —REOBENT, TR GRIROEG#%0 1 A 28], [HHEH
MHRCER | BEROSHIR A | Ef T 77

B35 &5 1ol 1 IASIETS Ui, SETCHlE, FIREZRRR Y AETEHIOF RS & FUE OB EED
T R QYR B AR &1 T o 7z

852 E

REE, 1ERIC2FRGE L7 BER: 51, 4, 8, 11, 15, 18, 22, 25, 28 AR 29 B (FH
1 R), B{E4, 8 11, 14 X115 A (FBKFE PB3002 XX PG2002-S, A hT— -+ ML NEE
Hth)).
853. [EfiZ

FREELE, 1AM 2 | 1 REEZRE Lz PRERER: &5 2, 5, 9, 12, 16, 19, 23 KT}
26 H, M2, 5, 9 xTN12 H (B KFE PB3002, PG2002-S 3 id PB3002-S/FACT, A F5— -
b L R 2tL)]. $BEEED Tables, Figs & Appendices DFRIFEEDOHIEH & L7-.

854. EKE

BOKENE, 1AM 2B 1 BE2ENE LD FEEHER: 852, 5, 9, 12, 16, 19, 23 KX
26 A, [E52, 5 9412 B (BTFF: PB3002, PG2002-S X1 PB3002-SFACT, A hF— -
R L REEREAD)]. K& Tables, Figs & TN Appendices DF IR EORIER & L.

855. FOB
BHENZOWTERERG 4 WAl RSB TRRRENZOWTERE 7, 14, 21 KO8 27 T
RO 1) ~3)DIB Z81 LTz, BlERealY, 5% 1S Uz, Zeds, BIEEIHEFEEL,
Blind T L 7-.
1) &3, HRIGPASHINGE, 237D XATHNK OV 3 — N CRIEE LT-.
2) T—UhbOHLE S, NS E, HORIE, EBOWRE, R, TR OWPRIIFCRE- T
BT
3) LB EMNY MR OESL ANEIIA—T 7 4 RNT 2 08 L. £72, R
(HMTIREE, IRMGPASRIRTE, REEE, TEIEREMNERMKAEZA—T 7 4 —L RN TE
=17,
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8.5.6. REERM
P G MG THERIREIZ DUNT, $25.27 H O FOB Bl I CIEFLAC S, SR, filvs R,
P S M OB R RN 2 BRSO L THE L.

85.7. &N

F G HARE T RFRIRRGIZ DT, $75- 27 B ORRERCHRATHE 7112 Animal Grip Strength System
(San Diego Instruments Inc.) % VT, BRSO % SEIE L, Kifl & AdRE a2
Toko 3 JERD TR Lz,

858. BHEZ=
B SRR T RRARRBIIZ DUV T, #5526 HIZ Activity Monitor (MED Associates Inc.) ZfE/H L,
SATENONL S B30 BIEUC W TR S4% | BEEA S 2 I C 10 s ClllE L.

859. REE

Be GHIRIRE T AT (% 5-23 H) OF 5B SR SR TRO AR MEM, [BIEYIRET
AT (E1E 9 H) ICEEBIRRE THROFBEEMIIC W T, R —VF AT R « #K T CH
BEPRA BRI LTz, 0%, B &V THRaEH - 87K B C 24 BFREIR 28I L 7o, $-IR L 72 JRIZ DOV T,
UTOREZER L= WEGORIZEEL-.

AR Baid, SMBEES Uz, pH, EHEE, 7RO, 7 bk, vUvEy, Eik
vary ) =S, RRERSR O AVART A INI D a—a X AT T ) AT
4 7 AR ED) ICRER T, BN EERIC I RICFEITEER (2 ) =T vy 7T Ry
BRA, =R VARAT 4 IV ) a—a R BALT T ) RT 4 7 ZEREH) 2RO THRE
L7z, JRUCAY, Thid% RyCIEYtaiE CFF Sternheimer 15, Sysmex FRREtE) CULEEIZIIMEE T
TEEL.

24 WEEPR: JRE (UV) 13, JRILE (8.G) &t HE&E (BT AREPB3002, A hT—-+ FL REEXS
) POEH U7z, REEEIE, BRI L 0 BRI R (= )~y F-TID, HA&tt==)
RAWTHlE L.

8.5.10. MKEFIRE

AR GO R (529 A) ROWHEBIFK 7% (WHR 15 B) o v eZ—nF h o
LDNEVENE G- (40 mgkg) (2 X AFBE T CTIEABINRD D EDTA2K 2—TF 4 V' Fa—T ()
Ux s NPIEZSHRME, VP-DKO52K0S, T AERASH) IMiga i L, LLFO Mk
BEM L. BIEROSSMTTEEEL 7.

ARIEREL (RBC) 133 —2 7 0—DC i, ~E/ 0Bl SLS ~E/m vk, ~< h
27Uy MAKIRIER L A EFRREE, /ML — A 7 1 —DC #tiE, sk (WBO),
A MER UL OMBIRARMERLL SR 7 o —H A b A B U =R L0 Wb I8 8 Bhi Bkt
B (XT2000iV, oA A w7 ABAE) 2 AWTHIE Lz, ERMEREFE MCV) (IRmEREL

e b7 Uy MEDE, FHRMEKRMESRE (MCH) 13RI L ~F 7 m B Eh b, Fiy
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FRMER L AR MCHC) 13~~ F 7 Yy MEE~EZ v B8N bETHE BENIER O PrLsE
(XT-20001V, A A w7 AfRREAL) ZHWTEH L.

7 b R (P, IEEIETRY SR T AT VB (APTT) KON 47U
BT, MiE% 32 wA% 2 =2 b U o AT, DB R 4°C, 3000 mpm (R 1972xg),
15 53, @0 CF 8DL, HIL TR L ORIz >V, StHERETIC L &
H ENMREEE AR (CA-530, T A A v AKEH) 2 CRIELT.

8.5.11. ME4ILFIHRE

MR TFAREE H O MK & FIREICAEREIRD » HEIN L 72 i) 63058 [#94°C, 3000 rpm (1)
1972xg), 15 43(H, 1= 04%: CF8DL, A THHERSH] U TRz migE, BIERME & A& R
BT THlRL T, JERMIFIZ OV T T O MRAE( LR A Z 0 L. BIEROTRRME
IFFEEL, REHILEIIMEE (S80°CRE, BUR~ J ——: ULT1786-9JD, Kendro Laboratory
Products) PIICHRE L7278, FRANEDMLEN/LN T & ARG B LTz,

AST |X MDH-UV %, ALT X LDH-UV 75, ALP {Lp-= b7 =)L) VERIVEE, v-GTP (X
Ly-7 H IL3-TVIRFv-4-= b T = NEEE, BERT Buret i, BREVAEAZTT
U, REBERIIV LT —E-GDHL, 7 V7 F=437 L7 F=F—¥ - FDAOS L, 7 Ko
FHIA~F V¥ F—F « G-6-PDH i, =L 25 0 —/LZ COD-HDAOS %, hU Z V&4 Fix
GPO-HDAOS 75, Caldo-CPCi%:, MHEY S 1IPNP « XDH ¥, Na, K KONClLidA A @ INEM
FEZE 0P b A EEOHTER (AU400, 4V L 8AkkXatt) 2 BoClliE Lz,

TNT I TRELDNOE SR [EXKERE, BEEKUKEEEE (AES 310, AV VAR
Lath)] b, AIGTVT R 7 uT Y ) IEASEIE) BB L.

85.12. BIRRUHREEE

LFED 8510 4T 851 1L.OE TN L= 8% X HiZhufl U TS E X7, ALz, K
CRAN, /), ZERE), TR, MERAR (5 TAR - BE TR, HURRR, MR, oCfe JFFIE, e =
i, B, FEE, R LAKROYIBIHEZHE L7 (B R AB204, A hT— - hL R
&t HREERAEAE TR THMERLEH U2, TERAKOHRIBERE, 20vol%
HMEBER L~ ) T L BREES, I L. SO OBEIE, M, XE, R aE, H, +
“tel, Z=Nn, B, BB #ERB, B, U LB (A - IR, BERL, HEE, RE, T8,
HE, ERUIME, BRE AERRRE, IREK, ~—F—RR, JaE, KEE, KBRS, FLAR WEoH) &
& HIT 20 vol% MgV~ U o ClElE L7z, 72770, KEEREONEE M7 7 kT2 ~3 B
MEER, 10 vol%HAEER /L= ) ACHREEL, EKiZZINZ—AT AT e ReFn<) T
1 BEEET, 20 vol%HVEHEE R~ ) AZHEE L.

8.5.13. RIEERIFRE
XHRETE K O 1000 mg/kg BEDFGHARRE TIRFCEIR L 72BIICoUT, D, W, 58, AT, T
B, WEERR GETIR - ST, RE, §, + B ES BB BB &5 BB iR R
B, U (R - BN, e, WEBE R, MR, HZE, BIZRR, IRE, ¥HE, &
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TER, R, R, BRUIME, BX (RAX - /I - ZE8E), A°HE, AeEiR, IRER, ~——lR,
B (WE - REE), B (Mg - KERE) , KEREY, FLAR (MDA O HE PeilBas Az /L,
FRHA IR A A EE L7, 7ok, FEEUZOWTIE, PAS-~~ bR U U@ iaRm A b (R L
7.

1000 mg/kg FEDFEDEETIZE\ N CRBRE & L~ TR % T EMEUC S - T T, Tl
URIRIZ- DUV T, 200 KUY 40 mg/kg BEOHEE NI [BIEREOREZ-OVT 3, HE YetafRfuZ Az 1F
R, JRERAARRTRA A S50 L7z, 1000 mg/kg BEOMEOFRE  ZIV CRIFERE & b TRF 217
BB 75 & - TP OWEIRL 2 DU i, 200 K TR 40 mgrkg BEOHEE QN [EIEREOHEZ DU
T HE YEHEHEARZERLL, wEIEE A2 i L=, £7-, 1000 mg/ke FEOME T Bl
FHEOBMEIRD SN2 &, 1000 mgkg BEORE TR TREBERE AR LASED HALT- Z &)
5, 200 KT 40 mgkg FEOHEN NI BHEREOMEOBIEIZ DV T HE YA Az /ERL L, JieBi
MFEREEZEE L. G0 B UEROME « fkE, 10 vol%e PR R~ U CRE L7-.

8.6. MEEMITE
HIEMOBATAEIIMTL, TROLIIAT-7, FEAMEL, Wl S%E T 1%L Uiz, —iik
B K OBIRET PSR R 2 AT e o 7z

K, BEERE, BAE, B3 AVEUNLL BN [ERL (FOB), 85, AREERE, RE R
W, MERFRE, MiRE(CFRERVSREER AXEELET) o0 T, A CEMHE
M OB RS2 R U7, RIS, Bartletthpid Y ic 0 98O RMEE BT LTZ. ZORE, %45
BOBE IR IR & SR E 5T L O CDunetth@ i & FEhs L7z, RESHOBEICI,
XREE b A BRI E B 5 & DR TSteelliE ® 2920 L 7-.

FTEIERE (FOB)((EL, B3 AVRUNES B30 B AFR ) RONEER)GE, SR Tl
MO AR L. Z0%, Steel % £ L7-.

SRR TR A C T, 1000 mg/kghE CEEV PRI VRIS X4, 200 KUY 40 mg/kgffil o
WT BT AT L7225 « BROPT RIS W TIL, RIIREE & OB 2 L5 D Steel i T2
UWTAT 72, 1000 mg/kghEIZ U N TRIRHRE & OMIZAEZED T HiL7-35613, Cochran « Armitage
OfFERTE ™Y & O CHESHEOBRT 21T 72,

Dunnetth iE & USteel 121, #i71/ S v 47— SASOPROBMC Y 2l L 7=
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9. HERER

9.1. —fRKEE
9.1.1. 1f (Table 1; Appendices 1-1 - 1-4)

FETHI R OBRSEB NI TILORE bR b o Tz,

FHHIETITIE, 1000 mgkg A TR GZIZ—IMEDOFTIED 12 41, 200 mg/kg FE TR G5%I1Z—iH
PEDVTHEDS 4 FINZ A DA77, 40 mgkg BER OSTRRETIY, —CREEDRFIIA Lo 7.
EHEHIHIFITIE, WTHOREE b —RRBORFEIIA SRR h -7

9.1.2. Itf (Table 2; Appendices 2-1 - 2-4)
%tmi 1000 mg/kg BET 1 5] (No. FO4454: $:5.2 HIEL) 1238 L7203, B RIZ—fiiRe
WIEA SN2 h -T2, 200 KOV 40 mg/kg BEIFONSRHHREE G, SR OBBFEM T8 B
73?75)0 7z.

B HHMFITIE, 1000 mgkg B THRG%IC—@BIEOIED 11 1, 1ORIADIEN R TIEE
WROHENA 1 6], 200 mgkg FETHRGHICBYEORIEN 3 B2 bz, 40 mgkg BER U
RHETIE, — AR RFITH Lot

EIEHARIFICIE, W ol s & —RIREBOERE I A LN -7,

92. E
9.2.1. ¥ (Table 3; Fig. 2; Appendices 3-1 - 3-4)

FeEHIMHIZE, 1000 mg/kg BECIIIBRE & LT 54, 8, 11 KOV 15 HIZIKEDOR BRK
ERAH LIz, 200 KUV 40 mgkg BETHE, *TRURE & e~ TRHIE B OEFRTEICA BZEEA DIRD
7.

[MEHIRFICIE, BRGHEE L LN TRIE H OREICAEETIA DN T

9.2.2. Itf (Table 4; Fig. 3; Appendices 4-1 - 4-4)

% G-I, 1000nnykgﬁ$7f‘ixfﬁﬁﬁié:thf\7fﬁ%5‘182&()22 BIREDATERE a7
biieis, —EMEOETHDL ZEns, HWBRWEICLDRELITZZ DR, 200 KT
40 mg/kg BECHE, WHBRRE & LA THIIE B OREICEE #iﬁ%ﬂ&#ok

MR, BB GEEE LRI L LA TREIE H O EICA BT A LN o 7=,

93. EfHE
9.3.1. M# (Table 5; Fig. 4; Appendices 5-1 - 54)

B HGHIEFIZIE, 1000 mgkg #F TIIBEE & e TRG 2 HOVS BICEfEOEERMKE, &
519 } 23 BICEEEOTAEREMAH LIV, 200 XN 40 mgke BETHE, SHRBE L LEANTH
I H OB EICH BRI bR o Tz,

[EEMARDI Y, BBEREEE & XRREE & A TEHIE A OB RICAEZII A DI o T,
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9.3.2. It (Table 6; Fig. 5; Appendices 6-1 - 6-4)

PeE ML, 1000 mg/kg BECIIRIAREE L HbCHeS 2 HICBABOEEZIEE, 5 16
R 23 RICARREMEN A HIVZ. 40 mgkg #ETHE, XfRR#ES HETHR G 19 AIZBfEROAE
REMERR SRR, BEEIKTE L= Z2b Tl -7, 200 mgkg FETIE, *THRREL [T
BRI A OB R A BT DIV o T,

[EREHAM Y, B3GR L b THREE & I CRIE B ORI A BT A DR o T

94. XK=
9.4.1. I (Table 7; Fig. 6; Appendices 7-1 - 7-4)

B GHAMIFITIE, 1000 mgkg B THEAIRBEL Bh~THH- 9, 12, 16, 19, 23 KUY 26 BITHEK
BOHEREENA I, 200 KTV 40 mgkg FETHE, <HIREE S b~ TKHIE B OKEICHE
I LN T

EEMAREIRICNE, AREERE L B RIAREE & TS H OFBKEICAE B EITA LN o T,

94.2. Itf (Table 8; Fig. 7; Appendices 8-1 - 84)

B ARSI, 1000 mg/kg FETIIRHBRE L LTG5, 9, 12, 16, 19, 23 K126 HiZfE
KEOHFELRRMENA SN, 200 mgkg FETIE, RREEL LERCHE 9 HIEKBOFER S
mﬁﬁaﬂk 40 mg/kg BETHE, xIRRHE & BEA~TRPIE B OBKERICHEEZEIIA LR o7z

EHIRI I, 1000 me/kg B CIHSHHREE & LE TR 2 BIZHEKEDOF B/REEN A ST
2mm¢gﬁf THRRE & LEA~TRHIE B OBK BT BEIIA bR T2,

95. FOB
9.5.1. [ (Table 9; Appendices 9-1 - 94)

1000 mg/kg #ETIL, MDA HAVIZA, REZOWREIE LI D EEZ HILD. 200 KT
40 mgkg BETIE, ST HOWTNOHEBIZEH BFITA LT

9.5.2. it (Table 10; Appendices 10-1 - 10-4)

1000 mg/kg BETIE, FHENRIA LTS, FE%OFHED KR LIz b D L #E 2 55, 1000 mgkg
BT, R L LECHS- 7 BISSED BN B OB BERMRENR A LT, —iato£{ET
bDHZ L, FOMOBEHBIZEFIZEDOLIRNI L0, BHETRRELIIZZ L0,
200 mg/kg a‘#’( X, S REE & LT G EREA 4 BAMZ LD DS D [ OA BN 2 ST,
PRI 2 K A RECIX e -T2, 40 mgke BETIE, AT HOWTROERIZH BREITA LN
Iphotz.

96. RERIG
9.6.1. It (Table 11; Appendices 11-1 - 11-4)
BRGHE D, WTHOERICH BFIXA LN
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9.6.2. [t (Table 12; Appendices 12-1 - 12-4)
HREREE L, WThOEBICH B IIA bR T.

9.7. EHX
9.7.1. I (Table 13; Appendices 13-1 - 134)

1000 mg/kght Tl, xR & TR OMBIEDIR O A E7 KB A 7=, 200 )
40 mg/kgETIE, XL L LN TREDOERDOFEREER DI

9.7.2. i (Table 14; Appendices 14-1 - 14-4)
BERGHE S, R L TR R MBI ORI N A BT LR T,

98. BHREIE
9.8.1. Hf (Table 15; Appendices 15-1 - 154)
FREREL b, AR L N THEIEHERBICAEETA DR T2

9.8.2. It (Table 16; Appendices 16-1 - 16-4)
KRGS b, ML AN THAEEBICHEATA LN o T

99. REE
9.9.1. H“REMEHLTHM (Table 17; Appendices 17-1 - 17-4)

1000 mg/kg FE T, KTHRHE L LA TIREOHZREMD A BT, 200 KT 40 mgkg F Tl
FHRE & AR CIRER ORETICAE LA D o 1.

EHRGHEE S, B3, pH, EHE, T NUE UK vy, B, vevrl /5
VM OISR L I RFRRRE Th - 7.

992 ZEHARR TR (Table 18; Appendices 18-1 - 18-4)

FROGHEE D, XL AR TRELR R EICA BRI DR 7.

FREETEE S, A, pH, EHE, Y RFUlE, F bR VAR, B, varl) s —4F
VR OVEEI I RHRRE S 1 ZIEERRE Ch - 7.

9.9.3. [EIEHARIHE TR (Table 19; Appendices 19-1 - 19-3)

FREREE b, MR L AR TRERORILEICEBEITA DN T,

KREREE S, (30, pH, BEE, 7 FUHE, UK YRy, B, vevl =5
R OVEHEIXAPREE L IRF AR E TH o T2

9.94. EIEHARIR TR (Table 20; Appendices 20-1 - 20-3)
BHRGREE b, STHEE L LN TREBRORERIZA BT DIVR o7,

BERGREE S, B, pH, EOHE, 7RV, 7K vUAty, EBihm, vevel =7
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¥ MOV IR S TR Th o 7.

9.10. M&EFHRE
9.10.1. 5 HARIE T BkE (Table 21; Appendices 21-1 - 21-4)

1000 & T8 200 mg/kg BETIE, RHERE L LRy bu v A7 7 AT VRO A B KA
I HITZR, TR E DT TN TH D Z & RUYFTOE 57— % O [22.6 + 2.1 (sec);
Attachment 8] NDOZALToH S Z &0, HERWEIZ L DB LITEZ LRV . 1000 mgkg FET
I, RHHREE & b~ TR RO A B0 m i O HER LR O BN G778, ctHRRE &
DETOTNCTH D Z & ROYTOYRT —4 Ot [HEkEE: 25207 (%), FHERLE: 17.6
+ 6.7 (%); Attachment 8] RO TH D Z LM b, WRUEIZ L DB L ITEZ LN,
200 mghkg FETIE, WBREL AT T v bo v B VRO EREEN A LNN, BEEIZE
W LB TN end, HRMEICEHFELIIEZ bR, 40 mgke FETIE, xHHRRE
LHANTHBEEBICE BT AR DA ST

9.10.2. ZEHARE T (Table 22; Appendices 22-1 - 22-4)
1000 mg/kg #ETIE, *HBEE & LT MCHC OFBRIKENA LN, ML OETDT
>‘(~‘3?>Za &, NETurEUVERUANY MYy MBEICEEZEDPRD DRI &b, #HRY
BIzE2EBLIIZ X O8N, 200 mgkg #ETHE, *HBHEL AT e ha VO E
iﬁﬁﬂ_b%%ht;ﬁ‘i, B GRICRE LB L TIEARNWZ 200, YRmEIC L ARELITEZS
U2V, 40 mgke BECIE, SHBERE & LA CRHIEEBICABREIA DN 2 T

9.10.3. [EI{EHARIE THEE (Table 23; Appendices 23-1 - 23-3)

1000 mgkg BETIE, MREEL LN TAT /1 BV BOFAEREN SN0, HRREL 0%
ﬁbfﬂf%é:&&@%%@%ﬁfw&wﬁw[«%7mt/i1ﬂi05@@)NWMmu
8] ADEALTHD Z &b, HERWEIC L DB L 1TEZ DR, 200 mgkg BETIE, <R
EHARTRHIETE B ICA R ZEITA f‘ohiﬁz‘))o 7=

9.10.4. [E{EHAR#E THEM (Table 24; Appendices 24-1 - 24-3)

1000 mg/kg FETIE, R L LT MCHC OFEREERA LA, Xt E 0ETHT
MTHDHLE, ~E/rbrBRUNY MUy MEICAEENIRO ONRNWT L, #ERY
BN R BARBLITEZ SR, 1000 mgkg BETHE, HREEE LTI 47V ) —F U BEOR
Bemflini A b ieds, L DZEITDOT N CTHD Z & KUMITOERT —4 O#iH [185.6 +
12,6 (mg/dL); Attachment 9] NOELTH D Z Envd, SHRWEIC L DB L IIE X s,
200 mg/kg BETIE, XIPRRE & PN THRAEHE B ICAEEIIA LIV D o7z,

9.11. MKELFHRE
9.11.1. RE5HARMIR THEEE (Table 25; Appendices 25-1 - 25-4)

1000 F2 TX 200 mg/kg BETIE, STMEEES EENT K OFBEREENA SN2, 1000 mgkg BTl
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KR & LT LT F = OFBERIRERA L. L, Wbl =TT
ThdIZEROUTTOYE T —4 O [K: 421 + 026 (mEq/L) JUTF =0 023 £ 003
(mg/dL); Attachment 10] WO TH A Z b, WBRMBEIZ LR EBLIIEZEZ L.
40 mg/kg FETIE, FTHREE & LbA~T Cl OA BAREARD F HALTZA, &Lﬁi TR L 722 TR
Zenh, HEREIC LHRELITE R L.

9.11.2. I EHARHE THE (Table 26; Appendices 26-1 - 26-4)

1000 mg/kg BETIE, XHBREL LT a L AT o —/L R OMERE ) o O B 72 mfins i b,
200 mg/kg FECIE, SPRREL LETHMEY o OF B e@ERA L.

1000, 200 KON 40 mg/kg BETIE, xHREL L LE~_T K OAREREER R Ca DA ERIEENHD
7z, 1000 mghkg BECIE, SRR T LT F=0 OFEREMERA LNz, LinL, WT
NHXRRE L O T TN THSH Z & KOEROE 7 — 4 O#iff [K: 4.09 £ 020 (mEq/L); Ca:
100+£04 (mg/dL)' 7 VT F=2027+0.03 (mg/dL); Attachment 11] NOAALTHD Z Lob, #
BB Z L DB L IIEZ DR, 200 mgkg BETHL, EEEE LTI AT 20, AIG RO
J?a‘%%%“?%@?ﬁi?f I ONC R 2 U AT v — VO BAREN A S i, G5 RICBhE LA
IETIRRNWZ &0, EEBWEIZ X D88 3B R0,

9.11.3. EIEHARHR T (Table 27; Appendices 27-1 - 27-3)
1000 mg/kg RETIE, XFIBREL oS T Y o OFZREMEN A SR, RGBT R
mb%n@ﬂot ML THDHZLnb, HRMEICISEELITE LN, 200mgkg HT
3, SRR A CHRBEEBIC O A REITA DD o T,

9.11.4. EI{EHARHE TEtE (Table 28; Appendices 28-1 - 28-3)

1000 mg/kg FETIE, XL LT = L AT 00— LOAEREEA AR B,

1000 mg/kg BETHE, B E T y-GTP KON 7V &5 A F‘@ﬁi‘iﬁ%{ DI BIVTZAS,
P GRS TRELZ ‘W;%ngxot%m&ﬂ ZENh, HBWEIC I DRELITFEALNR
VY. 200 mgkg BETIL, xfﬁﬁﬁié:tlzf\f// 1/7%'—/0)%%7%’7&1&11_75‘}ﬁ%i’w”_?ﬁ\, B 5 R BhE
LB TIIZRNZ &G, #REIC LD L ITEZ b0,

9.12. Blt&FTR
9.12.1. ECHitE (Table 29; Appendix 29)
1000 mg/ke TED 1 BT, BICHRENL OB b,

9.12.2. I E5HARG#R THEEE (Table 30; Appendices 30-1 - 30-4)

JHIBORRELDS 1000 M T8 200 mgkg FET 4 SN 6 Bl B4072. 40 mgkg BEM OSHHREECIE, R
WIXA LN T
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9.12.3. &R SHARHR THtE (Table 31; Appendices 31-1 - 31-4)
RO RS 1000 R T8 200 mg/kg FETH 2 FliC A BV, 40 me/kg BER OKIIREECIL, BT
HHNIRMT

9.12.4. EIEHARHR T Bk (Table 32; Appendices 32-1 - 32-3)
RO RS 200 mg/kg BET 1 HIZA H07=. 1000 mgkg BER O FRRETIE, EHIEA L7
ol

9.12.5. EI{EHARI#R T HtE (Table 33; Appendices 33-1 - 33-3)
% \‘/91 h@ﬁ& IB, B2 ILT'J e %ﬁ’bfcﬁ?ﬁ)o 7.

9.13. #FEE=E
9.13.1. ELHIitE (Table 34; Appendix 34)
1000 mg/kg BEDMEDFETHITIE, Rl _ELITA LN -T

9.13.2. B E5HARR T BEE (Table 35; Appendices 35-1 - 35-4)

FIREH OREIT, SREHE LRI E X THEEEITIR NPT,

1000 & TF 200 mgkg FETIE, SRR & LA~ THIBR OB IO B CHEST EROA B/ mfE)s
Iz

1000 mg/kg #ETIE, REREREE L kl:fi‘f**%@%%ﬂi%@ﬁ%‘\fﬁ%ﬂﬁﬁ# BN, FOMMERE
WCHEENRD NIRRT &b, HEWEIC LS8 L 13E R bR, 40 mgkg FETIE, xf
BEBE & BN TR R OMTRE DA B S B %zhfdﬁx BE BRI LA LTI RRWZ &5
b, BERMEIC L 2B LITEZ LN

9.13.3. &R 5HAMR T (Table 36; Appendices 36-1 - 36-4)

HiH ORTEE, AEGRHEE LRI E N TREEEIIA DIRD 5Tz,

1000, 200 &Y 40 mgkg BETIExfREE & L THIROMBXTEROAE 2 M, 1000 ZOY
200 mg/kg TECIINTIEOH T BB /2 E, 1000 mgke T CIEBIRORERT M OFHx B EOA
B EfER A BT,

200 mg/kg FETIL, x%ﬁkwﬁfhm@ﬁxE%@ﬁi&ﬁﬁﬁﬁbhfﬂ,ﬁﬂiéu%

D LIVRWT L s, BRI WAL IIE 2 SR,

9.13.4. EI{EHARIIR Tl (Table 37; Appendices 37-1 - 37-3)
Fl HOREIL, BBSAEE bATEREE e THEAITD BN -T2,
mm&vcmmygﬁfi,ﬁ%ﬁ&wmfﬁﬁ@WNﬁgwﬁ%@mmﬁ$%MK.

9.13.5. [EIEHARI#R TR (Table 38; Appendices 38-1 - 38-3)

B R ORELE, BRGHEE GBI S N THREEIIA LN o T,
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1000 mg/kg FETIE, REFERE L b~ CHTB O K OFHIXT EEOA BB AN & b,

1000 mg/kg BETIE, RFFORE & R TWRROMH R DX EEO B B @mER A b, b
BRI TERZIIRD SN 2B TH A 2 LD, WBRWEIC L AHE L IIE L LR,
200 mgke BETIE, XTHRREL AT T RSO EEDOA BRMAN A bR, BERITKTF

LB TIRRNWZ &0, BRI L D8R L THB X L.

9.14. REMRBFAR
9.14.1. FEL-HItE (Table 39; Appendix 39)
B Mk SR BRI DV,

9.14.2. 51T THEEE (Table 40; Appendices 40-1 - 40-4)

JFFliE: FEARIE BEPEOFARBERE A 1000, 200 KON 40 mg/ke BET 6 BB b, FOREIX
1000 & T8 200 mg/kg B T, 40 mg/kg BE T 2 <HREECdh - 7o PANRIEERIEO HHIRRIEIR I, 1000,
200 K TR 40 mg/kg B TXIRRE & LERTAEZANRO B, 70, HERIMEBHER ST,

g T-e—2 BRI A1 1000, 200 K 0840 mg/kg BT 6 FIEFIIZ A S, £ ORRE L 1000,
200 KON 40 mgkg BEE b T IRE Th 72, T2 UERORATE, 1000, 200 KO
40 mg/kg BECHFREE L LR THEZEDRO LI, o, HERSELHER ST,

g RN R ORHTATEAY 1000 mg/kg BT 6 F4f5, 200 mgkg #ET 4 5, 40 mgkg FET 1
BT S, £ ORREE 1000 mgkg #F T 2 EEEESIREE, 200 K TN40 mgkg FEFC TS BEETH
o7z JRAVE LR OREFRE, 1000 mgkg B TR & A_THEZEDHO DI, 7o, HEK
JEPE bR S 4T,

FOMOE L E LT MR LEZRTAN S L.

Jifi: MERE~OIRE LAY 1000 mgkg BT 1 HlIZH ST,

iR ERUASHHRREC 1 oAbz,

TEEA: BATVEEEMIEEE RS 1000 mgkg BET 1 HillcA STz,

28, TNoOBUIERECHLETEEINIBTH DL L, FNoDREINTNG D
SEETHDZ L, BFHOENLOHBBEREIIIREE L LA TEN RN LD, BRI E1L
EHWT S ALB.

FOMIZIE, 1000 mgkg FEROSHERECIY, O, <&, &R SRR, &8 W, +28
W, 220, Wi, B0, 505, BN, MM, PR, TEIY ooNER, BETEY LoSER, BB SR,
FEEL BN, K535, AR, A%, HORIR, EBRCIMA, NI, /NN, JERE, P86, AcBRRs HRER,
==, B JE - KERE), B WE - KEE) ROSKRBEHICEFI Ao oTz.

9.14.3. X 5HAR#R TR (Table 41; Appendices 41-1-41-4)

JFFIEE: FERIE B O ITRIBEAE RS 1000 mg/kg BEC 5 B85, 200 AT 40 mg/kg BT 6 BI4FIZ
IR, FOFREIL 1000 KT8 200 mgkg FECELEE, 40 mgkg TECISBRETH -7, [MIREFEME:
DOFFHBAERIE, 1000, 200 &N 40 mg/kg BETRIEEE & L ANTHEENRO b, 73D, AEK

I S R STz, B INAIZEIEDS 1000 mg/kg BT 2 il & 200 mg/kg BT 3 fllzA B, & ORLEE
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FFn G ZURECh o 7.

Vel F—7 L ERLOREA 2% 1000 mg/kg BT 5 H142H41, 200 KT 40 mg/kg Ff T 6 fFlFliZ A
AL, FOFREENE 1000 J2 TF 200 mg/kg #F THIL, 40 mgkg #EC 2 IR ETH T, FF
— 7 BRI, 1000, 200 K TR 40 mgke BETRIBRE & L THEEDRRDO LN, 0, H
PO b HRR S .

FOMOEALE UTUATITR LIZET AR LT,

i MR BE A~ PEAE DS IRRET 1 Fliz A 507,

Wi ZERADS 40 mg/kg BEC 1 FlicA BT,

ARER: MAEETZER S 1000 mg/kg B & S FRRECF | flicA iz,

2B, INOOEIAREETLENESEINIE(THL 2 L, ENLORETVITIL D
SEETHAZ &, HHBOENLOHBSEREIIREREE & L STENRND E0n, ERIE L
EHErEiA.

ZOMUziE, 1000 mg/kg BEROSHRRRECIL, O, &%, F P, SRR, &8 ¥, +°8
W&, z2%, EliE, BhE &5 B, WRR, MR, TEHY N8N, BBV LoNE, BERE UM,
5, BT ﬁm, B, FURMR, LBRUIMA, KN, /M, ZERE, FFBE gt ~— I,
B (g - KEEE), B (WE - KERE), KRR ORI RE I A LN h o T,

9.14.4. EIEHARIR TR (Table 42; Appendices 42-1 - 42-3)

g PRAIE LR O DS 1000 mgrkg #ET 3 5, 200 mg/kg BET 1 5] R USRERE T 2 {2
b, FORETOTNG TKBETH 7. R LROWTREIE, 1000 4T 200 mgkg # &
& RHRTE L N THBETRO b -l ZOMICIE, ERaSKIRIEC 1 flici bz,

Z DM, 1000 K UF 200 mg/kg BRI ONTHHEEE T, Filgi e O8I - 5T HIvigdo 7z,

9.14.5. EI{EHARIHE T H5ItE (Table 43; Appendices 43-1 - 43-3)

JFFlg: FHARIE FEME O FARRAE S 1000 mg/kg BT 4 41 & 200 mgkg FET 1 fillcA b, 02
DTG <\ THh o7 PIREFMEOMIMERIL, 1000 mgkg #F Txilaft & b ThH
BEENHEDOLN, H0, HEiE bR Sz,

Wil F=—7 L FERIOWRID Y 1000 T8 200 mgkg BETH 2 FllcHh, TORETOTNE
IKEETh o7z, FE—4 UBROBAE, 1000 B UN200 mgkg FE L &3 ERE L b THE

HERD Lo dz,

FOMUZIE, 1000 K& TR 200 mg/kg BRF NI RIFREETIE, BIRICEFEIIA L0 -T2,
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10. BE

18-V mvA s & & MEET v M2 28 AMBERA&G L, S HIC—HOEMZ 14 AW
DOREEHE AT 72 RER 5 ;5ﬂu%m%ﬁ%ﬁﬁbt

FET-HIAS 1000 mg/kg BE TG 2 HITHE 1 BICERO HI7223, AT H IC—ARREEIC B 13 A B
Molz, FECHIOFRIBEB AR TIL, 28E - ﬁﬁi%&%k@tb,%ﬁf%&#otﬁ,
18-V 7auat s 2 AL EEEEICLV RS2 B2 0N,

*%ﬁ@@%M&LT@,wmmwgﬁ?ﬂ@%ﬁ®%ﬂ&@T@%ﬁ%®%ﬂﬁm1WC#
DIV, ks, MEREE B, 1000 TR 200 mgkg FECHGHED S A HAV278, GBI —BMHEIZEED 6
NTEEDOBTH Y, R EOMRIER S D\ IR EE R U ELA MRS S vz
LD, WERIE ORISR IS B L Ll & i, FRMHER & 1A X o 7.

(R, FETIE 1000 mg/ke fF THREHIFOWENAE B2 RIA3 2 B0, TR W-Fhok
SR HRGITERT 5 20IFED b o 7.

EATE L, MERE L § 1000 mg/kght THRGHAM O A ERMRED A Hivlo. £z, BRI,
HEHEL & 1000 mg/kgff TREHIMOEINH EREEN DIV, BEORHMRBA R A
T, BESHIRIE TRCT £ —7 BRI O D3HERE & & 1000, 200 MO 40 mg/kght CA b7z,
VR OBER IR (F'—~7 U FikD) ICE7 27—, V—¥, ¥ VTV, Y
T EOBEE NS ENTVE D 18-y mnad s Z AT LY, {ELEERSWDSRA L
RAEPEIABAE MBI L7 WTREMED E 2 HL 5. [FIEHI RIS & BRI KA H i
T b, EEHIRIE T RO T — 7 YERIOBN I TIIRD b2 b, T3
WA D Z &, BIEERICH ST EBEZ LS.

FOKELL, MEREE $ 1000 mg/kg #E TIRITHREG M A28 L CHERREN A L. BIEHMT
(28, METIE 1000 mg/kg B CROKEO 8O A B /RFAEDNS A BV, HETIEHR FIZERT 5
TALITERO o T,

771G, BETIE 1000 mg/kg B TR R O OIS OB EREKE, 200 XN 40 mg/kg BT
DB DA EIMEEN S DAL, METIIWT N OBREGHIC LR GIZER T 522 LIEB0H bt
2otz FOB, RIS KR O HFSGHEEIR TIE, MEEE b Pno SRACH R Gz 5%
ANy qPA i Y

PRSI T, 5 AR THRICHETIE 1000 mg/kg B CREDA B RBERH BN, =

OEAGIEKRBEOEIMZER LZ b0 EX LD, LrL, HTHWTho&58Z &R 512
tlﬁéWMiﬂb%h&ﬂot.E@%ﬁ%?ﬁ@ﬁ@ﬁfm,mm&%&&mﬁﬁfé%m

NSy AWAYIEEY el

%5%%%7%memumuﬂxmmg@ﬁ?%ﬁ®mﬂ&0wﬂ@%@ﬁ%&%ﬁ,%f
13 1000 mg/kght TEMROIER K OB EEDOAE RS ENA OV, IR TR, BT
1% 1000 A TF 200 mg/kghf CRIBDAERT B EDOA B2 &R b=, HECITRIHEEICR G
BERT A ZA0EERD b o Tz, IRAATFREICIANT, &SR TR T3 1000 O}
200 mg/kghE THERE ) > OABEREMEN A SN, BIRORIBMSEEREICRN T, G HIRHE 1

RRZHETIE 1000, 200 &% TN 40 mg/kght TR U TIRMIE LR O A A LD, HFET
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IROFNOREGREC S BEIIERD BV o7, FRME ERORT#EIE, T v MECBWTESK
FARICHLIBO BNAELTHAHN Y, flie OFMF OLFEWEIC L > THIMEND 2 L2V
BEENTND Y. URBCN T, [EHEHIRTHE TRAHIBEEOLE 2 FI CRIFRIED R LR O
HFFER A BN TV D, FEHIRE TRICRME B DM T2 1000 mgkghET 6 Fl2f,
200 mg/kghtC 4 BTN 40 mg/kgfEC 1 BICFRD G TND ZEM D, 18-Yrunud s 255
WNIFOREPEMIC LV ARBIERESE L= B2 505, RHEI TREZIE, 1000 XY
200 mg/kghEDKE CRIBROBREED AR RREDFED HAVD, BIRO R LR ORE O H
BBEOIRHRRE L IR U Cho7z 2 & nh, BHEHIAIZH »72EEZ BN 5.

MAEFHREIZ BT, REWIRRE T R OTEHE IR TR MR & & W TR DREREIC bk S

[ZEER T D2 RITED B o Tz,

MIRAE LRI T, F G HIRIRE TR CHECIE 1000 mgkg B TR L AT B—)LOFER
EAE A B0, HETITWTNOREEIZ RGN T 22ER0 b -7z, [EEH
& THEIC HIETIE 1000 mgkg BE TR L A7 1 — VO BB ENR A LR, HECIHREID
FLR9 D AITRO Divieh o 7o, FHHAHE TIRFZHERE & 6 1000 U 200 mg/kg B CTHlEO#R
NG, IR TR, HETIE 200 mg/kg BECHIBRORRENAA S0, HECITE
BICEIRT 2037880 bivenso 7o, TIRE RN, #5- 8RR TRHIRETIZ 1000 K& 18200 mg/kg
T CHOTEE R ORI EEO R E2EE, Tk 1000, 200 &1 40 mgkg B CHXTEEOHFER
i, 1000 M TF 200 mg/kg #f CRETEE RO R /LREN A Lz, FHBORIBEBARAEIZ IS0
T, B G HIRIHT R P JRE BEAE O FRITRIE ) SHERE & 35 1000, 200 K2 O8N0 mg/kg BETA B L7,
FFHEROIRRIE, BN/ E DEERIZ L 5 & B X bD . F72, BUNRZFEES#ED 1000 LT
200 mgkg BECTH LN, LML, MIERFRER MR FAREIC SO CHSEEREE 2 by

DEFIIRRD O TN Enn, TEREELIFBZ O, [BHEMEK TR, T

1% 1000 mg/kg & TR E S & UK EROR B /2R 2 5, PANRE O
ASHETIZ 1000 A T8 200 mg/kg BETH HALZ b DD, FeGHIRHE TR~ TEOREIZE L T
W5 &, BETIE 1000 TN 200 mg/kg B & & FINRFEFVEO IR II5E80D o lc 2 L
b, FHEEMICHD B HND.

PED X 91,1827 mudy & o ORAEY, [Tl 40 mgkg &% 5 CHRIOR O,
FF R L2 P RS B ME O BF AR IR, gl T — 7 VBRI OB BB L2 &b
40 mg/kg/day K, HETIT 40 mg/kg $-5- CHFIEOM B EO S E K OPIIRE BV FFRAUEX,
B 7 L RERLOJRD 23588 HALIZ 2 L D20 40 mg/kg/day Kiifi & B2 DD,
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Table 1. General signs in male rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Study No. 502227

Group mg/kg|Number of males 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 males 2 12 12 12 12 12 12 12 121212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 2012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 012 12 12 12 12 12
1,8-dichlorooctane | 40 |Number of males 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
200 [Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Salivation o 0 0 0 0 0O O O O 0o O O O o o o O o o o O o0 o0 o0 0 0 o0 O
1000 [Number of malcs 2 12 12 12 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 10 12 8 12 7 12 10 12 6 12 5 12 5 12 0 12 2 12 5
Salivation o o0 o0 o0 0 O 0O o0 o0 2 0 4 0O 5 0 2 0 6 0 7 0 7 0 12 0 10 0 7

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 1,8-dichlorooctane

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 |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 12 12 12 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 -
1,8-dichlorooctane | 40 |Number of males 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 -
200 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 12
Normal 12 12 12 12 12 12 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 12 12 11 12 10 6 -
Salivation o o 0 0o 0o 0 061 0o 0 06 06 06 0 0 0 0 0 0 0 0 1 0 0 0 1 0 2 o0 4
1000 [Numbecr of malcs 12 12 12 12 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 6 12 5 12 0 12 1 12 0 12 0 12 3 12 2 12 3 12 2 12 5 12 4 12 6 12 3 6 -
Salivation O 6 0 7 0 12 0 11 0 12 0 12 0 9 0 100 0 9 O 10 0 7 O 8 O 6 0O 9 0 12
Pre: Before administration, Post: after administration. (Continued)

o0 a): Number of males showing abnormal signs at least once between Days | 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 1,8-dichlorooctane

Group mg/kg|Number of males Days of recovery
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control 0 |Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
1,8-dichlorooctanc | 200 |Numbcr of malcs 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
1000 [Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Norial 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 1,8-dichlorooctane

Study No. 502227

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 [2 2 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

1,8-dichlorooctane | 40 [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
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

200 |Number of females |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

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

1000 |Number of females 12 12 12 11 11 11 11 11 11 11 11 1t 1t 1L 1C 10 11 11 11 11 11 11 11 11 11 11 11 11

Normal 12 12 11 11 tr oo o9 18 19 17 116 16 115 13 117 11 5

Salivation o o0 o0 o0 0 0O o0 1 o0 2 0 3 0 2 0 4 0 5 0 5 0 6 0 & 0 4 0 6

Perioral smudge (O 0 0 0 0 0 O O O O O O 0 O O O O O O 0 O 0 O 0 0O 0 0 O

Soiled hair o ¢ 0 0 0 0 0 0 0 O O O O O O 0 O 0 0 O 0 0 0 O 0 0 0 O

Death o 0 1 o0 0 o0 0 00 0 0O O O O O O O O 0O 0 O 0 0 0 0 0 0 0 O
Pre: Before administration, Post: aftcr administration. (Continucd)
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Table 2. (Continued) General signs in female rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Study No. 502227

Group 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 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 -
1,8-dichlorooctane 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 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 -
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 11 12 10 12 12 12 12 12 12 12 11 12 12 12 12 12 11 12 11 6 -
Salivation o o 0 0 0 0 0 0 0 I 0 2 0 0 0 0 I 6 0 0 0 0 1 0 1 0 3
Number of females |11 11 11 11 11 1t 1t 1t 1t 1t 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 5 12
Normal Mm 3 11 1rr 1m 2 11 6 10 5 1 1 11 5 11 5 11 6 11 4 10 4 10 4 11 2 11 2 5 -
Salivation O 8 0 10 0 9 0 5 0 6 0 10 06 6 0 6 0 5 0 7 0 7 0 7 0 9 0 9 0 11
Perioralsmudge |0 0 0 0 0 0 0 O O O O O O O O O ¢ O O 0 1 1 1 1 O 0 0 0o 0 1
Soiled hair o o o0 o0 o0 0 0 0O 0O O 0 0o 0 0 0 0 O 0 0o 0o 1l I 1 1 0 0 0 0 0 1
Death o o0 0 o0 o0 o 0 0 0 0 O 0 0 0 0 O O 0 0 0 0 0 0 0 0 0 0 0 0 l
(Continucd)

Prc: Before administration, Post: after administration.
a): Number of females showing abnormal signs at least once between Days | 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 1,8-dichlorooctane

Group mg/kg|Number of females Days of recovery
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control 0 |Numberotfemaless| 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
1,8-dichlorooctanc | 200 |Numbcroffecmaless|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
1000 [Number of females | 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Norial 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
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Table 3. Body weights of male rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1.8-dichlorooctane

mg/kg 0 40 200 1000

Number of males 12 6 12 12

Days of administration
1 197 = 5 199 = 6 197 + 7 198 =+ 5
4 219 £ 9 223 £ 11 217 £ 8 207 + 7 **
8 250 = 11 250 + 8 245 £ 8 236 + 12 **
11 277 £ 13 275 £ 9 272 = 10 264 £ 15 %
15 310 = 14 304 = 11 304 £ 11 295 £ 18 *
18 330 = 20 327 £ 10 326 + 9 318 + 20
22 361 £ 16 352 £ 12 354 £ 12 348 £+ 24
25 377 £ 17 368 =+ 12 371 £ 14 363 £ 25
28 392 £ 22 375 = 14 381 £ 17 372 = 27

Number of malcs 6 0 6 6

Days of recovery
1 402 = 25 - 389 + 14 372 + 29
4 417 + 28 - 397 £ 17 381 + 31
8 433 £ 30 - 414 + 19 395 £ 34
11 440 + 31 - 419 + 22 406 + 37
14 453 + 32 - 429 + 23 416 + 37

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

142

Group Control 1.8-dichlorooctane

mg/kg 0 40 200 1000

Number of females 12 6 12 12

Days of administration
1 159 £ 5 162 =+ 8 61 £ 5 162 £ 6
4 170 + 6 169 =+ 9 173 7 162 + 9 (1
8 183 = 8 183 = 10 184 £ 8 183 = 9 an
11 194 = 10 199 = 12 200 £ 11 199 = 9 (1N
15 205 = 12 210 £ 11 210 £ 12 214 = 11 (1)
18 212 = 11 223 + 13 219 + 15 229 + 13 * (1)
22 223 £ 13 235 + 15 230 + 15 239 = 14 % (1)
25 229 + 14 242 + 16 237 £ 15 241 + 18 (11)
28 241 = 15 249 = 15 245 £ 16 248 + 14 (11)

Numbecr of fcmalcs 6 0 6 6

Days of recovery
1 237 + 20 - 244 + 14 251 £ 11
4 247 = 22 - 249 £ 14 254 £ 11
8 254 £+ 23 - 259 £+ 14 258 = 12
11 259 = 22 - 265 + 16 263 + 11
14 260 = 22 - 270 + 15 270 = 11

Each value shows mean (g) + S.D.
Significantly different from the control group (*: p<0.05 by Dunnett's test).
Figures in parentheses indicate number of females.
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Table 5. Food consumption in male rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1.8-dichlorooctane
mg/kg 0 40 200 1000
Number of males 12 6 12 12
Days of administration
2 21 = 2 22 £ 3 22 £ 2 17 £ 3 **
5 22 =+ 2 23 =+ 2 22 + 2 l6 + 4 ##
9 24 £ 2 24 £ 0 24 £ 2 23 £ 3
12 24 £ 2 25 = 2 24 = 2 24 = 4
16 27 £ 2 27 = 2 27 £+ 2 27 £ 3
19 24+ 2 25 £+ 2 26 £+ 2 28 + 3 **
23 24 + 2 26 + 2 26 £+ 2 27 £ 2 %
26 24 =+ 3 23 =+ 2 25 + 2 26 =+ 3
Number of males 6 0 6 6
Days of rccovery
26 £ 2 26 £+ 1 26 £ 3
5 29 + 2 - 28 + 2 26 + 3
9 29 £+ 3 - 27 + 3 28 £+ 4
12 29 £+ 2 - 28 £ 3 29 £ 3

Each value shows mean (g/day) + S.D.
Significantly diffcrent from the control group (**: p<0.01 by Dunnctt's tcst).
Significantly different from the control group (##: p<0.01 by Steel's test).
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Table 6. Food consumption in female rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1.8-dichlorooctane
mg/kg 0 40 200 1000
Number of females 12 6 12 11
Days of administration
2 15 = 2 15 = 4 16 + 3 10 = 5 **
5 15 £+ 2 18 = 3 17 + 2 6 + 4
9 14 £ 3 17 £ 4 l6 £+ 2 17 £ 4
12 7 £+ 2 17 + 4 18 + 2 19 = 3
16 17 + 1 17 = 3 17 £ 2 20 £ 2 **
19 17 + 2 20 £+ 2% 19 + 2 17 + 3
23 l6 + 1 19 =+ 2 17 + 2 19 =+ 3 xx
26 16 £ 2 19 + 2 16 £+ 3 17 + 4
Number of temales 6 0 6 6
Days of rccovery
19 = 2 20 £ 4 22 £ 3
5 18 + 5 - 21 + 3 21 £ 3
9 16 + 3 - 19 + 3 21 £ 5
12 20 + 1 - 21 £ 2 21 £ 3

Each value shows mean (g/day) + S.D.
Significantly diffcrent from the control group (*: p<0.05, **: p<0.01 by Dunnctt's tcst).
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Table 7. Water consumption in male rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1.8-dichlorooctane
mg/kg 0 40 200 1000
Number of males 12 6 12 12
Days of administration
2 300 £ 3 31 £ 4 3 2 28 £ 5
5 32 + 4 30 =+ 4 31 + 3 32 £ 12
9 32+ 4 33+ 4 3L+ 4 38 £ 4 **
12 M4+ S5 4 £ 4 33+ 4 43 £ 5 **
16 36 £ 4 36 £ 5 36 £ 5 48 = 7 **
19 37 + 5 36 £+ 5 39 + 5 54 + 8 *k*
23 35 + 4 35 £ 3 37 + 4 51 £ 6 **
26 35+ 6 37 £+ 4 39 + 5 53 £ 7 **
Number of males 6 0 6 6
Days of rccovery
35 £+ 3 35 £ 4 41 = 8
5 36 + 4 - 36 + 2 39 + 6
9 36 £ 5 - 32+ 4 35 £+ 6
12 35 + 4 - 4 £ 3 37 £ 5

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

Group Control 1.8-dichlorooctane
mg/kg 0 40 200 1000
Number of females 12 6 12 11
Days of administration
2 24 = 3 24 £ 5 27 £ 5 21 £ 13
5 23 £ 3 26 + 4 27 £ 5 49 £ 27 ##
9 9 + 5 23 = 7 25 £ 5% 34 £ 6 *F
12 28 £ 3 28 =+ 4 30 £+ 4 43 = 11 ##
16 24 + 3 25 £ 6 27 £+ 6 42 = 12 ##
19 27 + 3 31 =+ 5 31 + 4 41 + 14 #
23 27 £+ 3 30 £ 5 i+ 3 42 £ 9 ##
26 22 £ 3 27 £ 5 24 £ 5 40 = 11 ##
Number of temales 6 0 6 6
Days of rccovery
26 £+ 4 28 7 40 £ 7 ¥*
5 22 + 7 - 29 + 7 31 + 5
9 22 + 9 - 25 £+ 6 32 £ 9
12 27 £+ 4 - 28 £ 4 33 £ 7

Each value shows mean (g/day) + S.D.
Significantly diffcrent from the control group (*: p<0.05, **: p<0.01 by Dunnctt's tcst).
Significantly different from the control group (#: p<0.05, ##: p<0.01 by Steel's test).
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Table 9. FOB of male rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Study No. 502227

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
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) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1 1.0 (1
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)
Mcan (rangc) Day 7 1.0 (1) 1.0 (1 1O (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: (Continucd)
Posturc 1: Pronc or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.

