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2, 6-UXF) 7= DO0, 2, 10, 50 HBWiX 250mg/kg/day &, 1 F 12 LD
SD %5 w MZ, sHeBItH 14 HaiH» S, #id 42 HRE, MXSMEBWEE 4 Hx TRO#K
5L, AWEOKREZEFHELB L CERBBEBEIC DV THRA Lz,

1. REHRSHN

250mg/kg BIZHBWT, BHEICHRSERO—EEOWEE, HAESKT, IRERT#,
1873 & OF I SR B D (EAE I U AR RIS B 1 o HED 3 TEIE, A —
BAREDEIL L, BIERREL R 2= OVERR Uz, HORRE T, REOMME
FUZENICLDRIEE, T MU, AVDL, FUNTBIUT b UAREEORMAN
TNZ pH O FHRD B M=, MEERB TR, EHIZA MTZ/DE LV BEOMM,
B AR IMERE S X PR REE oD I ISR R NERB OISR D S h, HOFELY
RMIRAREITEE, FERMIRMERERIEELZR Uz MRECERETE, H#IC
) >ogin, #iz GOT, BMEV NV EVBITRIL ZFO0—-NOMN»RD SN
o SREERTIX, MAICER, HICHIE, HCFREBEOWThNERDOMMNE
WCHEIC IR IB DM B X N EE O S Wiz, WEMESFRE TR, RO
TREAE R DS HERE L , B R OD B KB AL PR A O AR 35 K OVFLEEIRSE DS HEME L, SEALER
M EROMFEENB X OCEAMEEIHIC, REE OV E AR, BIED~
TUFV U IREMNDMEREC, BEEAEMOMIEN S EICEZD SNz, 50megkg EET
&, RIS AH 0 BREBE T B X RO MRS A, S 5ICcidRaL
AT A—=)VOBMBRD SNz BEBICBW T, HRMEOHRSIZL 52 LiXmE
BEWEIEEHEZRL, AERTH S L HAERI N,

LEDRERNS, 2,6 - AFNTZV DT Y "ADOREKORSICE b, Fi2Mm
W, HiE, BEEBXUMBECAT 2 BERE TSN, BEEE (NOEL) i&,
iR L 3 10mg/kg/day & EEwENiz.
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2. AL Ett

HESYOEREEICN T 2 BEEERRAD S oz, BREMIIOVTE,
250mglkg B CHAKOKEMEADPED LN, EFRBIIERREEET L2, REW
DOFEITHT BBz OWTIE, 250mglkg BEORHENBIXEMERICH b, ERE
XEREREEZTR L. '

LMo T, HEEEYOERAEICN T 5 EE SR 250mg/ke/day, HERBIYIDLIE
B L CRBYOREIINT 2MEERIX, WThd 50 mgkg/day RIS Nz,
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&
2, 8- VAFAT YL, FEPHEMTEGEE LTHWSATHSLFEPATH S
O AMBOBMEICDOWNT, T v NPT RICBIT B LDy X 705-840mg/kg? T,

S v MBI 2 K EHRS H R CITE, S L CEIRRICNT 2RELRTICT v
FCOMARERRRCEYE FROBIERS X VBRFAOERRENFZEDH SN OR
£ D EH LN, FNLOBROFMIOVWTIEAAT, Fi-, EREBEHEICONT
OWERALNR .. AWEOREARTHS 2, 3-4, 2, 4-9 BLRY3, 4-VAF
WP =)y DT, Ty MBI 2 RERSENEICET 2R BENH LN,

VAMMERINE X U M2 RO EL, FHSB L UBERICN T 2 2EBSFRE L TH 2,
AFBRIL, OECD KBIF3E4EREF L FIROLEMFKRI DT 7 LO—REL
TERBLIZHDTH S,

il

H B
2,6-CAFNTN U RS Y MIKERNERS L, AWEOKERI R SEEB X
UHEERE B R RAT T 5.

MRE LU

1. #EWmE

BEMETHD 2,6 - YV AF)N7=1) »(CAS No. 87-62-T)iX, 7+ F=H 121.18 T,
T8 =RV TFN LTI EOEEBRII B R BAOWEKRTH 5. MBRICK,

BIEORKEBEA (

fiE 99.7%) U OWEERT (3~5°C) B FTHREL, A L. AW =sRMEILE
SRTHBCANL, FRASNBMPRETCH LI EMA L. ZUE ORI,
Appendix 1 {2779

2,6 -V AFNT) VFKIITBTHZHBF) THICEBIFRENZ L, BKEHR
XEAAY) 7 (BEREkAatt, oy MRS KH21) 288 L, EDORERE
CRLBEOBRICHBM U, HRLUERERE, 1 HOFERRI LIZ/MAHNT UTER
KRB, FHRREETHA (3~5C) BATTERLTRE L. B (8~5C) X
TTRE L ERSHEDOMBWEIL, P Ly THHEIZRETH 2 ¥R I L
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(Appendix 2) DT, FWE 7 ALAIZMHER Uiz FIRICEAREIhERERICDONWT
AL, ATEDBEETHBINTWEZ L 2R Lz (Appendix 3). #ERYBE DT
D 5 bFRED I, ICEFELUTERU .