Palpcbral closure
Biting behavior
Clonic convulsions

1: Not obscrved, 2: obscrved.

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

1: Eyclids open normally, 2: eyclids half-closed, 3: cyclids closed.
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Table 9. (Continued) FOB of male rats in repeated dose 28-day oral toxicity study of [,8-dichlorooctane

Study No. 502227

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of males 6 6 6 6
Observation of animals in cages
Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1O (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1O (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
(Continued)

Findings were graded as follows:
Tonic convulsions

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



Table 9. (Continued) FOB of male rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Study No. 502227

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
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) 20 (2)
Mean (range) Day 7 2.0 (2 2.0 (2 2.0 (2) 20 (2)
Day 14 2.0 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 20 (2) 20 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Day 14 20 (2) 20 (2) 2.0 (2) 20 (2)
Day 21 20 (2) 20 (2) 2.0 (2) 20 (2)
w Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Muscle tone Pre 20 (2) 20 (2 2.0 (2) 20 (2)
Mean (range) Day 7 20 (2) 2.0 (2 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 2.0 (2 20 (2) 20 (2)
Day 27 20 (2) 2.0 (2 20 (2) 20 (2)
Fur conditions Prc 1O (1) 1.0 (1) 1O (1) 1.0 (1)
Mcan (rangc) Day 7 1O (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: (Continucd)

Easc of rcmoval from cage
Easc of handling

Musclc tone

Fur conditions

1: Docile and allowing itsclf to be handled, 2: rearing or cowering, 3: running about; hard to catch.

1: Docile and allowing itsclf to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bitc obscrver's hand.

1: De¢ercased, 2: normal, 3: increascd.

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



[43

Table 9. (Continued) FOB of male rats in repeated dose 28-day oral toxicity study of [,8-dichlorooctane

Study No. 502227

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of males 6 6 6 6
Observation of animals on observer's palm
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1O (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1O (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1O (1) 1.0 (1)
Salivation Pre 1.0 (1) 1.0 (1) 1.O (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.3(1-2)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.3(1-2)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.7(1-2)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 13(1-2)
Respiration Pre 1.0 (1 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1 1.0 (1) 1O (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: (Continucd)
Lacrimation |: Nong, 2: mild, 3: marked.
Salivation 1: Nongc, 2: mild, 3: marked.

Respiration 1: Normal, 2: bradypnca, 3: dyspnca.



1Y

Table 9. (Continued) FOB of male rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Study No. 502227

Group Control 1.8-dichlorooctane
mg/kg 0 40 200 1000
Number of males 6 6 6 6
Open-field test
Frequency of rearing Pre 23 £ 23 3.7 £ 20 20 = 2.1 48 £+ 4.0
Mean + S.D. Day 7 15+ 14 33+ 28 53 £ 40 5.7+ 43
Day 14 1.2 £ 12 1.0 = 1.3 1.0 = 1.1 25+ 23
Day 21 1.8 £ 26 6.2 £ 5.5 53+ 27 55+ 46
Day 27 08 £ 16 20 £ 35 22 £ 19 50 £+ 57
Frequency of grooming Pre 00 £ 00 0.0 = 00 0.0 £ 0.0 00 £ 00
Mean + S.D. Day 7 00 £ 00 00 = 00 00 £ 00 00 £ 00
Day 14 00 £ 00 00 = 00 00 £ 00 00 £ 0.0
Day 21 00 £ 00 00 = 00 02 £ 04 00 £ 0.0
Day 27 00 £ 00 00 = 00 00 = 0.0 00 £ 0.0
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
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)
Palpcbral closurc Prc 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mcan (rangc) 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)
Frequency of rearing (during a 2-minutce period). (Continucd)

Frequency of grooming (during a 2-minutc period).
Findings were graded as follows:
Gait 1: Normal, 2: unmoving, 3: staggcring, 4: hind-limbs e¢xtended and dragged, 5: all fours cxtended,
6: forclimbs cxtended and dragged; unable to support body, 7: standing on tiptoc.

Palpcbral closurc 1: Eyclids opcn normally, 2: eyclids half-closed, 3: cyclids closcd.
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Study No. 502227

Table 9. (Continued) FOB of male rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of males 6 6 6 6
Open-field test
Consciousness Pre 2.0 (2) 2.0 (2) 2.0 (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) 2.0 (2) 20 (2
Day 21 20 (2) 2.0 (2) 2.0 (2) 20 (2
Day 27 20 (2) 20 (2) 2.0 (2) 20 (2)
Behavioral abnormalities Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.O (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)
Righting reflex Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1O (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:
Consciousncss 1: Comatosc; no responsc, 2: cxploring behavior, 3: cxcited and moving spasmodically.
Bchavioral abnormalitics 1: Not obscrved, 2: straub's reaction, 3: moving backward, 4: writhing.

Righting reflex 1: Righting itsclf immediatcly, 2: requiring 3 scconds or longer to right itsclf, 3: unable to right itsclf.



Study No. 502227

Table 10. FOB of female rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of females 6 6 6 6
Observation of animals in cages
Posture Pre 2.0 (2) 2.0 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 2.0 (2) 20 (2) 2.0 (2) [5]
Day 14 20 (2) 20 (2) 20 (2) 20 (2) [5]
Day 21 20 (2) 20 (2) 20 (2) 20 (2) [5]
Day 27 20 (2) 20 (2) 20 (2) 20 (2) [5]
Palpebral closure 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 [5]
Day 14 1.0 (1) 1.0 (1) 1.O (1) 1.0 [5]
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 [5]
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1 [5]
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 [5]
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1 [5]
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1 [5]
Clonic convulsions Prc 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mcan (rangc) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Figures in brackets indicate numbecr of fcmalcs. (Continucd)
Findings were graded as follows:
Posturc 1: Pronc or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpcbral closurc 1: Eyclids opcn normally, 2: eyclids half-closcd, 3: cyclids closcd.
Biting behavior 1: Not obscrved, 2: obscrved.

Clonic convulsions 1: Not obscrved, 2: jaw convulsions, 3: tremor.
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Table 10. (Continued) FOB of female rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Study No. 502227

Group Control 1,8-dichlorooctane

mg/kg 0 40 200 1000

Number of females 6 6 6 6

Observation of animals in cages

Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]

Day 14 1.0 (1) 1.0 (1) 1O (1) 1.0 (1) [5]
Day 21 1.0 (1) 1.0 (1) 1O (1) 1.0 (1) [5]
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]

Figures in brackets indicate number of females. (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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Table 10. (Continued) FOB of female rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Study No. 502227

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
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) 20 (2)
Mean (range) Day 7 2.0 (2 2.0 (2 2.0 (2) 20 (2) [5]
Day 14 2.0 20 (2 20 (2) 20 (2) [5]
Day 21 20 (2 20 (2 20 (2) 20 (2) [5]
Day 27 20 (2 20 (2) 20 (2) 20 (2) [5]
Ease of handling Pre 20 (2) 20 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 2.0 (2) [5]
Day 14 20 (2) 20 (2) 2.0 (2) 2.0 (2) [5]
Day 21 20 (2) 20 (2) 2.0 (2) 20 (2) [5]
Day 27 20 (2) 2.0 (2) 2.0 (2) 20 (2) [5]
Muscle tone Pre 20 (2) 20 (2) 2.0 (2) 20 (2)
Mean (range) Day 7 20 (2) 2.0 (2) 20 (2) 20 (2) [5]
Day 14 20 (2) 20 (2) 20 (2) 20 (2) [5]
Day 21 20 (2) 2.0 (2) 20 (2) 20 (2) [51
Day 27 20 (2) 2.0 (2) 20 (2) 20 (2) [51
Fur conditions Prc 1O (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mcan (rangc) Day 7 1O (1) 1.0 (1) 1O (1) 1.0 (1) [51
Day 14 1O (1) 1.0 (1) 1.0 (1) 1.0 (1) [51
Day 21 1O (1) 1.0 (1) 1.0 (1) 1.0 (1) [51
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Figurcs in brackets indicatc number of femalces. (Continucd)

Findings were graded as follows:
Easc of rcmoval from cage
Easc of handling

Muscle tone 1: Decrcased, 2: normal, 3: incrcascd.

Fur conditions

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

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



Study No. 502227

Table 10. (Continued) FOB of female rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

8¢

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of females 6 6 6 6
Observation of animals on observer's palm
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 14 1.0 (1) 1.0 (1) 1O (1) 1.0 (1) [5]
Day 21 1.0 (1) 1.0 (1) 1O (1) 1.0 (1) [5]
Day 27 1.0 (1) 1.0 (1) 1O (1) 1.0 (1) [5]
Salivation Pre 1.0 (1) 1.0 (1) 1.O (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.2(1-2) [5]
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.6 (1-2) [5]
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.6 (1-2) [5]
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.8 (1-3) [5]
Respiration Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Figures in brackets indicatc numbecr of fcmalcs. (Continucd)
Findings were graded as follows:
Lacrimation l: Nong, 2: mild, 3: marked.
Salivation 1: Nongc, 2: mild, 3: markcd.

Respiration 1: Normal, 2: bradypnca, 3: dyspnca.



Table 10. (Continued) FOB of female rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Study No. 502227

Group Control 1.8-dichlorooctane
mg/kg 0 40 200 1000
Number of females 6 6 6 6
Open-field test
Frequency of rearing Pre 43 £+ 19 42 = 29 08 = 08* 38 £ 25
Mean + S.D. Day 7 100 £ 4.1 58 £ 33 78 £ 26 50+ 21* [5]
Day 14 85 £ 46 65 = 3.1 62 £ 40 52+ 22 [5]
Day 21 92 £ 40 6.0 = 33 53 £ 65 58+ 72 [5]
Day 27 57 £ 3.1 50 £ 43 23+ 29 44 + 19 [5]
Frequency of grooming Pre 00 £ 00 0.0 = 00 0.0 £+ 0.0 0.0 £ 00
Mean + S.D. Day 7 00 £ 00 00 £ 00 0.0 £ 00 0.0 £ 00 [5]
Day 14 00 £ 00 00 £ 00 00 £ 00 00 £ 00 [5]
Day 21 00 £ 00 02 + 04 02 £ 04 02 + 04 [5]
Day 27 00 £ 00 00 £ 00 00 £ 00 00 £ 00 [5]
3
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Palpcbral closurc Prc 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mcan (rangc) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Frequency of rearing (during a 2-minutc period). (Continued)

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

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

Figures in brackets indicate number of femalcs.

Findings were graded as follows:
Gait

Palpcbral closurc

1: Normal, 2: unmoving, 3: staggcring, 4: hind-limbs cxtended and dragged, 5: all fours extended,

6: forclimbs cxtended and dragged; unable to support body, 7: standing on tiptoc.

1: Eyclids opcn normally, 2: eyelids half-closed, 3: cyclids closcd.
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Study No. 502227

Table 10. (Continued) FOB of female rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of females 6 6 6 6
Open-field test
Consciousness Pre 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 2.0 (2) 2.0 (2) 20 (2 [5]
Day 14 20 (2) 20 (2) 20 (2) 20 (2 [5]
Day 21 20 (2) 20 (2) 20 (2) 20 (2 [5]
Day 27 20 (2) 2.0 (2) 20 (2) 20 (2) [5]
Behavioral abnormalities Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.O (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [51
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [51
Righting reflex Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [51
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [51
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [5]

Figures in brackets indicatc number of fcmalcs.
Findings were graded as follows:
Consciousncss 1: Comatosc; no responsc, 2: cxploring behavior, 3: cxcited and moving spasmodically.
Bchavioral abnormalitics 1: Not obscrved, 2: straub's reaction, 3: moving backward, 4: writhing.
Righting reflex 1: Righting itsclf immediatcly, 2: requiring 3 scconds or longer to right itsclf, 3: unable to right itsclf.
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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 1,8-dichlorooctane

Study No. 502227

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
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) 20 (2)
Response to touch

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

Mean (range) 2.0 (2) 20 (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
Approaching behavior

Response to touch

Auditory reflex
Pain reflex

[UC R N N

: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.

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

: jumping at or biting at stimulus.

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

: jumping at or biting at stimulus.

: Not obscrved, 2: hesitating at stimulus or moving cars, 3: jumping at and trying to bitc at the sourcc of sound.
: Not obscrved, 2: slowly looking back or slowly moving forward to cscapc from stimulus,

: quickly moving forward to cscape trom stimulus or biting at it immecdiately aftcr 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. 502227

Table 12. Sensory response of female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of females 6 6 6 5
Pupillary reflex

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

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

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

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

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

Findings were graded as follows:

Pupillary reflex
Approaching behavior

Response to touch

Auditory reflex
Pain reflex

: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.

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

: jumping at or biting at stimulus.

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

: jumping at or biting at stimulus.

: Not obscrved, 2: hesitating at stimulus or moving cars, 3: jumping at and trying to bitc at the sourcc of sound.

: Not obscrved, 2: slowly looking back or slowly moving forward to cscapc from stimulus,

: quickly moving forward to cscape trom stimulus or biting at it immecdiately aftcr looking back,

4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.

[UC R N N
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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 1,8-dichlorooctane

Study No. 502227

Group Control 1,8-dichlorooctane
mg/kg 0 200 1000
Number of males 6 6 6
Forelimb

1407 £ 177 1262 = 84 1145 £ 202 *
Hindlimb

399 + 45 329 =+ 4] * 286 + 52 **

Each value shows mean (g) + S.D.
Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
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Table 14. Grip strength of female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of females 6 6 6 5
Forelimb

1053 + 82 1089 + 142 1005 = 162 949 + 179
Hindlimb

272 + 14 246 + 60 265 + 35 227 « 44

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 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of males 6 6 6 6
Ambulatory counts
Minutes after administration
70 299 + 120 307 £+ 209 294 + 115 428 + 92
80 163 + 106 197 + 167 278 + 108 282 + 131
90 134 + 126 109 + 112 106 + 55 154 + 165
100 47 + 60 73 + 88 261 + 533 78 + 91
110 80 + 133 123 + 106 227 + 394 4 + 11
120 3 + 6 44 + 63 57 = 68 56 + 137
Total 725 + 432 852 + 617 1223 + 955 1003 = 503
Vertical counts
Minutes after administration
70 44 + 15 45 + 33 58 = 24 63 =+ 8
80 22 + 11 27 + 23 42 + 24 33 + 13
90 19 = 8 20 = 21 22 + 14 19 % 21
100 4 + 6 12 + 17 6 + 9 12 + 16
110 10 + 16 15 + 12 8 =+ 8 2+ 4
120 0 =+ 1 10 + 16 9 % 10 10 + 23
Total 99 + 41 128 £ 113 144 =+ 65 138 + 74

Each value shows mean £ S.D.
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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 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of females 6 6 6 5
Ambulatory counts
Minutes after administration
70 387 + 261 352 + 240 404 =+ 89 107 =+ 89
80 264 + 136 203 + 78 165 + 140 119 £ 142
90 45 + 66 91 + 102 94 + 116 97 + 90
100 37 + 91 77 + 111 145 + 170 19 + 25
110 12 + 30 31 + 74 59 + 100 36 + 80
120 18 + 20 10 + 24 70 + 172 44 + 96
Total 763 £ 480 763 + 428 938 + 398 422 + 295
Vertical counts
Minutes after administration
70 50 =+ 27 48 + 28 58 = 24 21 =+ 24
80 29 + 19 26 11 22 + 18 14 + 14
90 4 + 7 15 + 19 17 + 23 7 + 6
100 4 + 9 11 + 16 16 + 18 1 = 3
110 1 + 2 3+ 6 9 + 14 3+ 7
120 3+ 5 2 =+ 3 17 + 41 7+ 15
Total 90 + 51 105 + 39 139 =+ 66 53 + 43

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 1,8-dichlorooctane

Study No. 502227

Group Control 1.8-dichlorooctane
mg/kg 0 40 200 1000
Number of males 6 6 6 6
Volume (mL): Mean+S.D. 108 = 4.2 102 =+ 3.0 139 =+ 4.7 186 + 4.7 *
Specific gravity: Mean+S.D. 1.056 + 0.012 1.057 £ 0.012 1.051 = 0014 1.046 + 0.007
Color
Light yellow 6 6 6 6
pH
7.5 1 0 0 0
8.0 0 0 0 l
8.5 5 5 5 5
>9.0 0 L 1 0
Protein
Trace 2 0 2 1
30 mg/dL 4 6 4 5
Glucose
Negative 6 6 6 6
Ketone body
Negative 1 0 0 0
Trace 1 1 1 0
Slight 4 5 5 6
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 6 5 6 6
Marked 0 1 0 0
Urobilinogen
0.1 E.U./dL 5 6 5 6
1.0 EU./dL 1 0 1 0
Significantly different from the control group (*: p<<0.05 by Dunnett's test). (Continued)
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Table 17. (Continued) Urinary findings in male rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1.,8-dichlorooctane
mg/kg 0 40 200 1000
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 5 6 6

21-100 cells/100tields 0 l 0 0
Leukocytes

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

Not observed 6 6 6 6
Crystals

Not observed 1 2 2 2

Observed 5 4 4 4

Study No. 502227
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Table 18. Urinary findings in female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Study No. 502227

Group Control 1.8-dichlorooctane
mg/kg 0 40 200 1000
Number of females 6 6 6 5
Volume (mL): Mean+S.D. 92 + 2.0 6.6 =+ 1.7 10.7 + 2.5 o =+ 6.4
Specific gravity: MeantS.D. 1.047 £+ 0.008 1.057 £+ 0.012 1.047 = 0.006 1.048 + 0.009
Color
Light yellow 6 6 6 5
pH
7.5 0 1 0 0
8.0 2 2 2 2
8.5 2 3 4 3
>9.0 2 0 0 0
Protein
Negative 2 l 5 5
Trace 3 5 1 0
30 mg/dL 1 0 0 0
Glucose
Negative 6 6 6 5
Ketone body
Negative 1 1 1 0
Trace 5 2 5 3
Slight 0 3 0 2
Bilirubin
Negative 6 6 6 5
Occult blood
Negative 6 6 5 5
Trace 0 0 1 0
Urobilinogen
0.1 EU./L 4 5 6 5
1.0 E.U./dL 2 1 0 0

(Continued)
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Table 18. (Continued) Urinary findings in female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1.,8-dichlorooctane
mg/kg 0 40 200 1000
Number of females 6 6 6 5
Urinary sediments

Epithelial cells

0-20 cells/100 fields 6 6 6 5
Erythrocytes

0-20 cells/100 fields 6 6 6 5
Leukocytes

0-20 cells/100 fields 6 6 6 5
Casts

Not observed 6 6 6 5
Crystals

Not observed 2 2 2 1

Observed 4 4 4 4

Study No. 502227
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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 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 200 1000
Number of males 6 6 6
Volume (mL): Mean+S.D. 16.7 = 6.4 16.0 =+ 7.0 145 = 6.5
Specific gravity: Mean+S.D. 1.029 = 0.006 1.031 + 0.010 1.032 = 0.007
Color

Light yellow 6 6 6
pH

8.5 6 5 5
>9.0 0 1 1

Protein

Trace 2 1 3

30 myg/dL 3 4 3

100 mg/dL 1 1 0
Glucose

Negative 6 6 6
Ketone body

Negative 0 0 l

Trace 4 3 5

Slight 2 3 0
Bilirubin

Ncgative 6 5 6

Slight 0 1 0
Occult blood

Ncgative 6 5 4

Trace 0 0 1

Slight 0 1 1
Urobilinogen

0.1 EU./AL 6 6 6

(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 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 200 1000
Number of males 6 6 6
Urinary sediments

Epithelial cells

0-20 cells/100 fields 6 6 6
Erythrocytes

0-20 cells/100 fields 6 6 6
Leukocytes

0-20 cells/100 fields 6 6 6
Casts

Not observed 6 6 6
Crystals

Not observed 2 2 2

Observed 4 4 4
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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 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 200 1000
Number of females 6 6 6
Volume (mL): Mean+S.D. 93 = 1.7 1.5 =+ 4.9 11.9 = 2.9
Specific gravity: Mean=S.D. 1.053 = 0.012 1.045 = 0.011 1.042 = 0.009
Color
Light yellow 6 6 6
pH
6.0 1 0 0
7.0 1 1 0
7.5 1 1 0
8.0 1 1 1
8.5 2 3 5
Protein
Negative 1 2 6
Trace 3 3 0
30 mg/dL 2 1 0
Glucose
Negative 6 6 6
Ketone body
Negative 4 2 6
Trace 2 4 0
Bilirubin
Negative 6 6 6
Occult blood
Negative 6 5 5
Trace 0 1 1
Urobilinogen
0.1 EU/AL 5 5 6
1.0 E.U./dL 1 1 0

(Continucd)
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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 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 200 1000
Number of females 6 6 6
Urinary sediments

Epithelial cells

0-20 cells/100 fields 6 6 6
Erythrocytes

0-20 cells/100 fields 6 6 6
Leukocytes

0-20 cells/100 fields 6 6 6
Casts

Not observed 6 6 6
Crystals

Not observed 3 1 1
Observed 3 5 5
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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 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of males 6 6 6 6
RBC (104/pL‘) 796 £ 46 792 = 37 815 £ 32 784 £ 18
Hemoglobin g/dL) 152 + 0.6 153 + 0.7 156 + 05 152 £ 0.6
Hematocrit (%) 43.1 £ 19 434 = 19 442 £ 1.2 438 = 1.2
MCV (fL) 543 + 3.7 549 + 1.7 543 + 1.5 559 £ 23
MCH (pg) 192 + 1.2 193 + 0.5 19.1 + 0.6 194 £ 1.0
MCHC (g/dl) 353 + 02 352 = 04 352 = 0.2 348 + 05
Platelet (10%/uL) 1240 + 92 1156 + 10.5 1144 + 14.6 1152 + 163
Reticulocyte (%) 3.00 + 054 3.09 + 0.54 293 + 0.14 3.00 £ 045
PT (sec.) 272 £ 6.8 200 £ 3.6 181 = L3# 18.6 £ 4.6
APTT (sec.) 27.1 £ 14 239 = 35 220 £ 1.7 ** 20.8 £ 2.3 **
Fibrinogen (mg/dL) 208.7 = 20.7 203.6 £ 16.8 203.1 = 12.6 2142 £ 218
WBC (lOz/uL) 775 £ 224 70.0 £ 127 552 + 121 66.5 £ 18.4
Differential leukocyte (%)

Lymphocyte 788 £ 33 797 £ 6.8 823 = 6.2 847 + 22
Neutrophil 177 + 3.7 164 £+ 6.6 140 £ 55 109 + 1le6#
Eosinophil 1.2 £+ 04 12 + 04 09 + 04 09 + 02
Basophil 00 £ 00 0.0 £ 0.0 00 = 0.0 00 + 0.1
Monocyte 24 £ 0.7 28 £ 04 28 £ 038 35 £ 1.1 *

Each value shows mean + S.D.
Significantly different from the control group (*: p<0.03, **: 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 22. Hematological findings in female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

9L

Group Control 1,8-dichlorooctane

mg/kg 0 40 200 1000
Number of females 6 6 6 5

RBC (104/uL) 759 £ 30 767 £ 21 761 £ 25 737 £ 30
Hemoglobin (g/dL) 144 = 08 145 £ 05 146 = 0.5 139 = 0.7
Hematocrit (%) 400 £ 1.8 405 £ 1.3 409 £+ 1.1 398 £+ 1.7
MCV (fL) 527 + 2.1 529 + 1.8 538 + 08 540 = 08
MCH (pg) 190 + 0.8 189 + 0.6 192 + 04 188 + 03
MCHC (g/dL) 361 £+ 06 357 £ 03 357 £ 04 348 £ 0.4 **
Platelet (10%puL) 113.7 £ 10.5 1206 £ 5.9 1189 + 54 1144 + 135
Reticulocyte (%) 2.72 + 0.53 3.01 + 036 2.81 + 0.29 278 + 043
PT (sec.) 151 £ 0.7 IS5 =+ 06 172 + 0.5 ** 160 =+ 1.0
APTT (sec.) 175 £+ 09 170 + 06 173 £ 1.0 16.1 = 1.4
Fibrinogen (mg/dL) 1805 + 11.6 179.3 + 119 1680 + 192 188.0 £ 11.7
WBC (102/}1L) 576 £ 26.0 595 £ 162 457 £+ 10.1 443 £ 155
Differential leukocyte (%)

Lymphocyte 795 + 56 81.8 £ 72 802 = 3.9 852 + 3.1
Neutrophil 163 + 5.1 146 + 73 145 + 33 98 + 29
Eosinophil 1.6 £ 05 1.7 £ 09 18 £ 07 1.5 £ 05
Basophil 00 £ 0.0 00 + 00 00 £ 0.0 0.0 £ 0.0
Monocyte 26 + 07 19 £ 05 35 + 1.2 35 £ 09

Each value shows mean + S.D.
Significantly different from the control group (¥*: p<0.01 by Dunnett's test).



LL

Study No. 502227

Table 23. Hematological findings in male rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane

mg/kg 0 200 1000
Number of males 6 6 6

RBC (10%/uL) 854 + 35 855 + I8 846 + 38
Hemoglobin (g/dL) 156 = 0.1 156 =+ 04 150 £ 05+*
Hematocrit (%) 433 = 0.7 434 £ 1.0 419 £ 1.5
MCV (fL) 508 £ 28 508 £ 1.0 495 + 1.1
MCH (pg) 183 £ 08 182 £ 0.3 177 £+ 04
MCHC g/dL) 36.1 £ 05 359 £ 04 358 £ 04
Platelet (10*uL) 121.0 = 8.1 1179 + 13.0 1180 = 4.1
Reticulocyte (%) 326 + 048 3.08 + 0.61 3.1 £ 0.35
PT (sec.) 192 £ 26 207 £ 2.6 185 = 5.0
APTT (sec.) 231 = 2.1 232 = 23 2.1 = 24
Fibrinogen (mg/dL) 209.1 = 13.8 201.8 £ 118 200.1 = 13.9
WBC (102/pL) 69.3 = 175 73.8 + 28.1 588 = 119
Differential leukocyte (%)

Lymphocyte 773 + 3.5 830 =+ 58 802 + 53
Neutrophil 183 + 33 131 + 5.0 151 + 39
Eosinophil 1.8 £+ 03 1.8 + 08 1.8 £+ 09
Basophil 0.1 = 0.1 00 £ 0.0 00 = 0.0
Monocyte 25 £ 08 21 £ 03 30 = 1.1

Each value shows mean £ S.D.

Significantly different from the control group (¥

: p<0.05 by Dunnett's test).
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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 1,8-dichlorooctane

8L

Group Control 1,8-dichlorooctane
mg/kg 0 200 1000
Number of females 6 6 6
RBC (10%/uL) 793 + 47 793 + 41 772 + 28
Hemoglobin (g/dL) 144 = 05 148 = 0.7 143 £ 0.5
Hematocrit (%) 39.7 £ 1.3 406 = 2.0 399 = 09
MCV (fL) 502 + 1.5 513 = 1.0 516 £ 1.0
MCH (pg) 182 + 0.6 186 + 0.2 185 £+ 0.5
MCHC (g/dL) 364 = 0.2 364 = 04 358 + 04 *
Platelet (10%uL) 1253 = 139 1064 + 173 1289 + 145
Reticulocyte (%) 3.00 + 041 290 + 037 294 + 0.92
PT (sec.) 151 =+ 0.6 154 £ 0.5 149 £ 0.6
APTT (sec.) 177 = 0.6 174 + 03 178 =+ 1.0
Fibrinogen (mg/dL) 1752 = 133 1722 = 9.0 196.5 £ 150 *
WBC (102/’uL) 484 + 167 489 + 128 497 £ 144
Difterential leukocyte (%)
Lymphocyte 792 £ 6.6 80.8 = 44 815 £+ 58
Neutrophil 157 =+ 5.7 145 + 38 141 + 53
Eosinophil 25 £ 14 22 £ 08 19 £ 05
Basophil + 0.0 00 = 0.0 00 £ 00
Monocyte 27 £ 13 25 £ 08 26 £ 09

Each value shows mean + S.D.
Significantly different from the control group (*: p<0.05 by Dunnett's test).
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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 1,8-dichlorooctane

Group Control 1.,8-dichlorooctane

mg/kg 0 40 200 1000
Number of males 6 6 6 6

AST (TU/L) 76.1 £ 115 832 + 193 90.0 = 112 844 + 120
ALT (TU/L) 284 + 144 274 + 6.3 255 = 35 36.7 £ 18.6
ALP (IU/L) 5550 £ 758 503.7 £+ 96.0 5494 £ 1525 580.8 + 155.6
y-GTP (IU/L) 069 £ 0.39 072 = 0.16 076 = 021 .10 £ 0.32
Total protein (g/dL) 538 + 0.17 523 £ 0.23 541 = 027 562 + 044
Albumin (g/dL) 287 £ 0.18 278 £ 0.13 291 = 0.11 302 £ 022
A/G 1.15 £ 0.09 1.14 £ 0.09 1.16 £ 0.05 1.17 £ 0.07
Total bilirubin (mg/dL) 0.11 £ 0.01 0.10 £+ 0.01 0.12 = (.01 012 £ 0.01
Urea nitrogen (mg/dL) 154 + 59 167 + 33 202 + 22 17.5 + 3.7
Creatinine (mg/dL) 025 £ 0.02 022 + 0.03 022 = 0.02 022 £ 0.02%
Glucose (mg/dL) 1113 = 6.6 1146 = 9.3 121.7 = 144 L3 = 8.5
Total cholesterol (mg/dL) 473 «£ 9.0 423 £ 129 442 = 103 475 £ 19.1
Triglyceride (mg/dL) 354 + 14.1 183 + 5.6 26.1 + 8.5 362 + 395
Na (mEg/L) 1442 =+ 1.0 1446 =+ 1.0 1434 = 0.8 143.7 + 0.7
K (mEq/L) 4.14 £ 0.25 429 + 0.14 448 = 023 * 449 + Q.17 *
Cl (mEq/L) 104.7 + 0.6 1058 =+ 05 # 1050 = 0.6 1040 =+ 1.6
Ca (mg/dL) 96 +£ 0.3 93 + 0.2 93 £ 03 9.6 + 0.5
Inorganic phosphate (mg/dL) 82 +£ 0.7 85 + 0.4 86 = 0.4 85 + 0.4

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 26. Blood chemical findings in female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1.,8-dichlorooctane

mg/kg 0 40 200 1000
Number of females 6 6 6 5

AST (TU/L) 779 + 132 876 + 182 754 =+ 32 64.7 + 8.5
ALT (TU/L) 226 + 1.9 21.8 = 24 233 = 2.3 305 £ 7.6
ALP (IU/L) 306.0 + 103.1 3424 + 448 3858 + 373 3477 £ 843
y-GTP (IU/L) 081 =+ 0.20 1.03 £+ 047 1.05 = 0.31 124 £ 033
Total protcin (g/dL) 547 £ 0.18 554 £+ 0.26 559 = 0.18 562 £ 028
Albumin (g/dL) 304 £ 0.13 307 £ 0.17 329 = 0.10 * 314 £ 0.19
A/G 126 £ 0.11 1.24 £ 0.08 1.43 £+ 0.07 ** 1.27 £ 0.03
Total bilirubin (mg/dL) 0.11 £ 0.01 0.10 £+ 0.01 0.11 = 0.01 011 £ 0.00
Urea nitrogen (mg/dL) 152 + 2.0 19.7 + 3.0 211 + 4.0 * 184 + 35
Creatinine (mg/dL) 027 £ 0.0l 027 + 0.04 026 = 0.02 024 = 001 #
Glucose (mg/dL) 1114 = 10.1 110.6 + 3.6 109.6 = 6.3 1037 + 7.7
Total cholesterol (mg/dL) 633 8.5 57.8 £ 144 476 = 8.7 * 825 + 4.3 *
Triglyceride (mg/dL) 269 + 121 184 + 74 277 + 157 306 £ 130
Na (mEg/L) 1435 + 0.9 1427 + 0.9 143.1 = 1.4 142.8 + 1.1
K (mEq/L) 412 + 0.14 438 + 0.12 ** 434 = 0.1 * 438 + 0.18 *
Cl (mEq/L) 106.1 =+ 0.7 1074 + 1.3 107.5 = .1 1062 =+ 1.8
Ca (mg/dL) 9.7 +£ 0.1 93 + 0.1 ** 95 £+ 0.1 * 94 + 0.1 **
Inorganic phosphate (mg/dL) 69 =+ 0.5 73 =+ 0.6 76 = 04 * 8.1 £ 0.3 **

Each value shows mean + S.D.
Significantly different from the control group (*: p<0.0S, **: 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 ternination of recovery period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1.8-dichlorooctane

mg/kg 0 200 1000
Number of males 6 6 6

AST (TU/L) 8§22 + 152 81.4 £ 113 704 =+ 8.0
ALT (TU/L) 276 £ 45 295 =+ 24 27.0 = 32
ALP (IU/L) 454.1 + 1390 4778 + 819 3647 £ 26.1
y-GTP (IU/L) 068 = 0.12 076 = 023 059 = 0.08
Total protcin (g/dL) 561 £ 0.17 568 = 0.22 555 £ 025
Albumin (g/dL) 286 + 0.08 284 = 0.15 283 = 0.07
A/G 1.04 £ 0.09 1.01 £ 0.10 1.04 £ 0.06
Total bilirubin (mg/dL) 0.12 + (.02 0.12 + 0.02 0.11 = 0.01
Urea nitrogen (mg/dL) 15.7 + 1.6 15.8 + 1.9 15.7 =+ 1.8
Creatinine (mg/dL) 026 £ 0.03 024 = 0.02 025 = 0.03
Glucose (mg/dL) 1354 £ 185 1286 £ 164 1193 £ 13.6
Total cholesterol (mg/dL) 62.1 + 135 55.7 8.7 722 £ 185
Triglyceride (mg/dL) 451 + 138 375 £+ 145 528 + 156
Na (mEg/L) 1440 + 1.4 1441 =+ 1.2 1448 =+ 1.1
K (mEg/L) 423 + 0.12 423 + 022 419 £+ 022
Cl (mEq/L) 1034 + 1.2 103.8 =+ 1.1 1029 =+ 1.2
Ca (mg/dL) 95 £ 03 95 + 0.3 97 £ 02
Inorganic phosphate (mg/dL) 70 £ 0.5 73 + 0.6 79 = 0.7 *

Each value shows mean + S.D.
Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 28. Blood chemical findings in female rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane

mg/kg 0 200 1000
Number of females 6 6 6

AST (TU/L) 857 £ 126 71.6 + 7.5 76.1 + 149
ALT (1U/L) 24,1 =+ 2.7 21.8 =+ 3.0 210 = 2.7
ALP (IU/L) 248.0 = 71.7 237.6 £ 66.8 2554 = 588
y-GTP (IU/L) 068 = 0.22 051 £ 0.07 .13 £ 020 **
Total protcin (g/dL) 588 = 038 597 £ 041 599 £ 0.33
Albumin g/dL) 319 £ 026 330 £ 021 310 = 017
A/G 1.18 £ 0.06 1.24 + 0.07 1.08 + 0.09
Total bilirubin (mg/dL) 015 = 003 0.13 + 0.02 0.14 = 0.03
Urea nitrogen (mg/dL) 17.6 =+ 2.0 179 + 22 16.4 =+ 24
Creatinine (mg/dL) 031 = 003 026 £+ 0.01 029 = 0.04
Glucosc (mg/dL) 1173 = 8.7 1287 + 11.8 1142 + 136
Total cholesterol (mg/dL) 68.1 = 164 68.1 £ 145 100.7 £ 120 **
Triglyceride (mg/dL) 18.7 + 6.4 29.1 £+ 113 377 + 9.7 **
Na (mEq/L) 1416 + 0.9 141.7 =+ 1.2 142.1 + 1.2

K (mEq/L) 399 £ 035 404 £ 0.16 414 = 0.09

Cl (mEq/L) 105.1 =+ 1.2 105.1 + 1.8 104.8 = 2.1
Ca (mg/dL) 96 =+ 0.2 97 + 0.4 9.7 =+ 02
Inorganic phosphate (mg/dL) 59 =+ 0.5 59 + 0.6 65 =+ 0.3

Each value shows mean + S.D.
Significantly different from the control group (**: p<0.01 by Dunnett's test).

Significantly difterent from the control group (##: p<0.01 by Steel's test).
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Table 29. Necropsy findings in a dead female rat in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group

1,8-dichlorooctane

mg/kg

1000

Number of females

1

Findings
Stomach
Red dot
Erosion
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Table 30. Necropsy findings in male rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of males 6 6 6 6
Findings
Normal 6 6 0 2
Liver
Discoloration 0 0 6 4
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Table 31. Necropsy findings in female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of females 6 6 6 5
Findings
Normal 6 6 4 3
Liver
Discoloration 0 0 2 2
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Table 32. Necropsy findings in male rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 200 1000
Number of males 6 6 6
Findings
Normal 6 5 6
Liver
Discoloration 0 1 0
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Table 33. Necropsy findings in female rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 200 1000
Number of females 6 6 6
Findings

Normal 6 6 6
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Table 34. Organ weights of a dead female rat in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group 1,8-dichlorooctane
mg/kg 1000
Number of females 1
Body weight (2) 149
Brain (2) 1.61
(g%) 1.08
Pituitary (mg) 10.2
(mg%) 6.8
Salivary glands (mg) 318
(mg%) 213
Thyroids (mg) 19.0
(mg%) 12.8
Thymus (mg) 521
(mg%) 350
Heart () 0.70
(g%) 0.47
Liver (g) 6.80
(g%) 4.56
Spleen (mg) 356
(mg%) 239
Kidneys (2) 1.88
(g%) 1.26
Adrenals (mg) 54.0
(mg%) 36.2
Ovaries (mg) 58.5
(mg%) 393
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Table 35. Organ weights of male rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of males 6 6 6 6
Body weight (2 358 = 13 346 + 13 343 + 17 339 = 29
Brain (g 203 = 007 203 £ 0.08 1.99 + 0.07 1.95 = 0.05
(g%) 057 + 0.03 059 + 0.03 058 £ 0.04 058 £ 0.05
Pituitary (mg) 142 = 2.5 13.8 + 1.8 13.8 = 2.3 148 = 3.6
(mg%) 40 =+ 0.7 4.0 = 0.7 4.0 = 0.7 43 = 0.8
Salivary glands (mg) 639 = 65 603 + 49 558 + 46 561 = 59
(mg%) 179 + 17 175 + 16 163 + 12 166 + 17
Thyroids (mg) 19.7 + 5.7 227 + 4.1 182 + 22 192 + 2.6
(mg%) 5.5 + 1.6 65 + 1.2 53 + 0.7 57 + 0.5
Thymus (mg) 477 + 107 578 £ 38 532 + 83 431 = 34
(mg%) 133 + 28 167 + 25 155 + 24 128 =+ 16
Heart (g) 1.25 + 0.08 .16 £ 0.06 1.16 £ 0.06 1.17 £ 0.08
(g%) 035 £ 0.03 034 + 002 034 £ 0.03 035 £ 0.03
Liver (2) 1031 £ 055 1072 + 0.78 1327 + 0.83 ** 1623 +£ 1.52 *x
(g% 288 = 0.08 310 £+ 025 3.88 = 0.29 ** 479 = (.18 **
Spleen (mg) 628 =+ 78 582 + 91 569 + 96 566 £ 122
(mg%) 176 =+ 23 169 + 31 166 + 31 168 =+ 40
Kidneys (g) 248 £ 0.23 270 £ 0.22 281 £ 017 * 3.16 = 0.17 **
(g%) 0.69 £ 008 078 + 0.07 082 £ 006 * 094 £ Q.11 **
Adrenals (mg) 649 + 107 575 + 5.8 53.7 + 7.9 60.7 + 8.4
(mg%) 18.1 = 2.8 166 + 1.6 157 + 22 180 = 24
Testes (g) 298 £ 0.09 326 £ 0.13 306 £ 0.18 336 = 030 **
(g%) 084 = 0.03 094 + 0.04 ## 090 + 0.08 1.00 £+ 0.14
Epididymides (mg) 808 =+ 77 873 + 44 849 + 40 821 = 53
(mg%) 226 + 23 253 + 14 248 + 21 244 + 25

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<0.01 by Steel's test).
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Table 36. Organ weights of female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 40 200 1000
Number of females 6 6 6 5
Body weight (2 226 = 10 234 + 13 229 + 15 222 =+ 16
Brain (g) 1.84 = 0.10 1.84 £ 0.05 1.83 £ 0.07 187 £ 0.05
(g%) 082 + 0.03 079 £ 0.04 081 £ 0.06 0.84 £ 0.06
Pituitary (mg) 169 = 4.7 147 + 0.8 150 + 39 159 =+ 2.0
(mg%) 75 = 2.2 63 + 0.4 6.6 + 1.7 72 + 0.9
Salivary glands (mg) 410 = 24 400 + 49 403 + 24 383 = 46
(mg%) 182 + 8 171 + 19 177 + 11 172 = 15
Thyroids (mg) 184 + 3.0 19.0 + 3.5 172 + 1.1 214 + 2.7
(mg%) 82 =+ 1.0 81 =+ 1.5 75 + 0.2 9.7 =+ 1.6
Thymus (mg) 473 = 92 476 + 66 418 =+ 66 408 = 121
(mg%) 209 = 39 204 + 29 183 + 23 181 = 44
Heart (g) 0.82 £ 0.08 087 £ 0.09 080 £ 0.08 083 = 0.07
(g%) 036 + 002 037 £ 0.02 035 =+ 0.02 037 £ 0.03
Liver (2) 697 £ 0.55 799 + 0.58 9.07 £ 098 ** 1080 + (.85 **
(g% 308 =+ 0.14 341 £ 009 * 396 + 0.23 ** 487 = 0.30 **
Spleen (mg) 547 = 122 470 + 47 436 + 65 448 + 107
(mg%%) 241 = 43 201 + 19 191 =+ 26 * 200 =+ 41
Kidneys (g) 173 + 0.15 178 £ 0.10 1.88 + 0.10 204 £ 0.14 **
(g%) 076 + 0.04 076 £ 0.02 0.82 £ 0.05 092 £ (.05 **
Adrenals (mg) 71.6 =+ 9.0 69.0 + 9.1 639 =+ 6.3 703 £ 104
(mg%) 31.8 = 4.5 294 + 2.7 280 = 2.4 319 + 5.8
Ovaries (mg) 823 = 7.7 877 + 9.5 L5 £ 121 860 = 125
(mg%) 36.5 + 34 374 + 2.5 357 + 52 392 + 8.4

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 37. Organ weights of male rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 200 1000
Number of males 6 6 6
Body weight (g) 419 + 30 399 + 18 390 + 36
Brain (e 205 £ 0.10 206 £ 0.06 202 £ 0.08
(g%) 049 + 0.02 052 + 0.02 052 + 0.05
Pituitary (mg) 158 + 38 145 + 1.2 138 + 1.7
(mg%) 38 = 0.7 3.6 + 0.3 3.6 + 0.7
Salivary glands (mg) 670 + 53 632 + 49 619 + 79
(mg%) 160 =+ 8 159 =+ 16 159 + 16
Thyroids (mg) 227 + 3.0 242 + 2.8 222 + 2.1
(mg%) 55 + 0.8 6.1 + 0.5 57 £ 0.6
Thymus (mg) 493 + 123 470 + 95 499 + 129
(mg%o) 118 = 28 118 =+ 23 127 + 24
Heart (g) 1.42 £ 0.13 147 £ 0.18 1.37 £ 0.16
(g%) 034 + 0.02 037 + 004 035 £ 0.04
Liver (g) 1214 + 1.82 11.65 + 0.82 11.64 + 0.97
(g%) 289 + 029 292 + 015 299 £+ 023
Spleen (mg) 700 =+ 102 677 =+ 59 690 =+ 67
(mg%) 167 + 21 170 =+ 15 177 + 13
Kidneys (g) 2.88 £ 033 298 £ 0.19 293 £ 0.15
(g%) 069 + 0.04 075 + 0.04 075 £ 004 *
Adrenals (mg) 60.1 + 9.2 559 + 8.6 60.7 + 109
(mg%) 143 + 1.8 140 + 1.8 157 £ 3.0
Testes (g) 341 £ 028 327 £ 017 328 £ 0.28
(g%) 082 £ 005 082 + 0.06 085 + 0.1
Epididymides (mg) 1122 + 77 1119 + 48 1085 + 77
(mg%) 269 + 17 281 + 20 279 + 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 38. Organ weights of female rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 0 200 1000
Number of females 6 6 6
Body weight (g) 244 + 20 233 + 14 250 + 12
Brain (g) 196 £ 0.14 1.86 = 0.05 191 £ 0.06
(g%) 0.80 + 0.08 0.74 + 0.05 0.76 + 0.04
Pituitary (mg) 163 =+ 23 134 = 0.7 146 + 1.2
(mg%) 67 =+ 0.9 53 = 0.2 ## 58 £ 0.5
Salivary glands (mg) 441 =+ 49 407 + 44 436 + 56
(mg%) 181 + 22 161 =+ 15 175 + 19
Thyroids (mg) 174 + 2.8 158 =+ 2.6 159 + 1.4
(mg%s) 72 + 1.5 63 = 1.2 64 + 0.6
Thymus (mg) 416 =+ 29 389 + 65 498 + 52 %
(mg%) 171 + 16 154 = 21 200 + 23 *
Heart (g) 0.88 £ 0.07 092 £ 007 089 £ 004
(2%) 036 £ 002 036 + 003 036 + 0.02
Liver (g) 668 + 0.72 724 + 035 770 + 041 **
(g%) 273 =+ 0.17 287 = 0.2 3.08 £ 0.06 **
Spleen (mg) 542 £ 119 482 + 80 509 + 52
(mg%) 222 + 46 192 + 38 204 + 16
Kidneys (g) 1.76 £ 0.19 1.87 £ 0.13 1.89 £ 0.11
(g%) 072 + 0.03 074 £ 0.07 0.76 + (.04
Adrenals (mg) 709 + 104 63.6 + 6.9 68.2 + 7.8
(mg%) 292 = 4.8 253 + 3.6 274 + 32
Ovaries (mg) 90.2 + 7.4 788 £ 169 84.1 + 11.7
(mg%) 370 + 3.1 314 =+ 7.7 338 + 5.5

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<0.01 by Steel's test).
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Table 39. Histopathological findings in a dead female rat in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group 1,8-dichlorooctane
mg/kg 1000
Grade N A" £+ 2+ 3+
Findings
Heart (11
Postmortal change ¢ L 0 1 0 o0
Lung [1]
Postmortal change 6 L 0 1 0 0
Trachea [1]
Postmortal change 6 t 0 1 0 o
Liver [1]
Postmortal change 6o t o0 1t 0 ¢
Pancreas [1]
Postmortal change o t 0o 1t 0o ¢
Sublingual gland [1]
Postmortal change o 1 o0 1 0 0
Submandibular gland 1
Postmortal change o 1 o0 1 0 0
Esophagus [1]
Postmortal change 6 1 o0 1 0 0
Stomach [1]
Postmortal changc 6o 1 o0 1 0 0
Duodenum [1]
Postmortal changc 0O 1 0 1 0 0

Grade of histopathological findings; %: slight, +: mild, 2+: modcratc, 3+: markcd.  (Continucd)
a): No abnormality dctected.

b): Abnormality dctected.

¢): Number in brackcts is number of females examined.
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Table 39. (Continued) Histopathological findings in a dead female rat in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group 1,8-dichlorooctane
mg/kg 1000
Grade N A" £+ 2+ 3+
Findings

Jejunum (11

Postmortal change ¢ L 0 1 0 o0
Ileum [1]

Postmortal change 6 L 0 1 0 0
Cecum [1]

Postmortal change 6 t 0 1 0 o
Colon [1]

Postmortal change 6o t o0 1t 0 ¢
Rectum [1]

Postmortal change o t 0o 1t 0o ¢
Thymus [1]

Postmortal change o 1 o0 1 0 0
Spleen [1]

Postmortal change o 1 o0 1 0 0
Mandibular lymph nodc [1]

Postmortal change 6 1 o0 1 0 0
Mecsenteric lymph node [1]

Postmortal changc 6o 1 o0 1 0 0
Kidney [1]

Postmortal changc 0O 1 0 1 0 0

Grade of histopathological findings; %: slight, +: mild, 2+: modcratc, 3+: markcd.  (Continucd)
a): No abnormality dctected.

b): Abnormality dctected.

¢): Number in brackcts is number of females examined.
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Table 39. (Continued) Histopathological findings in a dead female rat in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group 1,8-dichlorooctane
mg/kg 1000
Grade N A" £+ 2+ 3+
Findings
Urinary bladder (11
Postmortal change ¢ L 0 1 0 o0
Ovary [1]
Postmortal change 6 L 0 1 0 0
Uterus [1]
Postmortal change 6 t 0 1 0 o
Vagina [1]
Postmortal change 6o t o0 1t 0 ¢
Pituitary [
Postmortal change o t 0o 1t 0o ¢
Adrenal [1]
Postmortal change o 1 o0 1 0 0
Thyroid [1]
Postmortal change o 1 o0 1 0 0
Parathyroid [1]
Postmortal change 6 1 o0 1 0 0
Cercbrum [1]
Postmortal changc 6o 1 o0 1 0 0
Cercbellum [1]
Postmortal changc 0O 1 0 1 0 0

Grade of histopathological findings; %: slight, +: mild, 2+: modcratc, 3+: markcd.  (Continucd)
a): No abnormality dctected.

b): Abnormality dctected.

¢): Number in brackcts is number of females examined.
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Table 39. (Continued) Histopathological findings in a dead female rat in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

96

Group 1,8-dichlorooctane
mg/kg 1000
Grade N A" £+ 2+ 3+
Findings

Medulla oblongata (11

Postmortal change I 0 1 0 0

Spinal cord
Postmortal change
Sciatic nerve
Postmortal change
Eyeball
Postmortal change
Harderian gland
Postmortal change
Bone marrow (sternum, femur)
Postmortal change
Bone (sternum, femur)
Postmortal change
Femur muscle
Postmortal change
Mammary gland
Postmortal change 0 1L 0 1 0 0

—_

oo o o oo e @
= = = =

—
[
—_—

Grade of histopathological findings; %: slight, +: mild, 2+: modcratc, 3+: marked.
a): No abnormality dctected.

b): Abnormality dctected.

¢): Numboer in brackcts is numbcr of females cxamined.
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Table 40. Histopathological findings in male rats on termination ot administration period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Study No. 502227

Group Control 1.8-dichlorooctane
mg/kg 0 30 200 1000
Grade N AY + + 2+ 3+ [NV AY + 2+ 3+ + o+ 2+ 3+ + 2+ 3+
Findings
Heart 6] [0]° o1 [6]”
Lung [6] [0] [0] (6]
Mineralization, vascular wall, left 6 0 0 0 0 0 5 0 0 0
Trachea (6 (0] [0] (6]
Liver [6] [6] [6] [6]
Swelling, hepatocyte, periportal 6 0 0 0 0 0fO0 0O 0 0 0 0 6 0 O 0 6 0 0 #&&
Pancreas [6] [6] [6] [6]
Decreased, zymogen granules 6 0 0 0 0 0fO0 2 0 0 0 33 0 0 0 2 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]
llcum [6] [0] [0] [6]
Cccum [6] [0] [0] (6]
Colon [6] [0] (0] (6]
Rectum [6] [0] (0] (6]
Thymus [6] [0] [0] (6]
Splecn [6] [0] [0] (6]
Mandibular lymph nodc [6] [0] [0] [6]
Mescnteric lymph node 6] [0] [0] [6]

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

b): Abnormality dctected.

¢): Number in brackcts is numbcr of males examined.

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

Significantly diffcerent by dosc responsc test (&&: p<0.01 by Cochran-Armitage cxact test).

(Continucd)
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Table 40. (Continued) Histopathological findings in male rats on termination of administration period in repeated dose 28-day oral toxicity study of 1.8-dichlorooctane

Study No. 502227

Harderian gland
Bonc marrow (sternum, femur)
Bonc (sternum, femur)

DN D

OO O

oo D

AN NN

Group Control 1.8-dichlorooctane
mg/kg 0 20 200 1000
Grade N AY + + 2+ 3+ [NV AY + 2+ 3+ N AY o+ 2+ 3+ N AY &2+ 2+ 3+
Findings
Kidney [6]° [6]° (61" [6]°
Hyaline droplet, tubular epithelium, bilateral 6 0 0 0 0 0]5 1 0 0 0 2 4 4 0 0 0 0 2 4 0 0 #&&
Cyst, left 5 1L 1L 0 0 0]6 O 0 0 0 6 0 0 0 0 0 6 0O 0 0 o0
Urinary bladder [6] [0] [0] [6]
Testis [6] [0] [0] [6]
Epididymis [6] [0] [0] (6]
Seminal vesicle (6] [0] [0] [6]
Prostate [6] [0] [0] [6]
Pituitary [6] [0] [0] [6]
Aberrant craniopharyngeal tissue 6 0 0 0 0 O 5 1 0 0 0
Adrenal (6] [0] (0] (6]
Thyroid [6] [0] (0] (6]
Parathyroid [6] [0] [0] [6]
Cerebrum [6] [0] (0] (6]
Cercbellum [6] [0] [0] (6]
Mecdulla oblongata [6] [0] [0] [6]
Spinal cord [6] [0] [0] [6]
Sciatic nerve [6] [0] (0] (6]
Eycball (6] [0] [0] [6]
(6] [0] [0] [6]
(6] [0] [0] [6]
(6] [0] [0] [6]
1 [0] [0] [6]

Femur muscle

—
N

[=3

=4

[=)%

Gradc of histopathological findings; +: slight, +: mild, 2+: modcrate, 3+: marked.

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

¢): Number in brackcts is numbcr of males examined.

Significantly different from the control group (##: p<0.01 by Stcel's test).
Significantly diffcrent by dosc response test (&&: p<0.01 by Cochran-Armitage cxact test).
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Table 41. Histopathological findings in female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1.8-dichlorooctane
mg/kg 0 40 200 1000
Grade NY A+ o+ 2+ [N AY & o+ 2+ 3+ N A”Y +  + 2+ 3+ NYAY o+ 2+ 3+
Findings
Heart (6] 07" [o]” 51"
Lung (6] [0 [0] [5]
Mineralization, vascular wall, lett 5 1 1 0 0 0 5 0 0 0 0 O
Trachea (6] (0] [0] (5]
Liver (6] (6] (6] (5]
Swelling, hepatocyte, periportal 6 0 0 0 0 0|0 6 6 0 0 0 #]0 6 0 6 0 0 #[0 5 0 5 0 0 ##&&
Microgranuloma 6 0 0 0 0 0|6 0 O 0 0 0 33 3 0 0 0 32 2 0 0 O
Pancreas [6] [6] [6] [5]
Decreased, zymogen granules 6 0 0 0 0 0|0 6 1 5 0 0 #]0 6 0 6 0 0 # 0 5 0 5 0 0 # &
Sublingual gland (6] [0] [0] (5]
Submandibular gland (6] [0] (0] (5]
Esophagus [6] [0] [0] (5]
Stomach [6] [0] [0] (5]
Duodenum [6] [0] [0] (5]
Jcjunum [6] [0] [0] [5]
Ilcum [6] [0] [0] [5]
Cccum (6] [0] [0] (5]
Colon (61 [0] (0] (5]
Rectum [61 [0] [0] (5]
Thymus [6] [0] [0] [5]
Splecn [6] [0] [0] [5]
Mandibular lymph nodc [6] [0] [0] [5]
Mesenteric lymph node [6] [0] [0] [5]
Gradc of histopathological findings; +: slight, +: mild, 2+: modcratc, 3+: marked. (Continued)

a): No abnormality dctected.

b): Abnormality dctected.

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

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

Significantly diffcrent by dosc response test (&: p<0.05, &&: p<0.01 by Cochran-Armitage cxact test).



001

Study No. 502227

Table 41. (Continued) Histopathological findings in female rats on termination of administration period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1.8-dichlorooctane
mg/kg 0 30 200 1000
Grade N AY + + 2+ 3+ [NV AT &+ 2+ 3+ NY A £+ 2+ 3+ N AY &2+ 2+ 3+
Findings

Kidney [6]° [6]° (61" [5]°

Cyst, left 6 0 0 0 0 0]5 1 [ 0 0 0 6 0 0 0 0 0 5 0 0 0 0 0

Urinary bladder [6] (0] [0] (5]

Ovary [6] (0] [0] (5]

Uterus (6] [0] [0] [5]

Vagina [6] [0] [0] (5]

Pituitary [6] [0] [0] [5]

Adrenal [6] [0] [0] [5]

Thyroid [6] [0] [0] [5]

Parathyroid [6] [0] [0] (3]

Cerebrum (6] [0] (0] (5]

Cerebellum [6] [0] (0] (5]

Medulla oblongata [6] [0] [0] [5]

Spinal cord (6] [0] (0] (5]

Sciatic nerve [6] [0] [0] [5]

Eycball [6] [0] [0] [5]

Dysplasia, rctina s L L 0 0 0 4 1 1 0 0 0

Hardcrian gland [6] [0] [0] [5]

Bonc marrow (stcrnum, femur) [6] [0] [0] [5]

Bonc (sternum, femur) [6] [0] [0] [5]

Femur muscle [6] [0] (0] (5]

Mammary gland [6] [0] [0] [5]

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

b): Abnormality dctected.

¢): Number in brackets is number of femalcs examined.
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Table 42. Histopathological findings in male rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1,8-dichlorooctane
mg/kg 200 1000
Grade N7 A" £+ 2+ 3+ [NV AT £+ 2+ 3+[NY AV + 2+ 3+
Findings
Liver [61° [61° (61°'
Pancreas [6] [6] [6]
Kidney [6] [6] [6]
Hyaline droplet, tubular epithelium, bilateral 4 2 2 0 0 o015 1 0O 0 o013 0O 0 O
Cyst, left S L 1L 0 0 0|6 0 0 0 0] 6 0 0 O

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

a): No abnormality detected.
b}: Abnonmality detected.

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



Study No. 502227

Table 43. Histopathological findings in female rats on termination of recovery period in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane

Group Control 1.8-dichlorooctane
mg/kg 0 200 1000
Grade N7 A" £+ 2+ 3+ [NY AT &£+ 2+ 3+[NY OAY =+ 2+ 3+
Findings
Liver [61° [61° [61°
Swelling, hepatocyte, periportal 6 0 0 0 0 o0]5 1 1 0 0 02 4 4 0 0 0 # &
Pancreas [6] [6] [6]
Decreased, zymogen granules 6 ¢ 0 0 0 04 2 2 0 O O0]J4 2 2 0 0 O
Kidney [6] [6] [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<0.05 by Steel's test).
Significantly different by dose response test (&: p<0.05 by Cochran-Armitage exact test).
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Fig. 1. Chemical structure of 1,8-dichlorooctane.
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Fig. 2. Body weights of male rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane.
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Fig. 4. Food consumption in male rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane.
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Study No. 502227
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Fig. 6. Water consumption in male rats in repeated dose 28-day oral toxicity study of 1,8-dichlorooctane.
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-O- Control group

{3 1,8-dichlorooctane group at 40 mg/kg
60 — - 1,8-dichlorooctane group at 200 mg/kg
-/ 1,8-dichlorooctane group at 1000 mg/kg

50

Water consumption (g/day)

| \/3/V
30
20 —

12
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0 ] ] ] ] l | | | 1 1 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 1,8-dichlorooctane.
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Study No. 502227
Appendix 1-1. Individual general signs in male rats

Control group

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

Orl

MO1101 N N N N N NN N N NDNNNNNNNNDNNNNNNNNN N
MO1102 N N N N N N N N N N N N N 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 N N N NNNNNN N N N N N N N N
MO01104 N N N N N N N N N N N N N 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 N N N N N N N N N N N N N N N N N N N
MO01106 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01107 N N N N N NN NNNNNNNNNNNDNNNNDNNNNNNNN
MO01108 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01109 N N N N N N N N NN NNNNNNNNNNNNN N N N N N
MO1110 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1111 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1112 N N NN N NNNNNNNNNNNNNNNNNNNNNN N
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
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: aftcr administration. (Continucd)

N: Normal.



Study No. 502227
Appendix 1-1. (Continued) Individual general signs in male rats

Control group

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

%
O

Il

MO1101
MO1102
MO01103
MO1104
MO1105
MO1106
MO1107
MO01108
MO1109
MO1110
MO1111
MO1112

ZzzZz Zz

* %k X X X ¥

Z 222222 22Z2Z27Z2ZZ
Z 222222 22Z2Z27Z2ZZ
Z2 2222272272 ZZ2ZZZ
Z 2222272272 Z2Z2ZZZ
Z 2222222227277
Z2 22222272 2ZZ2Z2ZZ

o|ZzzZ2zzzz222z2Z
o|ZzzZ2z2zzzz2222z27Z

._.
—
—
—
—
—

—_—
[N\

Number of males
N 12 12

Ssolzzzzzzzzzzzz2
Ssolzzzzzzzzzzzz2
oRlzzzzzzzzz22=2
oRlzzzzzzzzz22=2
cnlzzzzzzzzz2z2=2
cnlzzzzzzzzz2z2=2
Solzzzzzzzzzzzz2
Solzzzzzzzzzzzz2
onlzzzzzzzzzz2=2
cnlzzzzzzzzzz2=2
oRlzzzzzz222222=2
oRlzzzzzz222222=2
colzzzzzzzzzzz2=2
colzzzzzzzzzz2=2
oolzzzzzzzzzzz=Z2
oRlzzzzzzzzz22=2
cnlzzzzzzzz2222>2
cRlzzzzzzzz222=2
colzzzzzzzzzzz2=2
colzzzzzzzzzzz2=2

—
[\S I ]
—
[\S I ]
—_
[N\
—_
[N \S]
—
[SOI ]

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



Study No. 502227
Appendix 1-1. (Continued) Individual general signs in male rats

Control group

Male No. Days of recovery

—_
—_

MO1107
MO1108
MO1109
MO1110
MOI1111
MOI1112

LI R S

Number of males
N

o NZ 2 Z 77 2|~
ooz Z ZZ2Z Z|w
o oNZ2Z22Z2Z2Z Z|w
o NZZZZZZ|-
o ZZZZ Z Z|w
o oZzZz Z zZ|>
o222 Z Z Z|
o ZzZzZ Z Z|»
> oz Z2Z Z Z Z|o
o™ NZ Z Z ZZ Z|S
o ZZZZ Z Z

o oZZZZZZIG
>z ZzzZ2ZzZ 2|
o o|Z22zZzzzZ Z|E
>oZZ2 222 Z|%h

*: Euthanized.
N: Normal.
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Appendix 1-2. Individual general signs in male rats

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Male No. Days of administration
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 NN N NN NNNNNNNNNNNNNNNNN N N
M02202 N N N N N N N N N NN N N N N N N NNNN N N N N N N N
M02203 N N N N N N N NN N N NN N N NN NNNN N N N N N N N
M02204 N N N N N N N N N N N NN N N N N N N NN 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 NN 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 06

Pre: Before administration, Post: aftcr administration. (Continucd)

N: Normal.



Study No. 502227
Appendix 1-2. (Continued) Individual general signs in male rats

1,8-dichlorooctane group at 40 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

%
O

M02201 N NN NNNNNNNNNNNNNNNNNNNNNNNNN N *

M02202 N N NN NNNNNNNNNNNNNNNNNNNNNNN N N *

MO02203 N N NN NNNNNNNDNDNNNNDNNDNNNNNNNNNNN N N*

M02204 N N NN NNNNNNNNNNNNNNNNNNNNNNNN N *

M02205 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 N N *

M02206 N N N N NN N N N N N N N N N NN N NN 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 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 6

148!

Prc: Before administration, Post: aftcr administration.
*: Euthanized.
N: Normal.
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Appendix 1-3. Individual general signs in male rats

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

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
M03302
M03303
M03304
MO03305
M03306
M03307
M03308
M03309
MO03310
MO03311
M03312

Z 22222272 ZZZZZ

Zz 22222272 ZZ2ZZZ

Number of males
N
A

colzzzzzzzzzz2 2

0

oolzzzzzzzzzz2zZ

0

n|lZ2zzZzzz2z222Z'z2z7Z

12
0

w|Z2 22z 22z 2427227z Z

12
0

owl|lZ2Z2z2z2z22z22z2222Z27Z

0

owl|lZ2Zz2z2z22z2Z22z2222Z27Z

0

mm|lZ2ZzZ222zzZ2z2222Z2Z

0

ocouw|lZ2zZzZ2zz22z2z222Z

onnlzzzzzzzzz2z22Z

cnnlzzzzzzzzzz2z=

ocpplzzzzzzzzzz2=

ocpplzzzzzzzzzz2z=

oG w|lZ2ZzZz2Z2z22z222Z22ZZ

oG wn|lZ2ZzZz2Z2z2z22z222Z22Z2Z

onglzzzzzzzzzzzz

onglzzzzzzzzzzzz

—
SASES

—
SASES

ocpglzzzzzzzzzz=2=

onnlzzzzzzzz2272272

ocpml|l2zZzZZZ2Z2Z2222Z7Z

ocpml|l2zZzZZZZ2Z22Z22Z2Z7Z

Colzzzz22222272 27

<

Colzzzz22222272 27

<

ow|ZZ22Z2Z22zZz2Z2222722Z7Z

o

ow|ZZ22Z2Z22zZz2Z2222722Z7Z

o

solzzzzzzzzzzzz
ocnglzzzzzzzzzzzz

0

Pre: Before administration, Post: after administration.

N: Normal.
A: Salivation.

(Continued)
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Appendix 1-3. (Continued) Individual general signs in male rats

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Male No. Days of administration Total”
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 A
M03301 N N N NN NNAN N N N NNNNNNNN N A N N N N N N N =* +
M03302 N N N N N N N N N N N NN NNNNNNN N N N N N N N N N * -
MO03303 N N N NN N NNNNNNNNNNNNNNNNNNNNN N N * -
MO03304 N N N N N 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 N * -
MO03306 N N N N N N N N N N N N N N N N N N NN N N N N N N N N N =* -
MO03307 N N N NN NNNNNNNNNNNNNDNNNNNNNNNNN -
M03308 N N N N N N N N N NN N NN N NN N NN N N N N N N N N -
M03309 N N N N NN N N N NN NN N NNNNNN N N N N N N N A +
MO03310 N N N N N N N N N N N N N N N N N N N N N N N N N N N N -
MO03311 N N N 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 +
M03312 N N N N N N N NN NNNNNNNNNNNN NN NN A NN +
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
N 12 12 12 12 12 12 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 12 12 11 12 10 6 -
A o o0 o o o0 o0 o0 1 o0 0 O o0 O O O O O 0 0 o0 0 1 o o0 o0 1 0 2 O 4

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.
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Study No. 502227
Appendix 1-3. (Continued) Individual general signs in male rats

1,8-dichlorooctane group at 200 mg/kg

Male No. Days of recovery

[=}
—
N
(5]
W

MO03307
MO03308
MO03309
M03310
MO03311
MO03312

* k¥ ¥ ¥ * %

Number of males
N

ooz 2z 72 Z Z[|—
N onZZZZzZ Z|w
ooz Z22Z22ZZ Z|w
ooz zZ2ZZZZ[|+
S NNZ ZZZZ Z|n
o o|lZzZZZZ>
ooz Zzz ZZZ[=
N NZZZZZ Z|®
o nZZ2Z2ZZZ|o
ooz Z 2 ZZ Z
ooz zZZZZZ
rNo|Z2Z2 222 2Z
o on|Z2 2222 ZZZ
ooz 222z 22 Z|E
sz Z2Z22Z2ZZ

*: Euthanized.
N: Normal.
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Appendix 1-4. Individual general signs in male rats

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

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
M04401 N N N N NN N N NNNNNNNNNNNNNNN A N N N A
M04402 N N N N N NN N N NN A N A N A N A N A N N N A N A N A
M04403 N N N N N N N NN N NN NN NNNANAN A N A N A N A
M04404 N N N N N N N N N A N NN A N NN A N A N A N A N A N A
M04405 N N N N N N N N N A N N N N N N N A N A N A N A N A N N
M04406 N N N N N N N N N N N N N N N N N NNNNNN A N A N N
M04407 N N N N N N N NN NN A N NNNN AN A N A N A N N N A
M04408 N N N N N N N NN NN AN A N N N NNNNNN A N A N A
M04409 N N N N N N NN N NN AN A N A NNNAN A N A N A N A
M04410 N N N N N N N N N N N NN N N NN NNNN N N A N A N N
M04411 N N N N N N N N N N N N N A N N N A N A N A N A N A N N
M04412 N N N N N NN NN NN NNNNNNNNNN AN A N A N N
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
N 2 12 12 12 12 12 12 12 12 10 12 8 12 7 12 10 12 6 12 5 12 5 12 0 12 2 12 5
A o 0 0 0 o0 o0 O O O 2 O 4 0 5 0 2 0 6 0 7 0 0 12 0 10 0 7

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

N: Normal.
A: Salivation.
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Appendix 1-4. (Continued) Individual general signs in male rats

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Male No.

Days of administration

Total®

15

16

17

18

19

20

21

22

23

24

25

26

27

28

%
O

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

M04401
M04402
MO04403
M04404
M04405
M04406
M04407
M04408
M04409
M04410
M04411
M04412

ZZz2zZZZ2Z2ZZZZZZ

N

ZzzZz Zz

* %k X X X ¥

Number of males
N
A

mNlZ2zZzz222Z2z2z22222Z

0

sl Z22Z22Z2% > 2 Z

o|ZzzZ2zzzz222z2Z

12
0

ol ZZE > Z2Ze e Z

7

o No|ZZZZZZ2Z 227272727

0

SRIFEE P>

12

—
[\ ]

0

L e e i i/ i i e S

—_—
—_

onnlzzzzzzzzz222

SonlrrrrrrEee

onnlzzzzzzzzz2z22

Sonlrrrerrr>rrre

onnlzzzzzzzzzZz22

cwuGlErZzZErrrZrrZr

complzazZzZzZ2ZZ2222Z7Z

NGEEZEEZE R

—
=]

cpplzzzzzz22222=

CcwlEEEEEAE > 2

oo wn|lZ2zZzZzZz222Z22z27Z

WGEEEE 2> Z

—_
<

onnlzzzzzzzzz2z22

~NwGlE>Zee 2> Z22Z2Z

ocpplzzzzzzzzzzz=

RN P A

cpplzzzzzzzz222=

cogplzrzrrrzzrZzze

oo w|lZ2zZzZZz2222Z2272Z

oW SlZZEE P> Z

o N

Sl ++ +++ ++

12

Pre: Before administration, Post: after administration.

*: 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.

(Continued)
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Study No. 502227
Appendix 1-4. (Continued) Individual general signs in male rats

1,8-dichlorooctane group at 1000 mg/kg

Male No. Days of recovery

[=}
—
N
(5]
W

Mo04407
M04408
M04409
Mo04410
M04411
M04412

* k¥ ¥ ¥ * %

Number of males
N

ooz 2z 72 Z Z[|—
N onZZZZzZ Z|w
ooz Z22Z22ZZ Z|w
ooz zZ2ZZZZ[|+
S NNZ ZZZZ Z|n
o o|lZzZZZZ>
ooz Zzz ZZZ[=
N NZZZZZ Z|®
o nZZ2Z2ZZZ|o
ooz Z 2 ZZ Z
ooz zZZZZZ
rNo|Z2Z2 222 2Z
o on|Z2 2222 ZZZ
ooz 222z 22 Z|E
sz Z2Z22Z2ZZ

*: Euthanized.
N: Normal.
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Study No. 502227
Appendix 2-1. Individual general signs in female rats

Control group

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
FOl1151 N N N N N NN NNNNNNNNNNNNNNNNNNN N N
FO1152 N N N N N N N N NN N N N N N N N NNNNN N N N N N N
F01153 N N N N N N NN N NN NNN N NN NNNNN N N N N N N
F01154 N N N N N N N N N N N N N N N N N N NN N N N N N N N N
FO1155 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
FO01156 N N N N N N N N N NN NN N N N N N N NN N N N N N N N
FO01157 N N N N N NN N NNNNNNNNNNNNNNNNNN N N
F01158 N N N N N NN N N N N N N N N N N NN NN N N N N N N N
FO01159 N N N N N N NN N NN NNNNNNNNNNNNN N N N N
F01160 N N N N N N N N N N N N N N N N N NN NN N N N N N N N
FO1161 N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F01162 N N N N N NN NNNNNNNNNNNNNNNNNNN N N
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
N 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: aftcr administration. (Continucd)

N: Normal.
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Study No. 502227
Appendix 2-1. (Continued) Individual general signs in female rats

Control group

Female No. Days of administration
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

Fo1151
FO1152
FO01153
F01154
FO1155
FO1156
Fo1157
FO1158
FO01159
F01160
FO1161
FO1162

Zz Z'z Z'z
* % ¥ % ¥ %

Z 222222 22Z2Z2Z2ZZ7Z
Zz 2222272272 2Z22722ZZZ
Zz 2222272272 2Z22722ZZZ
Z 222222 22Z2Z27Z2ZZ
Z 222222 22Z2Z27Z2ZZ
Z 2222272272 ZZZZZ
7z 2222 2Z2ZZZZZZ
7z 27227227277 Z772Z7Z
Z2 2722227227227 Z
Zz 22222272 ZZ2ZZZ
Z2zz2222Zz22222ZZ

n|lZ2zz2zzz2z222Z'z2z7Z
o|ZzzZ2z2zzzz2222z27Z

Number of females 12 12
N 12 12 12 12

—_
—
—
—_
—
—
—
—

mlZ2zZzz222Z2z2z2222Z

snlzzzzzzzzzzz2
Solzzzzzzzzz2272
Solzzzzzzzz272272
Solzzzzzzzz272272
Colzzzzz22222272
onlzzzzz2z2222272
Solzzzzzzzzzz22zZ
Solzzzzzzzzzz22zZ
Solzzzz2222222 27
Solzzzzzzzzz2z22z2
Solzzzzzzzz72272 27
Solzzzzzzzz7272 272
Solzzzzzzzzzz22z
Solzzzzzzzzz2z2zZ

—
SO ]
—
[\SI ]
—
[SSI S
—_
[N\
—
[N ]
—
[N ]
—
[N ]
—
[N ]
—
SO ]

Pre: Before administration, Post: aftcr administration, (Continucd)
*: Euthanized.
N: Normal.
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Study No. 502227
Appendix 2-1. (Continued) Individual general signs in female rats

Control group

Female No. Days of recovery

—_
—_

FO1157
FOI158
FO1159
FO1160
FOl161
F01162

LI R S

Number of females
N

o NZ 2 Z 77 2|~
ooz Z ZZ2Z Z|w
o oNZ2Z22Z2Z2Z Z|w
o oNZZ2ZZ ZZ|-
> NNZ 222 Z Z|w»n
o oZzZz Z zZ|>
o oZ2Z Z2ZZ Z|=
o ZzZ 'z Z zZ|»
> oz Z2Z Z Z Z|o
calzzzzzz|Z
> ZZZZ ZZ

o oZZZZZZIG
22222 2|5
o o|Z22zZzzzZ Z|E
>oZZ2 222 Z|%h

*: Euthanized.
N: Normal.
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Appendix 2-2. Individual general signs in female rats

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Female No. Days of administration
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 NN NNNNNNNNNNNNNNNNNNN N N
F02252 N N N N N N N N NN N N N N N N N NNNNN N N N N N N
F02253 N N N N N N NN N NN NNN N NN NNNNN 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 NN 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 NN NN N N N N N N NN N N N N N N N
Numberoffemaless 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 06

Pre: Before administration, Post: aftcr administration. (Continucd)

N: Normal.
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Study No. 502227
Appendix 2-2. (Continued) Individual general signs in female rats

1,8-dichlorooctane group at 40 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

N
=]

F02251 N
F02252
F02253

F02255
F02256

* % ¥ X ¥ 0*

N
N
F02254 N
N
N
6

Number of females
N 6

L 2 Zzz 'z
o NNZ Z2ZZ2zZZ
o NNZ Z2ZZ2zZZ
ooz zZ22Z2Z=Z
ooz zZ22Z2Z=Z
|z z2z22ZZ
s o|lzzz2z 2z Z
oz Z2ZZ 2 Z
oz Z2Z2Z 2 Z
ooz 227 Z 2
o |z 2 27 Z 2
oL 2 ZzZz 'z
oL Z2ZzZ 'z
N2 2 Z 2 2 Z
o NZ ZZZZZ
o NZZ22ZZZ =z
o NZZ2ZZZ =z
oz zzZ2ZZ
oz zzZ2ZZ
x|z Zz 277 7
o NZ ZZZZZ
oz zzzZ'Z
oNZzZ22Z2Z=Z
S|z ZZ 2227 Z
S| ZZZ 227 Z
ooz zzzZZ
|z zzzZZ
oz 2222z Z

Prc: Before administration, Post: aftcr administration.
*: Euthanized.
N: Normal.
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Appendix 2-3. Individual general signs in female rats

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

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
F03352
F03353
F03354
F03355
F03356
F03357
F03358
F03359
F03360
F03361
F03362

N

N
N
N
N
N
N
N
N
N
N
N

Number of females
N
A

12
12
0

oolzzzzzzzzzz2zZ

0

n|lZ2zzZzzz2z222Z'z2z7Z

12
0

w|Z2 22z 22z 2427227z Z

12
0

Solzzzzzzzzzzzz2

0

owl|lZ2Zz2z2z22z2Z22z2222Z27Z

0

mm|lZ2ZzZ222zzZ2z2222Z2Z

0

ocouw|lZ2zZzZ2zz22z2z222Z

onnlzzzzzzzzz2z22Z

cnnlzzzzzzzzzz2z=

ocpplzzzzzzzzzz2=

ocpplzzzzzzzzzz2z=

oG ww|Z2Z2ZzZ2z2Z222Z22Z7Z

oG w|lZzZzZ2zZ2Z222Z2Z27Z

onglzzzzzzzzzzzz

onglzzzzzzzzzzzz

oL w|lZzZzZzZZz2Z2Z22Z27Z

oL wl|lZzZzZzZzZzZz2Z2Z2Z2Z

ocpglzzzzzzzzzz=2=

onnlzzzzzzzz2272272

ocpml|l2aZzZzZzZZZ2Z2222Z7Z

ocpml|l2aZzZzZzZZZZ2222Z7Z

Colzzzz22222272 27

<

Colzzzz22222272 27

<

ow|ZZ22Z2Z22zZz2Z2222722Z7Z

o

ow|ZZ22Z2Z22zZz2Z2222722Z7Z

o

solzzzzzzzzzzzz
ocnglzzzzzzzzzzzz

0

Pre: Before administration, Post: after administration.

N: Normal.
A: Salivation.

(Continued)
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Appendix 2-3. (Continued) Individual general signs in female rats

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Female No. Days of administration Total"
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 A
F03351 N N N N N N N N N N NN 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 N * -
F03353 N N N N N N N N N NN A N N N N N N N A 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 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 N * -
F03356 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 N N * -
F03357 N NN N N NNNN A N N N N N NN N N N N N N N N N N N +
F03358 N N N NN N N N N N N N N N N NN N N N N N N N N N N N -
F03359 N N NN N NNNNNNA NN N NN N N N N N N N N A N A +
F03360 N N N NN NNNNNNNNNNNNN N N N N N N N N N N -
F03361 N N N N N N N N N N N N N N N N N N N N N N N N N N N N -
F03362 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 -
Number of females 12 12 (2 12 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
N 12 12 12 12 12 12 12 12 12 11 12 10 12 12 12 12 12 12 12 11 12 12 12 12 12 11 12 11 6 -
A o o0 o0 o0 o o O O O 1 0 2 0 0 0 0 0 0 0 1 0 0 0 0 o 1 0 1 0 3

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

*: 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.
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Study No. 502227
Appendix 2-3. (Continued) Individual general signs in female rats

1,8-dichlorooctane group at 200 mg/kg

Female No. Days of recovery

[=}
—
N
W
W

F03357
F03358
F03359
F03360
F03361
F03362

* k¥ ¥ ¥ * %

Number of females
N

ooz 2z 72 Z Z[|—
N onZZZZzZ Z|w
ooz Z2ZZZZ|w
ooz zZzZ2Z ZZ[|»
o ZZZZZ Z|w
o o|lZzZZZZ>
o oZ2 222z 2 Z=
o2 ZZZ Z Z|w
o nZZ2Z2ZZZ|o
sozZ2Z2Z2 222
ooz zZZZZZ
rNo|Z2Z2 222 2Z
ooz 2Z222z22Z2Z
ooz 222z 22 Z|E
sz Z2Z22Z2ZZ

*: Euthanized.
N: Normal.



Study No. 502227

Appendix 2-4. Individual general signs in female rats

1,8-dichlorooctane group at 1000 mg/kg

Days of administration

Female No.

12 13 14

11

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 NN N NNNNNNANNNNNNNNNANA NN N N

10

F04451

N N N NN N N N NNNNNANANNNNNANNN A N A

F04452

N N N N N NNNNNNNNNNNNNNNNNNNNN N N

N

F04453

F04454

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

F04455

N N N N NN NNNNNANNNNNANANANA N A N A

F04456

N N NN NNNNNANNNNNNNANANA AN A NN N A

F04457

N N N N N NNNNNNNNNNNNNNNNNNANNN A

F04458

N N N NN NNNNNNNNANANNNNNNNNNNN N
N N N N N NNNNANANNNANAN AN 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 N N N

N N NN NNNNNNWNNNNNANANANNNAN A N N

F04459

F04460

F04461

F04462
Number of females 12

129

11
11

12

11

12
12

11

11

11

11

11

11

11

11

11 11 10 11 9 11

11

12

N

(Continued)

Pre: Before administration, Post: after administration.

N: Normal.

A: Salivation.

B: Perioral smudge.
C: Soiled hair.
Z: Death.
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Appendix 2-4. (Continued) Individual general signs in female rats

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Days of administration Total”
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 ABCZ

F04451 N A N A N A NNNANANNNNNNN N BCABCBCABC N A N A N + + + -
F04452 N A N A N A N A N A N A N A N A N A N A N A N N N A N A N + - - -
F04453 N N N NN N N N NN N A N N N N N N N N N N N N N N N N N + - - -
F04454 Died on Day 2 of administration - - -+
F04455 N A N A N A N A N A N A N A N N N N N A N A N A N A N A N + - - -
F04456 N A N A N A N A N A N A N A N A N A N A N A N A N A N A N + - - -
F04457 N A N A N A NNNNNANNNANNN A N A N A N A N A + - - -
F04458 N A N A N A N N N N N A N A N A N A N A N N N N N A N A + - - -
F04459 N A N A N A N NNANAN A N A N A N A N A N A N A N A + - - -
F04460 N A N A N A N A N A N A N A N A N A N A N A N A N A N A + - - -
F04461 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 N + - - -
F04462 N N N A N N N A N N N A N N N N N N N N N N N A N A N A + - - -
Number of females 11 11 11 11 11 1L 11 11 11 11 11 11 11 11 1l 11 11 11 11 11 11 11 11 11 111 11 11 5 121212 12
N m 3 1 1 1t 2 11 6 11 5 11 1 11 5 11 5 11 6 11 4 10 4 10 4 1m 2 11 2 5 - - - -

A o 8 0 10 0 9 0 5 0 6 O 100 0 6 0 o6 0 5 0 7 0 7 0 7 o 9 0 9 0 - - -

B 6o 0 o0 o0 0O o o o0 O O O O O 0 0o O O o0 0 o0 1 1 1 1 o o0 0 0 0 -1 - -

C o ¢ 0 o0 o o o0 o0 0 o0 O O 0 o0 o0 O O 0 0 o0 1 1 1 1 o o0 o0 0 0 - -1 -

Z o o0 o0 o o O o0 O 06 o0 o0 o0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 o0 0 0 - - -1

Pre: Before administration, Post: afier administration, (Continued)

*: Euthanized.

a): Numbcr of fcmalcs showing abnormal signs at Icast oncc between Days 1 and 29 of administration,
-: Not observed, +: observed.

N: Normal.

A: Salivation.

B: Perioral smudge.
C: Soiled hair.

Z: Death.
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Study No. 502227
Appendix 2-4. (Continued) Individual general signs in female rats

1,8-dichlorooctane group at 1000 mg/kg

Female No. Days of recovery

[=}
—
N
W
W

F04457
F04458
F04459
F04460
F04461
F04462

* k¥ ¥ ¥ * %

Number of females
N

ooz 2z 72 Z Z[|—
N onZZZZzZ Z|w
ooz Z2ZZZZ|w
ooz zZzZ2Z ZZ[|»
o ZZZZZ Z|w
o o|lZzZZZZ>
o oZ2 222z 2 Z=
o2 ZZZ Z Z|w
o nZZ2Z2ZZZ|o
sozZ2Z2Z2 222
ooz zZZZZZ
rNo|Z2Z2 222 2Z
ooz 2Z222z22Z2Z
ooz 222z 22 Z|E
sz Z2Z22Z2ZZ

*: Euthanized.
N: Normal.



Appendix 3-1. Individual body weights (g) of male rats

Control group

Study No. 502227

Male No. Days of administration Days of recovery
1 4 8 1l 15 18 22 25 28 1 4 8 L1 14
Mo1101 197 213 248 268 298 318 349 366 372
MO01102 209 239 263 291 318 337 357 374 384
MO01103 194 213 244 274 310 337 369 386 399
MO1104 204 226 257 285 317 336 365 383 394
MOL105 198 219 238 258 289 293 337 355 362
MO1106 196 224 252 283 315 342 361 384 391
MO1107 195 209 231 260 289 307 340 353 367 370 386 402 407 425
MO1108 191 213 256 289 327 355 393 415 436 434 452 464 470 488
MO01109 199 221 256 284 318 342 370 386 410 413 428 443 459 465
MOI1110 193 206 233 260 295 301 347 360 374 376 388 402 402 413
MOI111 198 225 258 285 318 338 366 381 396 398 407 421 430 439
MOI1112 195 219 260 291 329 350 380 385 416 418 442 468 470 485
Number of males 12 12 12 12 12 12 12 12 12 6 6 6
Mean 197 219 250 277 310 330 361 377 392 402 417 433 440 453
S.D. 5 9 11 13 14 20 16 17 22 25 28 30 31 32
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Appendix 3-2. Individual body weights (g) of male rats

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Male No. Days of administration
| 4 3 11 15 18 22 25 28
M02201 198 227 254 275 304 322 346 360 365
M02202 206 236 255 279 307 329 358 374 380
M02203 190 213 239 266 290 314 334 350 355
M02204 194 207 241 263 291 321 344 362 370
M02205 201 225 255 283 314 334 360 376 385
M02206 204 228 258 284 315 342 367 384 394
Number of males 6 6 6 6 6 6 6 6 6
Mean 199 223 250 275 304 327 352 368 375
S.D. 6 11 3 9 11 10 12 12 14
Significance NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU STL DU DU DU

NS: Not significantly diffcrent from the control group.

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Study No. 502227
Appendix 3-3. Individual body weights (g) of male rats

1,8-dichlorooctane group at 200 mg/kg

Male No. Days of administration Days of recovery
1 4 8 1l 15 18 22 25 28 1 4 8 11 14
M03301 201 223 244 269 301 325 353 366 364
M03302 205 225 248 273 306 332 364 385 399
MO03303 199 222 247 273 301 320 343 368 377
MO03304 198 224 248 275 297 316 335 350 358
MO03305 185 203 230 252 280 308 334 349 356
M03306 189 205 235 265 305 327 359 376 389
MO03307 184 212 241 269 302 327 356 375 390 391 387 419 427 437
MO03308 205 215 241 266 306 327 357 375 387 391 398 416 420 431
MO03309 200 215 250 279 315 332 362 385 404 403 417 429 440 451
MO03310 190 211 244 267 297 321 347 356 364 365 377 390 389 397
MO03311 200 223 256 284 320 342 371 391 398 400 416 437 439 451
MO03312 202 228 260 292 316 338 361 375 384 382 387 394 396 406
Number of males 12 12 12 12 12 12 12 12 12 6 6 6 6 6
Mean 197 217 245 272 304 326 354 371 381 389 397 414 419 429
S.D. 7 8 8 10 11 9 12 14 17 14 17 19 22 23
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU STL DU DU DU DU DU DU DU DU

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



Study No. 502227
Appendix 3-4. Individual body weights (g) of male rats

1,8-dichlorooctane group at 1000 mg/kg

¢el

Male No. Days of administration Days of recovery
1 4 8 1l 15 18 22 25 28 1 4 8 11 14
Mo04401 191 205 224 241 264 287 309 331 330
M04402 203 218 260 294 315 341 371 390 401
M04403 200 220 248 276 310 337 372 382 391
MO04404 208 209 244 271 309 339 374 397 404
M04405 196 207 231 256 292 306 340 357 361
M04406 192 200 228 255 281 311 339 356 372
M04407 199 207 239 267 292 307 330 338 340 346 344 359 367 376
M04408 203 217 247 281 326 349 380 399 406 417 419 435 452 457
M04409 196 200 227 256 287 307 333 347 359 359 373 379 392 400
M04410 195 205 230 267 301 322 361 370 386 390 402 422 433 440
M04411 200 201 237 263 287 314 351 363 376 377 401 415 429 448
M04412 195 199 218 244 274 292 318 330 338 340 346 358 364 374
Number of males 12 12 12 12 12 12 12 12 12 6 6 6 6 6
Mean 198 207 236 264 295 318 348 363 372 372 381 395 406 416
S.D. 5 7 12 15 18 20 24 25 27 29 31 34 37 37
Significance NS ok ok * * NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU STL DU DU DU DU DU DU DU DU

Significantly diffcrent from the control group (*: p<0.05, **: p<0.01 by Dunnctt's tcst).
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. 502227
Appendix 4-1. Individual body weights (g) of female rats

Control group

Female No. Days of administration Days of recovery
| 4 3 11 15 18 22 25 28 1 4 8 L1 14
Fo1151 160 167 177 187 198 203 213 228 239
F01152 166 174 184 196 205 210 221 224 239
FO1153 157 172 183 196 208 220 227 237 251
FO1154 165 171 186 198 212 220 235 244 258
FOL155 155 165 175 184 193 209 218 223 226
FO1156 157 168 185 197 206 218 225 233 242
FOL157 148 161 171 185 191 194 200 199 212 208 216 221 229 230
FO1158 165 180 201 217 232 236 248 248 265 261 275 286 293 295
FO1159 156 171 184 193 206 210 220 222 234 32 243 251 257 256
FOL160 163 178 191 201 217 221 237 248 257 257 270 275 275 273
Fol161 161 172 184 193 201 204 216 222 238 238 244 250 253 253
FO1162 153 163 173 180 194 203 212 214 226 223 233 242 249 250
Number of females 12 12 12 12 12 12 12 12 12 6 6 6 6 6
Mean 159 170 183 194 205 212 223 229 241 237 247 254 259 260
S.D. 5 6 8 10 12 1 13 14 15 20 22 23 22 22
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Study No. 502227
Appendix 4-2. Individual body weights (g) of female rats

1,8-dichlorooctane group at 40 mg/kg

Female No. Days of administration
| 4 3 11 15 18 22 25 28
F02251 158 165 182 202 212 221 236 245 251
F02252 149 156 166 177 191 201 210 214 224
F02253 170 180 190 211 224 241 256 259 264
F02254 170 180 196 207 218 227 236 252 262
F02255 159 169 184 198 208 220 232 233 243
F02256 163 166 182 200 209 226 241 246 250
Number of females 6 6 6 6 6 6 6 6 6
Mean 162 169 183 199 210 223 235 242 249
S.D. 8 9 10 12 11 13 15 16 15
Significance NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU

NS: Not significantly diffcrent from the control group.
DU: Analysis by Dunnett's test.
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Study No. 502227
Appendix 4-3. Individual body weights (g) of female rats

1,8-dichlorooctane group at 200 mg/kg

Female No. Days of administration Days of recovery
1 4 8 1l 15 18 22 25 28 1 4 8 11 14
F03351 165 176 185 206 211 223 236 240 247
F03352 154 168 183 199 211 227 236 248 252
F03353 158 173 183 197 213 218 230 245 254
F03354 162 177 187 202 213 221 233 235 244
F03355 172 186 195 215 228 239 255 267 277
F03356 154 161 168 177 186 191 201 211 219
F03357 161 169 180 191 202 202 216 225 231 237 242 254 254 259
F03358 161 171 181 194 203 206 218 228 239 236 241 251 257 258

F03359 160 170 179 193 201 211 218 223 233 231 237 248 253 258
F03360 163 177 195 212 224 236 245 248 258 263 269 280 288 290
F03361 160 167 178 197 207 217 229 228 228 236 240 247 256 268
F03362 166 183 197 212 226 235 247 249 259 260 266 274 282 288
Number of females 12 12 12 12 12 12 12 12 12 6 6 6 6 6
Mean 161 173 184 200 210 219 230 237 245 244 249 259 265 270

S.D. 5 7 8 11 12 15 15 15 16 14 14 14 16 15
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 DU DU DU DU DU

NS: Not significantly diffcrent from the control group.
DU: Analysis by Dunnett's test.
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Study No. 502227
Appendix 4-4. Individual body weights (g) of female rats

1,8-dichlorooctane group at 1000 mg/kg

Female No. Days of administration Days of recovery
1 4 8 11 15 18 22 25 28 l 4 8 11 14
F04451 160 165 179 188 202 210 222 207 229
F04452 160 167 178 194 204 236 238 244 247
F04453 154 147 166 191 201 212 218 220 227
F04454 155  Died on Day 2 ot administration
F04455 165 175 188 199 214 233 245 248 246
F04456 171 158 191 205 230 250 267 268 276
F04457 159 162 185 198 216 229 238 247 255 257 257 261 264 270
F04458 159 152 176 191 200 226 243 246 251 252 258 264 261 268
F04459 157 168 181 201 219 221 230 234 241 236 238 245 251 255
F04460 162 160 183 214 224 234 246 245 257 256 261 264 273 282
F04461 173 178 200 214 231 246 253 263 263 266 266 270 276 284
F04462 166 155 182 195 209 220 227 232 239 240 242 241 250 263
Number of females 12 11 11 11 11 11 11 11 11 6 6 6 6 6
Mean 162 162 183 199 214 229 239 241 248 251 254 258 263 270
S.D. 6 9 9 9 11 13 14 18 14 11 11 12 11 11
Significance NS NS NS NS NS * * NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU

Significantly diffcrent from the control group (*: p<0.05 by Dunnctt's test).
NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.



Study No. 502227
Appendix 5-1. Individual food consumption (g/day) in male rats

Control group

orl

Male No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
Mo1101 20 23 25 26 24 25 25 24
MO01102 21 22 22 24 23 21 24 19
MO1103 20 21 24 23 28 23 27 26
MO1104 22 19 23 22 23 24 25 21
MOL105 23 22 19 25 27 23 23 22
MO1106 22 22 21 26 30 25 22 23
MO1107 20 20 26 20 28 25 21 22 24 27 29 28
MO1108 21 24 24 28 30 27 26 25 26 29 29 29
MO01109 21 25 23 23 25 22 24 26 25 30 29 27
MOI1110 18 22 25 24 27 23 24 22 25 29 26 25
MOIL111 23 20 26 26 27 27 27 28 27 26 29 30
MOI1112 15 24 27 25 27 27 23 28 29 31 34 32
Number of males 12 12 2 12 2 2 12 12 6 6 6
Mean 21 22 24 24 27 24 24 24 26 29 29 29
S.D. 2 2 2 2 2 2 2 3 2 2 3 2




Study No. 502227
Appendix 5-2. Individual food consumption (g/day) in male rats

1,8-dichlorooctane group at 40 mg/kg

vl

Male No. Days of administration
2 5 9 12 16 19 23 26
M02201 25 26 24 24 25 25 28 26
M02202 21 21 24 25 29 28 27 25
M02203 21 21 25 24 25 25 25 22
M02204 18 23 24 23 27 22 24 23
M02205 25 24 24 28 28 26 28 22
M02206 20 24 24 23 30 26 26 21
Number of males 6 6 6 6 6 6 6 6
Mean 22 23 24 25 27 25 26 23
S.D. 3 2 0 2 2 2 2 2
Significance NS NS NS NS NS NS NS NS
Statistical method DU STL STL STL DU DU DU DU

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



Study No. 502227
Appendix 5-3. Individual food consumption (g/day) in male rats

1,8-dichlorooctane group at 200 mg/kg

Male No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
M03301 23 20 25 23 29 26 27 25
M03302 21 22 21 27 30 26 29 24
MO03303 22 21 21 23 28 27 26 24
M03304 25 22 27 22 25 24 22 24
MO03305 21 23 22 20 29 25 25 24
M03306 19 24 24 26 28 29 28 26
MO03307 24 25 21 24 26 24 25 27 24 27 29 24
MO03308 20 23 24 24 25 27 26 27 26 29 28 30
M03309 24 20 24 23 26 26 28 28 28 29 23 29
M03310 21 24 22 23 26 24 23 21 26 25 26 30
MO03311 23 19 26 26 29 25 26 25 27 30 30 31
MOQ3312 24 23 25 24 25 24 24 24 25 25 23 26
Number of males 12 12 12 12 12 12 12 12 6 6 6 6
Mean 22 22 24 24 27 26 26 25 26 28 27 28
S.D. 2 2 2 2 2 2 2 2 1 2 3 3
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU STL STL STL DU DU DU DU DU DU DU DU

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



Study No. 502227
Appendix 5-4. Individual food consumption (g/day) in male rats

1,8-dichlorooctane group at 1000 mg/kg

13|

Male No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
Mo04401 19 15 22 16 24 24 23 23
M04402 17 20 27 26 30 31 30 29
M04403 22 19 25 21 28 29 27 26
M04404 21 11 26 25 30 29 29 31
M04405 13 15 19 29 27 25 28 25
M04406 19 16 24 27 26 32 29 28
M04407 15 17 25 24 24 25 25 22 22 23 26 27
M04408 19 13 20 27 27 28 31 29 28 24 29 33
M04409 13 20 27 26 28 26 28 24 26 27 29 32
M04410 19 13 24 28 26 30 26 25 27 28 29 27
M04411 Il 22 17 18 27 29 27 26 29 29 34 30
M04412 17 10 22 24 25 26 25 23 22 23 27
Number of males 12 12 12 12 2 12 12 12 6 6 6 6
Mean 17 16 23 24 27 28 27 26 26 26 28 29
S.D. 3 4 3 4 3 3 2 3 3 3 4 3
Significance ok #Hit NS NS NS ok ok NS NS NS NS NS
Statistical method DU STL STL STL DU DU DU DU DU DU DU DU

Significantly diffcrent from the control group (**: p<0.01 by Dunnctt's test).
Significantly different from the control group (##: p<0.01 by Steel's test).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's lest.



Study No. 502227
Appendix 6-1. Individual food consumption (g/day) in female rats

Control group

il

Female No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
Fo1151 14 17 16 19 20 20 16 15
Fo1152 17 17 11 18 17 19 18 18
FO1153 14 15 16 13 16 19 17 18
FOL154 13 15 17 18 18 18 18 16
FOL155 15 16 17 17 15 14 14 16
FO1156 16 13 15 16 17 18 17 17
FOL157 16 10 8 14 15 17 15 14 16 11 13 19
FO1158 18 16 15 19 17 20 18 18 23 21 17 21
FO1159 11 17 11 20 16 16 15 14 19 20 16 21
FO1160 14 18 16 17 16 15 17 14 19 22 19 19
Foll161 12 14 15 17 18 16 17 16 17 22 20 21
F01162 17 13 9 18 15 17 15 13 18 14 12 19
Number of females 12 12 12 12 12 12 12 12 6 6 6 6
Mean 15 15 14 17 17 17 16 16 19 18 16 20

S.D. 2 2 3 2 1 2 1 2 2 5 3 1
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Appendix 6-2. Individual food consumption (g/day) in female rats

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Female No. Days of administration
2 5 9 12 16 19 23 26
F02251 17 16 16 12 13 18 16 17
F02252 10 14 10 14 16 19 16 16
F02253 19 21 19 16 16 21 21 22
F02254 19 21 20 23 21 22 20 17
F02255 10 14 16 20 18 20 20 20
F02256 17 19 18 16 15 22 18 20
Number of females 6 6 6 6 6 6 6
Mean 15 18 17 17 17 20 19 19
S.D. 4 3 4 4 3 2 2 2
Significance NS NS NS NS NS * NS NS
Statistical method DU DU DU DU DU DU DU DU

Significantly diffcrent from the control group (*: p<0.05 by Dunnctt's test).
NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.



Study No. 502227
Appendix 6-3. Individual food consumption (g/day) in female rats

1,8-dichlorooctane group at 200 mg/kg

9l

Female No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
F03351 15 18 16 18 20 20 20 16
F03352 18 21 19 20 19 18 17 19
F03353 20 17 16 19 19 18 16 14
F03354 16 15 14 16 17 19 16 17
F03355 17 18 19 21 17 22 19 17
F03356 13 15 14 16 15 18 18 13
F03357 14 15 16 19 15 17 14 15 18 23 19 21
F03358 11 17 15 18 18 17 16 11 14 22 22 19
F03359 15 14 13 16 17 20 16 17 21 15 22
F03360 19 17 19 19 20 20 20 19 22 22 19 20
F03361 19 19 19 14 13 19 18 17 21 21 19 19
F03362 19 19 14 22 19 21 18 19 24 22 18 23
Number of females 12 12 12 12 12 12 12 12 6 6 6 6
Mean 16 17 16 18 17 19 17 16 20 21 19 21
S.D. 3 2 2 2 2 2 2 3 4 3 3 2
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU

NS: Not significantly diffcrent from the control group.
DU: Analysis by Dunnett's test.
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Study No. 502227
Appendix 6-4. Individual food consumption (g/day) in female rats

1,8-dichlorooctane group at 1000 mg/kg

Female No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
F04451 11 18 13 18 21 15 23 11
F04452 8 21 21 18 22 15 20 24
F04453 8 17 15 18 19 15 17 13
F04454 Died on Day 2 of administration
F04455 15 17 16 20 19 19 17 18
F04456 15 10 17 20 21 22 22 18
F04457 5 16 21 22 21 17 18 18 18 21 22 23
F04458 7 9 9 21 23 13 22 16 25 23 24 21
F04459 13 16 21 12 19 21 22 17 22 18 11 20
F04460 5 15 21 18 21 20 21 19 24 17 19 24
F04461 16 19 16 20 18 19 16 17 22 26 25 23
F04462 3 1S 1S 19 16 15 14 12 20 19 23 17
Number of females 11 11 11 11 11 11 11 11 6 6 6 6
Mean 10 16 17 19 20 17 19 17 22 21 21 21
S.D. 5 4 4 3 2 3 3 4 3 3 5 3
Significance ok NS NS NS ok NS ok NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU

Significantly diffcrent from the control group (**: p<0.01 by Dunnctt's test).
NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.



Study No. 502227
Appendix 7-1. Individual water consumption (g/day) in male rats

Control group

8r1

Male No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
Mo1101 31 38 40 45 40 43 44 41
MO01102 28 27 26 25 28 30 33 28
MO1103 28 30 30 30 38 41 38 38
MO1104 30 28 33 33 38 39 35 32
MOL105 29 26 32 35 36 38 29 27
MO1106 30 29 28 33 37 37 34 32
MO1107 33 34 33 29 30 31 29 33 30 30 32 31
MO1108 36 36 33 37 37 35 36 30 33 33 35 37
MO01109 32 34 29 30 33 33 35 40 33 37 32 33
MOI1110 3L 38 34 36 36 45 38 38 39 38 32 32
MOIL111 33 31 31 35 40 43 39 46 36 42 44 41
MOI1112 24 36 33 34 33 34 35 40 36 37 38 37
Number of males 12 12 12 12 12 12 12 12 6 6 6 6
Mean 30 32 32 34 36 37 35 35 35 36 36 35

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

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Male No. Days of administration
2 5 9 12 16 19 23 26
M02201 34 34 32 32 32 33 34 39
M02202 35 28 39 38 37 38 35 43
M02203 33 24 35 37 38 44 41 37
M02204 25 33 30 35 41 31 35 37
M02205 28 27 29 30 28 35 33 31
M02206 28 31 31 29 38 35 33 35
Number of males 6 6 6 6 6 6 6 6
Mean 31 30 33 34 36 36 35 37
S.D. 4 4 4 4 5 5 3 4
Significance NS NS NS NS NS NS NS NS
Statistical method DU STL DU DU DU DU DU DU

NS: Not signiticantly different from the control group.

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.



0¢S1

Study No. 502227

Appendix 7-3. Individual water consumption (g/day) in male rats

1,8-dichlorooctane group at 200 mg/kg

Male No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
M03301 33 32 34 37 41 46 42 49
M03302 28 30 31 36 41 38 41 33
MO03303 28 28 26 29 32 35 38 31
M03304 33 25 28 29 29 31 32 38
MO03305 31 31 28 30 40 39 36 39
M03306 28 35 32 37 41 46 43 42
MO03307 33 31 30 34 34 37 34 41 31 36 30 33
MO03308 26 27 28 28 28 35 32 35 31 36 31 38
M03309 33 27 28 30 34 41 37 42 33 33 26 31
M03310 3L 35 28 34 35 38 36 37 38 35 32 35
MO03311 31 32 33 32 34 34 36 34 37 40 35 33
MOQ3312 31 34 41 39 41 42 41 42 40 36 38 36
Number of males 12 12 12 12 12 12 12 12 6 6 6 6
Mean 31 31 31 33 36 39 37 39 35 36 32 34
S.D. 2 3 4 4 5 5 4 5 4 2 4 3
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU STL DU DU DU DU DU DU DU DU DU DU

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



Study No. 502227
Appendix 7-4. Individual water consumption (g/day) in male rats

1,8-dichlorooctane group at 1000 mg/kg

IS1

Male No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
Mo04401 33 26 35 34 44 45 42 49
M04402 28 33 42 42 49 52 52 51
M04403 3 34 39 50 58 54 48 35
M04404 38 28 37 41 58 67 61 67
M04405 24 29 38 44 48 49 49 49
M04406 29 30 42 43 58 55 54 55
M04407 22 27 34 36 37 43 45 37 30 33 31 32
M04408 30 25 40 50 42 65 59 58 41 42 38 40
M04409 27 36 37 44 43 51 52 52 42 42 38 38
M04410 26 29 41 45 44 54 3 48 37 36 31 31
M04411 24 68 29 42 53 63 50 59 54 48 45 45
M04412 25 18 37 49 43 47 53 51 40 32 29 37
Number of males 12 12 12 12 12 12 12 12 6 6 6 6
Mean 28 32 38 43 48 54 51 53 41 39 35 37
S.D. 5 12 4 5 7 8 6 7 8 6 6 S
Significance NS NS ok ok ok ok ok ok NS NS NS NS
Statistical method DU STL DU DU DU DU DU DU DU DU DU DU

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

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.



Study No. 502227
Appendix 8-1. Individual water consumption (g/day) in female rats

Control group

Female No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
Fo1151 20 21 20 30 25 26 26 19
Fo1152 23 25 12 25 21 25 25 23
FO1153 22 26 23 25 26 34 35 29
FOL154 20 25 24 3L 26 29 24 21
FOL155 25 28 25 32 26 27 28 24
FOL156 26 22 20 29 27 30 30 23
FOL157 27 16 11 25 21 26 26 23 23 14 16 25
FO1158 27 21 16 26 20 27 27 25 28 23 20 28
FO1159 23 21 12 23 20 24 22 18 21 19 18 22
FO1160 29 28 21 3L 25 23 29 17 29 28 25 30
Foll161 21 23 25 34 30 28 29 24 25 32 38 33
FO1162 30 21 17 28 22 25 28 22 30 18 15 26
Number of females 12 12 12 12 12 12 12 12 6 6 6 6
Mean 24 23 19 28 24 27 27 22 26 22 22 27
S.D. 3 3 5 3 3 3 3 3 4 7 9 4
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Appendix 8-2. Individual water consumption (g/day) in female rats

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Female No. Days of administration
2 5 9 12 16 19 23 26
F02251 22 25 20 21 19 27 26 24
F02252 19 19 13 27 20 28 26 24
F02253 31 31 33 28 24 32 36 33
F02254 25 28 27 32 34 36 33 21
F02255 20 26 20 32 28 36 34 32
F02256 28 27 26 27 24 25 25 27
Number of females 6 6 6 6 6 6 6 6
Mean 24 26 23 28 25 31 30 27
S.D. 5 4 7 4 6 5 5 5
Significance NS NS NS NS NS NS NS NS
Statistical method STL STL DU STL STL STL STL STL

NS: Not signiticantly different from the control group.
STL: Analysis by Steel's test.
DU: Analysis by Dunnett's test.
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Study No. 502227

Appendix 8-3. Individual water consumption (g/day) in female rats

1,8-dichlorooctane group at 200 mg/kg

Female No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
F03351 28 37 33 34 34 34 32 25
F03352 35 33 32 36 40 32 33 32
F03353 31 25 23 31 27 32 30 22
F03354 30 21 21 25 23 27 27 26
F03355 25 28 31 36 30 35 33 23
F03356 20 25 22 26 20 24 26 19
F03357 24 23 20 28 19 26 28 19 22 22 21 24
F03358 20 26 22 27 26 28 26 16 17 25 25 27
F03359 27 25 21 32 28 35 32 29 33 24 20 30
F03360 28 26 24 30 32 32 37 30 36 40 31 31
F03361 26 32 29 29 24 32 34 28 32 33 34 33
F03362 33 25 20 29 25 30 29 24 29 27 19 23
Number of females 12 12 12 2 12 12 12 12 6 6 6 6
Mean 27 27 25 30 27 31 31 24 28 29 25 28
S.D. 5 5 5 4 6 4 3 5 7 7 6 4
Significance NS NS * NS NS NS NS NS NS NS NS NS
Statistical method STL STL DU STL STL STL STL STL DU DU DU DU

Significantly diffcrent from the control group (*: p<0.05 by Dunnctt's tcst).
NS: Not significantly different from the control group.

STL: Analysis by Steel's test.

DU: Analysis by Dunnett's test.
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Study No. 502227
Appendix 8-4. Individual water consumption (g/day) in female rats

1,8-dichlorooctane group at 1000 mg/kg

Female No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 2 5 9 12
F04451 12 27 26 33 31 23 34 36
F04452 16 34 34 34 40 27 38 37
F04453 36 100 44 54 50 47 50 52
F04454 Died on Day 2 of administration
F04455 26 33 31 38 33 33 36 32
F04456 37 36 29 44 37 42 45 38
F04457 9 22 28 33 34 29 32 28 31 33 32 29
F04458 15 89 34 67 74 74 62 66 52 37 47 40
F04459 28 58 43 32 41 50 41 32 38 29 22 39
F04460 3 36 35 46 48 43 51 41 36 21 26 30
F04461 38 71 42 51 40 47 37 47 45 33 37 36
F04462 10 34 32 40 31 32 35 33 39 30 29 22
Number of females 11 11 11 11 11 11 11 11 6 6 6 6
Mean 21 49 34 43 42 41 42 40 40 31 32 33
S.D. 13 27 6 11 12 14 9 11 7 5 9 7
Significance NS Hit ok Hit Hit # it Hit ok NS NS NS

Statistical method STL STL DU STL STL STL STL STL DU DU DU DU
Significantly diffcrent from the control group (**: p<0.01 by Dunnctt's test).

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

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.

DU: Analysis by Dunnett's test.
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Appendix 9-1. Individual FOB of male rats

Control group

Study No. 502227

Male No.

Blind No.

Observation of animals in cages

Posture

Palpebral closure
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Findings were graded as follows:
1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.

Posture

Palpebral closure

1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.

(Continued)
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Study No. 502227
Appendix 9-1. (Continued) Individual FOB of male rats

Control group

Male No.  Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 7 Day 14  Day 2l Day 27 Pre Day 7 Day 14  Day?2l Day 27

MO1101 MO00010
MO1102 MO00001
MO1103 MO00026
MO1104 MO00046
MO1105 MO00047
MO1106 MO00011

1 l 1 1 1 1

Number of males
Mean
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Findings were graded as follows: (Continued)
Biting behavior 1: Not observed, 2: observed.
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Study No. 502227
Appendix 9-1. (Continued) Individual FOB of male rats

Control group

Male No.  Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day?21 Day 27
MO01101 MO00010 1 1 1 1 1
MO01102 MO00001 1 1 1 1 1
MO01103 M00026 1 1 1 1 1
MO01104 M00046 1 L 1 1 1
MO01105 M00047 1 L 1 1 1
MO01106 MO001 1L 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
Findings were graded as follows: (Continued)
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,

S5: asphyxial convulsions.
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Appendix 9-1. (Continued) Individual FOB of male rats

Control group

Study No. 502227

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?2l Day 27
MO1101 MO00010 2 2 2 2 2 2 2 2 2 2
MO1102 MO00001 2 2 2 2 2 2 2 2 2 2
MO1103 MO00026 2 2 2 2 2 2 2 2 2 2
MoOL104 MO00046 2 2 2 2 2 2 2 2 2 2
MO1105 MO00047 2 2 2 2 2 2 2 2 2 2
MO1106 MO00011 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
Ease of handling

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

Control group

Study No. 502227

Male No.

Blind No.

Observation of animals on observer's palm

Muscle tone

Fur conditions
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Findings were graded as follows:
Muscle tone

Fur conditions

1: Decreased, 2: normal, 3: increased.
1: Normal, 2: slightly soiled, 3: markedly soiled.

(Continued)
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Study No. 502227
Appendix 9-1. (Continued) Individual FOB of male rats

Control group

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?2l Day 27
MO1101 MO00010 1 1 1 1 1 1 1 1 1 1
MO1102 MO00001 1 1 1 1 1 1 1 1 1 1
MO1103 M00026 1 1 1 1 1 1 1 1 1 1
MO1104 MO00046 1 1 1 1 1 1 1 1 1 1
MO1105 MO00047 1 1 1 1 1 1 1 1 1 1
MO1106 MO00011 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
Findings were graded as follows: (Continued)
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.



Study No. 502227
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  Day2l Day 27
MO1101 MO00010 1 1 1 1 1
MO01102 M00001 1 1 1 1 1
MO1103 MO00026 1 1 1 1 1
MO1104 MO00046 1 1 1 1 1
MO1105 MO00047 1 1 1 1 1
MO01106 MO00011 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 l 1 ! 1
Findings were graded as follows: (Continued)
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.



Study No. 502227
Appendix 9-1. (Continued) Individual FOB of male rats

Control group

£91

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  Day2l Day 27 Pre Day 7 Day 14  Day 21 Day 27
MO1101 MO00010 0 1 0 1 L 0 0 0 0 0
MO1102 MO00001 5 2 1 1 0 0 0 0 0 0
MO1103 M00026 0 1 1 1 0 0 0 0 0 0
MoOL104 MO00046 4 4 3 7 4 0 0 0 0 0
MO1105 MO00047 4 1 0 0 0 0 0 0 0 0
MO1106 MO00011 1 0 2 1 0 0 0 0 0 0
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 23 1.5 1.2 1.8 0.8 0.0 0.0 0.0 0.0 0.0
S.D. 23 1.4 1.2 2.6 1.6 0.0 0.0 0.0 0.0 0.0

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

91

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
M01101 MO00010 l 1 l 1 { 1 { 1 { l
MO1102 MO00001 l 1 l 1 { 1 { 1 { l
MO01103 Mo0026 l 1 l 1 { 1 { 1 { l
MO1104 MO0046 l 1 l 1 { 1 { 1 { l
MOL105 MoO0047 l 1 l 1 { 1 { 1 { l
MO1106 MO00011 l 1 l 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.
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Appendix 9-1. (Continued) Individual FOB of male rats

Control group

Study No. 502227

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?2l Day 27
MO1101 MO00010 2 2 2 2 2 1 L 1 L 1
MO1102 MO00001 2 2 2 2 2 1 L 1 L 1
MO1103 MO00026 2 2 2 2 2 1 L 1 L 1
MoOL104 MO00046 2 2 2 2 2 1 L 1 L 1
MO1105 MO00047 2 2 2 2 2 1 L 1 L 1
MO1106 MO00011 2 2 2 2 2 1 l 1 l 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

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. 502227
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 2l Day 27

MO1101 MO00010 1 1
MO01102 M00001
MO1103 MO00026
MO1104 MO00046
MO1105 MO00047

MO01106 MO00011
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Mean
Range
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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. 502227

Appendix 9-2. Individual FOB of male rats

1,8-dichlorooctane group at 40 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  Day21 Day 27
M02201 M00023 2 2 2 2 2 1 l 1 l 1
M02202 Mo00017 2 2 2 2 2 1 l 1 l 1
M02203 MO00020 2 2 2 2 2 1 l 1 l 1
M02204 MO00044 2 2 2 2 2 1 l 1 l 1
M02205 MO00019 2 2 2 2 2 1 l 1 l 1
M02206 MO00028 2 2 2 2 2 1 l 1 l 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. 502227

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

1,8-dichlorooctane group at 40 mg/kg

Male No.  Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 7 Day 14  Day 2l Day 27 Pre Day 7 Day 14  Day?2l Day 27
M02201 M00023 l 1 l 1 { 1 l 1 l 1
M02202 Mo00017 l 1 l 1 { 1 l 1 l 1
M02203 MO00020 l 1 l 1 { 1 l 1 l 1
M02204 MO00044 l 1 l 1 { 1 l 1 l 1
M02205 MO00019 l 1 l 1 { 1 l 1 l 1
M02206 MO00028 l 1 l 1 { 1 l 1 l 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. 502227
Appendix 9-2. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 40 mg/kg
Male No.  Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day?21 Day 27

M02201 M00023 1 L 1 l 1
M02202 MO00017 1 L 1 l 1
M02203 M00020 1 L 1 l 1
MO02204 MO00044 1 { 1 l 1
MO02205 MO00019 1 { 1 l 1
MO02206 M00028 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
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,

S: asphyxial convulsions.
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Appendix 9-2. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

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?2l Day 27
M02201 M00023 2 2 2 2 2 2 2 2 2 2
M02202 MO00017 2 2 2 2 2 2 2 2 2 2
M02203 MO00020 2 2 2 2 2 2 2 2 2 2
MO02204 MO00044 2 2 2 2 2 2 2 2 2 2
MO02205 MO00019 2 2 2 2 2 2 2 2 2 2
MO02206 MO00028 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,
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bitc obscrver's hand.

2
2

: rearing or cowering, 3: running about; hard to catch.
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Appendix 9-2. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

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
M02201 M00023 2 2 2 2 2 1 { 1 { l
M02202 Mooo17 2 2 2 2 2 1 { 1 { l
M02203 MO00020 2 2 2 2 2 1 { 1 { l
M02204 MO00044 2 2 2 2 2 1 { 1 { l
M02205 MO00019 2 2 2 2 2 1 { 1 { l
M02206 MO00028 2 2 2 2 2 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
Fur conditions

|: Decreased, 2: normal, 3: increased.
1: Normal, 2: slightly soiled, 3: markedly soiled.
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Appendix 9-2. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 40 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?2l Day 27
M02201 M00023 l l l l l 1 l 1 l 1
M02202 MO00017 l l l l l 1 l 1 l 1
M02203 MO00020 l l l l l 1 l 1 l 1
MO02204 MO00044 l l l l l 1 l 1 l 1
MO02205 MO00019 l l l l l 1 l 1 l 1
MO02206 MO00028 1 1 1 1 l 1 l 1 l 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
E{) 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 |: None, 2: mild, 3: marked.

Salivation |: None, 2: mild, 3: marked.
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Study No. 502227
Appendix 9-2. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 40 mg/kg
Male No.  Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14  Day2l Day 27
1 L

M02201 M00023
M02202 MO00017
M02203 M00020
MO02204 MO00044
MO02205 M00019
MO02206 MO00028
Number of males
Mean
Range
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 I: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 9-2. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

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  Day2l Day 27 Pre Day 7 Day 14  Day 21 Day 27
M02201 M00023 1 0 2 9 0 0 0 0 0 0
M02202 MO00017 4 4 0 0 L 0 0 0 0 0
M02203 M00020 4 1 0 3 0 0 0 0 0 0
M02204 MO00044 3 8 1 11 2 0 0 0 0 0
M02205 MO00019 3 4 0 1 0 0 0 0 0 0
M02206 MO00028 7 3 3 13 9 0 0 0 0 0
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 37 33 1.0 6.2 2.0 0.0 0.0 0.0 0.0 0.0
S.D. 2.0 2.8 1.3 5.5 35 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 STL DU DU DU DU DU

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

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Study No. 502227

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

1,8-dichlorooctane group at 40 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 M00023 l 1 l 1 { 1 { 1 { l
M02202 Mooo17 l 1 l 1 { 1 { 1 { l
M02203 MO00020 l 1 l 1 { 1 { 1 { l
M02204 MO00044 l 1 l 1 { 1 { 1 { l
M02205 MO00019 l 1 l 1 { 1 { 1 { l
M02206 MO00028 l 1 l 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 l: 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.
Palpcbral closurc 1: Eyclids open normally, 2: cyclids half-closed, 3: cyclids closed.
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Study No. 502227
Appendix 9-2. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 40 mg/kg

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?2l Day 27
M02201 M00023 2 2 2 2 2 1 l 1 l 1
M02202 MO00017 2 2 2 2 2 1 l 1 l 1
M02203 MO00020 2 2 2 2 2 1 l 1 l 1
MO02204 MO00044 2 2 2 2 2 1 l 1 l 1
MO02205 MO00019 2 2 2 2 2 1 l 1 l 1
MO02206 MO00028 2 2 2 2 2 1 l 1 l 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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Study No. 502227

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

1,8-dichlorooctane group at 40 mg/kg
Male No.  Blind No. Open-field test
Righting reflex
Pre Day 7 Day 14  Day 2l Day 27
1

M02201 M00023
M02202 Mo00017
M02203 MO00020
MO02204 MO00044
MO02205 MO00019
MO02206 MO00028
Number of males
Mean
Range
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 I: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Study No. 502227

Appendix 9-3. Individual FOB of male rats

1,8-dichlorooctane group at 200 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  Day21 Day 27
M03301 MO00008 2 2 2 2 2 1 l 1 l 1
M03302 MO00048 2 2 2 2 2 1 l 1 l 1
M03303 Mo0042 2 2 2 2 2 1 l 1 l 1
M03304 Mooo14 2 2 2 2 2 1 l 1 l 1
MO03305 MO00051 2 2 2 2 2 1 l 1 l 1
M03306 MO00043 2 2 2 2 2 1 l 1 l 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. 502227

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

1,8-dichlorooctane group at 200 mg/kg

Male No.  Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 7 Day 14  Day 2l Day 27 Pre Day 7 Day 14  Day?2l Day 27
M03301 MO00008 l 1 l 1 { 1 l 1 l 1
M03302 MO00048 l 1 l 1 { 1 l 1 l 1
M03303 Mo0042 l 1 l 1 { 1 l 1 l 1
M03304 Mooo14 l 1 l 1 { 1 l 1 l 1
MO03305 MO00051 l 1 l 1 { 1 l 1 l 1
M03306 MO00043 l 1 l 1 { 1 l 1 l 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

1,8-dichlorooctane group at 200 mg/kg

Male No.  Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day?21 Day 27
M03301 M00008 1 | 1 l 1
M03302 M00048 1 | 1 l 1
M03303 M00042 1 | 1 l 1
MO03304 M00014 1 | 1 l 1
MO03305 MO00051 1 | 1 l 1
MO03306 M00043 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
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,

S: asphyxial convulsions.
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Appendix 9-3. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

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?2l Day 27
M03301 MO00008 2 2 2 2 2 2 2 2 2 2
M03302 M00048 2 2 2 2 2 2 2 2 2 2
MO03303 MO00042 2 2 2 2 2 2 2 2 2 2
MO03304 Mo00014 2 2 2 2 2 2 2 2 2 2
MO03305 MO00051 2 2 2 2 2 2 2 2 2 2
MO03306 MO00043 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,
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bitc obscrver's hand.

2
2

: rearing or cowering, 3: running about; hard to catch.
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Appendix 9-3. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 200 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
M03301 MO00008 2 2 2 2 2 1 { 1 { l
M03302 MO00048 2 2 2 2 2 1 { 1 { l
M03303 Mo0042 2 2 2 2 2 1 { 1 { l
M03304 Mooo14 2 2 2 2 2 1 { 1 { l
MO03305 MO00051 2 2 2 2 2 1 { 1 { l
M03306 MO00043 2 2 2 2 2 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
g 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 |: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Study No. 502227

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

1,8-dichlorooctane group at 200 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?2l Day 27
M03301 MO00008 l l l l l 1 l 1 l 1
M03302 M00048 l l l l l 1 l 1 l 1
MO03303 MO00042 l l l l l 1 l 1 l 1
MO03304 Mo00014 l l l l l 1 l 1 l 1
MO03305 MO00051 l l l l l 1 l 1 l 1
MO03306 MO00043 1 1 1 1 l 1 l 1 l 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 |
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 |: None, 2: mild, 3: marked.

Salivation |: None, 2: mild, 3: marked.
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Appendix 9-3. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 200 mg/kg

Male No.  Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14  Day2l Day 27
M03301 M00008 1 l l 1 l
M03302 M00048 1 l l 1 l
MO03303 M00042 1 l l 1 l
MO03304 MO00014 1 l l 1 l
MO03305 MO00051 1 l l 1 l
MO03306 M00043 1 1 1 ! l
Number of males 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 l 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 I: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 9-3. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

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  Day2l Day 27 Pre Day 7 Day 14  Day 21 Day 27

M03301 MO00008 6 4 1 5 0 0 0 0 0 0

M03302 M00048 2 6 1 1 4 0 0 0 0 0

MO03303 MO00042 1 3 3 6 5 0 0 0 0 0

MO03304 MO00014 1 2 0 8 2 0 0 0 0 0

MO03305 MO00051 0 4 1 8 L 0 0 0 L 0

MO03306 MO00043 2 13 0 4 l 0 0 0 0 0

Number of males 6 6 6 6 6 6 6 6 6 6

Mean 2.0 5.3 1.0 5.3 22 0.0 0.0 0.0 0.2 0.0

S.D. 2.1 4.0 1.1 2.7 1.9 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 STL DU DU DU DU DU
NS: Not significantly different trom the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Study No. 502227

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

1,8-dichlorooctane group at 200 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
M03301 MO00008 l 1 l 1 { 1 { 1 { l
M03302 MO00048 l 1 l 1 { 1 { 1 { l
M03303 Mo0042 l 1 l 1 { 1 { 1 { l
M03304 Mooo14 l 1 l 1 { 1 { 1 { l
MO03305 MO00051 l 1 l 1 { 1 { 1 { l
M03306 MO00043 l 1 l 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 l: 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.
Palpcbral closurc 1: Eyclids open normally, 2: cyclids half-closed, 3: cyclids closed.
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Study No. 502227
Appendix 9-3. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 200 mg/kg

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?2l Day 27
M03301 MO00008 2 2 2 2 2 1 l 1 l 1
M03302 M00048 2 2 2 2 2 1 l 1 l 1
MO03303 MO00042 2 2 2 2 2 1 l 1 l 1
MO03304 Mo00014 2 2 2 2 2 1 l 1 l 1
MO03305 MO00051 2 2 2 2 2 1 l 1 l 1
MO03306 MO00043 2 2 2 2 2 1 l 1 l 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

1,8-dichlorooctane group at 200 mg/kg
Male No.  Blind No. Open-field test
Righting reflex
Pre Day 7 Day 14  Day 2l Day 27
1

M03301 MO00008
M03302 MO00048
MO03303 MO00042
MO03304 Mo00014
MO03305 MO00051
MO03306 MO00043
Number of males
Mean
Range
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 I: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Study No. 502227
Appendix 9-4. Individual FOB of male rats

1,8-dichlorooctane group at 1000 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  Day21 Day 27
M04401 MO00003 2 2 2 2 2 1 l 1 l 1
M04402 MO00035 2 2 2 2 2 1 l 1 l 1
M04403 Mo0027 2 2 2 2 2 1 l 1 l 1
M04404 MO00004 2 2 2 2 2 1 l 1 l 1
M04405 MO00025 2 2 2 2 2 1 l 1 l 1
M04406 MO00030 2 2 2 2 2 1 l 1 l 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

1,8-dichlorooctane group at 1000 mg/kg

Male No.  Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 7 Day 14  Day 2l Day 27 Pre Day 7 Day 14  Day?2l Day 27
M04401 MO00003 l 1 l 1 { 1 l 1 l 1
M04402 MO00035 l 1 l 1 { 1 l 1 l 1
M04403 Mo0027 l 1 l 1 { 1 l 1 l 1
M04404 MO00004 l 1 l 1 { 1 l 1 l 1
M04405 MO00025 l 1 l 1 { 1 l 1 l 1
M04406 MO00030 l 1 l 1 { 1 l 1 l 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

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Male No.  Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day?21 Day 27
Mo04401 M00003 1 | 1 l 1
M04402 MO00035 1 | 1 l 1
M04403 M00027 1 | 1 l 1
M04404 M00004 1 | 1 l 1
M04405 M00025 1 | 1 l 1
M04406 M00030 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
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:

Tonic convulsions

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

(Continued)



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

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

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?2l Day 27
M04401 MO00003 2 2 2 2 2 2 2 2 2 2
M04402 MO00035 2 2 2 2 2 2 2 2 2 2
M04403 MO00027 2 2 2 2 2 2 2 2 2 2
MO04404 MO00004 2 2 2 2 2 2 2 2 2 2
MO04405 MO00025 2 2 2 2 2 2 2 2 2 2
MO04406 MO00030 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
g 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,
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bitc obscrver's hand.

2
2

: rearing or cowering, 3: running about; hard to catch.
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Appendix 9-4. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 1000 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
M04401 MO00003 2 2 2 2 2 1 { 1 { l
M04402 MO00035 2 2 2 2 2 1 { 1 { l
M04403 Mo0027 2 2 2 2 2 1 { 1 { l
M04404 MO00004 2 2 2 2 2 1 { 1 { l
M04405 MO00025 2 2 2 2 2 1 { 1 { l
M04406 MO00030 2 2 2 2 2 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 |: 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

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

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?2l Day 27
M04401 MO00003 l l l l l 1 l 1 2 2
M04402 MO00035 l l l l l 1 2 2 2 1
M04403 MO00027 l l l l l 1 l 1 l 1
MO04404 MO00004 l l l l l 1 l 2 2 2
MO04405 MO00025 l l l l l 1 2 1 2 1
MO04406 MO00030 1 1 1 1 l 1 l 1 l 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 1.3 1.3 1.7 1.3
Range 1 | 1 1 1 1 1-2 1-2 1-2 1-2
Significance --- --- --- --- --- --- NS NS NS NS
Statistical method UA UA UA UA UA UA STL 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: Nong, 2: mild, 3: markcd.
Salivation 1: Nong, 2: mild, 3: markcd.
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Appendix 9-4. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 1000 mg/kg

Male No.  Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14  Day2l Day 27
M04401 M00003 1 l l 1 l
M04402 MO00035 1 l l 1 l
M04403 M00027 1 l l 1 l
MO04404 MO00004 1 l l 1 l
MO04405 MO00025 1 l l 1 l
MO04406 MO00030 1 1 1 ! l
Number of males 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 l 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 I: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 9-4. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 1000 mg/kg

961

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  Day2l Day 27 Pre Day 7 Day 14  Day 21 Day 27
M04401 MO00003 4 2 2 1 L 0 0 0 0 0
M04402 MO00035 5 8 4 13 12 0 0 0 0 0
M04403 MO00027 0 1 6 1 12 0 0 0 0 0
M04404 MO00004 5 12 3 8 5 0 0 0 0 0
M04405 MO00025 3 8 0 4 0 0 0 0 0 0
M04406 MO00030 12 3 0 6 0 0 0 0 0 0
Number of males 6 6 6 6 6 6 6 6 6 6
Mean 4.8 5.7 2.5 5.5 5.0 0.0 0.0 0.0 0.0 0.0
S.D. 4.0 43 2.3 4.6 5.7 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 STL DU DU DU DU DU

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

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Study No. 502227

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

1,8-dichlorooctane group at 1000 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
M04401 MO00003 l 1 l 1 { 1 { 1 { l
M04402 MO00035 l 1 l 1 { 1 { 1 { l
M04403 Mo0027 l 1 l 1 { 1 { 1 { l
M04404 MO00004 l 1 l 1 { 1 { 1 { l
M04405 MO00025 l 1 l 1 { 1 { 1 { l
M04406 MO00030 l 1 l 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 l: 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.
Palpcbral closurc 1: Eyclids open normally, 2: cyclids half-closed, 3: cyclids closed.
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Appendix 9-4. (Continued) Individual FOB of male rats

1,8-dichlorooctane group at 1000 mg/kg

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?2l Day 27
M04401 MO00003 2 2 2 2 2 1 l 1 l 1
M04402 MO00035 2 2 2 2 2 1 l 1 l 1
M04403 MO00027 2 2 2 2 2 1 l 1 l 1
MO04404 MO00004 2 2 2 2 2 1 l 1 l 1
MO04405 MO00025 2 2 2 2 2 1 l 1 l 1
MO04406 MO00030 2 2 2 2 2 1 l 1 l 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

1,8-dichlorooctane group at 1000 mg/kg
Male No.  Blind No. Open-field test
Righting reflex
Pre Day 7 Day 14  Day 2l Day 27
1

M04401 MO00003
M04402 MO00035
M04403 MO00027
MO04404 MO00004
MO04405 MO00025
MO04406 MO00030
Number of males
Mean
Range
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 I: 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. 502227

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  Day21 Day 27
Fo1151 F00024 2 2 2 2 2 1 L 1 L 1
Fo1152 F00039 2 2 2 2 2 1 L 1 L 1
FO1153 F00047 2 2 2 2 2 1 L 1 L 1
FO1154 F00033 2 2 2 2 2 1 L 1 L 1
FO1155 F00034 2 2 2 2 2 1 L 1 L 1
FO1156 F00049 2 2 2 2 2 1 l 1 l 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.
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Appendix 10-1. (Continued) Individual FOB of female rats

Control group

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?2l Day 27

F01151 F00024
F01152 F00039
FO1153 F00047
FO1154 F00033
FO1155 F00034
FO1156 F00049

1 l 1 1 1 1

10T

Number of females
Mean
Range 1
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Findings were graded as follows: (Continued)
Biting behavior 1: Not observed, 2: observed.
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Appendix 10-1. (Continued) Individual FOB of female rats

Control group

Female No. Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day?21 Day 27
FO1151 F00024 1 1 1 1 1
FO1152 F00039 1 1 1 1 1
FOL153 F00047 1 1 1 1 1
FOL154 F00033 1 1 1 1 1
FOL155 F00034 1 1 1 1 1
FOL156 F00049 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.
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Appendix 10-1. (Continued) Individual FOB of female rats

Control group

Study No. 502227

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?2l Day 27

FO1151 F00024 2 2 2 2 2 2 2 2 2 2

FO1152 F00039 2 2 2 2 2 2 2 2 2 2

FO1153 F00047 2 2 2 2 2 2 2 2 2 2

FOl154 F00033 2 2 2 2 2 2 2 2 2 2

FO1155 F00034 2 2 2 2 2 2 2 2 2 2

FOL156 F00049 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
Ease of handling

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

Control group

Study No. 502227

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
Fo1151 F00024 2 2 2 2 2 1 { 1 { l
FO1152 F00039 2 2 2 2 2 1 { 1 { l
FO1153 F00047 2 2 2 2 2 1 { 1 { l
FO1154 F00033 2 2 2 2 2 1 { 1 { l
FO1155 F00034 2 2 2 2 2 1 { 1 { l
FO1156 F00049 2 2 2 2 2 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)

Muscle tone
Fur conditions

1: Decreased, 2: normal, 3: increased.
1: Normal, 2: slightly soiled, 3: markedly soiled.
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Study No. 502227
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?2l Day 27
FO1151 F00024 1 1 1 1 L 1 L 1 L 1
FO1152 F00039 1 1 1 1 L 1 L 1 L 1
FO1153 F00047 1 1 1 1 L 1 L 1 L 1
FOl154 F00033 1 1 1 1 L 1 L 1 L 1
FO1155 F00034 1 1 1 1 L 1 L 1 L 1
FOL156 F00049 1 1 1 1 l 1 l 1 l 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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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 2l Day 27
FO1151 F00024 1 1 1 1 1
FO1152 F00039 1 1 1 1 1
FO1153 Foo047 1 1 1 1 1
FO1154 F00033 1 1 1 1 1
FO1155 F00034 1 1 1 1 1
FO1156 F00049 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
Findings were graded as follows: (Continued)
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Study No. 502227
Appendix 10-1. (Continued) Individual FOB of female rats

Control group

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?2l Day 27

FO1151 F00024 4 5 8 6 8 0 0 0 0 0
FO1152 F00039 2 9 3 7 9 0 0 0 0 0
FO1153 F00047 7 8 8 5 4 0 0 0 0 0
FOl154 F00033 6 9 L6 15 L 0 0 0 0 0
FO1155 F00034 4 17 11 9 4 0 0 0 0 0
FOL156 F00049 3 12 5 13 8 0 0 0 0 0
Number of females 6 6 6 6 6 6 6 6 6 6
Mean 43 10.0 8.5 9.2 5.7 0.0 0.0 0.0 0.0 0.0

S.D. 1.9 4.1 4.6 4.0 3.1 0.0 0.0 0.0 0.0 0.0

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

80T

Control group
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 F00024 l 1 l 1 { 1 { 1 { l
FO1152 F00039 l 1 l 1 { 1 { 1 { l
FO1153 F00047 l 1 l 1 { 1 { 1 { l
FO1154 F00033 l 1 l 1 { 1 { 1 { l
FO1155 F00034 l 1 l 1 { 1 { 1 { l
FO1156 F00049 l 1 l 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. 502227

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?2l Day 27
FO1151 F00024 2 2 2 2 2 1 L 1 L 1
FO1152 F00039 2 2 2 2 2 1 L 1 L 1
FO1153 F00047 2 2 2 2 2 1 L 1 L 1
FOl154 F00033 2 2 2 2 2 1 L 1 L 1
FO1155 F00034 2 2 2 2 2 1 L 1 L 1
FOL156 F00049 2 2 2 2 2 1 l 1 l 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. 502227
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 2l Day 27

FO1151 F00024 1 1
FO1152 F00039
FO1153 Foo047
FO1154 F00033
FO1155 F00034

FO1156 F00049

Number of females
Mean
Range
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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

1,8-dichlorooctane group at 40 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  Day21 Day 27
F02251 F00009 2 2 2 2 2 1 l 1 l 1
F02252 F00021 2 2 2 2 2 1 l 1 l 1
F02253 F00019 2 2 2 2 2 1 l 1 l 1
F02254 F00036 2 2 2 2 2 1 l 1 l 1
F02255 F00017 2 2 2 2 2 1 l 1 l 1
F02256 F00030 2 2 2 2 2 1 l 1 l 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

1,8-dichlorooctane group at 40 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?2l Day 27
F02251 F00009 l 1 l 1 { 1 l 1 l 1
F02252 F00021 l 1 l 1 { 1 l 1 l 1
F02253 F00019 l 1 l 1 { 1 l 1 l 1
F02254 F00036 l 1 l 1 { 1 l 1 l 1
F02255 F00017 l 1 l 1 { 1 l 1 l 1
F02256 F00030 l 1 l 1 { 1 l 1 l 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
E 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

1,8-dichlorooctane group at 40 mg/kg

Female No. Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day?21 Day 27
F02251 F00009 1 l 1 l 1
F02252 F00021 1 l 1 l 1
F02253 F00019 1 l 1 l 1
F02254 F00036 1 1 1 l 1
F02255 F00017 1 1 1 l 1
F02256 F00030 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,

S: asphyxial convulsions.
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Appendix 10-2. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

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?2l Day 27

F02251 F00009 2 2 2 2 2 2 2 2 2 2

F02252 F00021 2 2 2 2 2 2 2 2 2 2

F02253 F00019 2 2 2 2 2 2 2 2 2 2

F02254 F00036 2 2 2 2 2 2 2 2 2 2

F02255 Fo0017 2 2 2 2 2 2 2 2 2 2

F02256 FO00030 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,
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bitc obscrver's hand.

2
2

: rearing or cowering, 3: running about; hard to catch.
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Appendix 10-2. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 40 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 F00009 2 2 2 2 2 1 { 1 { l
F02252 F00021 2 2 2 2 2 1 { 1 { l
F02253 F00019 2 2 2 2 2 1 { 1 { l
F02254 F00036 2 2 2 2 2 1 { 1 { l
F02255 F00017 2 2 2 2 2 1 { 1 { l
F02256 F00030 2 2 2 2 2 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 |: 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

1,8-dichlorooctane group at 40 mg/kg

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?2l Day 27
F02251 F00009 l l l l l 1 l 1 l 1
F02252 F00021 l l l l l 1 l 1 l 1
F02253 F00019 l l l l l 1 l 1 l 1
F02254 F00036 l l l l l 1 l 1 l 1
F02255 Fo0017 l l l l l 1 l 1 l 1
F02256 FO00030 1 1 1 1 l 1 l 1 l 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 |: None, 2: mild, 3: marked.

Salivation |: None, 2: mild, 3: marked.
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Appendix 10-2. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 40 mg/kg
Female No. Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14  Day 2l Day 27
1 L

F02251 F00009
F02252 F00021
F02253 FO0019
F02254 F00036
F02255 FOoo17
F02256 F00030
Number of females
Mean
Range
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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

1,8-dichlorooctane group at 40 mg/kg

8I¢C

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?2l Day 27

F02251 F00009 5 11 12 3 6 0 0 0 0 0

F02252 F00021 6 5 6 6 10 0 0 0 0 0

F02253 F00019 0 1 5 1 L 0 0 0 0 0

F02254 F00036 1 5 4 8 2 0 0 0 L 0

F02255 Fooo17 7 6 8 9 L 0 0 0 0 0

F02256 F00030 6 7 4 9 10 0 0 0 0 0

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

Mean 4.2 5.8 6.5 6.0 5.0 0.0 0.0 0.0 0.2 0.0

S.D. 2.9 33 3.1 3.3 4.3 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 trom the control group. (Continued)

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

1,8-dichlorooctane group at 40 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 F00009 l 1 l 1 { 1 { 1 { l
F02252 F00021 l 1 l 1 { 1 { 1 { l
F02253 F00019 l 1 l 1 { 1 { 1 { l
F02254 F00036 l 1 l 1 { 1 { 1 { l
F02255 F00017 l 1 l 1 { 1 { 1 { l
F02256 F00030 l 1 l 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 l: 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.
Palpcbral closurc 1: Eyclids open normally, 2: cyclids half-closed, 3: cyclids closed.
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Study No. 502227
Appendix 10-2. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 40 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?2l Day 27
F02251 F00009 2 2 2 2 2 1 l 1 l 1
F02252 F00021 2 2 2 2 2 1 l 1 l 1
F02253 F00019 2 2 2 2 2 1 l 1 l 1
F02254 F00036 2 2 2 2 2 1 l 1 l 1
F02255 Fo0017 2 2 2 2 2 1 l 1 l 1
F02256 FO00030 2 2 2 2 2 1 l 1 l 1
Number of temales 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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Study No. 502227
Appendix 10-2. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 40 mg/kg
Female No. Blind No. Open-field test
Righting reflex
Pre Day 7 Day 14  Day 2l Day 27
1

F02251 F00009
F02252 F00021
F02253 F00019
F02254 F00036
F02255 Fo0017
F02256 FO00030
Number of temales
Mean
Range
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 I: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Study No. 502227
Appendix 10-3. Individual FOB of female rats

1,8-dichlorooctane group at 200 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  Day21 Day 27
F03351 F00038 2 2 2 2 2 1 l 1 l 1
F03352 F00027 2 2 2 2 2 1 l 1 l 1
F03353 F00023 2 2 2 2 2 1 l 1 l 1
F03354 F00048 2 2 2 2 2 1 l 1 l 1
F03355 F00041 2 2 2 2 2 1 l 1 l 1
F03356 F00010 2 2 2 2 2 1 l 1 l 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
E.; 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

1,8-dichlorooctane group at 200 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?2l Day 27
F03351 F00038 l 1 l 1 { 1 l 1 l 1
F03352 F00027 l 1 l 1 { 1 l 1 l 1
F03353 F00023 l 1 l 1 { 1 l 1 l 1
F03354 F00048 l 1 l 1 { 1 l 1 l 1
F03355 F00041 l 1 l 1 { 1 l 1 l 1
F03356 F00010 l 1 l 1 { 1 l 1 l 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. 502227
Appendix 10-3. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 200 mg/kg

Female No. Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day?21 Day 27
F03351 F00038 1 l 1 l 1
F03352 F00027 1 l 1 l 1
F03353 F00023 1 l 1 l 1
F03354 F00048 1 1 1 l 1
F03355 F00041 1 1 1 l 1
F03356 F00010 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,

S: asphyxial convulsions.
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Appendix 10-3. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

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?2l Day 27

F03351 F00038 2 2 2 2 2 2 2 2 2 2

F03352 F00027 2 2 2 2 2 2 2 2 2 2

F03353 F00023 2 2 2 2 2 2 2 2 2 2

F03354 F00048 2 2 2 2 2 2 2 2 2 2

F03355 F00041 2 2 2 2 2 2 2 2 2 2

F03356 FO00010 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,
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bitc obscrver's hand.

2
2

: rearing or cowering, 3: running about; hard to catch.
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Appendix 10-3. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 200 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 F00038 2 2 2 2 2 1 { 1 { l
F03352 F00027 2 2 2 2 2 1 { 1 { l
F03353 F00023 2 2 2 2 2 1 { 1 { l
F03354 F00048 2 2 2 2 2 1 { 1 { l
F03355 F00041 2 2 2 2 2 1 { 1 { l
F03356 F00010 2 2 2 2 2 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 |: 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

1,8-dichlorooctane group at 200 mg/kg

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?2l Day 27
F03351 F00038 l l l l l 1 l 1 l 1
F03352 F00027 l l l l l 1 l 1 l 1
F03353 F00023 l l l l l 1 l 1 l 1
F03354 F00048 l l l l l 1 l 1 l 1
F03355 F00041 l l l l l 1 l 1 l 1
F03356 FO00010 1 1 1 1 l 1 l 1 l 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 |: None, 2: mild, 3: marked.

Salivation |: None, 2: mild, 3: marked.
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Appendix 10-3. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 200 mg/kg
Female No. Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14  Day 2l Day 27
1 L

F03351 F00038
F03352 F00027
F03353 F00023
F03354 F00048
F03355 F00041
F03356 FO0010
Number of females
Mean
Range
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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.




Study No. 502227
Appendix 10-3. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 200 mg/kg

62T

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?2l Day 27

F03351 F00038 1 11 8 0 5 0 0 0 0 0

F03352 F00027 0 9 12 9 7 0 0 0 0 0

F03353 F00023 1 7 8 3 L 0 0 0 0 0

F03354 F00048 1 10 5 17 L 0 0 0 L 0

F03355 F00041 0 6 3 1 0 0 0 0 0 0

F03356 F00010 2 4 1 2 0 0 0 0 0 0

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

Mean 0.8 7.8 6.2 5.3 23 0.0 0.0 0.0 0.2 0.0

S.D. 0.8 2.6 4.0 6.5 2.9 0.0 0.0 0.0 0.4 0.0

Significance * NS NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU DU DU
Significantly different from the control group (*: p<0.05 by Dunnett's test). (Continued)

DU: Analysis by Dunnett's test.
NS: Not significantly different from the control group.
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Appendix 10-3. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 200 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 F00038 l 1 l 1 { 1 { 1 { l
F03352 F00027 l 1 l 1 { 1 { 1 { l
F03353 F00023 l 1 l 1 { 1 { 1 { l
F03354 F00048 l 1 l 1 { 1 { 1 { l
F03355 F00041 l 1 l 1 { 1 { 1 { l
F03356 F00010 l 1 l 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 l: 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.
Palpcbral closurc 1: Eyclids open normally, 2: cyclids half-closed, 3: cyclids closed.
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Appendix 10-3. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 200 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?2l Day 27
F03351 F00038 2 2 2 2 2 1 l 1 l 1
F03352 F00027 2 2 2 2 2 1 l 1 l 1
F03353 F00023 2 2 2 2 2 1 l 1 l 1
F03354 F00048 2 2 2 2 2 1 l 1 l 1
F03355 F00041 2 2 2 2 2 1 l 1 l 1
F03356 FO00010 2 2 2 2 2 1 l 1 l 1
Number of temales 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.



Study No. 502227
Appendix 10-3. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 200 mg/kg
Female No. Blind No. Open-field test
Righting reflex
Pre Day 7 Day 14  Day 2l Day 27

F03351 F00038 l l l 1 l
F03352 F00027 l l l 1 l
F03353 F00023 l l l 1 l
F03354 F00048 l l l 1 l
F03355 F00041 l l l 1 l
F03356 FO00010 1 1 1 ! l
Number of temales 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 ! 1
Significance --- --- --- --- ---
Statistical method UA UA UA UA UA
g 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 I: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Appendix 10-4. Individual FOB of female rats

1,8-dichlorooctane group at 1000 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  Day21 Day 27
Fo4451 F00044 2 2 2 2 2 1 L 1 L 1
Fo4452 FO0016 2 2 2 2 2 1 L 1 L 1
F04453 F00005 2 2 2 2 2 1 L 1 L 1
F04454 F00015 2 & 1 &
F04455 F00001 2 2 2 2 2 1 L 1 L 1
F04456 F00042 2 2 2 2 2 1 l 1 l 1
Number of females 6 5 5 5 5 6 5 5 5 5
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
&: Died on Day 2 of administration. (Continued)

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:
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpcbral closurc 1: Eyclids open normally, 2: cyclids half-closed, 3: cyclids closed.
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Appendix 10-4. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 1000 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?2l Day 27
F04451 F00044 1 1 1 1 l 1 L 1 L 1
F04452 FO0016 1 1 1 1 l 1 L 1 L 1
F04453 F00005 1 1 1 1 l 1 L 1 L 1
F04454 F00015 1 & 1 &
F04455 F00001 1 1 1 1 l 1 L 1 L 1
F04456 F00042 1 1 1 1 l 1 l 1 l 1
Number of females 6 5 5 5 5 6 5 5 5 5
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
&: Died on Day 2 of administration. (Continued)

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:
Biting behavior 1: Not observed, 2: observed.
9.

Clonic convulsions 1: Not obscrved, 2: jaw convulsions, 3: trcmor.
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Appendix 10-4. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14  Day?21 Day 27
F04451 F00044 1 1 1 1 1
F04452 Fooole 1 1 1 1 1
F04453 F00005 1 1 1 1 1
F04454 F00015 1 &
F04455 Foo001 1 l 1 1 1
F04456 F00042 1 1 1 1 1
Number of females 6 5 5 5 5
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

&: Died on Day 2 of administration.
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:
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,
5: asphyxial convulsions.

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

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Blind No.

Observation of animals on observer's palm

Ease of removal from cage Ease of handling

Pre Day 7 Day 21 Day 27
F04451 F00044 2 2 2 2 2 2 2 2 2
F04452 Fo0016 2 2 2 2 2 2 2 2 2
F04453 F00005 2 2 2 2 2 2 2 2 2
F04454 FO00015 2 & 2 &
F04455 F00001 2 2 2 2 2 2 2 2 2
F04456 F00042 2 2 2 2 2 2 2 2 2
Number of temales 6 5 5 5 5 6 5 5 5
Mean 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
Significance --- --- - --- --- --- --- --- ---
Statistical method UA UA UA UA UA
&: Died on Day 2 of administration. (Continued)

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:
Ease of removal from cage
Easc of handling

1: Docile and allowing itself to be handled,
1: Docilc and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bitc obscrver's hand.

rearing or cowering, 3: running about; hard to catch.
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Appendix 10-4. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 1000 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 F00044 2 2 2 2 2 1 l 1 l 1
Fo4452 F00016 2 2 2 2 2 1 l 1 l 1
F04453 F00005 2 2 2 2 2 1 l l 1
F04454 F00015 2 & 1 &
F04455 F0000! 2 2 2 2 2 1 l 1 l 1
F04456 F00042 2 2 2 2 2 1 l 1 l 1
Number of females 6 5 5 5 5 6 5 5 5 5
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
&: Died on Day 2 of administration. (Continued)

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:

Muscle tone |: 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

1,8-dichlorooctane group at 1000 mg/kg
Female No. Blind No.

Observation of animals on observer's palm

8¢T

Lacrimation Salivation
Pre Day 7 Day 14  Day 21 Day 27 Pre Day 7 Day 14  Day?2l Day 27
F04451 F00044 1 1 1 1 L 1 L 1 L 3
F04452 F00016 1 1 1 1 L 1 2 2 2 3
F04453 F00005 1 1 1 1 L 1 L
F04454 Fooo15 1 & 1 &
F04455 F00001 1 1 1 1 L 1 L 2 2 1
F04456 F00042 1 1 1 1 l 1 l 2 2 1
Number of females 6 5 5 5 5 6 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.2 1.6 1.6 1.8
Range 1 1 1 1 1 1 1-2 1-2 1-2 1-3
Significance --- --- --- --- --- --- NS NS NS NS
Statistical method UA UA UA UA UA UA STL STL STL STL
&: Died on Day 2 of administration. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
Findings werc graded as follows:
Lacrimation 1: Nong, 2: mild, 3: markcd.
Salivation 1: Nong, 2: mild, 3: markcd.
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Appendix 10-4. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 1000 mg/kg

Female No. Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14  Day 2l Day 27
F04451 F00044 1 1 1 1 L
F04452 F00016 1 1 1 1 L
F04453 F00005 1 1 1 L
F04454 Fooo15 1 &
F04455 F00001 1 1 1 1 L
F04456 F00042 1 1 1 1 l
Number of females 6 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 ! 1
Significance --- --- --- --- ---
Statistical method UA UA UA UA UA
&: Died on Day 2 of administration. (Continued)

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

1,8-dichlorooctane group at 1000 mg/kg

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?2l Day 27
F04451 F00044 0 5 9 17 5 0 0 0 0 0
F04452 F00016 7 8 4 0 7 0 0 0 0 0
F04453 F00005 3 2 4 1 2 0 0 0 0 0
F04454 Fooo15 4 & 0 &
F04455 F00001 6 5 5 2 3 0 0 0 L 0
F04456 F00042 3 5 4 9 5 0 0 0 0 0
Number of females 6 5 5 5 5 6 5 5 5 5
Mean 38 5.0 52 5.8 44 0.0 0.0 0.0 0.2 0.0
S.D. 2.5 2.1 2.2 7.2 1.9 0.0 0.0 0.0 0.4 0.0
Significance NS * NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU
&: Died on Day 2 of administration. (Continued)

Significantly different from the control group (*: p<0.05 by Dunnett's test).
DU: Analysis by Dunnett's test.
NS: Not significantly different from the control group.
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Study No. 502227

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

1,8-dichlorooctane group at 1000 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 F00044 1 1 1 1 l 1 l 1 l 1
Fo4452 F00016 1 1 1 1 l 1 l 1 l 1
F04453 F00005 1 1 1 1 l 1 l l 1
F04454 F00015 1 & 1 &
F04455 F0000! 1 1 1 1 l 1 l 1 l 1
F04456 F00042 1 1 1 1 l 1 l 1 l 1
Number of females 6 5 5 5 5 6 5 5 5 5
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
&: Died on Day 2 of administration. (Continued)

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:
Gait l: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, S: all fours extended,
6: forclimbs cxtended and dragged; unable to support body, 7: standing on tiptoc.
Palpcbral closurc 1: Eyclids open normally, 2: cyclids half-closed, 3: cyclids closed.



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

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Blind No.

Open-field test

Consciousness Behavioral abnormalities
Pre Day 7 Day 7 Day 14  Day?2l Day 27
F04451 F00044 2 2 2 2 2 L 1 L 1
F04452 F00016 2 2 2 2 2 L 1 L 1
F04453 F00005 2 2 2 2 2 L 1 L 1
F04454 Fooo15 2 & &

F04455 F00001 2 2 2 2 2 L 1 L 1
F04456 F00042 2 2 2 2 2 l 1 l 1
Number of females 6 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0

Range 2 2 2 2 2 1 1 1 1
Significance --- --- - --- --- --- --- --- ---
Statistical method UA UA UA UA UA UA UA

g &: Died on Day 2 of administration. (Continued)

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:

Consciousness
Bchavioral abnormalitics

1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
1: Not observed, 2: straub's rcaction, 3: moving backward, 4: writhing.
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Appendix 10-4. (Continued) Individual FOB of female rats

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Blind No.

Open-field test

Righting reflex

Pre Day 7 Day 14  Day 2l Day 27
F04451 F00044 1 l 1 1 1
F04452 FO0016 1 l 1 1 1
F04453 F00005 1 l 1 1
F04454 FO00015 1 &
F04455 F00001 1 l 1 I 1
F04456 F00042 1 l 1 I 1
Number of females 6 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 ! 1
Significance --- --- --- --- ---
Statistical method UA UA UA UA UA

&: Died on Day 2 of administration.

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

I: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Study No. 502227

Appendix 11-1. Individual sensory response of male rats on termination of administration period

Control group
Male No. Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
MoO1101 Mo00010 l 2 2 2 3
MO01102 Mo00001 l 2 2 2 3
MO01103 Mo00026 l 2 2 2 3
MO01104 Mo00046 l 2 2 2 3
MO01105 Mo00047 l 2 2 2 3
MO01106 M00011 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 retlex 1: Not obscrved, 2: slowly looking back or slowly moving forward to cscape from stimulus,

3: quickly moving forward to cscapc from stimulus or biting at it immediatcly 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. 502227
Appendix 11-2. Individual sensory response of male rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Male No. Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
M02201 M00023 1 2 2 2 3
M02202 MO00017 1 2 2 2 3
M02203 M00020 1 2 2 2 3
M02204 Mo00044 1 2 2 2 3
M02205 Mo00019 1 2 2 2 3
M02206 M00028 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.
Responsc to touch 1: No responsc, 2: looking back and Icaving stimulus, 3: rcacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not obscrved, 2: hesitating at stimulus or moving cars, 3: jumping at and trying to bitc at the source of sound.
Pain reflex 1: Not obscrved, 2: slowly looking back or slowly moving forward to cscape from stimulus,

3: quickly moving forward to cscapc from stimulus or biting at it immediatcly 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. 502227
Appendix 11-3. Individual sensory response of male rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Male No. Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
M03301 M00008 1 2 2 2 3
M03302 M00048 1 2 2 2 3
M03303 M00042 1 2 2 2 3
M03304 Mo00014 1 2 2 2 3
MO03305 Mo00051 1 2 2 2 3
MO03306 M00043 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.
Responsc to touch 1: No responsc, 2: looking back and Icaving stimulus, 3: rcacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not obscrved, 2: hesitating at stimulus or moving cars, 3: jumping at and trying to bitc at the source of sound.
Pain reflex 1: Not obscrved, 2: slowly looking back or slowly moving forward to cscape from stimulus,

3: quickly moving forward to cscapc from stimulus or biting at it immediatcly 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. 502227
Appendix 11-4. Individual sensory response of male rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Male No. Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
M04401 M00003 1 2 2 2 3
M04402 MO00035 1 2 2 2 3
M04403 Mo00027 1 2 2 2 3
M04404 M00004 1 2 2 2 3
M04405 M00025 1 2 2 2 3
M04406 M00030 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.
Responsc to touch 1: No responsc, 2: looking back and Icaving stimulus, 3: rcacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not obscrved, 2: hesitating at stimulus or moving cars, 3: jumping at and trying to bitc at the source of sound.
Pain reflex 1: Not obscrved, 2: slowly looking back or slowly moving forward to cscape from stimulus,

3: quickly moving forward to cscapc from stimulus or biting at it immediatcly 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 12-1. Individual sensory response of female rats on termination of administration period

Study No. 502227

Control group

Female No. Blind No.
Pupillary retlex Approaching behavior Response to touch Auditory reflex Pain reflex
F01151 F00024 1 2 2 2 3
FO1152 F00039 1 2 2 2 3
F01153 F00047 1 2 2 2 3
FO1154 F00033 1 2 2 2 3
F01155 F00034 1 2 2 2 3
FO1156 F00049 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
Approaching behavior

Response to touch

Auditory reflex
Pain reflex

l:
: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,
: jumping at or biting at stimulus.

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

1
4
l
4.
|
L
3

4:

Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.

jumping at or biting at stimulus.

: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.

: Not obscrved, 2: slowly looking back or slowly moving forward to cscape from stimulus,

: quickly moving forward to cscapc from stimulus or biting at it immecdiately after looking back,

jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Appendix 12-2. Individual sensory response of female rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Female No. Blind No.
Pupillary retlex Approaching behavior Response to touch Auditory reflex Pain reflex
F02251 F00009 1 2 2 2 3
F02252 Fo0021 1 2 2 2 3
F02253 F00019 1 2 2 2 3
F02254 F00036 1 2 2 2 3
F02255 Fooo17 1 2 2 2 3
F02256 F00030 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.

6tC

Pupillary reflex
Approaching behavior

Responsc to touch

Auditory reflex
Pain reflex

[ R S

Findings were graded as tollows:
l:
: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,

: juimping at or biting at stimulus.

: No responsc, 2: looking back and lcaving stimulus, 3: reacting to stimulus, including vocalizing,

: jumping at or biting at stimulus.

: Not obscrved, 2: hesitating at stimulus or moving cars, 3: jumping at and trying to bitc at the source of sound.
: Not obscrved, 2: slowly looking back or slowly moving forward to cscape from stimulus,

: quickly moving forward to cscapc from stimulus or biting at it immecdiately after looking back,

4:

Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.

jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.



Study No. 502227

Appendix 12-3. Individual sensory response of female rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Female No. Blind No.
Pupillary retlex Approaching behavior Response to touch Auditory reflex Pain reflex
F03351 F00038 1 2 2 2 3
F03352 F00027 1 2 2 2 3
F03353 F00023 1 2 2 2 3
F03354 F00048 1 2 2 2 3
F03355 F00041 1 2 2 2 3
F03356 F00010 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.

0S¢

Pupillary reflex
Approaching behavior

Responsc to touch

Auditory reflex
Pain reflex

[ R S

Findings were graded as tollows:
l:
: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,

: juimping at or biting at stimulus.

: No responsc, 2: looking back and lcaving stimulus, 3: reacting to stimulus, including vocalizing,

: jumping at or biting at stimulus.

: Not obscrved, 2: hesitating at stimulus or moving cars, 3: jumping at and trying to bitc at the source of sound.
: Not obscrved, 2: slowly looking back or slowly moving forward to cscape from stimulus,

: quickly moving forward to cscapc from stimulus or biting at it immecdiately after looking back,

4:

Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.

jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.



Appendix 12-4. Individual sensory response of female rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

0

A
[}
35
[}

Study No.

Female No. Blind No.

Pupillary retlex Approaching behavior Response to touch Auditory reflex Pain reflex
F04451 F00044 1 2 2 2 3
F04452 Fooole 1 2 2 2 3
F04453 F00005 1 2 2 2 3

F04454 FO0015 Died on Day 2 of administration
F04455 F00001 1 2 2 2 3
F04456 F00042 1 2 2 2 3
Number of females 5 S 5 5 5
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.

l:

Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.

o Findings were graded as tollows:
Pupillary reflex
Approaching behavior

Responsc to touch

Auditory reflex
Pain reflex

[ R S

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

: juimping at or biting at stimulus.

: No responsc, 2: looking back and lcaving stimulus, 3: reacting to stimulus, including vocalizing,

: jumping at or biting at stimulus.

: Not obscrved, 2: hesitating at stimulus or moving cars, 3: jumping at and trying to bitc at the source of sound.
: Not obscrved, 2: slowly looking back or slowly moving forward to cscape from stimulus,

: quickly moving forward to cscapc from stimulus or biting at it immecdiately after looking back,

4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.



Study No. 502227
Appendix 13-1. Individual grip strength (g) of male rats on termination of administration period

Control group

Male No. Forelimb Hindlimb
MO1101 1650 475
MO1102 1572 393
MO1103 1432 422
MO1104 1319 341
MOI1105 1208 378
MOI1106 1258 385
Number of males 6 6
Mean 1407 399

S.D. 177 45
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Study No. 502227
Appendix 13-2. Individual grip strength (g) of male rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Male No. Forelimb Hindlimb
M02201 1247 345
M02202 1138 319
M02203 1457 355
M02204 1252 334
M02205 1385 354
M02206 1290 269
Number of males 6 6
Mean 1295 329

S.D. 112 33
Significance NS *
Statistical method 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.
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Study No. 502227
Appendix 13-3. Individual grip strength (g) of male rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Male No. Forelimb Hindlimb
M03301 1257 265
M03302 1230 363
M03303 1274 356
M03304 1387 296
MO03305 1293 363
M03306 1130 333
Number of males 6 6
Mean 1262 329

S.D. 84 41
Significance NS *
Statistical method 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.
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Study No. 502227
Appendix 13-4. Individual grip strength (g) of male rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Male No. Forelimb Hindlimb
M04401 1288 345
M04402 1203 284
M04403 945 326
M04404 1405 266
M04405 1153 300
M04406 875 197
Number of males 6 6
Mean 1145 286

S.D. 202 52
Significance * *x
Statistical method DU DU

Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
DU: Analysis by Dunnett's test.
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Study No. 502227
Appendix 14-1. Individual grip strength (g) of female rats on termination of administration period

Control group

Female No. Forelimb Hindlimb
F01151 1179 262
F01152 1058 258
FO1153 977 262
FO1154 1116 292
FO1155 1016 283
FO1156 973 273

Number of females 6 6
Mean 1053 272
S.D. 82 14
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Appendix 14-2. Individual grip strength (g) of female rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Female No. Forelimb Hindlimb
F02251 1259 142
F02252 896 287
F02253 1188 298
F02254 964 229
F02255 1051 227
F02256 1175 295

Number of females 6 6
Mean 1089 246

S.D. 142 60
Signiticance NS NS
Statistical method DU 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 14-3. Individual grip strength (g) of female rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Female No. Forelimb Hindlimb
F03351 998 204
F03352 728 293
F03353 1024 304
F03354 1194 258
F03355 1129 258
F03356 958 270

Number of females 6 6
Mean 1005 265

S.D. 162 35
Signiticance NS NS
Statistical method DU 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 14-4. Individual grip strength (g) of female rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Forelimb Hindlimb
F04451 653 158
F04452 942 230
F04453 1069 265
F04454 Died on Day 2 of administration
F04455 975 217
F04456 1108 263

Number of females 5
Mean 949 227
S.D. 179 44
Signiticance NS NS
Statistical method DU 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 15-1. Individual spontaneous motor activity of male rats on termination of administration priod

Control group

Male No. Ambulatory counts Vertical counts
Minutes atter administration Minutes after administration

70 80 90 100 110 120 Total 70 30 90 100 110 120 Total
MO1101 446 286 190 113 314 1 1350 48 31 21 10 31 L 142
MO1102 360 158 27 129 167 14 855 41 33 14 13 29 L 131
MO1103 161 45 4 0 0 0 210 23 7 7 0 0 0 37
MO1104 378 186 196 37 0 0 797 51 12 27 3 0 0 93
MO1105 154 37 56 0 0 0 247 32 20 16 0 0 0 68
MO1106 295 268 328 1 0 1 893 67 29 26 0 0 0 122
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 299 163 134 47 80 3 725 44 22 19 4 10 0 99
S.D. 120 106 126 60 133 6 432 15 11 8 6 16 1 41

09¢
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Study No. 502227
Appendix 15-2. Individual spontaneous motor activity of male rats on termination of administration priod

1,8-dichlorooctane group at 40 mg/kg

Male No. Ambulatory counts Vertical counts
Minutes atter administration Minutes after administration

70 80 90 100 110 120 Total 70 30 90 100 110 120 Total
M02201 440 259 211 209 129 107 1355 82 62 48 42 25 40 299
M02202 376 255 233 158 158 140 1320 48 36 32 24 24 18 182
M02203 583 470 186 39 182 16 1476 82 39 35 5 22 3 186
M02204 145 103 0 30 0 0 278 18 11 0 2 0 0 31
M02205 0 6 23 2 0 0 31 0 L 3 0 0 0 4
M02206 296 86 0 0 267 0 649 38 11 0 0 17 0 66
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 307 197 109 73 123 44 852 45 27 20 12 15 10 128
S.D. 209 167 112 88 106 63 617 33 23 21 17 12 16 113
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU STL STL STL DU STL DU DU DU DU 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 15-3. Individual spontaneous motor activity of male rats on termination of administration priod

1,8-dichlorooctane group at 200 mg/kg

Male No. Ambulatory counts Vertical counts
Minutes atter administration Minutes after administration

70 80 90 100 110 120 Total 70 30 90 100 110 120 Total
M03301 316 212 92 0 0 72 692 61 26 20 3 0 19 129
M03302 349 234 37 1339 1017 0 2976 70 31 4 0 0 0 105
M03303 333 276 111 1 77 35 833 65 23 37 0 14 12 151
M03304 271 241 78 39 0 0 629 66 61 39 15 4 0 185
M03305 414 494 201 186 204 184 1683 75 82 22 19 21 21 240
M03306 79 211 119 0 63 52 524 9 28 8 0 6 2 53
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 294 278 106 261 227 57 1223 58 42 22 6 8 9 144
S.D. 115 108 55 533 394 68 955 24 24 14 9 8 10 65
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU STL STL STL DU STL DU DU DU DU 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

1,8-dichlorooctane group at 1000 mg/kg

Male No. Ambulatory counts Vertical counts
Minutes atter administration Minutes after administration

70 80 90 100 110 120 Total 70 30 90 100 110 120 Total
M04401 426 344 220 209 26 336 1561 67 57 52 34 10 57 277
M04402 382 142 1 0 0 0 525 63 26 3 0 0 0 92
M04403 299 228 0 0 0 0 527 64 19 0 0 0 0 83
M04404 445 278 190 143 0 0 1056 68 29 37 30 0 0 164
M04405 580 509 433 118 0 0 1640 47 36 16 10 0 0 109
M04406 433 193 80 0 0 0 706 70 28 5 0 0 0 103
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 428 282 154 78 4 56 1003 63 33 19 12 2 10 138
S.D. 92 131 165 91 11 137 503 8 13 21 16 4 23 74
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU STL STL STL DU STL DU DU DU DU STL DU

£9¢C

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 atter administration Minutes after administration
70 80 90 100 110 120 Total 70 30 90 100 110 120 Total
Fol151 719 458 139 222 73 31 1642 81 56 17 21 6 8 189
Fo1152 305 81 9 0 0 39 434 54 8 0 0 0 10 72
Fo1153 6 306 1 0 0 0 313 14 48 2 0 0 0 64
Fo1154 489 150 1 0 0 38 678 54 13 0 0 0 L 68
Fo1155 215 249 119 0 0 0 583 22 20 6 0 0 0 48
FO1156 585 342 0 0 0 0 927 72 28 0 0 0 0 100
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 387 264 45 37 12 18 763 50 29 4 4 | 3 90
S.D. 261 136 66 91 30 20 480 27 19 7 9 2 5 51

9¢



Study No. 502227
Appendix 16-2. Individual spontaneous motor activity of female rats on termination of administration priod

1,8-dichlorooctane group at 40 mg/kg

§9C

Female No. Ambulatory counts Vertical counts
Minutes atter administration Minutes after administration

70 80 90 100 110 120 Total 70 30 90 100 110 120 Total
F02251 324 174 266 260 0 0 1024 28 19 41 32 0 7 127
F02252 808 319 87 0 182 58 1454 60 38 8 0 14 6 126
F02253 126 98 142 32 0 0 398 18 14 39 3 0 0 74
F02254 252 231 0 5 0 490 82 39 0 0 5 0 126
F02255 218 152 0 0 0 0 370 24 16 0 0 0 0 40
F02256 381 246 48 167 0 0 842 73 27 3 33 0 0 136
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 352 203 91 77 31 10 763 48 26 15 1l 3 2 105
S.D. 240 78 102 111 74 24 428 28 11 19 16 6 3 39
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method STL DU DU STL DU STL DU DU DU STL STL STL STL DU

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
DU: Analysis by Dunnett's test.
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Study No. 502227
Appendix 16-3. Individual spontaneous motor activity of female rats on termination of administration priod

1,8-dichlorooctane group at 200 mg/kg

Female No. Ambulatory counts Vertical counts
Minutes atter administration Minutes after administration

70 80 90 100 110 120 Total 70 30 90 100 110 120 Total
F03351 321 0 0 0 0 0 321 37 0 0 0 0 0 37
F03352 346 136 0 209 0 0 691 44 21 0 15 0 0 80
F03353 412 295 177 205 0 0 1089 66 37 54 39 0 0 196
F03354 355 0 0 28 116 421 920 64 0 0 3 31 100 198
F03355 425 276 108 430 239 0 1478 38 40 10 39 21 0 148
F03356 566 284 279 0 0 0 1129 99 34 37 2 0 0 172
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 404 165 94 145 59 70 938 58 22 17 16 9 17 139
S.D. 89 140 116 170 100 172 398 24 18 23 18 14 41 66
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method STL DU DU STL DU STL DU DU DU STL STL STL STL DU

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
DU: Analysis by Dunnett's test.
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Appendix 16-4. Individual spontaneous motor activity of female rats on termination of administration priod

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Ambulatory counts Vertical counts
Minutes atter administration Minutes after administration
70 80 90 100 110 120 Total 70 30 90 100 110 120 Total
F04451 239 162 80 42 0 3 526 56 26 7 7 0 0 96
F04452 59 343 66 0 180 215 863 8 31 2 0 15 33 89
F04453 28 0 252 51 0 0 331 1 0 12 0 0 0 13
F04454 Died on Day 2 of administration

F04455 158 91 68 0 0 0 317 37 14 12 0 0 0 63
F04456 52 0 17 3 0 0 72 3 0 0 0 0 0 3
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 107 119 97 19 36 44 422 21 14 7 l 3 7 53
S.D. 89 142 90 25 80 96 295 24 14 6 3 7 15 43
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method STL DU DU STL DU STL DU DU DU STL STL STL STL DU

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
DU: Analysis by Dunnett's test.
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Study No. 502227

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  Epithclial Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells

MO01101 18.9  1.035  Light yellow 8.5 + - + - - 0.1 + + + - +
MO01102 6.6 1.068  Lightyellow 8.5 + - + - - 1.0 + + + - +
MO01103 10.0  1.056  Light yellow 8.5 + - + - - 0.1 + + + - +
MO1104 9.7 1.052  Light yellow 8.5 + - + - - 0.1 + + + - +
MO01105 9.8 1.064 Light ycllow 7.5 + - + - - 0.1 + + + - -
MO01106 9.8 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 10.8 1.056 - - - -—- - --- - - --- - — - ---
S.D. 42 0.012 - --- --- - - - --- --- - - - - -

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.



Study No. 502227

Appendix 17-2. Individual urinary findings in male rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Male No. uv S.G. Color pH  Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen  Epithclial Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells

M02201 6.8 1.072  Light yellow 8.5 + - + - ++ 0.1 + + + - +
M02202 13.1 1.050  Light yellow 8.5 + - + - - 0.1 + + + - +
M02203 14.1  1.044  Light yellow >9.0 + - + - - 0.1 + + + - -
M02204 11.0  1.048  Light yellow 8.5 + - + - - 0.1 + + + - +
M02205 89 1.068  Light ycllow 8.5 + - + - - 0.1 + + + - +
M02206 7.3  1.062  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 10.2 1.057 - - - -—- - - - - - - - - -
S.D. 3.0 0.012 - -—- - --- - --- --- - -—- - - --- ---
Significance NS NS -—- --- -—- --- - --- --- - - - - -—- ---

o Statistical method DU DU - -—- - -—- - - - - -—- - - - -—-
2 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: ;5 0-20 cells/100 ficlds, +; 21-100 cells/100 ficlds, ++; 101-200 cclls/100 ficlds, +++; 201-500 cells/100 ficlds ++++; =501 cclls/100 ficlds.

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 17-3. Individual urinary findings in male rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Male No. uv S.G. Color pH  Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen  Epithclial Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells

M03301 124 1.052  Light yellow >9.0 + - + - - 0.1 + + + - -
M03302 154  1.048  Light yellow 8.5 + - + - - 1.0 + + + - +
M03303 99 1.066 Lightyellow 8.5 + - + - - 0.1 + + + - -
M03304 8.1 1.068  Light yellow 8.5 + - + - - 0.1 + + + - +
M03305 21.0  1.030  Light ycllow 8.5 + - + - - 0.1 + + + - +
MO03306 164 1.042  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 13.9 1.051 - - - -—- - --- - - --- - - - ---
S.D. 4.7  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, ++; 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: ;5 0-20 cells/100 ficlds, +; 21-100 cells/100 ficlds, ++; 101-200 cclls/100 ficlds, +++; 201-500 cells/100 ficlds ++++; =501 cclls/100 ficlds.
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

1,8-dichlorooctane group at 1000 mg/kg

Male No. uv S.G. Color pH  Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen  Epithclial Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells

M04401 114 1.056  Light yellow 8.5 + - + - - 0.1 + + + - +
M04402 16.3  1.054  Light yellow 8.5 + - + - - 0.1 + + + - +
M04403 20.7 1.042  Light yellow 8.5 + - + - - 0.1 + + + - +
M04404 252  1.040  Light yellow 8.0 + - + - - 0.1 + + + - -
M04405 203  1.044  Light ycllow 8.5 + - + - - 0.1 + + + - -
M04406 17.9  1.041  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 18.6  1.046 - - - -—- - -—- - --- -—- - - - -
S.D. 4.7  0.007 - -—- - --- -—- --- --- --- - -— -— --- -
Significance * NS --- - --- - --- --- --- - --- -- -- - -

o Statistical mecthod 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: ;5 0-20 cells/100 ficlds, +; 21-100 cells/100 ficlds, ++; 101-200 cclls/100 ficlds, +++; 201-500 cells/100 ficlds ++++; =501 cclls/100 ficlds.

Casts: -; not observed, +; observed.

Crystals: -; not observed, +; observed.

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

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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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  Epithclial Erythrocytes Lcukocytes Casts — Crystals
E.U./dL cells

F01151 7.3 1.056  Light yellow 8.5 + - + - - 1.0 + + + - -
FO1152 6.3 1.054  Light yellow 8.5 + - + - - 0.1 + + + - +
F01153 99 1.045  Light yellow >9.0 - - - - - 0.1 + + + - -
FO1154 11.6 1.033  Light yellow >9.0 + - + - - 1.0 + + + - +
FO1155 10.1 1.046  Light ycllow 8.0 - - + - - 0.1 + + + - +
FO1156 10.0  1.050  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 9.2  1.047 - - - -—- - -—- - - - - - - —
S.D. 2.0  0.008 - -—- --- - -— --- - - -—- - -—- --- -

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. 502227
Appendix 18-2. Individual urinary findings in female rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Female No. uv S.G. Color pH  Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen  Epithclial Erythrocytes Lcukocytes Casts — Crystals
E.U./dL cells

F02251 46 1.070  Light yellow 8.5 + - + - - 0.1 + + + - +
F02252 6.8 1.056  Light yellow 8.5 + - + - - 0.1 + + + - -
F02253 55 1.068  Light yellow 8.0 + - + - - 0.1 + + + - +
F02254 88 1.058  Light yellow 8.5 + - + - - 0.1 + + + - +
F02255 8.6 1.037 Light ycllow 8.0 - - - - - 0.1 + + + - -
F02256 55 1.052  Light yellow 7.5 + - + - - 1.0 + + + - +

Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 6.6 1.057 - -— - - -— - — - - -— -— — —
S.D. 1.7 0.012 - --- --- - - - - - -— - - - -
Significance NS NS --- --- - --- - --- --- --- -— — — - ---

Statistical mecthod STL 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: ;5 0-20 cells/100 ficlds, +; 21-100 cells/100 ficlds, ++; 101-200 cclls/100 ficlds, +++; 201-500 cells/100 ficlds ++++; =501 cclls/100 ficlds.
Casts: -; not observed, +; observed.
Crystals: -; not observed, +; observed.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
DU: Analysis by Dunnett's test.
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Appendix 18-3. Individual urinary findings in female rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Female No. uv S.G. Color pH  Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen  Epithclial Erythrocytes Lcukocytes Casts — Crystals
E.U./dL cells

F03351 9.0 1.052  Light yellow 8.5 - - + - + 0.1 + + + - +
F03352 12.1 1.037  Light yellow 8.0 - - - - - 0.1 + + + - -
F03353 10.8  1.046  Light yellow 8.0 - - + - - 0.1 + + + - +
F03354 8.1 1.054  Light yellow 8.5 + - + - - 0.1 + + + - +
F03355 148 1.045  Light ycllow 8.5 - - + - - 0.1 + + + - -
F03356 9.1 1.050 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 10.7 1.047 - - - -—- - -—- - --- -—- - - - -
S.D. 2.5  0.006 - -—- - --- -—- - --- --- - -— -— --- -
Significance NS --- --- - --- - --- --- --- - --- -- -- - -

Statistical mecthod STL UA - -—- - -—- - - - - -—- - - - -—-
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: ;5 0-20 cells/100 ficlds, +; 21-100 cells/100 ficlds, ++; 101-200 cclls/100 ficlds, +++; 201-500 cells/100 ficlds ++++; =501 cclls/100 ficlds.
Casts: -; not observed, +; observed.
Crystals: -; not observed, +; observed.
NS: Not significantly different from the control group.
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.
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Appendix 18-4. Individual urinary findings in female rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Female No. uv S.G. Color pH Protein Glucose Ketone Bilirubin  Occult  Urobili- Urinary sediments
mL body blood nogen  Epithelial Erythrocytes Lcukocytes  Casts  Crystals
E.U./dL cells
F04451 13.7 1.046  Light yellow 8.5 - - + - - 0.1 + + + - +
F04452 54  1.056  Light yellow 8.5 - - + - - 0.1 + + + - +
F04453 6.4 1.058  Light yellow 8.0 - - + - - 0.1 + + + - -
F04454 Died on Day 2 of administration
F04455 13.0  1.042  Light ycllow 8.5 - - + - - 0.1 + + + - +
F04456 21.1  1.036  Light yellow 8.0 - - + - - 0.1 + + + - +
Number of females 3 5 3 5 5 5 5 5 5 3 5 5 5 5 5
Mean 119 1.048 - - - --- -— --- --- - - — — - -
S.D. 6.4  0.009 -—- --- -—- --- - --- --- --- --- - - --- ---
Significance NS NS --- --- --- --- --- --- --- - --- --- --- --- ---

Statistical method STL 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 cclls/100 ficlds, +; 21-100 cclls/100 ficlds, ++; 101-200 cclls/100 ficlds, +++; 201-500 cells/100 ficlds ++++; =501 cclls/100 ficlds.

Casts: -; not observed, +; observed.

Crystals: -; not observed, +; observed.

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.

DU: Analysis by Dunnett's test.
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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  Epithclial Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells

MO01107 148 1.030  Light yellow 8.5 + - + - - 0.1 + + + - -
MO01108 16.6  1.028  Light yellow 8.5 + - + - - 0.1 + + + - +
MO1109 14.1  1.032  Light yellow 8.5 ++ - + - - 0.1 + + + - +
MO1110 9.8 1.036 Lightyellow 8.5 + - + - - 0.1 + + + - -
MO1111 16.2  1.029  Light ycllow 8.5 + - + - - 0.1 + + + - +
MO1112 28.9 1.019  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 16.7 1.029 - -— - - -— - — - - -— -— — _—
S.D. 6.4  0.006 - --- --- - - - - - -— - - - -

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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Appendix 19-2. Individual urinary findings in male rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Male No. uv S.G. Color pH  Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen  Epithclial Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells

MO03307 14.6  1.029  Light yellow >9.0 + - + - - 0.1 + + + - -
MO03308 144 1.028  Light yellow 8.5 + - + - - 0.1 + + + - -
MO03309 11.8  1.035  Light yellow 8.5 + - + + - 0.1 + + + - +
MO03310 243  1.048  Light yellow 8.5 + - + - + 0.1 + + + - +
MO03311 6.6 1.032  Light ycllow 8.5 ++ - + - - 0.1 + + + - +
MO03312 243 1.016  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 16.0  1.031 - - - -—- - -—- - --- -—- - - - -
S.D. 7.0  0.010 - -—- --- - - --- - - -—- - - - ---
Significance NS NS --- - --- - --- --- --- - --- - -- - -

o Statistical method DU DU - -—- - -—- - - - - -—- - - - -—-
N 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: ;5 0-20 cells/100 ficlds, +; 21-100 cells/100 ficlds, ++; 101-200 cclls/100 ficlds, +++; 201-500 cells/100 ficlds ++++; =501 cclls/100 ficlds.

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 19-3. Individual urinary findings in male rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Male No. uv S.G. Color pH  Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen  Epithclial Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells

M04407 10.8  1.033  Light yellow 8.5 + - - - - 0.1 + + + - -
M04408 17.6  1.026  Light yellow 8.5 + - + - + 0.1 + + + - +
M04409 10.3  1.037  Light yellow >9.0 + - + - - 0.1 + + + - +
M04410 12.1  1.034  Light yellow 8.5 + - + - + 0.1 + + + - +
M04411 263  1.020  Light ycllow 8.5 + - + - - 0.1 + + + - +
M04412 9.6 1.039 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 14.5 1.032 - -— - - -— - - - -— -— -— - -
S.D. 6.5 0.007 --- - - - - --- --- --- - - - - -
Significance NS NS --- - - --- - - --- --- -— — — - ---

o Statistical method DU DU - -—- - -—- - - - - -—- - - - -—-
o 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: ;5 0-20 cells/100 ficlds, +; 21-100 cells/100 ficlds, ++; 101-200 cclls/100 ficlds, +++; 201-500 cells/100 ficlds ++++; =501 cclls/100 ficlds.

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 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  Epithclial Erythrocytes Lcukocytes Casts — Crystals
E.U./dL cells

F01157 99 1.045  Light yellow 7.0 + - + - - 1.0 + + + - +

FO1158 10.5  1.054  Light yellow 8.0 + - - - - 0.1 + + + - -

FO1159 7.4 1.070  Light yellow 6.0 + - - - - 0.1 + + + - -
FO1160 94 1.049  Light yellow 8.5 + - - - - 0.1 + + + - +
FOl161 11.6  1.038  Light ycllow 8.5 - - - - - 0.1 + + + - +
FO1162 7.2  1.062  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 9.3 1.053 - - - -—- - -—- - --- -—- -—- - - -
S.D. 1.7 0.012 - -—- - --- -—- - --- --- - -— -— --- -

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. 502227

Appendix 20-2. Individual urinary findings in female rats on termination of recovery period.

1,8-dichlorooctane group at 200 mg/kg

Female No. uv S.G. Color pH  Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen  Epithclial Erythrocytes Lcukocytes Casts — Crystals
E.U./dL cells

F03357 7.4 1.042  Light yellow 8.5 + - + - - 1.0 + + + - +
F03358 9.0 1.034 Lightyellow 8.5 - - - - + 0.1 + + + - -
F03359 144  1.046  Light yellow 7.5 + - + - - 0.1 + + + - +
F03360 19.2  1.036  Light yellow 8.5 + - + - - 0.1 + + + - +
F03361 129  1.044  Light ycllow 8.0 - - - - - 0.1 + + + - +
F03362 6.3 1.066  Light yellow 7.0 + - + - - 0.1 + + + - +
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 11.5 1.045 - - - --- -— - - - -— — — - -
S.D. 49 0011 - -—- - --- -—- --- --- --- - -— -— --- -
Significance NS NS --- - --- - --- --- --- - --- -- -- - -

Statistical mecthod 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: ;5 0-20 cells/100 ficlds, +; 21-100 cells/100 ficlds, ++; 101-200 cclls/100 ficlds, +++; 201-500 cells/100 ficlds ++++; =501 cclls/100 ficlds.

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. 502227

Appendix 20-3. Individual urinary findings in female rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Female No. uv S.G. Color pH  Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
mL body blood nogen  Epithclial Erythrocytes Lcukocytes Casts — Crystals
E.U./dL cells

F04457 12.6  1.035  Light yellow 8.5 - - - - - 0.1 + + + - -
F04458 148  1.037  Light yellow 8.5 - - - - - 0.1 + + + - +
F04459 14.0  1.033  Light yellow 8.5 - - - - - 0.1 + + + - +
F04460 7.5 1.046  Light yellow 8.5 - - - - + 0.1 + + + - +
F04461 132 1.047  Light ycllow 8.0 - - - - - 0.1 + + + - +
F04462 9.0 1.056 Lightyellow 8.5 - - - - - 0.1 + + + - +

Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 119 1.042 - - - --- -— - - - -— — — - -
S.D. 2.9 0.009 - -—- - --- -—- - --- --- - -— -— --- -
Significance NS NS --- - --- - --- --- --- - --- -- -- - -

Statistical mecthod 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: ;5 0-20 cells/100 ficlds, +; 21-100 cells/100 ficlds, ++; 101-200 cclls/100 ficlds, +++; 201-500 cells/100 ficlds ++++; =501 cclls/100 ficlds.

Casts: -; not observed, +; observed.

Crystals: -; not observed, +; observed.

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




Study No. 502227
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 % scc. sce. mg/dL
MO01101 810 15.7 44.7 55.2 19.4 35.1 127.7 3.75 27.5 a) 29.0 231.3
MO01102 798 14.8 42.0 52.6 18.5 352 131.3 2.73 26.3 a) 28.0 180.9
MO01103 736 14.7 41.8 56.8 20.0 352 109.6 2.84 21.5 26.0 217.4
MO1104 860 15.9 44.7 52.0 18.5 35.6 132.0 3.10 29.4 a) 26.5 209.0
MO1105 820 14.4 40.6 49.5 17.6 355 127.7 2.19 38.8 a) 27.8 187.2
MO01106 750 15.7 44.8 59.7 20.9 35.0 115.6 3.37 19.5 252 226.5
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 796 15.2 43.1 54.3 19.2 353 124.0 3.00 27.2 27.1 208.7
S.D. 46 0.6 1.9 3.7 1.2 0.2 9.2 0.54 6.8 1.4 20.7

a): Obtained in the scheduled measurement (st measurement); the value, which is abnormally higher than that in other animals, (Continued)

was confirmed to be correct in the 2nd measurement.



Study No. 502227
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 % % % % %

MO01101 78.8 83.8 134 1.0 0.0 1.8
M01102 69.4 81.4 14.6 1.4 0.0 2.6
MO01103 51.2 74.0 233 04 0.0 2.3
MO01104 73.5 754 20.3 1.6 0.0 2.7
MO1105 734 77.2 18.3 1.2 0.0 33
MO1106 118.9 80.8 16.4 1.3 0.0 1.5
Number of males 6 6 6 6 6 6
Mean 77.5 78.8 17.7 1.2 0.0 2.4
S.D. 22.4 3.8 37 0.4 0.0 0.7

£8¢C
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Appendix 21-2. Individual hematological findings in male rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Male No. RBC  Hemoglobin Hematocrit MCV MCH MCHC Platelet  Reticulocyte PT APTT Fibrinogen
10%/ul. g/dL % fL pg g/dL 10*/ul % scc. sce. mg/dL
M02201 805 16.0 45.8 56.9 19.9 349 103.4 3.84 15.7 21.3 228.9
M02202 742 144 41.1 554 19.4 35.0 107.8 3.20 18.6 225 199.3
M02203 812 15.3 429 52.8 18.8 357 119.0 2.49 18.4 23.2 176.5
M02204 777 14.6 41.7 537 18.8 35.0 1243 3.04 26.1 a) 295 207.0
M02205 767 15.3 43.6 56.8 19.9 351 108.8 2.49 22.0 26.5 205.0
M02206 846 16.2 45.4 53.7 19.1 35.7 130.0 3.49 19.2 20.3 205.0
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 792 15.3 434 54.9 19.3 352 115.6 3.09 20.0 239 203.6
S.D. 37 0.7 1.9 1.7 0.5 04 10.5 0.54 3. 3.5 16.8
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU STL DU DU
NS: Not significantly diffcrent from the control group. (Continucd)

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 lo be correct in the 2nd measurement.
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Appendix 21-2. (Continued) Individual hematological findings in male rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Male No. WBC LYMPH NEUT EO BASO MONO
10%/ul % % % % %

M02201 75.6 80.8 15.8 0.8 0.0 2.6
M02202 84.3 68.0 274 1.5 0.0 3.1
M02203 83.9 88.1 7.8 0.8 0.0 33
M02204 58.5 83.8 12.4 1.7 0.0 2.1
M02205 59.0 76.9 19.0 14 0.0 2.7
M02206 58.9 80.6 16.0 0.7 0.0 2.7
Number of males 6 6 6 6 6 6
Mean 70.0 79.7 16.4 1.2 0.0 2.8

S.D. 12.7 6.8 6.6 0.4 0.0 0.4
Significance NS NS NS --- NS NS
Statistical method DU DU STL UA DU DU

NS: Not significantly diffcrent 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.
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Appendix 21-3. Individual hematological findings in male rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Male No. RBC  Hemoglobin Hematocrit MCV MCH MCHC Platelet  Reticulocyte PT APTT Fibrinogen
10%/ul. g/dL % fL pg g/dL 10*/ul % scc. sce. mg/dL
MO03301 834 15.8 44.9 53.8 18.9 35.2 115.7 2.85 17.6 19.6 217.4
MO03302 793 15.2 43.1 54.4 19.2 353 90.4 2.84 20.5 248 207.0
M03303 759 15.1 43.0 56.7 19.9 35.1 1.1 318 18.0 21.5 190.5
MO03304 830 15.1 43.3 52.2 18.2 349 124.8 2.80 16.8 21.0 190.5
M03305 841 15.9 45.1 53.6 18.9 353 2 2.94 17.7 22.6 195.7
M03306 830 16.3 45.9 55.3 19.6 35.5 133.2 2.95 17.8 222 2174
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 815 15.6 44.2 54.3 19.1 352 114.4 2.93 18.1 22.0 203.1
S.D. 32 0.5 1.2 1.5 0.6 0.2 14.6 0.14 1.3 1.7 12.6
Significance NS NS NS NS NS NS NS NS # *x NS
Statistical method DU DU DU DU DU DU DU DU STL DU DU
Significantly diffcrent from the control group (**: p<0.01 by Dunnctt's test). (Continucd)

Significantly different tfrom 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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Appendix 21-3. (Continued) Individual hematological findings in male rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Male No. WBC LYMPH NEUT EO BASO MONO
10%/ul % % % % %

M03301 49.8 84.1 12.9 0.6 0.0 24
M03302 64.2 85.5 11.4 1.1 0.0 2.0
MO03303 57.5 80.5 159 1.0 0.0 2.6
M03304 34.2 81.3 13.7 1.5 0.0 35
MO03305 68.3 71.9 234 0.7 0.0 4.0
M03306 57.3 90.6 6.8 0.5 0.0 2.1
Number of males 6 6 6 6 6 6
Mean 55.2 82.3 14.0 0.9 0.0 2.8

S.D. 12.1 6.2 55 0.4 0.0 0.8
Significance NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU

NS: Not significantly diffcrent 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

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Male No. RBC  Hemoglobin Hematocrit MCV MCH MCHC Platelet  Reticulocyte PT APTT Fibrinogen
10%/ul. g/dL % fL pg g/dL 10*/ul % scc. sce. mg/dL
MO04401 804 14.9 43.7 54.4 18.5 34.1 1123 2.78 17.8 18.9 184.0
M04402 759 15.2 43.6 57.4 20.0 349 97.5 2.74 16.4 18.7 221.8
M04403 777 15.7 449 57.8 202 35.0 142.4 3.60 16.0 20.2 2472
M04404 805 14.8 423 52.5 18.4 35.0 111.8 2.65 16.2 19.7 215.2
M04405 783 14.7 43.0 54.9 18.8 342 124.7 2.69 17.4 23.3 197.5
M04406 777 16.1 45.4 58.4 20.7 35.5 102.2 3.56 27.8 a) 24.1 219.6
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 784 15.2 43.8 559 19.4 348 115.2 3.00 18.6 20.8 214.2
S.D. 18 0.6 1.2 23 1.0 0.5 16.3 0.45 4.6 2.3 21.8
Significance NS NS NS NS NS NS NS NS NS *x NS
Statistical method DU DU DU DU DU DU DU DU STL DU DU
Significantly diffcrent from the control group (**: p<0.01 by Dunnctt's test). (Continucd)

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 21-4. (Continued) Individual hematological findings in male rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Male No. WBC LYMPH NEUT EO BASO MONO
10%/ul % % % % %

M04401 65.5 86.1 8.8 0.8 0.0 4.3
M04402 55.6 84.0 10.8 0.9 0.0 4.3
M04403 64.1 81.7 13.1 0.8 0.0 44
M04404 53.2 85.2 11.2 1.1 0.2 2.3
M04405 57.6 83.2 1.8 1.2 0.0 3.8
M04406 102.7 87.9 9.5 0.6 0.0 2.0
Number of males 6 6 6 6 6 6
Mean 66.5 84.7 10.9 0.9 0.0 35

S.D. 18.4 2.2 1.6 0.2 0.1 1.1
Significance NS NS # NS NS *
Statistical method DU DU STL DU DU DU

Significantly diffcrent from the control group (*: p<0.05 by Dunnctt'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.
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Appendix 22-1. Individual hematological findings in female rats on termination of administration period

Control group

Study No. 502227

Female No. RBC  Hemoglobin Hematocrit MCV MCH MCHC Platelet  Reticulocyte PT APTT Fibrinogen
10%/ul. g/dL % fL pg g/dL 10*/ul % scc. sce. mg/dL
FO1151 770 14.3 40.0 51.9 18.6 358 129.0 2.80 14.8 17.3 166.0
F01152 785 14.0 38.8 494 17.8 36.1 107.6 2.52 14.9 18.5 172.8
FO1153 741 14.7 40.1 54.1 19.8 36.7 117.1 2.82 15.8 16.3 191.4
F01154 683 13.2 37.7 55.2 19.3 35.0 98.1 3.66 14.9 17.2 184.8
FO1155 741 14.6 40.0 54.0 19.7 36.5 118.4 2.16 16.1 17.3 172.8
F01156 833 15.6 43.1 S1.7 18.7 36.2 111.7 2.33 14.1 18.6 195.0
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 759 144 40.0 52.7 19.0 36.1 113.7 2.72 15.1 17.5 180.5
S.D. 50 0.8 1.8 2.1 0.8 0.6 10.5 0.53 0.7 0.9 11.6
(Continued)



Study No. 502227
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 % % % % %

F01151 58.1 86.1 IL.5 0.9 0.0 1.5
F01152 70.2 69.8 25.5 1.1 0.0 3.6
FO1153 37.8 81.2 14.3 2.1 0.0 2.4
FO1154 39.6 78.0 17.2 1.8 0.0 3.0
F01155 36.5 789 16.7 1.9 0.0 2.5
FO1156 103.1 83.1 124 1.9 0.1 2.5
Number of females 6 6 6 6 6 6
Mean 57.6 79.5 16.3 1.6 0.0 2.6
S.D. 26.0 5.6 5.1 0.5 0.0 0.7
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Appendix 22-2. Individual hematological findings in female rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Female No. RBC  Hemoglobin Hematocrit MCV MCH MCHC Platelet  Reticulocyte PT APTT Fibrinogen
10%/ul. g/dL % fL pg g/dL 10*/ul % scc. sce. mg/dL
F02251 738 14.5 40.8 55.3 19.6 355 125.5 3.21 16.4 17.2 195.0
F02252 776 14.6 41.2 53.1 18.8 354 115.1 2.84 14.7 17.2 175.6
F02253 749 13.9 38.4 51.3 18.6 36.2 120.7 347 15.2 16.3 183.2
F02254 787 14.1 395 50.2 17.9 357 129.6 329 16.1 16.2 188.1
F02255 758 14.5 40.8 53.8 19.1 355 117.3 2.68 15.1 17.5 162.2
F02256 791 15.2 42.2 53.4 19.2 36.0 115.5 2.57 15.7 17.8 171.4
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 767 14.5 40.5 529 18.9 357 120.6 3.01 15.5 17.0 179.3
S.D. 21 0.5 1.3 1.8 0.6 0.3 5.9 0.36 0.6 0.6 11.9
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 diffcrent from the control group. (Continucd)
Nt DU: Analysis by Dunnett's test.
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Appendix 22-2. (Continued) Individual hematological findings in female rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Female No. WBC LYMPH NEUT EO BASO MONO
10%/ul % % % % %

F02251 81.9 85.1 11.0 1.0 0.1 2.8
F02252 59.9 88.6 7.9 1.7 0.0 1.8
F02253 64.6 85.9 9.9 25 0.0 1.7
F02254 47.7 71.7 25.6 1.0 0.0 1.7
F02255 353 73.7 21.8 3.1 0.0 1.4
F02256 67.5 85.8 11.1 1.0 0.0 2.1
Number of females 6 6 6 6 6 6
Mean 59.5 81.8 14.6 1.7 0.0 1.9

S.D. 16.2 7.2 7.3 0.9 0.0 0.5
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

NS: Not significantly diffcrent from the control group.

DU: Analysis by Dunnett's test.
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Appendix 22-3. Individual hematological findings in female rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Female No. RBC  Hemoglobin Hematocrit MCV MCH MCHC Platelet  Reticulocyte PT APTT Fibrinogen
10%/ul. g/dL % fL pg g/dL 10*/ul % scc. sce. mg/dL
F03351 748 14.7 41.0 54.8 19.7 359 129.2 2.68 17.4 18.6 157.4
F03352 767 15.0 41.5 54.1 19.6 36.1 119.5 2.36 17.2 17.5 147.6
F03353 732 14.1 39.7 54.2 19.3 355 116.6 318 17.8 16.7 180.1
F03354 785 14.9 42.1 53.6 19.0 354 118.1 2.69 16.6 17.4 171.4
F03355 741 13.9 39.5 533 18.8 35.2 116.5 2.94 16.4 15.7 198.6
F03356 795 15.1 41.7 52.5 19.0 36.2 1134 2.98 17.5 17.8 152.9
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 761 14.6 40.9 538 19.2 357 118.9 2.81 17.2 17.3 168.0
S.D. 25 0.5 1.1 0.8 0.4 0.4 54 0.29 0.5 1.0 19.2
Significance NS NS NS NS NS NS NS NS K NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU
Significantly diffcrent from the control group (**: p<0.01 by Dunnctt's test). (Continucd)

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 22-3. (Continued) Individual hematological findings in female rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Female No. WBC LYMPH NEUT EO BASO MONO
10%/ul % % % % %

F03351 55.5 75.0 17.4 2.2 0.0 54
F03352 37.1 79.8 12.9 3.0 0.0 4.3
F03353 34.0 76.8 19.1 1.2 0.0 2.9
F03354 41.1 80.5 15.1 1.7 0.0 27
F03355 47.1 85.6 10.8 1.5 0.0 2.1
F03356 59.1 83.2 11.7 1.4 0.0 3.7
Number of females 6 6 6 6 6 6
Mean 45.7 80.2 14.5 1.8 0.0 35

S.D. 10.1 39 33 0.7 0.0 1.2
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

NS: Not significantly diffcrent from the control group.

DU: Analysis by Dunnett's test.
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Appendix 22-4. Individual hematological findings in female rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. RBC  Hemoglobin Hematocrit MCV MCH MCHC Platelet  Reticulocyte PT APTT Fibrinogen
10%/ul. g/dL % fL pg g/dL 10*/ul % scc. sce. mg/dL
F04451 722 13.2 38.0 52.6 18.3 347 114.6 2.34 15.1 16.2 181.6
F04452 779 14.8 42.0 539 19.0 352 132.1 2.95 14.7 17.9 198.6
F04453 730 13.9 399 54.7 19.0 34.8 115.7 2.44 16.3 13.9 189.7
F04454 Died on Day 2 of administration
F04455 701 13.1 38.3 54.6 18.7 342 94.0 342 16.8 15.9 1714
F04456 753 14.3 40.8 54.2 19.0 35.0 1158 2.73 16.9 16.5 198.6
Number of females 5 5 5 5 5 5 5 5 5 5 5
Mean 737 13.9 39.8 54.0 18.8 348 114.4 2.78 16.0 16.1 188.0
S.D. 30 0.7 1.7 0.8 0.3 0.4 13.5 0.43 1.0 1.4 11.7
Significance NS NS NS NS NS *x NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU
Significantly diffcrent from the control group (**: p<0.01 by Dunnctt's test). (Continucd)

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Study No. 502227
Appendix 22-4. (Continued) Individual hematological findings in female rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Female No. WBC LYMPH NEUT EO BASO MONO
10%/ul % % % % %
F04451 43.0 87.0 8.5 1.2 0.0 33
F04452 34.6 853 8.9 23 0.0 35
F04453 339 84.7 9.4 0.9 0.0 5.0
F04454 Died on Day 2 of administration
F04455 71.3 88.5 7.3 1.4 0.0 2.8
F04456 38.6 80.3 14.8 1.8 0.0 3.1
Number of females 5 5 5 5 5 5
Mean 443 85.2 9.8 1.5 0.0 35
S.D. 15.5 3.1 29 0.5 0.0 0.9
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

NS: Not significantly diffcrent from the control group.
DU: Analysis by Dunnett's test.
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Study No. 502227
Appendix 23-1. Individual hematological findings in male rats on termination of recovery 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 % scc. sce. mg/dL
MO1107 876 15.7 43.6 49.8 17.9 36.0 120.9 2.96 17.8 212 214.0
MO01108 860 15.5 422 49.1 18.0 36.7 131.9 2.99 204 232 190.5
MO01109 882 15.7 43.1 48.9 17.8 364 128.3 351 22.7 25.1 195.8
MO1110 868 15.8 43.7 50.3 18.2 36.2 115.6 2.67 17.5 21.7 209.7
MO1111 786 15.6 44.3 56.4 19.8 352 110.1 341 15.8 21.3 216.2
MO1112 854 15.4 42.8 50.1 18.0 36.0 119.0 4.02 21.2 26.1 228.1
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 854 15.6 433 50.8 18.3 36.1 121.0 3.26 19.2 23.1 209.1
S.D. 35 0.1 0.7 2.8 0.8 0.5 8.1 0.48 2.6 2.1 13.8

(Continued)
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Study No. 502227
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 90.5 79.3 15.5 24 0.0 2.8
MO01108 88.8 80.0 17.0 1.7 0.1 1.2
MO1109 66.0 79.7 16.2 1.5 0.2 2.4
MO1110 67.3 74.4 22.0 1.5 0.0 2.1
MOI1111 46.1 71.6 23.1 2.0 0.0 33
MO1112 56.9 78.9 16.0 1.8 0.0 33
Number of males 6 6 6 6 6 6
Mean 69.3 77.3 18.3 1.8 0.1 25
S.D. 17.5 3.5 33 0.3 0.1 0.8
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Appendix 23-2. Individual hematological findings in male rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Male No. RBC  Hemoglobin Hematocrit MCV MCH MCHC Platelet  Reticulocyte PT APTT Fibrinogen
10%/ul. g/dL % fL pg g/dL 10*/ul % scc. sce. mg/dL
MO03307 860 15.6 42.8 49.8 18.1 364 127.2 2.86 17.7 212 197.7
M03308 853 15.2 422 495 17.8 36.0 116.4 3.02 21.9 26.0 183.7
M03309 832 15.1 428 51.4 18.1 353 107.0 3.94 18.7 21.5 201.5
MO03310 859 15.7 43.8 51.0 18.3 35.8 130.4 2.46 18.9 20.6 218.5
M03311 839 15.8 437 52.1 18.8 36.2 127.8 3.68 23.0 252 209.7
MO03312 884 16.0 45.0 50.9 18.1 35.6 98.4 2.49 24.0 245 199.6
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 855 15.6 434 50.8 18.2 359 117.9 3.08 20.7 232 201.8
S.D. 18 0.4 1.0 1.0 0.3 0.4 13.0 0.61 2.6 2.3 11.8
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU STL DU DU DU DU DU DU DU
NS: Not significantly diffcrent from the control group. (Continucd)

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Appendix 23-2. (Continued) Individual hematological findings in male rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Male No. WBC LYMPH NEUT EO BASO MONO
10%/ul % % % % %

M03307 82.4 91.3 6.3 0.8 0.0 1.6
MO03308 115.2 88.7 8.2 1.1 0.1 1.9
M03309 89.3 80.7 159 1.5 0.0 1.9
MO03310 52.2 77.8 17.8 2.1 0.0 2.3
MO03311 67.8 82.3 12.4 2.8 0.0 2.5
M03312 36.0 77.2 18.1 2.5 0.0 22
Number of males 6 6 6 6 6 6
Mean 73.8 83.0 13.1 1.8 0.0 2.1

S.D. 28.1 5.8 5.0 0.8 0.0 0.3
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

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



Appendix 23-3. Individual hematological findings in male rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Male No. RBC  Hemoglobin Hematocrit MCV MCH MCHC Platelet  Reticulocyte PT APTT Fibrinogen
10%/ul. g/dL % fL pg g/dL 10*/ul % scc. sce. mg/dL
M04407 820 14.4 39.7 48.4 17.6 36.3 115.0 3.46 15.8 219 180.5
M04408 827 15.3 423 51.1 18.5 36.2 116.8 2.75 14.9 20.5 192.2
M04409 862 15.0 422 49.0 17.4 355 118.1 3.32 18.0 21.6 216.2
M04410 796 14.3 40.3 50.6 18.0 355 114.0 3.39 15.5 19.1 211.8
M04411 893 15.5 432 48.4 17.4 359 118.4 3.08 18.5 235 207.6
M04412 879 15.4 43.4 49.4 17.5 35.5 125.6 2.64 28.4 26.0 192.2
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 846 15.0 41.9 495 17.7 358 118.0 311 18.5 22.1 200.1
S.D. 38 0.5 1.5 1.1 0.4 0.4 4.1 0.35 5.0 2.4 13.9
Significance NS * NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU STL DU DU DU DU DU DU DU
Significantly diffcrent from the control group (*: p<0.05 by Dunnctt's test). (Continucd)

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 23-3. (Continued) Individual hematological findings in male rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Male No. WBC LYMPH NEUT EO BASO MONO
10%/ul % % % % %

M04407 66.3 81.7 13.3 0.9 0.0 4.1
M04408 41.8 84.9 12.4 1.0 0.0 1.7
M04409 66.2 84.0 12.8 1.4 0.0 1.8
M04410 57.5 71.1 21.9 33 0.0 3.7
MO04411 72.9 76.8 17.7 14 0.1 4.0
M04412 48.2 82.6 124 2.5 0.0 2.5
Number of males 6 6 6 6 6 6
Mean 58.8 80.2 15.1 1.8 0.0 3.0

S.D. 11.9 53 39 0.9 0.0 1.1
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

NS: Not significantly diffcrent from the control group.
DU: Analysis by Dunnett's test.
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Study No. 502227
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 % scc. sce. mg/dL
FO1157 758 14.0 38.4 50.7 18.5 36.5 143.1 3.24 15.0 17.8 191.6
F01158 787 14.6 40.2 51.1 18.6 36.3 107.6 2.92 15.1 17.0 166.2
FO1159 802 14.7 40.1 50.0 18.3 36.7 132.1 322 15.3 18.5 168.8
F01160 832 14.5 40.0 48.1 17.4 36.3 112.1 2.56 152 17.3 158.7
FOl1161 726 13.7 38.0 523 18.9 36.1 1354 3.54 13.9 17.1 175.8
F01162 852 15.1 41.7 48.9 17.7 36.2 121.7 251 15.8 18.3 189.9
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 793 144 39.7 50.2 18.2 36.4 125.3 3.00 15.1 17.7 175.2
S.D. 47 0.5 1.3 1.5 0.6 0.2 13.9 0.41 0.6 0.6 13.3
(Continued)



S0¢

Study No. 502227
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 % % % % %

F01157 75.8 77.8 18.9 1.5 0.0 1.8
F01158 439 71.8 22.7 1.6 0.0 39
FO1159 493 79.9 16.5 2.0 0.0 1.6
FO1160 41.8 85.2 9.3 3.6 0.0 1.9
F01161 54.2 88.0 8.3 1.7 0.0 2.0
F01162 252 72.2 18.2 4.8 0.0 4.8
Number of females 6 6 6 6 6 6
Mean 48.4 79.2 15.7 2.5 0.0 2.7
S.D. 16.7 6.6 5.7 1.4 0.0 1.3




Appendix 24-2. Individual hematological findings in female rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Female No. RBC  Hemoglobin Hematocrit MCV MCH MCHC Platelet  Reticulocyte PT APTT Fibrinogen
10%/ul. g/dL % fL pg g/dL 10*/ul % scc. sce. mg/dL
F03357 749 13.9 375 50.1 18.6 37.1 98.0 2.76 15.9 17.4 177.3
F03358 827 15.3 42.1 50.9 18.5 36.3 83.2 3.18 14.7 17.7 175.8
F03359 762 14.3 398 522 18.8 359 112.8 2.67 15.1 17.3 163.6
F03360 798 15.2 41.7 523 19.0 36.5 1354 2.73 15.9 16.9 185.0
F03361 768 14.3 39.8 51.8 18.6 359 103.6 351 15.2 17.8 170.2
F03362 854 15.6 42.9 50.2 18.3 36.4 105.6 2.55 15.5 17.4 161.1
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 793 14.8 40.6 51.3 18.6 36.4 106.4 2.90 15.4 17.4 172.2
S.D. 41 0.7 2.0 1.0 0.2 0.4 17.3 0.37 0.5 0.3 9.0
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 diffcrent from the control group. (Continucd)

DU: Analysis by Dunnett's test.
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Appendix 24-2. (Continued) Individual hematological findings in female rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Female No. WBC LYMPH NEUT EO BASO MONO
10%/ul % % % % %

F03357 52.7 82.2 12.9 1.5 0.0 34
F03358 59.7 85.3 10.7 1.7 0.0 23
F03359 53.0 85.5 10.2 2.6 0.0 1.7
F03360 59.4 79.5 16.5 1.3 0.0 27
F03361 422 78.2 17.7 2.4 0.0 1.7
F03362 26.3 74.1 19.1 34 0.0 34
Number of females 6 6 6 6 6 6
Mean 43.9 80.8 14.5 22 0.0 25

S.D. 12.8 4.4 38 0.8 0.0 0.8
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

NS: Not significantly diffcrent from the control group.

DU: Analysis by Dunnett's test.
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Appendix 24-3. Individual hematological findings in female rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. RBC  Hemoglobin Hematocrit MCV MCH MCHC Platelet  Reticulocyte PT APTT Fibrinogen
10%/ul. g/dL % fL pg g/dL 10*/ul % scc. sce. mg/dL
F04457 793 15.0 41.1 51.8 18.9 36.5 144.5 1.91 15.2 19.7 168.8
F04458 729 139 38.8 53.2 19.1 358 132.8 4.64 14.0 17.8 198.8
F04459 762 14.0 39.6 52.0 18.4 354 115.4 2.48 15.2 16.9 202.6
F04460 789 14.1 399 50.6 17.9 353 144.7 2.62 15.4 17.4 208.5
F04461 803 14.6 40.7 50.7 18.2 359 125.7 3.04 15.0 17.8 191.6
F04462 758 13.9 39.0 51.5 18.3 35.6 110.1 2.95 14.3 17.4 208.5
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 772 14.3 399 51.6 18.5 358 128.9 294 14.9 17.8 196.5
S.D. 28 0.5 0.9 1.0 0.5 0.4 14.5 0.92 0.6 1.0 15.0
Significance NS NS NS NS NS * NS NS NS NS *
Statistical method DU DU DU DU DU DU DU DU DU DU DU
Significantly diffcrent from the control group (*: p<0.05 by Dunnctt's test). (Continucd)

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 24-3. (Continued) Individual hematological findings in female rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. WBC LYMPH NEUT EO BASO MONO
10%/ul % % % % %

F04457 54.0 83.7 10.6 2.4 0.0 33
F04458 45.8 86.7 9.6 24 0.0 1.3
F04459 48.2 88.8 8.0 1.5 0.0 1.7
F04460 75.8 774 18.7 1.2 0.1 2.6
Fo4461 37.4 74.1 20.8 1.9 0.0 32
F04462 36.9 78.0 16.8 1.9 0.0 33
Number of females 6 6 6 6 6 6
Mean 49.7 81.5 14.1 1.9 0.0 2.6

S.D. 14.4 5.8 53 0.5 0.0 0.9
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

NS: Not significantly diffcrent from the control group.

DU: Analysis by Dunnett's test.
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Appendix 25-1. Individual blood chemical findings in male rats on termination of administration period

Control group

Study No. 502227

Male No. AST ALT ALP y-GTP Total protein Albumin A/G
1U/L [U/L IU/L IU/L g/dL g/dL

MO1101 74.9 28.8 534.2 0.28 5.51 2.97 1.17
MO01102 71.8 233 487.8 0.82 5.13 2.75 1.16
MO01103 84.6 245 639.8 0.36 5.40 2.76 1.05
MO1104 69.0 17.3 565.9 0.73 5.28 2.82 1.15
MO1105 94.2 56.6 641.9 1.37 5.62 3.19 1.31
MO1106 62.2 19.6 460.6 0.58 5.33 2.74 1.06
Number of males 6 6 6 6 6 6 6
Mean 76.1 28.4 555.0 0.69 5.38 2.87 1.15
S.D. 11.5 14.4 75.8 0.39 0.17 0.18 0.09

(Continued)
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Study No. 502227

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
MO1101 0.12 14.1 0.24 102.5 437 49.7
MO1102 0.09 13.6 0.25 118.7 60.2 51.7
MO1103 0.11 12.5 0.26 115.4 52.8 36.5
MO01104 0.11 14.7 0.26 105.4 50.9 35.8
MO1105 0.11 27.0 0.28 116.8 351 18.2
MO1106 0.10 10.6 0.22 109.1 41.3 20.2
Number of males 6 6 6 6 6 6
Mean 0.11 154 0.25 111.3 473 354
S.D. 0.01 5.9 0.02 6.6 9.0 14.1

(Continued)



Study No. 502227
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 144.7 4.00 105.4 9.8 7.7
MO1102 144.8 4.17 104.6 9.2 8.4
MO01103 1443 3.98 105.2 9.7 82
MO1104 145.2 4.13 104.6 9.6 8.4
MO1105 142.9 4.62 103.7 94 9.2
MO1106 143.1 3.93 104.5 10.0 7.3
Number of males 6 6 6 6 6
Mean 144.2 4.14 104.7 9.6 8.2
S.D. 1.0 0.25 0.6 03 0.7
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Study No. 502227
Appendix 25-2. Individual blood chemical findings in male rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Male No. AST ALT ALP y-GTP Total protein Albumin A/G
1U/L [U/L IU/L IU/L g/dL g/dL
M02201 90.7 32.7 498.8 0.92 5.50 2.96 1.17
M02202 93.6 29.5 593.4 0.59 5.19 2.70 1.08
M02203 112.9 36.0 391.9 0.80 5.00 2.58 1.06
M02204 61.7 20.1 460.5 0.86 5.41 2.80 1.07
MO02205 68.2 24.1 641.8 0.52 492 2.79 1.31
M02206 71.8 22.2 435.9 0.62 5.33 2.83 1.13
Number of males 6 6 6 6 6 6 6
Mean 83.2 27.4 503.7 0.72 5.23 2.78 1.14
S.D. 19.3 6.3 96.0 0.16 0.23 0.13 0.09
Significance NS NS NS NS NS NS NS
Statistical method DU STL DU DU DU DU DU
NS: Not significantly ditferent from the control group. (Continued)

DU: Analysis by Dunnctt's test.
STL: Analysis by Steel's test.
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Study No. 502227

Appendix 25-2. (Continued) Individual blood chemical findings in male rats on termination of administration period

1,8-dichlorooctane group at 40 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
M02201 0.12 21.5 0.27 123.1 434 17.7
M02202 0.09 17.2 0.23 112.6 45.6 18.4
M02203 0.09 18.7 0.18 124.1 273 14.7
M02204 0.10 124 0.21 101.9 64.1 25.9
M02205 0.11 16.8 0.25 119.9 31.6 229
M02206 0.09 13.7 0.20 106.0 42.0 10.4
Number of males 6 6 6 6 6 6
Mean 0.10 16.7 0.22 114.6 423 18.3
S.D. 0.01 33 0.03 9.3 12.9 5.6
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU STL
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnctt's test.
STL: Analysis by Steel's test.



Study No. 502227
Appendix 25-2. (Continued) Individual blood chemical findings in male rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Sre

Male No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
M02201 144.9 4.24 104.9 9.0 9.2
M02202 144.2 4.12 105.9 9.3 83
M02203 142.7 442 106.2 9.2 83
M02204 145.1 4.39 105.9 94 8.4
M02205 144.9 4.14 105.8 94 8.5
MO02206 145.6 4.42 106.0 9.4 8.1
Number of males 6 6 6 6 6
Mean 144.6 4.29 105.8 9.3 8.5
S.D. 1.0 0.14 0.5 02 0.4
Significance NS NS # NS NS
Statistical method DU DU STL DU DU

Significantly different trom 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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Appendix 25-3. Individual blood chemical findings in male rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Male No. AST ALT ALP y-GTP Total protein Albumin A/G
1U/L [U/L IU/L IU/L g/dL g/dL
M03301 82.0 28.6 522.9 0.83 5.50 2.92 1.13
M03302 83.6 24.0 709.5 0.72 5.25 2.80 1.14
MO03303 78.1 21.8 419.7 0.87 5.32 2.84 1.14
M03304 98.4 21.9 502.7 0.38 5.06 2.82 1.26
MO03305 90.0 26.8 3835 0.75 5.47 2.98 1.19
MO03306 107.7 30.0 757.8 0.99 5.84 3.08 1.11
Number of males 6 6 6 6 6 6 6
Mean 90.0 25.5 549.4 0.76 5.41 291 1.16
S.D. 11.2 3.5 152.5 0.21 0.27 0.11 0.05
Significance NS NS NS NS NS NS NS
Statistical method DU STL DU DU DU DU DU

NS: Not significantly ditferent from the control group.

DU: Analysis by Dunnctt's test.

STL: Analysis by Steel's test.

(Continued)
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Appendix 25-3. (Continued) Individual blood chemical findings in male rats on termination of administration period

1,8-dichlorooctane group at 200 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
M03301 0.13 21.2 0.24 115.6 49.1 18.5
M03302 0.11 19.6 0.24 114.6 57.8 24.6
M03303 0.10 225 0.22 132.4 384 253
M03304 0.11 21.8 0.21 107.3 28.7 18.2
MO03305 0.13 19.7 0.23 114.4 50.5 28.7
MO03306 0.12 16.5 0.18 145.6 40.9 41.2
Number of males 6 6 6 6 6 6
Mean 0.12 20.2 0.22 121.7 442 26.1
S.D. 0.01 2.2 0.02 14.4 10.3 8.5
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU STL
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnctt'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

1,8-dichlorooctane group at 200 mg/kg

Male No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
M03301 142.6 4.48 104.9 9.0 8.0
MO03302 143.2 4.08 105.1 9.1 8.5
MO03303 144.1 4.34 105.3 9.3 8.9
M03304 143.5 4.72 105.3 9.1 8.8
MO03305 142.7 4.63 105.4 9.5 8.4
MO03306 144.5 4.60 103.8 9.8 8.9
Number of males 6 6 6 6 6
Mean 143.4 448 105.0 9.3 8.6
S.D. 0.8 0.23 0.6 0.3 0.4
Significance NS * NS NS NS
Statistical method DU 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 25-4. Individual blood chemical findings in male rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Male No. AST ALT ALP y-GTP Total protein Albumin A/G
1U/L [U/L IU/L IU/L g/dL g/dL
M04401 93.9 26.7 531.1 0.95 5.54 3.12 1.29
M04402 83.1 26.9 5757 1.58 5.57 2.94 1.12
MO04403 64.6 28.9 5123 1.37 6.22 3.28 1.11
M04404 38.8 304 890.6 0.80 4.88 2.64 1.18
M04405 97.9 74.3 472.4 1.10 5.89 3.08 1.10
M04406 78.3 32.8 502.9 0.79 5.63 3.06 1.19
Number of males 6 6 6 6 6 6 6
Mean 84.4 36.7 580.8 1.10 5.62 3.02 1.17
S.D. 12.0 18.6 155.6 0.32 0.44 0.22 0.07
Significance NS NS NS NS NS NS NS
Statistical method DU STL DU DU DU DU DU

NS: Not significantly ditferent from the control group.

DU: Analysis by Dunnctt's test.

STL: Analysis by Steel's test.

(Continued)
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Appendix 25-4. (Continued) Individual blood chemical findings in male rats on termination of administration period

1,8-dichlorooctane group at 1000 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
M04401 0.12 15.7 022 112.7 26.9 122
M04402 0.12 21.8 0.22 114.1 46.7 233
M04403 0.12 19.6 0.23 103.3 78.2 116.3 a)
M04404 0.10 11.5 0.20 108.0 29.5 19.8
MO04405 0.13 17.0 0.23 103.5 449 229
M04406 0.12 19.6 0.19 126.0 58.7 228
Number of males 6 6 6 6 6 6
Mean 0.12 17.5 0.22 111.3 475 36.2
S.D. 0.01 3.7 0.02 8.5 19.1 39.5
Significance NS NS * NS NS NS
Statistical method DU DU DU DU DU STL
Significantly different from the control group (*: p<0.05 by Dunnett's test). (Continued)

NS: Not significantly diffcrent 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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Study No. 502227

Appendix 25-4. (Continued) Individual blood chemical findings in male rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Male No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
M04401 143.2 4.63 105.7 9.2 8.5
M04402 144.1 4.57 102.6 9.3 8.9
M04403 142.8 4.70 101.9 10.3 8.6
M04404 144.5 4.31 105.4 9.1 8.7
M04405 144.3 4.46 105.1 9.8 7.9
M04406 143.4 4.27 103.2 9.9 8.2
Number of males 6 6 6 6 6
Mean 143.7 4.49 104.0 9.6 8.5
S.D. 0.7 0.17 1.6 0.5 0.4
Significance NS * NS NS NS
Statistical method DU 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.



Appendix 26-1. Individual blood chemical findings in female rats on termination of administration period

Control group

Study No. 502227

Female No. AST ALT ALP y-GTP Total protein Albumin A/G
1U/L [U/L IU/L IU/L g/dL g/dL
F01151 89.4 21.4 236.0 0.54 5.57 3.27 1.42
FO1152 929 239 453.7 0.92 5.47 2.96 1.18
FO1153 72.5 20.0 214.6 1.01 5.55 3.10 1.27
FO1154 60.3 24.5 383.7 0.57 5.25 2.88 1.22
FOL155 67.0 214 203.2 0.88 5.25 3.00 1.33
FOL156 85.3 24.1 344.8 0.96 5.70 3.02 1.12
Number of females 6 6 6 6 6 6 6
Mean 77.9 22.6 306.0 0.81 5.47 3.04 1.26
S.D. 13.2 1.9 103.1 0.20 0.18 0.13 0.11

(Continued)
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Study No. 502227

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 0.10 14.2 0.27 115.6 60.5 29.6
Fo1152 0.12 16.6 0.29 118.3 49.6 259
FO1153 0.12 15.2 0.28 109.7 65.9 48.8
FO1154 0.13 12.0 0.26 119.6 71.7 21.9
FOL155 0.11 17.6 0.26 112.9 60.0 12.5
FOL156 0.10 15.8 0.28 92.1 72.1 228
Number of females 6 6 6 6 6 6
Mean 0.11 15.2 0.27 111.4 63.3 26.9
S.D. 0.01 2.0 0.01 10.1 8.5 12.1

(Continued)
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Study No. 502227
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 144.1 4.15 106.5 9.7 6.6
FO1152 142.5 3.94 105.9 9.7 6.6
FO1153 142.2 4.13 105.5 9.7 6.5
FO1154 144.2 4.04 107.2 9.5 6.6
FO1155 144.1 4.08 105.9 9.6 7.5
FO1156 143.7 4.35 105.4 9.8 7.4
Number of females 6 6 6 6 6
Mean 143.5 4.12 106.1 9.7 6.9
S.D. 0.9 0.14 0.7 0.1 0.5
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Study No. 502227
Appendix 26-2. Individual blood chemical findings in female rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Female No. AST ALT ALP y-GTP Total protein Albumin A/G
1U/L [U/L IU/L IU/L g/dL g/dL
F02251 116.0 23.1 319.8 1.64 5.54 2.95 1.14
F02252 84.6 23.8 419.0 1.32 5.15 2.82 1.21
F02253 77.5 22.7 3359 091 5.45 3.02 1.24
F02254 78.1 23.0 360.2 0.53 5.71 3.24 1.31
F02255 66.8 17.5 285.4 0.49 546 3.14 1.35
F02256 102.5 20.6 3342 1.31 5.91 3.23 1.21
Number of females 6 6 6 6 6 6 6
Mean 87.6 21.8 3424 1.03 5.54 3.07 1.24
S.D. 18.2 24 448 0.47 0.26 0.17 0.08
Significance NS NS NS NS NS NS NS
Statistical method STL STL DU DU DU DU DU
NS: Not significantly ditferent from the control group. (Continued)

STL: Analysis by Steel's test.
DU: Analysis by Dunnett's test.
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Appendix 26-2. (Continued) Individual blood chemical findings in female rats on termination of administration period

1,8-dichlorooctane group at 40 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
F02251 0.11 21.8 0.32 105.7 81.1 13.3
F02252 0.10 19.1 0.29 110.1 53.7 20.7
F02253 0.11 245 0.31 114.8 60.3 17.6
F02254 0.09 17.6 0.24 114.3 47.8 21.1
F02255 0.09 16.3 0.25 1.1 64.1 29.5
F02256 0.11 18.8 0.23 107.4 39.8 8.0
Number of females 6 6 6 6 6 6
Mean 0.10 19.7 0.27 110.6 57.8 18.4
S.D. 0.01 3.0 0.04 3.6 14.4 7.4
Significance NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnctt's test.
STL: Analysis by Steel's test.
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Study No. 502227
Appendix 26-2. (Continued) Individual blood chemical findings in female rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Female No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
F02251 141.7 4.52 107.5 9.3 7.0
F02252 141.9 4.31 107.6 9.1 6.6
F02253 142.2 436 107.2 94 7.9
F02254 144.0 424 109.5 9.2 6.6
F02255 142.9 4,53 106.9 94 8.1
F02256 143.2 431 105.4 9.5 7.3
Number of females 6 6 6 6 6
Mean 142.7 4.38 107.4 9.3 7.3
S.D. 0.9 0.12 1.3 0.1 0.6
Significance NS *x NS *E NS
Statistical method 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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Appendix 26-3. Individual blood chemical findings in female rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Female No. AST ALT ALP y-GTP Total protein Albumin A/G
1U/L [U/L IU/L IU/L g/dL g/dL
F03351 71.9 20.7 386.2 0.88 5.59 3.37 1.51
F03352 73.0 242 3709 0.80 5.55 331 1.48
F03353 79.6 23.6 347.4 0.72 5.46 321 1.42
F03354 73.2 20.4 349.7 1.06 5.53 3.26 1.44
F03355 78.7 25.0 427.8 1.29 5.49 3.15 1.34
F03356 75.9 26.1 432.8 1.53 5.94 342 1.36
Number of females 6 6 6 6 6 6 6
Mean 75.4 233 385.8 1.05 5.59 329 1.43
S.D. 32 23 37.3 0.31 0.18 0.10 0.07
Significance NS NS NS NS NS * *x
Statistical method STL STL DU DU DU DU DU

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

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.

DU: Analysis by Dunnett’s test.

(Continued)
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Appendix 26-3. (Continued) Individual blood chemical findings in female rats on termination of administration period

1,8-dichlorooctane group at 200 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 0.11 18.9 0.25 105.2 454 28.5
F03352 0.10 28.8 0.28 119.4 34.6 15.7
F03353 0.10 21.3 0.24 104.9 54.5 17.9
F03354 0.09 19.4 0.27 104.2 41.2 21.4
F03355 0.11 20.5 0.29 108.3 57.5 58.4
F03356 0.12 17.4 0.24 115.3 52.1 245
Number of females 6 6 6 6 6 6
Mean 0.11 21.1 0.26 109.6 47.6 27.7
S.D. 0.01 4.0 0.02 6.3 8.7 15.7
Significance NS * NS NS * NS
Statistical method DU DU STL DU DU DU
Significantly different from the control group (*: p<0.05 by Dunnett's test). (Continued)

NS: Not significantly diffcrent 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

1,8-dichlorooctane group at 200 mg/kg

Female No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
F03351 142.5 4.19 106.1 9.3 7.3
F03352 140.9 4.25 106.5 9.5 7.9
F03353 143.2 435 107.6 94 7.3
F03354 143.1 4.47 108.0 94 7.6
F03355 145.1 4.45 109.2 9.6 8.3
F03356 143.7 4.33 107.4 9.5 7.2
Number of females 6 6 6 6 6
Mean 143.1 4.34 107.5 9.5 7.6
S.D. 1.4 0.11 1.1 0.1 04
Significance NS * NS * *
Statistical method DU DU DU 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.
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Appendix 26-4. Individual blood chemical findings in female rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. AST ALT ALP y-GTP Total protein Albumin A/G
1U/L [U/L IU/L IU/L g/dL g/dL
F04451 62.6 283 261.1 0.66 5.48 3.04 1.25
F04452 67.6 20.2 4473 1.47 6.05 3.40 1.28
F04453 60.2 40.8 263.8 1.36 577 3.28 1.31
F04454 Died on Day 2 of administration
F04455 77.8 33.7 410.3 1.28 5.37 2.98 1.25
F04456 55.4 29.3 356.1 1.41 5.44 3.02 1.25
Number of females 5 5 5 5 5 5 5
Mean 04.7 30.5 3477 1.24 5.62 3.14 1.27
S.D. 8.5 7.6 84.3 0.33 0.28 0.19 0.03
Significance NS NS NS NS NS NS NS
Statistical method STL STL DU DU DU DU DU

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

(Continued)
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Appendix 26-4. (Continued) Individual blood chemical findings in female rats on termination of administration period

1,8-dichlorooctane group at 1000 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
F04451 0.11 124 0.23 94.7 79.2 26.5
F04452 0.11 18.6 0.25 96.7 87.8 239
F04453 0.11 19.6 0.24 112.7 86.4 28.2
F04454 Died on Day 2 of administration
F04455 0.11 19.6 0.26 108.1 80.9 211
F04456 0.12 21.6 0.24 106.4 78.3 533
Number of females 5 5 5 5 5 5
Mean 0.11 18.4 0.24 103.7 82.5 30.6
S.D. 0.00 3.5 0.01 7.7 43 13.0
Significance NS NS # NS * NS
Statistical method DU DU STL DU DU DU
Significantly different from the control group (*: p<0.05 by Dunnett's test). (Continued)

Significantly diffcrent 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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Appendix 26-4. (Continued) Individual blood chemical findings in female rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Female No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
F04451 143.8 4.28 104.2 9.6 8.1
F04452 141.4 4.35 106.4 9.2 82
F04453 143.0 442 105.2 94 8.0

F04454 Died on Day 2 of administration

F04455 143.8 4.66 108.9 94 8.4
F04456 142.0 4.18 106.3 9.3 7.6
Number of females 5 5 5 5 5
Mean 142.8 4.38 106.2 94 8.1
S.D. 1.1 0.18 1.8 0.1 03
Significance NS * NS *E *ok
Statistical method DU DU DU DU DU

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.
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Appendix 27-1. Individual blood chemical findings in male rats on termination of recovery period

Control group

Study No. 502227

Male No. AST ALT ALP y-GTP Total protein Albumin A/G
1U/L [U/L IU/L IU/L g/dL g/dL

MO1107 90.6 27.6 452.6 0.54 5.53 291 1.11
MO01108 78.9 249 299.8 0.55 5.86 2.89 0.98
MO01109 74.4 21.5 3733 0.70 5.46 2.75 1.02
MO1110 108.6 333 711.0 0.80 5.56 2.95 1.13
MO1111 74.3 26.0 446.6 0.81 547 2.88 L.11
MO1112 66.2 32.1 441.2 0.67 5.80 2.75 0.90
Number of males 6 6 6 6 6 6 6
Mean 82.2 27.6 454.1 0.68 5.61 2.86 1.04
S.D. 15.2 4.5 139.0 0.12 0.17 0.08 0.09

(Continued)
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Appendix 27-1. (Continued) Individual blood chemical findings in male rats on termination of recovery period

Control group

Study No. 502227

Male No. Total bilirubin Urea nitrogen Creatinine Glucose Total cholesterol ~ Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
MO1107 0.13 16.4 0.25 142.8 80.7 66.4
MO1108 0.11 18.7 0.31 128.7 51.2 41.4
MO1109 0.11 15.3 0.25 115.1 54.8 57.5
MO1110 0.10 14.4 0.24 137.1 46.1 35.1
MOI1111 0.14 14.3 0.26 121.8 66.4 31.6
MOL112 0.11 15.3 0.24 167.1 73.3 383
Number of males 6 6 6 6 6 6
Mean 0.12 15.7 0.26 135.4 62.1 451
S.D. 0.02 1.6 0.03 18.5 13.5 13.8

(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 142.3 4.28 104.2 9.3 7.0
MO1108 143.1 4.38 104.1 9.5 6.8
MO01109 142.9 4.28 102.6 9.4 6.9
MOT110 144.8 4.25 103.7 92 7.5
MO1111 145.4 4.17 104.4 9.7 6.2
MO1112 145.4 4.02 101.2 10.0 7.6
Number of males 6 6 6 6 6
Mean 144.0 4.23 103.4 9.5 7.0
S.D. 1.4 0.12 1.2 0.3 0.5
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Appendix 27-2. Individual blood chemical findings in male rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Male No. AST ALT ALP y-GTP Total protein Albumin A/G
1U/L [U/L IU/L IU/L g/dL g/dL
MO03307 73.2 326 438.1 0.82 5.62 2.75 0.96
M03308 71.7 293 637.9 1.05 5.52 2.95 1.15
MO03309 85.5 31.0 462.6 093 5.53 2.58 0.88
MO03310 82.3 25.6 404.5 0.81 6.04 2.99 0.98
MO03311 101.6 283 451.7 0.51 5.85 2.88 0.97
M03312 73.9 30.0 471.7 0.46 5.49 2.90 1.12
Number of males 6 6 6 6 6 6 6
Mean 81.4 295 477.8 0.76 5.68 2.84 1.01
S.D. 11.3 24 81.9 0.23 0.22 0.15 0.10
Significance NS NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU DU
NS: Not significantly ditferent from the control group. (Continued)

DU: Analysis by Dunnctt's test.
STL: Analysis by Steel's test.
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Appendix 27-2. (Continued) Individual blood chemical findings in male rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Male No. Total bilirubin Urea nitrogen Creatinine Glucose Total cholesterol ~ Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
M03307 0.13 15.8 0.25 158.5 68.6 41.9
MO03308 0.10 18.2 0.27 135.1 48.6 29.9
M03309 0.10 13.7 0.22 122.1 62.4 33.1
M03310 0.14 15.6 0.25 114.6 544 394
MO03311 0.12 13.7 0.22 116.3 554 61.8
MO03312 0.12 17.6 0.21 125.1 448 18.7
Number of males 6 6 6 6 6 6
Mean 0.12 15.8 0.24 128.6 55.7 375
S.D. 0.02 1.9 0.02 16.4 8.7 14.5
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnctt's test.
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Appendix 27-2. (Continued) Individual blood chemical findings in male rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Male No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
MO03307 142.0 3.94 103.2 9.6 7.4
MO03308 143.7 4.10 104.8 9.6 7.9
MO03309 145.1 4.54 105.1 9.1 7.5
MO03310 144.4 4.15 104.0 9.9 6.4
MO03311 143.7 4.42 102.1 9.5 6.9
MO03312 145.5 4.24 103.7 9.1 7.8
Number of males 6 6 6 6 6
Mean 144.1 4.23 103.8 9.5 7.3
S.D. 1.2 0.22 1.1 0.3 0.6
Significance NS NS NS NS NS
Statistical method DU DU DU DU DU

NS: Not significantly ditferent from the control group.
DU: Analysis by Dunnctt's test.
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Appendix 27-3. Individual blood chemical findings in male rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Male No. AST ALT ALP y-GTP Total protein Albumin A/G
1U/L [U/L IU/L IU/L g/dL g/dL
M04407 83.1 28.7 328.3 0.66 5.16 2.72 1.11
M04408 67.1 253 354.8 0.49 545 2.80 1.06
M04409 73.5 320 379.7 0.52 5.66 2.80 0.98
M04410 65.6 232 403.9 0.55 5.91 2.90 0.96
M04411 72.8 247 370.8 0.70 5.53 2.86 1.07
M04412 60.1 27.9 350.9 0.62 5.58 2.89 1.07
Number of males 6 6 6 6 6 6 6
Mean 70.4 27.0 364.7 0.59 5.55 2.83 1.04
S.D. 8.0 32 26.1 0.08 0.25 0.07 0.06
Significance NS NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU DU
NS: Not significantly ditferent from the control group. (Continued)

DU: Analysis by Dunnctt's test.
STL: Analysis by Steel's test.
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Appendix 27-3. (Continued) Individual blood chemical findings in male rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Male No. Total bilirubin Urea nitrogen Creatinine Glucose Total cholesterol ~ Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
M04407 0.11 14.3 0.23 111.4 71.7 43.8
M04408 0.10 16.8 0.31 141.5 96.1 42.4
M04409 0.12 14.3 0.23 112.5 537 67.8
M04410 0.11 14.5 0.23 125.5 93.3 76.6
MO04411 0.11 15.8 0.28 102.7 61.2 48.1
M04412 0.09 18.7 0.23 122.4 56.9 38.2
Number of males 6 6 6 6 6 6
Mean 0.11 15.7 0.25 119.3 72.2 52.8
S.D. 0.01 1.8 0.03 13.6 18.5 15.6
Significance NS --- NS NS NS NS
Statistical method DU UA DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnctt's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Appendix 27-3. (Continued) Individual blood chemical findings in male rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Male No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
M04407 143.9 4.07 105.1 9.5 7.1
M04408 143.7 394 102.0 9.5 7.6
M04409 143.9 4.51 103.2 9.7 82
M04410 145.7 4.18 101.8 10.0 7.2
M04411 146.0 4.37 102.5 9.6 8.5
M04412 145.8 4.05 103.0 10.0 8.8
Number of males 6 6 6 6 6
Mean 144.8 4.19 102.9 9.7 7.9
S.D. 1.1 0.22 1.2 02 0.7
Significance NS NS NS NS *
Statistical method DU DU DU 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.
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Appendix 28-1. Individual blood chemical findings in female rats on termination of recovery period

Control group

Study No. 502227

Female No. AST ALT ALP y-GTP Total protein Albumin A/G
1U/L [U/L IU/L IU/L g/dL g/dL
F01157 80.7 22.9 228.5 0.42 5.80 3.20 1.23
FO1158 97.2 26.3 236.5 0.79 6.00 321 1.15
FO1159 73.0 227 207.9 0.67 6.43 3.62 1.29
FO1160 70.4 26.0 253.6 0.69 5.66 3.05 1.17
FOl161 98.1 26.8 177.1 0.48 6.09 3.23 1.13
FO1162 94.8 20.0 384.1 1.03 5.32 2.82 1.13
Number of females 6 6 6 6 6 6 6
Mean 85.7 24.1 248.0 0.68 5.88 3.19 1.18
S.D. 12.6 2.7 71.7 0.22 0.38 0.26 0.06

(Continued)
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Appendix 28-1. (Continued) Individual blood chemical findings in female rats on termination of recovery period

Control group

Study No. 502227

Female No. Total bilirubin Urea nitrogen Creatinine Glucose Total cholesterol ~ Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
FO1157 0.19 17.7 0.32 1155 74.3 12.1
FO1158 0.17 17.7 0.29 129.8 48.9 20.6
F01159 0.10 16.5 0.29 1222 73.3 282
FO1160 0.13 21.0 0.35 118.4 57.7 10.9
FOL161 0.13 14.9 0.28 103.5 95.1 211
Fol162 0.15 17.8 0.33 114.6 59.4 19.4
Number of females 6 6 6 6 6 6
Mean 0.15 17.6 0.31 117.3 68.1 18.7
S.D. 0.03 2.0 0.03 8.7 16.4 6.4

(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 141.2 3.81 105.8 9.5 5.3
FO1158 141.3 3.94 104.3 9.5 5.7
FO1159 140.2 436 104.4 9.8 57
FO1160 142.1 345 104.5 9.6 5.7
FO1161 142.7 4.36 107.1 9.7 6.1
F01162 142.0 4.01 104.3 9.3 6.7
Number of females 6 6 6 6 6
Mean 141.6 3.99 105.1 9.6 5.9
S.D. 0.9 0.35 1.2 0.2 0.5
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Appendix 28-2. Individual blood chemical findings in female rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Female No. AST ALT ALP y-GTP Total protein Albumin A/G
1U/L [U/L IU/L IU/L g/dL g/dL
F03357 60.9 26.1 237.1 0.57 5.73 3.13 1.20
F03358 73.5 215 130.2 0.52 6.37 3.56 1.27
F03359 63.9 229 253.1 0.51 5.63 325 1.36
F03360 78.9 222 208.6 0.49 6.61 3.57 1.17
F03361 74.4 16.7 3323 0.59 578 3.16 1.21
F03362 78.0 21.6 264.4 0.40 5.72 3.12 1.20
Number of females 6 6 6 6 6 6 6
Mean 71.6 21.8 237.6 0.51 5.97 3.30 1.24
S.D. 7.5 3.0 66.8 0.07 0.41 0.21 0.07
Significance NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU

NS: Not significantly ditferent from the control group.
DU: Analysis by Dunnctt's test.

(Continued)
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Appendix 28-2. (Continued) Individual blood chemical findings in female rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Female No. Total bilirubin Urea nitrogen Creatinine Glucose Total cholesterol ~ Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
F03357 0.15 21.1 0.26 124.2 61.5 243
F03358 0.13 18.5 0.26 126.9 914 283
F03359 0.11 15.6 0.25 150.2 69.9 334
F03360 0.15 19.4 0.26 131.0 76.6 492
F03361 0.13 16.9 0.26 115.0 57.5 17.6
F03362 0.11 15.6 0.28 124.8 51.5 21.7
Number of females 6 6 6 6 6 6
Mean 0.13 17.9 0.26 128.7 68.1 29.1
S.D. 0.02 2.2 0.01 11.8 14.5 11.3
Significance NS NS #E NS NS NS
Statistical method DU DU STL DU DU DU
Significantly different from the control group (##: p<0.01 by Steel's test). (Continued)

NS: Not significantly diffcrent from the control group.

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Study No. 502227
Appendix 28-2. (Continued) Individual blood chemical findings in female rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Female No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
F03357 139.7 4.02 102.9 9.3 5.8
F03358 141.3 4.00 103.5 10.2 6.2
F03359 141.3 3.81 1054 9.6 5.5
F03360 142.9 4.05 107.8 10.2 4.8
F03361 142.8 4.02 105.0 9.6 6.5
F03362 142.4 431 106.1 9.5 6.3
Number of females 6 6 6 6 6
Mean 141.7 4.04 105.1 9.7 5.9
S.D. 1.2 0.16 1.8 04 0.6
Significance NS NS NS NS NS
Statistical method DU STL DU DU DU

NS: Not significantly ditferent from the control group.
DU: Analysis by Dunnctt's test.
STL: Analysis by Steel's test.



6t¢

Appendix 28-3. Individual blood chemical findings in female rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. AST ALT ALP y-GTP Total protein Albumin A/G
1U/L [U/L IU/L IU/L g/dL g/dL
F04457 78.7 20.1 207.1 1.10 6.61 3.34 1.02
F04458 89.5 22.0 192.6 1.37 5.66 3.03 1.15
F04459 58.8 20.7 225.2 1.09 597 321 1.16
F04460 96.9 24.8 286.7 1.37 5.86 2.84 0.94
F04461 64.9 21.6 349.6 1.00 5.80 3.10 1.15
F04462 67.9 16.7 270.9 0.86 6.06 3.10 1.05
Number of females 6 6 6 6 6 6 6
Mean 76.1 21.0 255.4 1.13 5.99 3.10 1.08
S.D. 14.9 2.7 58.8 0.20 0.33 0.17 0.09
Significance NS NS NS ** NS NS NS
Statistical method 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.

(Continued)
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Appendix 28-3. (Continued) Individual blood chemical findings in female rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Total bilirubin Urea nitrogen Creatinine Glucose Total cholesterol ~ Triglyceride
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
F04457 0.18 16.3 0.26 117.8 110.9 33.8
F04458 0.12 13.0 0.27 136.0 89.8 41.4
F04459 0.13 15.8 0.23 1123 84.7 29.8
F04460 0.10 19.9 0.34 93.9 97.6 31.0
F04461 0.17 15.0 0.28 115.1 106.5 55.7
F04462 0.15 18.1 0.34 110.2 114.7 344
Number of females 6 6 6 6 6 6
Mean 0.14 16.4 0.29 114.2 100.7 37.7
S.D. 0.03 2.4 0.04 13.6 12.0 9.7
Significance NS NS NS NS *x *x
Statistical method DU DU STL DU DU DU
Significantly different from the control group (**: p<0.01 by Dunnett's test). (Continued)

NS: Not significantly diffcrent from the control group.

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.



Study No. 502227
Appendix 28-3. (Continued) Individual blood chemical findings in female rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Female No. Na K Cl Ca Inorganic phosphate
mEq/L mEq/L mEq/L mg/dL mg/dL
F04457 140.1 4.10 101.1 10.0 6.5
F04458 141.2 4.05 103.5 94 6.3
F04459 142.5 4.18 1054 9.8 6.5
F04460 142.6 4.30 106.7 94 7.1
F04461 143.5 4.16 105.8 9.7 6.2
F04462 142.6 4.07 106.3 9.6 6.4
Number of females 6 6 6 6 6
Mean 142.1 4.14 104.8 9.7 6.5
S.D. 1.2 0.09 2.1 0.2 03
Significance NS NS NS NS NS
Statistical method DU STL DU DU DU

§43

NS: Not significantly ditferent from the control group.
DU: Analysis by Dunnctt's test.
STL: Analysis by Steel's test.



Appendix 29. Individual necropsy findings in a dead female rat

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Findings
F04454 Stomach Red dot
Stomach Erosion
Other organs and tissues Normal
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Appendix 30-1. Individual necropsy findings in male rats on termination of administration period

Control group

Study No. 502227

Male No. Findings

MO01101 All organs and tissucs Normal
MO1102 All organs and tissues Normal
MO1103 All organs and tissues Normal
MO01104 All organs and tissues Normal
MOL105 All organs and tissues Normal
MO1106 All organs and tissues Normal
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Appendix 30-2. Individual necropsy findings in male rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Male No. Findings

M02201 All organs and tissucs Normal
M02202 All organs and tissues Normal
M02203 All organs and tissues Normal
M02204 All organs and tissues Normal
M02205 All organs and tissues Normal
MO02206 All organs and tissues Normal
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1,8-dichlorooctane group at 200 mg/kg

Appendix 30-3. Individual necropsy findings in male rats on termination of administration period

Study No. 502227

Male No. Findings
M03301 Liver Discoloration
Other organs and tissues Normal
M03302 Liver Discoloration
Other organs and tissues Normal
MO03303 Liver Discoloration
Other organs and tissues Normal
M03304 Liver Discoloration
Other organs and tissues Normal
MO03305 Liver Discoloration
Other organs and tissues Normal
MO03306 Liver Discoloration
Other organs and tissues Normal
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Appendix 30-4. Individual necropsy findings in male rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

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 All organs and tissucs Normal
MO04405 Liver Discoloration
Other organs and tissues Normal
M04406 All organs and tissues Normal
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Appendix 31-1. Individual necropsy findings in female rats on termination of administration period

Control group

Study No. 502227

Female No. Findings
FO1151 All organs and tissucs Normal
FO1152 All organs and tissues Normal
FO1153 All organs and tissues Normal
FO1154 All organs and tissues Normal
FO1155 All organs and tissues Normal
FOlLl56 All organs and tissues Normal
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Appendix 31-2. Individual necropsy findings in female rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Female No. Findings
F02251 All organs and tissucs 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 31-3. Individual necropsy findings in female rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Female No. Findings

F03351 Liver Discoloration
Other organs and tissues Normal

F03352 All organs and tissues Normal

F03353 All organs and tissues Normal

F03354 All organs and tissues Normal

F03355 Liver Discoloration
Other organs and tissucs Normal

F03356 All organs and tissues Normal
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Appendix 31-4. Individual necropsy findings in female rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Findings

F04451 All organs and tissucs Normal

F04452 Liver Discoloration
Other organs and tissues Normal

F04453 All organs and tissues Normal

F04455 All organs and tissues Normal

F04456 Liver Discoloration
Other organs and tissucs Normal
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Appendix 32-1.Individual necropsy findings in male rats on termination of recovery period

Control group

Study No. 502227

Male No. Findings

MO1107 All organs and tissucs Normal
MOI1108 All organs and tissues Normal
MO1109 All organs and tissues Normal
MOT110 All organs and tissues Normal
MOL111 All organs and tissues Normal
MO1112 All organs and tissues Normal




Appendix 32-2. Individual necropsy findings in male rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Male No. Findings
MO03307 Liver Discoloration
Other organs and tissues Normal
MO03308 All organs and tissues Normal
MO03309 All organs and tissues Normal
M03310 All organs and tissues Normal
MO03311 All organs and tissues Normal
MO03312 All organs and tissucs Normal
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Appendix 32-3. Individual necropsy findings in male rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Male No. Findings

M04407 All organs and tissucs Normal
M04408 All organs and tissues Normal
M04409 All organs and tissues Normal
M04410 All organs and tissues Normal
M04411 All organs and tissues Normal
M04412 All organs and tissues Normal
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Appendix 33-1. Individual necropsy findings in female rats on termination of recovery period

Control group

Study No. 502227

Female No. Findings
FO1157 All organs and tissucs Normal
FO1158 All organs and tissues Normal
FO1159 All organs and tissues Normal
FO1160 All organs and tissues Normal
FOll6l All organs and tissues Normal
FOl162 All organs and tissues Normal
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Appendix 33-2. Individual necropsy findings in female rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Female No. Findings
F03357 All organs and tissucs Normal
F03358 All organs and tissues Normal
F03359 All organs and tissues Normal
F03360 All organs and tissues Normal
F03361 All organs and tissues Normal
F03362 All organs and tissues Normal
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Appendix 33-3. Individual necropsy findings in female rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Findings
F04457 All organs and tissucs 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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Appendix 34. Individual organ weights of a dead female rat

Study No. 502227

1,8-dichlorooctane group at 1000 mg/kg
Female No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight () ~ (@ (8%) _(mg) (mg%) (mg) (mg%) _(ng) (mg’%) _(my) (mg%) (@ () (@ (%) _(mg) (mgh)
F04454 149 1.61 1.08 10.2 6.8 318 213 19.0 12.8 521 350 0.70 0.47 6.80 4.56 356 239
Number of females 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Mean 149 1.61 1.08 10.2 6.8 318 213 19.0 12.8 521 350 0.70 0.47 6.80 4.56 356 239
(Continued)
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Appendix 34. (Continued) Individual organ weights of a dead female rat

Study No. 502227

1,8-dichlorooctane group at 1000 mg/kg
Female No. Kidneys Adrenals Ovaries
(g) (g%) (mg) (mg%) (mg) (mg%)
F04454 1.88 1.26 54.0 36.2 58.5 39.3
Number of females 1 1 1 1 1 1
Mean 1.88 1.26 54.0 36.2 58.5 39.3




69¢

Study No. 502227
Appendix 35-1. 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 () ~ (@ (8%) _(mg) (mg%) (mg) (mg%) _(ng) (mg’%) _(my) (mg%) (@ () (@ (%) _(mg) (mgh)
MO1101 346 1.93 0.56 13.9 4.0 540 156 12.2 35 542 157 1.23 0.36  10.02 2.90 498 144
MO01102 356 2.02 0.57 18.2 5.1 617 173 16.1 45 444 125 1.14 0.32 1001 2.81 649 182
MO1103 3N 2.10 0.57 14.6 39 732 197 25.7 6.9 418 113 1.26 0.34  11.20 3.02 642 173
MO01104 361 2.07 0.57 13.2 3.7 663 184 16.2 4.5 428 119 1.22 0.34  10.58 293 594 165
MO1105 341 2.08 0.61 10.5 3.1 668 196 25.7 7.5 367 108 1.37 0.40 9.65 2.83 733 215
MO1106 371 1.97 0.53 14.8 4.0 611 165 224 6.0 660 178 1.28 0.35 1042 2.81 654 176
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 358 2.03 0.57 14.2 4.0 639 179 19.7 5.5 477 133 1.25 035 1031 2.88 628 176
S.D. 13 0.07 0.03 2.5 0.7 65 17 5.7 1.6 107 28 0.08 0.03 0.55 0.08 78 23
(Continued)
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Appendix 35-1. (Continued) Individual organ weights of male rats on termination of administration period

Control group

Study No. 502227

Male No. Kidneys Adrenals Testes Epididymides
(g)  (g%)  (mg) (mg) (g (%)  (mg) (mg)

MO1101 2.26 0.65 60.0 17.3 2.87 0.83 780 225
MO1102 2.32 0.65 79.3 223 2.95 0.83 867 244
MO1103 249 0.67 68.8 18.5 3.10 0.84 822 222
MO1104 2.39 0.66 72.9 20.2 3.06 0.85 909 252
MO1105 291 0.85 503 14.8 3.00 0.88 783 230
MO1106 2.53 0.68 58.3 15.7 2.90 0.78 687 185
Number ot males 6 6 6 6 6 6 6 6
Mean 248 0.69 64.9 18.1 2.98 0.84 808 226
S.D. 0.23 0.08 10.7 2.8 0.09 0.03 77 23
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Study No. 502227
Appendix 35-2. Individual organ weights of male rats on termination of administration period
1,8-dichlorooctane group at 40 mg/kg
Male No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight () ~ (@ (8%) _(mg) (mg%) (mg) (mg%) _(ng) (mg’%) _(my) (mg%) (@ () (@ (%) _(mg) (mgh)
M02201 336 1.90 0.57 13.1 39 619 184 15.5 4.6 519 154 1.18 0.35 9.64 2.87 509 151
M02202 348 2.04 0.59 12.5 36 586 168 2.7 6.5 454 130 1.20 0.34 1034 297 603 173
M02203 327 2.10 0.64 17.2 5.3 614 188 26.1 8.0 646 198 1.11 034  11.12 3.40 737 225
M02204 346 2.07 0.60 14.2 4.1 636 184 23.6 6.8 597 173 1.19 0.34 11.94 3.45 611 177
M02205 353 1.98 0.56 12.8 3.6 514 146 21.0 59 555 157 1.06 0.30  10.50 2.97 488 138
M02206 365 2.09 0.57 13.1 3.6 651 178 27.0 7.4 696 191 1.23 0.34  10.80 2.96 543 149
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 346 2.03 0.59 13.8 4.0 603 175 227 6.5 578 167 1.16 034  10.72 3.10 582 169
S.D. 13 0.08 0.03 1.8 0.7 49 16 4.1 1.2 88 25 0.06 0.02 0.78 0.25 91 31
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 DU DU DU DU DU DU DU DU
NS: Not significantly diffcrent from the control group. (Continucd)

DU: Analysis by Dunnett's test.



Appendix 35-2. (Continued) Individual organ weights of male rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Male No. Kidneys Adrenals Testes Epididymides
(g)  (g%)  (mg) (mg) (g (%)  (mg) (mg)

M02201 2.36 0.70 59.9 17.8 3.09 0.92 871 259
M02202 2.51 0.72 479 13.8 3.20 0.92 861 247
M02203 2.86 0.87 55.8 17.1 321 0.98 857 262
MO02204 2.90 0.84 56.1 16.2 346 1.00 916 265
M02205 2.79 0.79 65.2 18.5 3.25 092 806 228
M02206 2.80 0.77 59.9 16.4 3.35 0.92 929 255
Number ot males 6 6 6 6 6 6 6 6
Mean 2.70 0.78 57.5 16.6 3.26 0.94 873 253

S.D. 0.22 0.07 5.8 1.6 0.13 0.04 44 14
Significance NS NS NS NS NS #H# NS NS
Statistical method DU DU DU DU DU STL DU DU

Significantly diffcrent from the control group (##: p<0.01 by Stccl'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. 502227
Appendix 35-3. Individual organ weights of male rats on termination of administration period
1,8-dichlorooctane group at 200 mg/kg
Male No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight () ~ (@ (8%) _(mg) (mg%) (mg) (mg%) _(ng) (mg’%) _(my) (mg%) (@ () (@ (%) _(mg) (mgh)
M03301 334 2.04 0.61 13.5 4.0 576 172 18.4 5.5 417 125 1.08 032 12.10 3.62 591 177
M03302 368 1.98 0.54 13.6 37 627 170 16.3 4.4 606 165 1.11 0.30  13.54 3.68 360 152
M03303 348 1.94 0.56 14.5 4.2 492 141 18.4 5.3 482 139 1.18 0.34 1248 3.59 562 161
M03304 327 1.91 0.58 10.1 31 524 160 19.0 5.8 486 149 1.12 0.34 1333 4.08 423 129
M03305 326 2.11 0.65 172 53 559 171 154 4.7 633 194 1.23 0.38 13091 4.27 724 222
M03306 353 1.96 0.56 13.7 3.9 570 161 21.8 6.2 565 160 1.21 034 1424 4.03 551 156
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 343 1.99 0.58 13.8 4.0 558 163 18.2 5.3 532 155 1.16 0.34 1327 3.88 569 166
S.D. 17 0.07 0.04 23 0.7 46 12 22 0.7 83 24 0.06 0.03 0.83 0.29 96 31
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS *E *E NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU
Significantly different from the control group (**: p<0.01 by Dunnctt's test). (Continucd)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Appendix 35-3. (Continued) Individual organ weights of male rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Male No. Kidneys Adrenals Testes Epididymides
(g)  (g%)  (mg) (mg) (g (%)  (mg) (mg)

MO03301 2.67 0.80 51.0 15.3 2.99 0.90 820 246
M03302 2.86 0.78 46.2 12.6 3.07 0.83 842 229
M03303 2.80 0.80 532 15.3 2.83 0.81 835 240
MO03304 311 0.95 51.6 15.8 3.01 092 923 282
M03305 2.62 0.80 50.8 15.6 3.39 1.04 859 263
M03306 2.81 0.80 69.1 19.6 3.06 0.87 812 230
Number ot males 6 6 6 6 6 6 6 6
Mean 2.81 0.82 53.7 15.7 3.06 0.90 849 248

S.D. 0.17 0.06 7.9 22 0.18 0.08 40 21
Significance * * NS NS NS NS NS NS
Statistical method DU DU DU DU DU STL DU DU

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

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.



Study No. 502227
Appendix 35-4. Individual organ weights of male rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

SLE

Male No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (9) (9 (g%) __(mg) (mg%) _(mg) (mg%) (mg) (mglo) _(m®) (mg%) () (&) (%) _(mg) (mg%)
M04401 295 1.99 0.67 11.0 3.7 549 186 154 52 469 159 1.16 0.39 1449 491 447 152
M04402 369 1.99 0.54 20.8 5.6 639 173 22.8 6.2 417 113 1.30 035 1852 5.02 470 127
M04403 338 1.98 0.55 15.7 44 501 140 20.6 5.8 454 127 1.21 034 1735 4.85 545 152
M04404 364 1.95 0.54 13.1 3.6 618 170 18.3 5.0 456 125 1.07 029 1647 4.52 593 163
Mo04405 324 1.94 0.60 16.3 5.0 495 153 18.0 5.6 405 125 L.15 0.35 1550 4.78 551 170
M04406 323 1.86 0.58 11.8 3.7 562 174 20.2 6.3 383 119 1.12 035 15.02 4.65 789 244
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 339 1.95 0.58 14.8 43 561 166 19.2 57 431 128 1.17 035 16.23 4.79 566 168
S.D. 29 0.05 0.05 3.6 0.8 59 17 2.6 0.5 34 16 0.08 0.03 1.52 0.18 122 40
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS o o NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU
Significantly different from the control group (**: p<0.01 by Dunnctt's test). (Continucd)

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



9L¢

Appendix 35-4. (Continued) Individual organ weights of male rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Male No. Kidneys Adrenals Testes Epididymides
(g)  (g%)  (mg) (mg) (g (%)  (mg) (mg)

M04401 3.28 1.11 57.1 19.4 333 1.13 800 271
M04402 3.37 091 74.1 20.1 3.49 0.95 857 232
M04403 3.02 0.84 63.9 17.8 2.98 0.83 804 225
MO04404 3.07 0.84 48.4 13.3 323 0.89 814 224
M04405 2.94 091 60.0 18.5 3.26 1.01 748 231
M04406 3.27 1.01 60.6 18.8 3.86 1.20 903 280
Number ot males 6 6 6 6 6 6 6 6
Mean 316 0.94 60.7 18.0 3.36 1.00 821 244

S.D. 0.17 0.11 8.4 24 0.30 0.14 53 25
Significance *E *E NS NS *x NS NS NS
Statistical method DU DU DU DU DU STL DU DU

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

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.



Study No. 502227
Appendix 36-1. Individual organ weights of female rats on termination of administration period

Control group

LLE

Female No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen

weight () ~ (@ (8%) _(mg) (mg%) (mg) (mg%) _(ng) (mg’%) _(my) (mg%) (@ () (@ (%) _(mg) (mgh)

F01151 225 1.88 0.84 18.1 8.0 401 178 154 6.8 624 277 0.86 0.38 6.79 3.02 465 207
F01152 220 1.80 0.82 25.5 11.6 378 172 17.3 7.9 468 213 0.84 0.38 6.61 3.00 488 222
FO1153 229 1.92 0.84 16.8 7.3 440 192 20.3 8.9 390 170 0.77 0.34 7.62 3.33 531 232
F01154 242 1.96 0.81 14.6 6.0 438 181 23.6 9.8 498 206 0.94 0.39 7.70 3.18 782 323
F01155 213 1.73 0.81 129 6.1 402 189 16.6 7.8 367 172 0.75 0.35 6.40 3.00 455 214
F01156 22 1.74 0.77 13.3 5.9 400 178 17.3 7.7 490 218 0.74 0.33 6.68 297 561 249
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 226 1.84 0.82 16.9 7.5 410 182 18.4 8.2 473 209 0.82 0.36 6.97 3.08 547 241
S.D. 10 0.10 0.03 4.7 22 24 8 3.0 1.0 92 39 0.08 0.02 0.55 0.14 122 43

(Continued)
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Appendix 36-1. (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%)
FO1151 1.78 0.79 79.6 354 79.0 35.1
FO1152 1.68 0.76 79.7 36.2 88.3 40.1
FO1153 1.83 0.80 75.0 32.8 94.7 41.4
FO1154 1.94 0.80 58.5 24.2 80.0 33.1
FO1155 1.56 0.73 62.3 29.2 74.2 34.8
FO1156 1.58 0.70 74.2 33.0 77.3 344
Number of females 6 6 6 6 6 6
Mean 1.73 0.76 71.6 31.8 823 36.5
S.D. 0.15 0.04 9.0 4.5 7.7 34

8LE



Study No. 502227
Appendix 36-2. Individual organ weights of female rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

6L¢

Female No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (9) (9 (g%) __(mg) (mg%) _(mg) (mg%) (mg) (mglo) _(m®) (mg%) () (&) (%) _(mg) (mg%)
F02251 236 1.84 0.78 15.4 6.5 476 202 16.3 6.9 422 179 0.97 0.41 7.78 3.30 540 229
F02252 210 1.80 0.86 14.3 6.8 343 163 17.4 8.3 482 230 0.75 0.36 7.03 3.35 441 210
F02253 247 1.91 0.77 15.1 6.1 415 168 20.7 8.4 591 239 0.95 0.38 3.68 3.51 493 200
F02254 242 1.88 0.78 15.5 6.4 406 168 19.8 82 448 185 0.89 0.37 8.46 3.50 421 174
F02255 230 1.86 0.81 134 5.8 412 179 24.6 10.7 502 218 0.79 0.34 7.93 345 429 187
F02256 239 1.77 0.74 14.3 6.0 350 146 15.1 6.3 411 172 0.89 0.37 8.03 3.36 498 208
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 234 1.84 0.79 14.7 6.3 400 171 19.0 8.1 476 204 0.87 0.37 7.99 341 470 201
S.D. 13 0.05 0.04 0.8 04 49 19 35 1.5 66 29 0.09 0.02 0.58 0.09 47 19
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS * NS NS
Statistical method DU DU DU STL STL DU DU DU STL DU DU DU DU DU DU DU DU
Significantly different from the control group (*: p<0.05 by Dunnctt's test). (Continucd)

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
DU: Analysis by Dunnett's test.
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Appendix 36-2. (Continued) Individual organ weights of female rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

08¢

Female No. Kidneys Adrenals Ovaries
(g) (g%) (mg) (mg%) (mg) (mg%)
F02251 1.81 0.77 69.5 29.4 88.3 374
F02252 1.59 0.76 56.2 26.8 71.5 34.0
F02253 1.84 0.74 82.6 33.4 97.5 395
F02254 1.85 0.76 73.1 30.2 86.0 355
F02255 1.82 0.79 70.4 30.6 85.8 373
F02256 1.78 0.74 62.3 26.1 97.2 40.7
Number of females 6 6 6 6 6 6
Mean 1.78 0.76 69.0 29.4 87.7 374
S.D. 0.10 0.02 9.1 2.7 9.5 2.5
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

NS: Not significantly diffcrent from the control group.
DU: Analysis by Dunnett's test.
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Study No. 502227
Appendix 36-3. Individual organ weights of female rats on termination of administration period
1,8-dichlorooctane group at 200 mg/kg
Female No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (9) (9 (g%) __(mg) (mg%) _(mg) (mg%) (mg) (mglo) _(m®) (mg%) () (&) (%) _(mg) (mg%)
F03351 229 1.84 0.80 222 9.7 389 170 17.3 7.6 385 168 0.77 0.34 8.98 3.92 395 172
F03352 231 1.81 0.78 1.5 5.0 377 163 17.4 7.5 402 174 0.80 0.35 8.80 3.81 421 182
F03353 229 1.90 0.83 16.3 7.1 405 177 16.6 7.2 390 170 0.77 0.34 8.50 3.71 503 220
F03354 224 1.70 0.76 13.2 5.9 430 192 16.5 7.4 502 224 0.87 0.39 9.39 4.19 508 227
F03355 253 1.86 0.74 14.5 5.7 432 171 19.1 7.5 494 195 091 0.36  10.82 4.28 450 178
F03356 206 1.89 0.92 12.4 6.0 384 186 16.1 7.8 337 164 0.67 0.33 7.94 3.85 340 165
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 229 1.83 0.81 15.0 6.6 403 177 17.2 7.5 418 183 0.80 0.35 9.07 3.96 436 191
S.D. 15 0.07 0.06 39 1.7 24 11 1.1 0.2 66 23 0.08 0.02 0.98 0.23 65 26
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS *E *E NS *
Statistical method DU DU DU STL STL DU DU DU STL DU DU DU DU DU DU DU DU
Significantly diffcrent from the control group (*: p<0.05, **: p<0.01 by Dunnctt's tcst). (Continucd)

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
DU: Analysis by Dunnett's test.



Study No. 502227
Appendix 36-3. (Continued) Individual organ weights of female rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Female No. Kidneys Adrenals Ovaries
(g) (g%) (mg) (mg%) (mg) (mg%)
F03351 1.92 0.84 63.5 27.7 75.8 33.1
F03352 1.79 0.77 53.8 233 73.8 31.9
F03353 2.01 0.88 66.4 29.0 99.6 43.5
F03354 1.91 0.85 64.5 28.8 922 41.2
F03355 1.91 0.75 73.2 28.9 79.9 31.6
F03356 1.72 0.83 61.9 30.0 67.7 329
Number of females 6 6 6 6 6 6
Mean 1.88 0.82 63.9 28.0 81.5 357
S.D. 0.10 0.05 6.3 24 12.1 52
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

NS: Not significantly diffcrent from the control group.
& DU: Analysis by Dunnett's test.
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Appendix 36-4. Individual organ weights of female rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (9) (9 (g%) __(mg) (mg%) _(mg) (mg%) (mg) (mglo) _(m®) (mg%) () (&) (%) _(mg) (mg%)
F04451 208 1.90 091 13.5 6.5 392 188 239 1.5 288 138 0.79 038 1035 4.98 470 226
F04452 221 1.92 0.87 18.7 8.5 363 164 228 10.3 508 230 0.78 035 1028 4.65 398 180
F04453 206 1.80 0.87 15.3 7.4 314 152 20.2 9.8 281 136 0.79 0.38  10.75 522 291 141
F04454 Died on Day 2 of administration
F04455 231 1.86 0.81 17.1 7.4 432 187 22.8 9.9 420 182 0.94 041 1036 4.48 564 244
F04456 245 1.87 0.76 15.0 6.1 412 168 17.3 7.1 542 221 0.85 035 1228 5.01 517 211
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 222 1.87 0.84 15.9 7.2 383 172 21.4 9.7 408 181 0.83 0.37  10.80 4.87 448 200
S.D. 16 0.05 0.06 2.0 0.9 46 15 2.7 1.6 121 44 0.07 0.03 0.85 0.30 107 41
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS *E *E NS NS
Statistical method DU DU DU STL STL DU DU DU STL DU DU DU DU DU DU DU DU
Significantly different from the control group (**: p<0.01 by Dunnctt's tcst). (Continucd)

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.

DU: Analysis by Dunnett's test.
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Study No. 502227
Appendix 36-4. (Continued) Individual organ weights of female rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Female No. Kidneys Adrenals Ovaries
(g) (g%) (mg) (mg%) (mg) (mg%)
F04451 2.07 1.00 79.2 38.1 97.3 46.8
F04452 1.90 0.86 67.7 306 80.3 36.3
F04453 1.90 0.92 67.8 329 1004 48.7

F04454 Died on Day 2 of administration

F04455 2.14 0.93 81.4 352 81.0 35.1
F04456 2.20 0.90 55.6 22.7 70.8 28.9
Number of females 5 5 5 5 5 5
Mean 2.04 0.92 70.3 319 86.0 392
S.D. 0.14 0.05 10.4 5.8 12.5 8.4
Significance *k ok NS NS NS NS
Statistical method DU DU DU DU DU DU

Significantly diffcrent from the control group (**: p<0.01 by Dunnctt's tcst).
NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Study No. 502227
Appendix 37-1. 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 () ~ (@ (8%) _(mg) (mg%) (mg) (mg%) _(ng) (mg’%) _(my) (mg%) (@ () (@ (%) _(mg) (mgh)
MO01107 390 1.87 0.48 13.9 3.6 622 159 18.0 4.6 478 123 1.28 0.33 1181 3.03 724 186
MO1108 444 2.11 0.48 16.6 37 675 152 254 57 662 149 1.37 0.31 12.90 291 663 149
MO1109 433 2.06 0.48 19.0 4.4 647 149 23.7 5.5 454 105 1.46 0.34 14,10 3.26 616 142
MO1110 383 2.04 0.53 14.5 3.8 627 164 25.9 6.8 330 86 1.29 0.34 9.39 2.45 595 155
MoO1111 406 2.04 0.50 10.2 25 686 169 20.6 5.1 613 151 1.47 0.36  10.84 2.67 725 179
MO1112 455 2.16 0.47 20.8 4.6 764 168 22.7 5.0 423 93 1.62 0.36  13.80 3.03 878 193
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 419 2.05 0.49 15.8 38 670 160 22.7 5.5 493 118 1.42 034 1214 2.89 700 167
S.D. 30 0.10 0.02 3.8 0.7 53 3 3.0 0.8 123 28 0.13 0.02 1.82 0.29 102 21
(Continued)
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Study No. 502227

Appendix 37-1. (Continued) Individual organ weights of male rats on termination of recovery period

Control group

Male No. Kidneys Adrenals Testes Epididymides
(g)  (g%)  (mg) (mg) (g) (%)  (mg) (mg%

MOL1107 2.61 0.67 64.7 16.6 313 0.80 1106 284
MO1108 291 0.66 57.9 13.0 3.80 0.86 1157 261
MO1109 3.02 0.70 63.3 14.6 312 0.72 1028 237
MO1110 2.68 0.70 45.6 11.9 3.29 0.86 1071 280
MOIL111 2.60 0.64 56.4 13.9 3.46 0.85 1120 276
MO1112 3.46 0.76 72.8 16.0 3.66 0.80 1252 275
Number ot males 6 6 6 6 6 6 6 6
Mean 2.88 0.69 60.1 143 341 0.82 1122 269
S.D. 0.33 0.04 9.2 1.8 0.28 0.05 77 17
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Study No. 502227
Appendix 37-2. Individual organ weights of male rats on termination of recovery period
1,8-dichlorooctane group at 200 mg/kg
Male No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight () ~ (@ (8%) _(mg) (mg%) (mg) (mg%) _(ng) (mg’%) _(my) (mg%) (@ () (@ (%) _(mg) (mgh)
MO03307 406 1.97 0.49 15.8 39 647 159 243 6.0 345 85 1.35 033 12.77 3.15 595 147
MO03308 394 2.07 0.53 12.8 32 371 145 23.1 59 425 108 1.60 041 1141 2.90 656 166
M03309 419 2.16 0.52 15.3 37 603 144 29.5 7.0 613 146 1.61 0.38 1145 273 680 162
M03310 378 2.04 0.54 13.4 35 608 161 23.9 6.3 545 144 1.17 031 11.32 2.99 692 183
MO03311 417 2.07 0.50 14.6 35 651 156 232 5.6 456 109 1.64 039 1245 2.99 775 186
M03312 379 2.07 0.55 15.3 4.0 711 188 21.2 5.6 433 114 1.45 0.38  10.52 2.78 663 175
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 399 2.06 0.52 14.5 36 632 159 242 6.1 470 118 1.47 037 1165 292 677 170
S.D. 18 0.06 0.02 1.2 0.3 49 16 2.8 0.5 95 23 0.18 0.04 0.82 0.15 59 15
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU STL DU DU DU DU DU DU DU DU DU DU DU DU DU
NS: Not significantly diffcrent from the control group. (Continucd)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.



88¢

Study No. 502227

Appendix 37-2. (Continued) Individual organ weights of male rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Male No. Kidneys Adrenals Testes Epididymides

(g)  (g%)  (mg) (mg) (g) (%)  (mg) (mg%

M03307 2.86 0.70 46.2 11.4 3.07 0.76 1033 254
MO03308 3.02 0.77 60.0 15.2 3.19 0.81 1160 294
M03309 3.24 0.77 63.8 15.2 3.25 0.78 1132 270
MO03310 2.70 0.71 47.0 12.4 3.17 0.84 1103 292
MO03311 3.09 0.74 66.1 159 3.39 0.81 1123 269
MO03312 2.98 0.79 524 13.8 353 0.93 1161 306
Number ot males 6 6 6 6 6 6 6 6
Mean 2.98 0.75 55.9 14.0 3.27 0.82 1119 281

S.D. 0.19 0.04 8.6 1.8 0.17 0.06 48 20
Significance NS * NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU

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

DU: Analysis by Dunnett's test.
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Appendix 37-3. Individual organ weights of male rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

68¢

Male No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (9) (9 (g%) __(mg) (mg%) _(mg) (mg%) (mg) (mglo) _(m®) (mg%) () (&) (%) _(mg) (mg%)
M04407 356 1.99 0.56 14.3 4.0 558 157 19.5 5.5 404 113 1.26 0.35 1001 2.81 707 199
M04408 430 2.09 0.49 14.0 33 765 178 20.9 4.9 475 110 1.24 029 12.12 2.82 767 178
M04409 376 2.01 0.53 11.5 3.1 632 168 235 6.3 436 116 1.54 0.41 11.77 313 609 162
M04410 418 1.89 0.45 12.7 3.0 554 133 21.7 52 658 157 1.57 0.38 1295 3.10 689 165
Mo04411 417 2.13 0.51 14.1 34 624 150 255 6.1 659 158 1.40 0.34 11.53 2.76 751 180
M04412 344 2.02 0.59 16.4 4.8 582 169 22.1 6.4 362 105 1.19 035 1144 3.33 614 178
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 390 2.02 0.52 13.8 3.6 619 159 222 57 499 127 1.37 035 11.64 2.99 690 177
S.D. 36 0.08 0.05 1.7 0.7 79 16 2.1 0.6 129 24 0.16 0.04 0.97 0.23 67 13
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU STL DU DU DU DU DU DU DU DU DU DU DU DU DU
NS: Not significantly diffcrent from the control group. (Continucd)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Study No. 502227

Appendix 37-3. (Continued) Individual organ weights of male rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Male No. Kidneys Adrenals Testes Epididymides

(g)  (g%)  (mg) (mg) (g) (%)  (mg) (mg%

M04407 2.78 0.78 58.3 16.4 313 0.88 1030 289
M04408 3.03 0.70 64.0 14.9 3.60 0.84 1216 283
M04409 2.97 0.79 59.2 15.7 3.14 0.84 1084 288
M04410 311 0.74 429 10.3 2.88 0.69 1056 253
Mo04411 2.94 0.71 76.7 18.4 341 0.82 1122 269
M04412 2.72 0.79 63.3 18.4 352 1.02 1002 291
Number ot males 6 6 6 6 6 6 6 6
Mean 2.93 0.75 60.7 15.7 3.28 0.85 1085 279

S.D. 0.15 0.04 10.9 3.0 0.28 0.11 77 15
Significance NS * NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU

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

DU: Analysis by Dunnett's test.
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Appendix 38-1. 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 () ~ (@ (8%) _(mg) (mg%) (mg) (mg%) _(ng) (mg’%) _(my) (mg%) (@ () (@ (%) _(mg) (mgh)
F01157 215 1.92 0.89 14.1 6.6 416 193 16.8 7.8 398 185 0.78 0.36 5.83 2.71 491 228
F01158 274 1.87 0.68 16.1 5.9 412 150 15.8 5.8 420 153 0.96 0.35 7.73 2.82 642 234
FO1159 246 1.92 0.78 16.7 6.8 407 165 16.9 6.9 448 182 0.82 0.33 6.98 2.84 418 170
F01160 259 221 0.85 18.0 6.9 516 199 15.1 5.8 417 161 0.93 0.36 6.64 2.56 575 222
F01161 237 2.01 0.85 19.4 8.2 491 207 16.9 7.1 445 188 0.92 0.39 6.96 2.94 706 298
F01162 235 1.81 0.77 13.2 5.6 403 171 23.0 9.8 370 157 0.87 0.37 591 2.51 420 179
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 244 1.96 0.80 16.3 6.7 441 181 17.4 7.2 416 171 0.88 0.36 6.68 2.73 542 222
S.D. 20 0.14 0.08 2.3 0.9 49 22 2.8 1.5 29 16 0.07 0.02 0.72 0.17 119 46
(Continued)
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Appendix 38-1. (Continued) Individual organ weights of female rats on termination of recovery period

Control group

Female No. Kidneys Adrenals Ovaries
© (%) _(mg (mg%) _(mg) (mg%)
FO1157 1.46 0.68 64.0 29.8 79.4 36.9
FO1158 2.02 0.74 62.4 22.8 86.5 31.6
FO1159 1.81 0.74 60.4 24.6 99.1 40.3
FO1160 1.83 0.71 79.9 30.8 96.0 37.1
Follel 1.65 0.70 85.9 36.2 94.0 39.7
F01162 1.77 0.75 72.7 30.9 86.0 36.6
Number of females 6 6 6 6 6 6
Mean 1.76 0.72 70.9 29.2 90.2 37.0
S.D. 0.19 0.03 10.4 4.8 7.4 31
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Study No. 502227
Appendix 38-2. Individual organ weights of female rats on termination of recovery period
1,8-dichlorooctane group at 200 mg/kg
Female No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (9) (9 (g%) __(mg) (mg%) _(mg) (mg%) (mg) (mglo) _(m®) (mg%) () (&) (%) _(mg) (mg%)
F03357 246 1.92 0.78 13.7 5.6 355 144 12.6 5.1 407 165 1.00 0.41 7.06 2.87 469 191
F03358 244 1.78 0.73 12.6 52 352 144 19.4 8.0 361 148 0.89 0.36 7.09 291 404 166
F03359 243 1.86 0.77 12.8 5.3 408 168 14.6 6.0 310 128 0.79 0.33 743 3.06 612 252
F03360 273 1.82 0.67 14.5 5.3 453 166 15.1 5.5 505 185 0.94 0.34 7.84 2.87 431 158
F03361 242 1.90 0.79 133 5.5 437 181 18.4 7.6 384 159 0.94 0.39 6.86 2.83 543 224
F03362 268 1.88 0.70 13.6 5.1 438 163 14.4 54 367 137 0.93 0.35 7.18 2.68 434 162
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 253 1.86 0.74 13.4 5.3 407 161 15.8 6.3 389 154 0.92 0.36 7.24 2.87 482 192
S.D. 14 0.05 0.05 0.7 0.2 44 15 2.6 1.2 65 21 0.07 0.03 0.35 0.12 80 38
Significance NS NS NS NS i NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU STL STL DU DU DU DU DU DU DU DU DU DU DU DU
Significantly diffcrent from the control group (##: p<0.01 by Stecl's test). (Continucd)

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 38-2. (Continued) Individual organ weights of female rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

1433

Female No. Kidneys Adrenals Ovaries
© (@) __(mg) (mg%) _(mg) (mgh)
F03357 1.81 0.74 59.5 242 634 25.8
F03358 1.73 0.71 63.3 259 67.7 27.7
F03359 1.93 0.79 63.1 26.0 94.6 38.9
F03360 1.73 0.63 62.6 229 74.1 27.1
F03361 1.98 0.82 76.5 31,6 1049 433
F03362 2,02 0.75 56.3 21.0 68.2 254
Number of females 6 6 6 6 6 6
Mean 1.87 0.74 63.6 253 78.8 314
S.D. 0.13 0.07 6.9 36 16.9 7.7
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

NS: Not significantly diffcrent from the control group.
DU: Analysis by Dunnett's test.
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Appendix 38-3. Individual organ weights of female rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg
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Female No. Body Brain Pituitary Salivary glands Thyroids Thymus Heart Liver Spleen
weight (9) (9 (g%) __(mg) (mg%) _(mg) (mg%) (mg) (mglo) _(m®) (mg%) () (&) (%) _(mg) (mg%)
F04457 249 1.83 0.73 15.2 6.1 400 161 154 6.2 522 210 0.85 0.34 7.77 312 432 173
F04458 251 1.86 0.74 13.1 52 407 162 15.7 6.3 501 200 0.95 0.38 7.89 3.14 525 209
F04459 234 1.88 0.80 14.3 6.1 446 191 17.5 7.5 552 236 0.91 0.39 7.30 3.12 485 207
F04460 261 1.93 0.74 13.6 5.2 528 202 16.1 6.2 454 174 0.86 0.33 8.03 3.08 576 221
F04461 264 1.96 0.74 16.5 6.3 465 176 172 6.5 538 204 0.92 0.35 8.09 3.06 550 208
F04462 238 1.97 0.83 14.6 6.1 372 156 13.7 58 418 176 0.86 0.36 7.10 2.98 483 203
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 250 1.91 0.76 14.6 5.8 436 175 15.9 6.4 498 200 0.89 0.36 7.70 3.08 509 204
S.D. 12 0.06 0.04 1.2 0.5 56 19 1.4 0.6 52 23 0.04 0.02 041 0.06 52 16
Significance NS NS NS NS NS NS NS NS NS * * NS NS *E *E NS NS
Statistical method DU DU DU STL STL DU DU DU DU DU DU DU DU DU DU DU DU
Significantly diffcrent from the control group (*: p<0.05, **: p<0.01 by Dunnctt's tcst). (Continucd)

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. 502227
Appendix 38-3. (Continued) Individual organ weights of female rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Female No. Kidneys Adrenals Ovaries
© (@) __(mg) (mg%) _(mg) (mgh)
F04457 1.93 0.78 63.3 254 71.4 28.7
F04458 1.91 0.76 69.6 27.7 95.7 38.1
F04459 1.91 0.82 65.2 279 84.6 36.2
F04460 1.86 0.71 8L.5 31.2 89.2 34.2
F04461 2.04 0.77 58.9 223 68.4 259
F04462 1.69 0.71 70.4 29.6 95.0 39.9
Number of females 6 6 6 6 6 6
Mean 1.89 0.76 68.2 274 84.1 338
S.D. 0.11 0.04 7.8 32 11.7 5.5
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

NS: Not significantly diffcrent from the control group.
DU: Analysis by Dunnett's test.
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Appendix 39. Individual histopathological findings in a dead female rat

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Organ/Tissue Findings

F04454 All organs and tissues Postmortal change: +

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 40-1. Individual histopathological findings in male rats on termination of administration period

Control group

Study No. 502227

Male No.

Organ/Tissue

Findings

MoO1101
MO01102
MO01103
MO01104
MO1105

MO01106

All organs and tissues
All organs and tissues
All organs and tissues
All organs and tissues
Kidney

Other organs and tissues
All organs and tissues

No abnormality detected
No abnormality detected
No abnormality detected
No abnormality detected
Cyst, left: +

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, 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 40-2. Individual histopathological findings in male rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

Male No. Organ/Tissue Findings

M02201 Liver Swelling, hepatocyte, periportal: =
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

M02202 Liver Swelling, hepatocyte, periportal: =
Pancreas Decreased, zymogen granules: =
Other organs and tissues No abnormality detected

M02203 Liver Swelling, hepatocyte, periportal: =
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

MO02204 Liver Swelling, hepatocyte, periportal: =
Pancreas Decreased, zymogen granules: =
Kidney Hyaline droplet, tubular epithelium, bilateral: +

M02205 Liver Swelling, hepatocyte, periportal: =
Pancreas Decreased, zymogen granules: =
Other organs and tissues No abnormality detected

M02206 Liver Swelling, hepatocyte, periportal: =

Pancreas
Other organs and tissucs

Decreased, zymogen granules: =
No abnormality detected

Gradc of histopathological findings: =£: slight, +: mild, 2+:; modcratc, 3+: marked.

Examincd the liver, pancreas, and kidney.
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Appendix 40-3. Individual histopathological findings in male rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Male No. Organ/Tissue Findings
MO03301 Liver Swelling, hepatocyte, periportal: +

Pancreas Decreased, zymogen granules: +

Other organs and tissues No abnormality detected
MO03302 Liver Swelling, hepatocyte, periportal: +

Pancreas Decreased, zymogen granules: =

Other organs and tissues No abnormality detected
MO03303 Liver Swelling, hepatocyte, periportal: +

Pancreas Decreased, zymogen granules: =

Kidney Hyaline droplet, tubular epithelium, bilateral: +
MO03304 Liver Swelling, hepatocyte, periportal: +

Pancreas Decreased, zymogen granules: =

Kidney Hyaline droplet, tubular epithelium, bilateral: +
M03305 Liver Swelling, hepatocyte, periportal: +

Pancreas Decreased, zymogen granules: +

Kidney Hyaline droplet, tubular epithelium, bilateral: +
M03306 Liver Swelling, hepatocyte, periportal: +

Pancreas Decreased, zymogen granules: +

Study No. 502227

Kidncy Hyalinc droplet, tubular cpithelium, bilateral: £
Gradc of histopathological findings: =£: slight, +: mild, 2+:; modcratc, 3+: marked.
Examincd the liver, pancreas, and kidncey.
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Appendix 40-4. Individual histopathological findings in male rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Male No. Organ/Tissue Findings
MO04401 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Kidney Hyaline droplet, tubular epithelium, bilateral: +
Other organs and tissues No abnormality detected
M04402 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Kidney Hyaline droplet, tubular epithelium, bilateral: +
Pituitary Aberrant craniopharyngeal tissue: =
Other organs and tissues No abnormality detected
M04403 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: =
Kidney Hyaline droplet, tubular epithelium, bilateral: +
Other organs and tissues No abnormality detected
Mo04404 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: =
Kidney Hyaline droplet, tubular epithelium, bilateral: +
Other organs and tissues No abnormality detected
M04405 Lung Mincralization, vascular wall, left: +
Liver Swelling, hepatocyte, periportal; +
Pancrcas Decreased, zymogen granules: =
Kidney Hyalinc droplet, tubular cpithelium, bilateral: +
Other organs and tissucs No abnormality detected
M04406 Liver Swelling, hepatocyte, periportal; +
Pancrcas Decreased, zymogen granules:
Kidney Hyalinc droplet, tubular cpithelium, bilateral: £

Other organs and tissucs

No abnormality detected

Gradc of histopathological findings: =£: slight, +: mild, 2+: modcratc, 3+: marked.
Examincd the heart, lung, trachca, liver, pancreas, sublingual gland, submandibular gland, csophagus, stomach,

duodenum, jejunum, ileum, cccum, colon, rectum, thymus, splecn, mandibular lymph node,

mgesenteric lymph node, kidney, urinary bladdcer, testis, cpididymis, scminal vesicle, prostate, pituitary, adrenal, thyroid,

parathyroid, ccrebrum, cercbellum, medulla oblongata, spinal cord, sciatic nerve, cyceball, Harderian gland,

bone marrow (stcrnum and femur), bone (sternum and femur), and femur muscle.
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Appendix 41-1. Individual histopathological findings in female rats on termination of administration period

Control group

Study No. 502227

Female No. Organ/Tissue Findings

FO1151 All organs and tissues No abnormality detected

F01152 All organs and tissues No abnormality detected

FO1153 All organs and tissues No abnormality detected

FO1154 Eyeball Dysplasia, retina, left: =
Other organs and tissues No abnormality detected

FO1155 Lung Mineralization, vascular wall, left: +
Other organs and tissues No abnormality detected

FO1156 All 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, 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 41-2. Individual histopathological findings in female rats on termination of administration period

1,8-dichlorooctane group at 40 mg/kg

Study No. 502227

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 Liver Swelling, hepatocyte, periportal: =
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F02254 Liver Swelling, hepatocyte, periportal: =
Pancreas Decreased, zymogen granules: +
Kidney Cyst, left: £

F02255 Liver Swelling, hepatocyte, periportal: =
Pancreas Decreased, zymogen granules:
Other organs and tissues No abnormality detected

F02256 Liver Swelling, hepatocyte, periportal: =

Pancreas
Other organs and tissucs

Decreased, zymogen granules: +
No abnormality detected

Gradc of histopathological findings: =£: slight, +: mild, 2+: modcrate, 3+: marked.

Examincd the liver, pancreas, and kidney.
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Appendix 41-3. Individual histopathological findings in female rats on termination of administration period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Female No. Organ/Tissue Findings

F03351 Liver Swelling, hepatocyte, periportal: +
Liver Microgranuloma: +
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F03352 Liver Swelling, hepatocyte, periportal: +
Liver Microgranuloma: +
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F03353 Liver Swelling, hepatocyte, periportal: +
Liver Microgranuloma: +
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F03354 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F03355 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Other organs and tissucs No abnormality detected

F03356 Liver Swelling, hepatocyte, periportal: +

Pancrcas
Other organs and tissucs

Deccreased, zymogen granules: +
No abnormality detected

Gradc of histopathological findings: =£: slight, +: mild, 2+: modcrate, 3+: marked.

Examincd the liver, pancreas, and kidney.
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Appendix 41-4. Individual histopathological findings in female rats on termination of administration period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Organ/Tissue Findings

F04451 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Eyeball Dysplasia, retina, right: +
Other organs and tissues No abnormality detected

F04452 Liver Swelling, hepatocyte, periportal: +
Liver Microgranuloma: +
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F04453 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F04455 Liver Swelling, hepatocyte, periportal: +
Pancreas Decreased, zymogen granules: +
Parathyroid Missing
Other organs and tissues No abnormality detected

F04456 Liver Swelling, hepatocyte, periportal: +

Liver

Pancrcas

Parathyroid

Other organs and tissucs

Microgranuloma: £+

Deccreased, zymogen granules: +
Missing

No abnormality detected

Gradc of histopathological findings: =: slight, +: mild, 2+: modcrate, 3+: marked.

Examincd the heart, lung, trachca, liver, pancreas, sublingual gland, submandibular gland, csophagus, stomach,
duodenum, jejunum, ileum, cccum, colon, rectum, thymus, splecn, mandibular lymph node,
mgesenteric lymph node, kidney, urinary bladder, ovary, utcrus, vagina, pituitary, adrenal, thyroid,

parathyroid (cxcept for F04455 and F04456), cerebrum, cercbellum, medulla oblongata, spinal cord, sciatic nerve, cycball, Harderian gland,

bone marrow (stcrnum and femur), bone (sternum and femur), femur muscle, and mammary gland.
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Study No. 502227
Appendix 42-1. Individual histopathological findings in male rats on termination of recovery period

Control group

Male No. Organ/Tissue Findings

MO1107 All organs and tissues No abnormality detected

MO1108 Kidney Hyaline droplet, tubular epithelium, bilateral: +
Kidney Cyst, left: +
Other organs and tissues No abnormality detected

MO1109 Kidney Hyaline droplet, tubular epithelium, bilateral: +
Other organs and tissues No abnormality detected

MO1110 All organs and tissues No abnormality detected

MO1111 All organs and tissues No abnormality detected

MO1112 All organs and tissues No abnormality detected

Grade of histopathological findings: £: slight, +: mild, 2+: moderate, 3+: marked.
Examined the liver, pancreas, and kidney.
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Study No. 502227
Appendix 42-2. Individual histopathological findings in male rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Male No. Organ/Tissue Findings

MO03307 All organs and tissues No abnormality detected

MO03308 All organs and tissues No abnormality detected

MO03309 All organs and tissues No abnormality detected

MO03310 Kidney Hyaline droplet, tubular epithelium, bilateral: +
Other organs and tissues No abnormality detected

MO03311 All organs and tissues No abnormality detected

MO03312 All organs and tissues No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
Examined the liver, pancreas, and kidney.
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Appendix 42-3. Individual histopathological findings in male rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Male No. Organ/Tissue Findings

M04407 All organs and tissues No abnormality detected

MO04408 All organs and tissues No abnormality detected

M04409 Kidney Hyaline droplet, tubular epithelium, bilateral: +
Other organs and tissues No abnormality detected

MO04410 Kidney Hyaline droplet, tubular epithelium, bilateral: +
Other organs and tissues No abnormality detected

MO04411 All organs and tissues No abnormality detected

M04412 Kidney Hyaline droplet, tubular epithelium, bilateral: +
Other organs and tissues No abnormality detected

Grade of histopathological findings: £: slight, +: mild, 2+: moderate, 3+: marked.
Examined the liver, pancreas, and kidney.
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Appendix 43-1. Individual histopathological findings in female rats on termination of recovery period

Control group

Female No.

Organ/Tissue

Findings

FO01157
FO01158
F01159
F01160
FO1161
F01162

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

Examined the liver, pancreas, and kidney.

Study No. 502227
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Appendix 43-2. Individual histopathological findings in female rats on termination of recovery period

1,8-dichlorooctane group at 200 mg/kg

Study No. 502227

Female No. Organ/Tissue Findings

F03357 Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F03358 All organs and tissues No abnormality detected

F03359 All organs and tissues No abnormality detected

F03360 All organs and tissues No abnormality detected

F03361 Pancreas Decreased, zymogen granules: +
Other organs and tissues No abnormality detected

F03362 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, and kidney.
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Appendix 43-3. Individual histopathological findings in female rats on termination of recovery period

1,8-dichlorooctane group at 1000 mg/kg

Study No. 502227

Female No. Organ/Tissue Findings

F04457 Liver Swelling, hepatocyte, periportal: =
Other organs and tissues No abnormality detected

F04458 Liver Swelling, hepatocyte, periportal: =
Pancreas Decreased, zymogen granules: £
Other organs and tissues No abnormality detected

F04459 All 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 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, and kidney.



Attachment 1.

Test article (Lot No.)
Vehicle

Form

Method

Date of analysis
Testing facility

Results

1) Stored at room temperature (set at 23 °C; values by actual measurement: 22.5 — 23.0°C) and lightproof conditions for 6 hours after being stored under refrigerated
(sct at 4 °C; valucs by actual mcasurcment: 2.4 — 6.0°C) and lightproof conditions for 8 days.
2) Acceptable range: within +10% of the prescribed concentrations.

1,8-dichlorooctane (Lot No. FGNO1)

Com oil
Solution
GC

June 23, 2008 and July 1, 2008

Stability of 1,8-dichlorooctane in test preparations (Study No. 094927)

Hashima Laboratory, Nihon Bioresearch Inc.

Concentration Measured concentrations  {mg/mL) Mecan Recovery Stability?
. . 2) Y
of analyte Storage period 5 concentration rate (%)
(mg/mL) st 2nd 3rd (mg/mL) (%) -
Initial 2.134 2.157 2.162 2.151 107.6 -
2
ﬁiﬁﬁfﬁfn 2.149 2.171 2.190 2.170 108.5 100.9
Initial 20.05 19.96 20.21 20.07 100.4 y
20
ig;ﬁ;ﬁfu 20.18 20.83 20.52 2051 102.6 102.2
Initial 196.9 201.2 200.4 199.5 99.8 -
200
grﬂg failf(‘)‘;r b 198.0 202.2 205.4 201.9 101.0 101.2

3) Acceptable range: not less than 90%.

GLP:

Study No. 502227

This study was conducted in compliance with the OECD Guidclines for Safety Studics on Chemicals (OECD GLP Standards) and the Standards for Testing Facilitics for
Implementation of Studies of Novel Chemical Substances.



Attachment 2.

Study No. 502227

Concentrations of 1,8-dichlorooctane in dosing preparations at the start of administration in male rats

Test article (Lot No.): 1,8-dichlorooctane (Lot No. FGNO1)
Vehicle: Corn oil
Date of preparation: August 28, 2008
Form: Solution
Method: GC
Date of analysis: August 28, 2008
Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Results
Concentration of Measured concentrations (mg/mL) Recovery rate
1,8-dichlorooctane o
(mg/mL) Ist 2nd 3rd Mean (%)
8 7.635 7.656 7.555 7.615 95.2
40 39.65 39.46 39.47 39.53 98.8
200 2023 206.4 198.3 2023 101.2

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. 502227

Concentrations of 1,8-dichlorooctane in dosing preparations at the end of administration in female rats

Test article (Lot No.): 1,8-dichlorooctane (Lot No. FGNOT)
Vehicle: Corn oil
Date of preparation: September 25, 2008
Form: Solution
Method: GC
Date of analysis: September 25, 2008
Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Results
Concentration of Measured concentrations (mg/mL) Recovery rate
1,8-dichlorooctane o
(mg/mL) Ist 2nd 3rd Mean (%)
8 7.838 7.775 7.666 7.760 97.0
40 41.08 40.46 41.32 40.95 102.4
200 205.8 205.6 206.1 205.8 102.9

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. 502227

Attachment 4-1. General signs in male rats during quarantine and acclimatization

Sly

Quarantine/ Male No. Quarantine period
acclimatization 20-Aug-08  21-Aug-08 22-Aug-08 23-Aug-08 24-Aug-08 25-Aug-08
male No. Day 0 Day 1 Day 2 Day 3 Day 4 Day 5
MO00001 MO1102 N N N N N N
M00002 M04411 N N N N N N
MO00003 M04401 N N N N N N
Mo00004 M04404 N N N N N N
MO00005 EG.MA N N N N N N
MO00006 EG.MA N N N N N N
M00007 EG N N N N N N
M00008 M03301 N N N N N N
M00009 MO1109 N N N N N N
M00010 MO1101 N N N N N N
M00011 MO1106 N N N N N N
M00012 M03312 N N N N N N
MO00013 EG N N N N N N
MO00014 M03304 N N N N N N
MO00015 MOLL10 N N N N N N
MO00016 M03307 N N N N N N
MO00017 M02202 N N N N N N
MO00018 M03309 N N N N N N
MO00019 M02205 N N N N N N
M00020 M02203 N N N N N N
M00021 M04412 N N N N N N
M00022 EG N N N N N N
M00023 M02201 N N N N N N
M00024 MO03310 N N N N N N
MO00025 M04405 N N N N N N
EG: Excluded from grouping because body weight was extremely different from the mean. (Continucd)

MA: Monitor animal.
N: Normal.
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Study No. 502227

Attachment 4-1. (Continued) General signs in male rats during quarantine and acclimatization

Quarantine/ Male No. Acclimatization period

acclimatization 26-Aug-08  27-Aug-08  28-Aug-08 29-Aug-08 30-Aug-08 31-Aug-08  0I1-Sep-08
male No. Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 #
M00001 MO1102 N N N N N N N
M00002 MO04411 N N N N N N N
M00003 MO04401 N N N N N N N
MO00004 Mo04404 N N N N N N N
MO00005 EG.MA N N N N N N N
MO00006 EG.MA N N N N N N N
MO00007 EG N N N N N N N *
MO00008 MO03301 N N N N N N N
MO00009 MO1109 N N N N N N N
MO00010 MO1101 N N N N N N N
MO00011 MO1106 N N N N N N N
MO00012 MO03312 N N N N N N N
MO00013 EG N N N N N N N *
MO00014 MO03304 N N N N N N N
MOQO15 MOI1110 N N N N N N N
MO00016 MO03307 N N N N N N N
MO00017 M02202 N N N N N N N
MO00018 M03309 N N N N N N N
MO00019 M02205 N N N N N N N
M00020 M02203 N N N N N N N
M00021 M04412 N N N N N N N
M00022 EG N N N N N N N *
M00023 M02201 N N N N N N N
M00024 MO03310 N N N N N N N
MO00025 M04405 N N N N N N N

#: Day of grouping.

*: Euthanized.

EG: Excluded from grouping because body weight was extremely different from the mean.
MA: Monitor animal.

N: Normal.



Study No. 502227

Attachment 4-2. General signs in male rats during quarantine and acclimatization

LY

Quarantine/ Male No. Quarantine period
acclimatization 20-Aug-08  21-Aug-08 22-Aug-08 23-Aug-08 24-Aug-08 25-Aug-08
male No. Day 0 Day 1 Day 2 Day 3 Day 4 Day 5
MO00026 MO1103 N N N N N N
Mo00027 M04403 N N N N N N
M00028 M02206 N N N N N N
Mo00029 M03308 N N N N N N
Mo00030 M04406 N N N N N N
M00031 EG N N N N N N
M00032 EG N N N N N N
M00033 M04407 N N N N N N
M00034 MO03311 N N N N N N
M00035 M04402 N N N N N N
M00036 MO1112 N N N N N N
M00037 M04408 N N N N N N
MO00038 MOLL11 N N N N N N
M00039 EG N N N N N N
M00040 MO04410 N N N N N N
M00041 EG N N N N N N
M00042 M03303 N N N N N N
MO00043 M03306 N N N N N N
M00044 M02204 N N N N N N
M00045 EG N N N N N N
M00046 MO1104 N N N N N N
M00047 MO1105 N N N N N N
M00048 M03302 N N N N N N
M00049 M04409 N N N N N N
M00050 MO1107 N N N N N N
EG: Excluded from grouping because body weight was extremely different from the mean. (Continucd)

N: Normal.



384

Study No. 502227

Attachment 4-2. (Continued) General signs in male rats during quarantine and acclimatization

Quarantine/ Male No. Acclimatization period

acclimatization 26-Aug-08  27-Aug-08  28-Aug-08 29-Aug-08 30-Aug-08 31-Aug-08  0I1-Sep-08
male No. Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 #
M00026 MO1103 N N N N N N N
M00027 M04403 N N N N N N N
M00028 MO02206 N N N N N N N
M00029 MO03308 N N N N N N N
MO00030 Mo04406 N N N N N N N
MO00031 EG N N N N N N N *
M00032 EG N N N N N N N *
MO00033 M04407 N N N N N N N
M00034 MO03311 N N N N N N N
MO00035 M04402 N N N N N N N
MO00036 MOI112 N N N N N N N
MO00037 M04408 N N N N N N N
MO00038 MOI1111 N N N N N N N
MO00039 EG N N N N N N N *
M00040 M04410 N N N N N N N
M00041 EG N N N N N N N *
M00042 MO03303 N N N N N N N
M00043 MO03306 N N N N N N N
M00044 M02204 N N N N N N N
MO00045 EG N N N N N N N *
M00046 MO1104 N N N N N N N
MO00047 MO1105 N N N N N N N
MO00048 M03302 N N N N N N N
MO00049 M04409 N N N N N N N
MO00050 MO1107 N N N N N N N

#: Day of grouping.

*: Euthanized.

EG: Excluded from grouping because body weight was extremely different from the mean.
N: Normal.
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Study No. 502227

Attachment 4-3. General signs in male rats during quarantine and acclimatization

Quarantine/ Male No. Quarantine period

acclimatization 20-Aug-08  21-Aug-08 22-Aug-08 23-Aug-08 24-Aug-08 25-Aug-08
male No. Day 0 Day 1 Day 2 Day 3 Day 4 Day 5
M00051 M03305 N N N N N N
M00052 MO1108 N N N N N N
Number of males 52 52 52 52 52 52
N 52 52 52 52 52 52

N: Normal. (Continued)
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Attachment 4-3. (Continued) General signs in male rats during quarantine and acclimatization

Study No. 502227

Quarantine/ Male No. Acclimatization period
acclimatization 26-Aug-08  27-Aug-08  28-Aug-08 29-Aug-08 30-Aug-08 31-Aug-08  0I1-Sep-08
male No. Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 #
MO00051 MO03305 N N N N N N N
MO00052 MO1108 N N N N N N N
Number of males 52 52 52 52 52 52 52
N 52 52 52 52 52 52 52
#: Day of grouping.
N: Normal.



Study No. 502227

Attachment 5-1. General signs in female rats during quarantine and acclimatization

Y44

Quarantine/ Female No. Quarantine period
acclimatization 20-Aug-08  21-Aug-08 22-Aug-08 23-Aug-08 24-Aug-08 25-Aug-08
female No. Day 0 Day 1 Day 2 Day 3 Day 4 Day 5
F00001 F04455 N N N N N N
F00002 F033s8 N N N N N N
F00003 FO1157 N N N N N N
F00004 EG N N N N N N
F00005 F04453 N N N N N N
F00006 F04460 N N N N N N
F00007 Fo1l61 N N N N N N
F00008 EG N N N N N N
F00009 F02251 N N N N N N
F00010 F03356 N N N N N N
F00011 F03357 N N N N N N
F00012 F(04462 N N N N N N
F00013 F04459 N N N N N N
F00014 EG N N N N N N
FO00L5 F04454 N N N N N N
F00016 F04452 N N N N N N
FO00L17 F02255 N N N N N N
FO00L8 FO1158 N N N N N N
F00019 F02253 N N N N N N
F00020 F03361 N N N N N N
F00021 F02252 N N N N N N
F00022 EG N N N N N N
F00023 F03353 N N N N N N
F00024 FO1151 N N N N N N
F00025 EG N N N N N N
EG: Excluded from grouping because body weight was extremely different from the mean. (Continucd)

N: Normal.



Attachment 5-1. (Continued) General signs in female rats during quarantine and acclimatization

Study No. 502227

Quarantine/ Female No. Acclimatization period
acclimatization 26-Aug-08  27-Aug-08  28-Aug-08 29-Aug-08 30-Aug-08 31-Aug-08  0I-Sep-08  02-Sep-08  03-Sep-08  04-Sep-08
female No. Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 Day 8 Day 9 Day 10 #
F00001 F04455 N N N N N N N N N N
F00002 F03358 N N N N N N N N N N
F00003 FO1157 N N N N N N N N N N
F00004 EG N N N N N N N N N N *
F00005 F04453 N N N N N N N N N N
F00006 F04460 N N N N N N N N N N
F00007 Foll6l N N N N N N N N N N
F00008 EG N N N N N N N N N N *
F00009 F02251 N N N N N N N N N N
FO0O010 F03356 N N N N N N N N N N
FO0O011 F03357 N N N N N N N N N N
F00012 F04462 N N N N N N N N N N
F00013 F04459 N N N N N N N N N N
FO0O14 EG N N N N N N N N N N *
F00015 F04454 N N N N N N N N N N
F00016 F04452 N N N N N N N N N N
F00017 F02255 N N N N N N N N N N
FO00L8 FO1158 N N N N N N N N N N
F00019 F02253 N N N N N N N N N N
F00020 F03361 N N N N N N N N N N
F00021 F02252 N N N N N N N N N N
F00022 EG N N N N N N N N N N *
F00023 F03353 N N N N N N N N N N
F00024 F01151 N N N N N N N N N N
F00025 EG N N N N N N N N N N *

#: Day of grouping.
*: Euthanized.
EG: Excluded from grouping because body weight was cxtremely different from the mean.

N: Normal.



Study No. 502227

Attachment 5-2. General signs in female rats during quarantine and acclimatization

£y

Quarantine/ Female No. Quarantine period
acclimatization 20-Aug-08  21-Aug-08 22-Aug-08 23-Aug-08 24-Aug-08 25-Aug-08
female No. Day 0 Day 1 Day 2 Day 3 Day 4 Day 5
F00026 EG N N N N N N
F00027 F03352 N N N N N N
F00028 EG N N N N N N
F00029 F04457 N N N N N N
F00030 F02256 N N N N N N
F00031 EG N N N N N N
F00032 F03360 N N N N N N
F00033 FO1154 N N N N N N
F00034 FO1155 N N N N N N
F00035 F(04458 N N N N N N
F00036 F02254 N N N N N N
F00037 FO1160 N N N N N N
F00038 F03351 N N N N N N
F00039 FO1152 N N N N N N
F00040 FO1159 N N N N N N
F00041 F03355 N N N N N N
F00042 F04456 N N N N N N
F00043 F03359 N N N N N N
F00044 F04451 N N N N N N
F00045 EG N N N N N N
F00046 F03362 N N N N N N
F00047 FO1153 N N N N N N
F00048 F03354 N N N N N N
F00049 FO1156 N N N N N N
F00050 EG N N N N N N
EG: Excluded from grouping because body weight was extremely different from the mean. (Continucd)

N: Normal.



1447

Attachment 5-2. (Continued) General signs in female rats during quarantine and acclimatization

Study No. 502227

Quarantine/ Female No. Acclimatization period
acclimatization 26-Aug-08  27-Aug-08  28-Aug-08 29-Aug-08 30-Aug-08 31-Aug-08  0I-Sep-08  02-Sep-08  03-Sep-08  04-Sep-08
female No. Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 Day 8 Day 9 Day 10 #
F00026 EG N N N N N N N N N N *
F00027 F03352 N N N N N N N N N N
F00028 EG N N N N N N N N N N *
F00029 F04457 N N N N N N N N N N
F00030 F02256 N N N N N N N N N N
F00031 EG N N N N N N N N N N *
F00032 F03360 N N N N N N N N N N
F00033 FOL154 N N N N N N N N N N
F00034 FOL155 N N N N N N N N N N
F00035 F04458 N N N N N N N N N N
F00036 F02254 N N N N N N N N N N
F00037 FO1160 N N N N N N N N N N
F00038 F03351 N N N N N N N N N N
F00039 FO1152 N N N N N N N N N N
F00040 FO1159 N N N N N N N N N N
F00041 F03355 N N N N N N N N N N
F00042 F04456 N N N N N N N N N N
F00043 F03359 N N N N N N N N N N
F00044 F04451 N N N N N N N N N N
F00045 EG N N N N N N N N N N *
F00046 F03362 N N N N N N N N N N
F00047 FO1153 N N N N N N N N N N
F00048 F03354 N N N N N N N N N N
F00049 F01156 N N N N N N N N N N
F00050 EG N N N N N N N N N N *

#: Day of grouping.
*: Euthanized.
EG: Excluded from grouping because body weight was cxtremely different from the mean.

N: Normal.
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Study No. 502227

Attachment 5-3. General signs in female rats during quarantine and acclimatization

Quarantine/ Female No. Quarantine period

acclimatization 20-Aug-08  21-Aug-08 22-Aug-08 23-Aug-08 24-Aug-08 25-Aug-08
female No. Day 0 Day 1 Day 2 Day 3 Day 4 Day 5
F00051 F04461 N N N N N N
F00052 F01162 N N N N N N
Number of females 52 52 52 52 52 52
N 52 52 52 52 52 52

N: Normal. (Continued)
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Study No. 502227

Attachment 5-3. (Continued) General signs in female rats during quarantine and acclimatization

Quarantine/ Female No. Acclimatization period
acclimatization 26-Aug-08  27-Aug-08  28-Aug-08 29-Aug-08  30-Aug-08 31-Aug-08  0I-Sep-08  02-Sep-08  03-Sep-08  04-Sep-08
female No. Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 Day 8 Day 9 Day 10 #
F00051 F04461 N N N N N N N N N N
F00052 F01162 N N N N N N N N N N
Number of females 52 52 52 52 52 52 52 52 52 52
N 52 52 52 52 52 52 52 52 52 52
#: Day of grouping.
N: Normal.



Study No. 502227

Attachment 6-1. Body weights (g) of male rats during quarantine and acclimatization

LTV

Quarantine/ Male No. Quarantine period Acclimatization period
acclimatization 21-Aug-08 25-Aug-08 01-Sep-08
malc No. Day 1 Day 5 Day7 #
MO00001 MO1102 88 126 199
MO00002 M04411 90 123 194
M00003 M04401 89 124 184
MO00004 M04404 89 125 199
MO00005 EGMA 84 120 173
M00006 EGMA 86 131 H 204
MO00007 EG 85 121 181
MO00008 MO03301 34 125 195
M00009 MO1109 86 122 196
MO00010 M01101 90 126 191
MO00011 M0O1106 93 H 131 H 188
M00012 M03312 91 129 194
M00013 EG 89 128 200
M00014 MO03304 88 128 196
MO00015 MOT110 88 121 186
MO00016 M03307 89 126 182
MO00L7 M02202 91 127 199
M00018 MO03309 90 124 192
MO00019 M02205 90 127 193
M00020 M02203 92 124 185
M00021 M04412 84 119 188
M00022 EG 86 128 205 H
M00023 MO02201 87 122 190
M00024 MO03310 87 124 188
M00025 M04405 86 125 191

#: Day of grouping.

EG: Excluded from grouping because body weight was extremely different from the mean.
MA: Monitor animal.

H: Maximum body weight.



Study No. 502227

Attachment 6-2. Body weights (g) of male rats during quarantine and acclimatization

3Tr

Quarantine/ Malc No. Quarantine period Acclimatization period
acclimatization 21-Aug-08 25-Aug-08 01-Sep-08
male No. Day 1 Day 5 Day7 #
M00026 MO1103 85 121 184
M00027 M04403 88 125 193
M00028 M02206 89 126 196
M00029 M03308 87 128 197
M00030 M04406 89 123 185
MO00031 EG 91 122 201
MO00032 EG 91 131 H 172 L
MO00033 M04407 89 124 192
MO00034 MO03311 88 127 191
MO00035 M04402 88 128 197
M00036 MO1112 89 125 195
MO00037 M04408 88 124 200
MO00038 MOTIT1 87 125 196
MO00039 EG 38 119 172 L
M00040 M04410 89 123 186
M00041 EG 86 122 179
M00042 M03303 88 123 191
M00043 MO03306 86 115 L 185
M00044 M02204 87 118 184
M00045 EG 89 128 204
M00046 MO1104 86 125 199
M00047 MO1105 83 L 120 188
M000438 M03302 89 128 197
M00049 M04409 83 L 122 188
MO00050 MO01107 84 129 190

#: Day of grouping.

EG: Excluded from grouping because body weight was extremely different from the mean.
L: Minimum body wcight.

H: Maximum body weight.
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Study No. 502227

Attachment 6-3. Body weights (g) of male rats during quarantine and acclimatization

Quarantine/ Male No. Quarantine period Acclimatization period

acclimatization 21-Aug-08 25-Aug-08 01-Sep-08

male No. Day 1 Day 5 Day7 #
MO00051 MO03305 89 123 182
MO00052 MO1108 88 123 183
Number of males 52 52 52
Mean 88 124 191
S.D. 2 3 8

#: Day of grouping.



Study No. 502227

Attachment 7-1. Body weights (g) of female rats during quarantine and acclimatization

1197

Quarantine/ Female No. Quarantine period Acclimatization period
acclimatization 21-Aug-08 25-Aug-08 01-Sep-08 04-Sep-08
female No. Day 1 Day 5 Day 7 Day 10 #

F00001 F04455 66 98 144 161
F00002 F03358 70 101 145 159
F00003 FO1157 71 101 138 152
F00004 EG 74 103 157 169
F00005 F04453 73 96 137 147
F00006 F04460 75 106 143 161
F00007 Fo1161 73 95 147 157
F00008 EG 77 H 110 H 165 H 173 H
FO0009 F02251 65 97 141 153
F00010 F03356 69 98 142 152
FO0011 F03357 71 94 141 156
F00012 F04462 74 97 148 164
F00013 F04459 75 104 150 154
F00014 EG 74 105 155 169
FO001S F04454 75 100 143 152
F00016 F04452 69 102 147 161
F00017 F02255 74 103 144 158
F00018 FO1158 72 104 149 163
F00019 F02253 75 105 157 163
F00020 F03361 69 97 142 153
F00021 F02252 67 98 136 148
F00022 EG 63 L 90 L 133 145
F00023 F03353 73 102 148 155
F00024 FO1151 74 101 143 154
F00025 EG 69 95 141 144

#: Day of grouping.

EG: Excluded from grouping because body weight was extremely different from the mean.
L: Minimum body weight.

H: Maximum body weight.



Study No. 502227

Attachment 7-2. Body weights (g) of female rats during quarantine and acclimatization

§34

Quarantine/ Female No. Quarantine period Acclimatization period
acclimatization 21-Aug-08 25-Aug-08 01-Sep-08 04-Sep-08
female No. Day | Day 5 Day 7 Day 10 #

F00026 EG 76 110 H 158 169
F00027 F03352 74 105 150 152
F00028 EG 70 93 127 L 135 L
F00029 F04457 73 102 143 152
F00030 F02256 72 104 153 159
F00031 EG 70 97 138 144
F00032 F03360 71 101 148 161
F00033 FO1154 68 97 146 159
F00034 FOL155 72 102 146 154
F00035 F04458 70 100 146 155
F00036 F02254 73 104 151 164
F00037 FO1160 75 104 147 164
F00038 F03351 76 103 147 161
F00039 FO1152 73 103 153 169
F00040 FO1159 73 106 146 162
F00041 F03355 74 108 159 167
F00042 F04456 73 106 157 166
F00043 F03359 70 101 148 1635
F00044 F04451 68 98 143 160
F00045 EG 71 99 134 143
F00046 F03362 74 104 148 166
F00047 FO1153 68 99 140 153
F000438 F03334 75 105 148 164
F00049 FO1156 70 99 143 157
F00050 EG 70 98 136 146

#: Day of grouping.

EG: Excluded from grouping because body weight was extremely different from the mean.
L: Minimum body wcight.

H: Maximum body weight.



Study No. 502227

Attachment 7-3. Body weights (g) of female rats during quarantine and acclimatization

Quarantine/ Female No. Quarantine period Acclimatization period

acclimatization 21-Aug-08 25-Aug-08 01-Sep-08 04-Sep-08
female No. Day 1 Day 5 Day 7 Day 10 #

F00051 F04461 68 100 151 167

F00052 FO1162 70 100 145 148

Number of females 52 52 52 52

Mean 72 101 146 157

S.D. 3 4 7 8

#: Day of grouping.



Attachment 8.

Study No. 502227

Background Data

Crl:CD (SD) Male Rats

Hematological findings 10weeks
Value

Exam.item  Unit N Mean + S.D. Min. Max. Range of 2S.D.

RBC 104/uL 30 789 + 35 739 896 719 - 859

HGB g/dL 30 15.1 £ 0.5 14.1 16.3 14.1 - 16.1

HCT % 30 444 + 1.4 41.7 47.0 41.6 - 472

MCV fL 30 563 £ 1.8 52.5 60.1 527 - 599

MCH pg 30 192 £ 0.6 18.0 20.4 180 - 204

MCHC g/dL 30 340 £ 04 333 347 332 - 348

PLT 104/uL 30 1194 + 129 97.6 146.5 93.6 - 1452

RET % 30 3.55 £0.50 2.79 4.68 2.55 - 4.55

PT sec 30 223 £ 48 14.6 334 12.7 - 31.9

APTT sec 30 226 £2.1 18.2 29.0 184 - 268

Fbg mg/dL 30 2143 £ 12.5 1955 2413 1893 - 2393

WBC 102/pL 30 669 + 15.0 36.2 97.8 369 - 96.9

Differential leukocyte (%)

LYMPH % 30 78.7 £ 7.2 61.2 90.1

NEUT % 30 17.6 £ 6.7 6.8 33.7

EO % 30 1.3 £05 0.6 2.5

BASO % 30 0.0 £ 0.0 0.0 0.1

MONO % 30 25 4+07 1.2 4.1

N: Number of animals.

Hashima Laboratory, Nihon Bioresearch Inc.
Prepared: 2007.08
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Attachment 9.

Background Data

Study No. 502227

Crl:CD (SD) Female Rats

Hematological findings 10 weeks

Value
Exam.item  Unit N Mean + S.D. Min. Max. Range of 2S.D.
RBC 104/uL 29 767 £ 36 682 832 695 - 839
HGB g/dL 29 147 £ 0.5 13.7 15.6 13.7 - 157
HCT % 29 425+ 1.2 399 447 40.1 - 449
MCV fL 29 555+ 1.7 514 60.0 52.1 - 589
MCH pg 29 192 £ 0.6 18.1 20.4 180 - 204
MCHC g/dL 29 345 £ 04 33.7 355 33.7 - 353
PLT 104/uL 29 1156 +11.3 91.7 1382 93.0 - 1382
RET % 29 292 +0.71 1.65 4.32 1.50 - 4.34
PT sec 29 15.1 0.7 13.7 16.2 137 - 16.5
APTT sec 29 17.1 £ 0.5 16.0 18.2 16.1 - 18.1
Fbg mg/dL 29 185.6 £ 12.6 1643 2124 1604 - 210.8
WBC 102/pL 29 47.1 + 143 24.8 88.5 185 - 757
Differential leukocyte (%)
LYMPH % 29 785 £ 7.1 65.2 87.8
NEUT % 29 17.6 £ 6.8 8.9 30.0
EO % 29 1.6 £ 0.5 0.6 2.6
BASO % 29 0.0 £0.1 0.0 0.3
MONO % 29 23 +07 1.2 4.0

N: Number of animals.

Hashima Laboratory, Nihon Bioresearch Inc.
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Prepared: 2007.08



Attachment 10. Study No. 502227

Background Data

Crl:CD (SD) Male Rats

Blood chemical findings 10 weeks
Value

Exam.item  Unit N Mean + S.D. Min. Max. Range of 25.D.
AST IU/L 30 83.7 £ 142 58.2 130.0 553 - 1121
ALT IU/L 30 283 + 83 169 569 11.7 - 449
ALP IU/L 30 6128 + 1237 3804 9040 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 0.18 029 017 - 0.29
P mg/dL 30 83 £ 0.7 6.5 9.5 69 - 9.7
Ca mg/dL 30 9.7 £ 03 9.1 10.2 91 - 103
Glu mg/dL 30 1203 + 11.0 93.8 138.6 983 - 1423
Na mEgq/L 30  143.0 = 1.1 140.6 1449 140.8 - 1452
K mEq/L 30 421 £ 0.26 377 480  3.69 - 4.73
Cl mEgq/L 30 1048 + I.1 101.6 106.7 102.6 - 107.0
TP g/dl 30 554 £ 0.22 505 595 510 - 598
A/G 30 1.09 + 0.09 089 121 091 - 127
alb % 30 52,1 + 2.0 472 548 48.1 - 56.1
a-glb %o 30 210 £ 1.9 16.0 237 172 - 248
ay-glb % 30 7.3 +£ 0.7 6.3 8.7 59 - 87
B-glb %o 30 152 + 1.2 127 180 128 - 17.6
v-glb % 30 45 £ 09 32 6.8 27 - 63
Alb g/dL 30 2.88 + 0.13 265 320 262 - 3.14
N: Number of animals. Hashima Laboratory, Nihon Bioresearch Inc.

Prepared: 2007.08
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Attachment 11. Study No. 502227

Background Data

Crl:CD (SD) Female Rats

Blood chemical findings 10 weeks
Value

Exam.item  Unit N Mean + S.D. Min. Max. Range of 25.D.
AST IU/L 29 779 = 10.6 56.5 100.8  56.7 - 99.1
ALT IU/L 29 209 £ 24 15.6  25.1 16.1 - 25.7
ALP IU/L 29 3438 + 658 248.0 4540 2122 - 4754
T-Cho mg/dL 29 73.0 £ 153 514 1192 424 - 103.6
TG mg/dL 29 237 + 11.5 81 502 0.7 - 46.7
T-Bil mg/dL 29 0.13 £ 0.02 0.10 0.16 0.09 - 0.17
UN mg/dL 29 170 + 2.3 129 214 124 - 21.6
CRE mg/dL. 29 0.27 £ 0.03 021 036 021 - 0.33
P mg/dL 29 6.8 £ 1.0 4.8 8.6 48 - 838
Ca mg/dL 29 100 £ 04 94  10.7 92 - 108
Glu mg/dL 29 1075 £ 13.0 81.6 1344 815 - 1335
Na mEq/L 29 1428 + 1.3 140.7 1447 1402 - 1454
K mEq/L 29 4.09 + 0.20 378 453 3.69 - 449
Cl mEq/L 29 1063 + 1.6 1033 1104 103.1 - 109.5
TP g/dL 29 598 + 0.29 538 6.66 540 - 6.56
A/G 29 1.25 + 0.11 1.03 145 1.03 - 147
alb % 29 554 + 2.1 50.8 592 512 - 59.6
a-glb % 29 189 + 1.6 13.8 225 157 - 221
ay-glb % 29 64 + 038 53 9.3 48 - 8.0
B-glb %o 29 146 £ 1.3 124 177 120 - 172
v-glb % 29 48 £ 1.0 3.1 7.6 2.8 - 638
Alb g/dL 29 331 + 0.25 290 394 281 - 381
N: Number of animals. Hashima Laboratory, Nihon Bioresearch Inc.

Prepared: 2007.08

436



Study No. 502227
QAU Statement 1/3
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Study No. 502227
QAU Statement 2/3

B 1
#oE E B MERIE  mpa
1. RERHEE 20084 8H 19H 20084 8K 20H
2. 2a—FTrr ha—i 20084 8H 20H 20084 8H 20H
3. BMozii AR 20084 8H 20H 20084 8H 20H
4, RBRIEELEEE [No.l) 20084F 8F 27H 20084 8H 28H
5. HRYHEOEH 20084% 8H 28H 20084 8H 28H
6. DM 20084 8H 28H 200848 8H 28H
7. BT ROE AR 200842 9H 1H 20084 9H 2H
8. 5 200822 9H 2H 20084 98 2H
5. EHMSFEER 20084 9B 2H 20084 973 2H
10. RERE - BEEAE - #KEHAE 2008%F 98 S5H 2008% 95 8H
11. —RREBERE 2008%F 9H S5H 20084 9A 8H
12. &5 2008 98 5H 20084 9H 8H
13 ngﬁg (;jg')B) Bz 20084 98 8H 20084 9F 8H
14, RIEE REHMETHEL &) 20084 9H 24B 2008% 9H 25H

~ 9H 25H
15. EREHEAE 20084 9H 30H 20084 10H 1H
16. Hkx - Bl - [BEEEWE 20084 9H 30H 20084 10H 1H
(R EHFR TR, &)

17. MIEERE (RSB - AE) 200828 9H 30H 20084 10A 1H

[ 58 T e, B
18, MEAEERE (MIESE - BIE 20085 9H 30H 20084 10 1H

- REHLEORE)

[ 5 T e, L]
19. BRERERE 20084 10H 1H 2008% 10F 1H
20. BAWE 20084 10H 1H 20084 10H 1H
21, FEHE - BEENE - FAKEAE 20084 104 3H 20084 108 3B
22, —RIRBERE 20084 10H 3H 20084 105 3H
23, BMEAETEE 2008% 10H 3H 2008% 10H 3H
24, Hikk - Bl - BEEEWE 20084 10H 3H 20084 10H 3H

EEHER TR, #)




Study No. 502227
QAU Statement 3/3

BIRE 2
— —
WA E B WERBE e
25. RIRE (BESMKETE, ) 20084 10H 8H 20084 10H 9H
~ 10H 9H
26. Tt - B - BEEEHE 20084 10H 14H 20084 10H 20H
(EIREARE T o, HE) .
27. EAREH (FE . HIVHL) 20084 10HA 14H 20084 10H 20H
28, Htk - BHh - BEEERE 20084 10H 178 2008% 10H 20H
(EIEEIME TR, M)
29. MEERE (MESE - #E) 20084 108 17H 20084 10H 20H

(B R TR, )
30. MEALERE (MESR - JE 20085 10A 17H 20084 108 20H

- RTERLE ORE)
[EIfE EARIA T e, ]
31, EAEH (RE . EY) 20084 128 12H 20084 12A 15H
32. EF—¥ 20094E 1A 23H 20094 1A 30H
~ 1A 27H
33. X 20094 1A 27H 20094 1H 30H
34, BREBEE (—KBD) 20094E 1A 26H 20094 15 30H
~ 1A 30H
35. A7F—% (BHREE) 200948 2H 9H 20094 2H 9H
36. BREBREE (—KRE) (FHRE) 200942 2H 9H 20094 2H 9H

37. B@EE 20114E 9H 13H 20114 95 13H
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