2. BB L UEERSF

gk, SD % [Crj: CDSD)IGSIZ v M 2HWE. v ME, BERFv—IVZ - 1)
H—#tatt BARE L7 — (RSB EART TR 795) 25 8 @D b 0 ZMA (5
68 VT, I 80 L) U, 13 HEEBIRBICEMLE B/ BILHIEHICHES K O >
Wi 10 HE OB S 8 TITV, REB LI KRERRENRF T, HTiE
MEHICHEORD SN R 5= DIZDNWT, H5HRaHICHAEZRAE L, AES)
HOHRIEIILOHEZ 60 P&, HEE 70 IL2ZEY, 10 EECARICHW =, 1 B0
BOLMERES 12108 U, BICDOW TS S ICHBR L R RHORERY LTE&S5 T
o d 2HOEERERT, BMEAMIRKCL O EMNTIET o=, 2B, HoR/EE
WCDWTiE, RECRZEML AP o7, EORERHICOWTUX, 5 42 HICHBEHLER
BHEHOY» SZ2BMELAMHEICL D ZR BN LEERL, BEFHE L=, &5
BRIGRF D EXIARE ((REEH) 1, # 365 (326~416) g, M 226 (200~249) g TdH
2. T M, RE 2243°C, #BE 55110%, BKEB 10 EL LB (F—V7 L
vy a7 —AR), BB 12KE/H (i 7RALT, 8 7RHET) ICERELEZNY
TV RTLEHWE (B 1 ) T, BEINCRT YL WS —2 (260W X 380D
X180 Hmm)) KIAL, ZhEXF UL A BOS v Z7ICRBLTHE LE. =
EU, REDORY LU=, BfEoMR (FU4 70—, HEF v —V R - ) I3—
HAREL, oy MRS 159.25) EANERYA—FRR— P T — (265W X 426D X
200Hmm)) KA L, SsBBR R L RBS ¥ = tis (ERAEMZKMR X by
7, BARETERASH, 0v MES 030879, 030969) & UERAK (FLZ 1um
DH— N v I T )V —TREERIEER U REKEK) &, Th2hEEss
LU HBKEE, £REBGEAE (RVA—-RRx— 1 r—Co0B&) 12&kb, HHICE
¥z,

FMOMEEHEINZ, 2 v I BRI =IO ~DEHFALORAT, WKICE Y FHICLD

T-o7,
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SIE IR, BMEDOBE X 20.4~23.0°C, B EIX 48~63% D#F THERS (Appendix
4) U, =06, kB X UHBEDMEOBRIBEOFHER (Appendices 5, 6,
T, WIS LR CRE L BRANICH 5 Z LRI N, Lkh > T,
HMOFATEHREZE L C, SBREEOERTICEEZ RET L Rbh 2 REERNOE L
X, BhokbOLHMENE,

3. BEBOHRE, ABRFEOBRB LTS TE

BEEE, 2y b OHBBLY 14 HEKERORSICX 5 K5 B8REHROMBR
ICESWTEE L, BHES T, 300mg/kg THTIXRD S5 NT, 2000mg/kg TH
5L 3ELFIOFECHEDLSNZ. 22T, REESGTIEO, 2, 6, 20, 60 BLW
200mg/kg/day TG L7z, FDFHR, 200mekg # CHEH I B REEE T 5 L UK
T &, FRMBRE, MEREEBITAT M)y MEOKME, HICAEEEMOMERERD
BIUEBHEORMMAI ZOONZ. £/, 60mgkg FHTCRMBECEHRENKTS
L CERBR FEAS, 20mghkg BTIRXECEHBEHETFIARAD SNz, LENST, K
BIcBI 2% 582, BECRERSBMELRET 5 & FHlxh 5 250mg/kg/day % &
aHE, #EELREE LWL Pl 5 2me/ke/day ZRIEAEE L, 2Hh5DIHE
12 10 B XU 50mg/kg/day DEH4 B RZREL =0

RBREOMAIL, OBRERSEH (LT, XRBEH), OBRMED 2mg/kg/day %458

(2mg/kg #f), QR 10mg/kg/day 58 (10mg/kg #), @A 50mgrkg/day %5
(50mg/kg &), ®IF 250mg/kg/day %58 (250mg/kg BE) 5 E L L=,

B 5 5EE, RGBEEZHRE kg Y20 smL &L, 770 VEEV U FTREE LR
FHEZANT, RGBEZEAICERS Uk, HEEICE, A LTHW=RALY 7
W2 FEKICES Lz, SEGROKRESHEL, BEHOMERERRICEN LU, #5H
i, R & A2BLBEME 14 Haid o, i 42 A/, MR B8 X CEREB 28T
THREOWE 4B ET, RE 42 H~FE55 HM, 1 6 1 [, a7t (9:00~12:00)
&5 Uk, 22U, oRERY, #LEHIC 42 HRERERS L,

4. BIEBIUWME
1) REWicBE3 21HHE
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BEHMONWT, ROBEHZBEERLNIRE L 2. B, BERSHERE, &HH
B, B, BRESE, RRE, EPRE, IECERE, SEERES LUWHE
MR DN T, BB & T\IERMIHERIC K D S 5 L2EY, RAEONRE
U’zs
(D— AR EHE

#BEWETER, $MOLERE, NE, TBFIOWTEHERLE. BIBKAICOVT,
BEBHERRTERERE UTAREHET AR TR 10 2EFSED SN LD,
Pipd b5 1 BRE CXBEER2IT, SHICE5H 6.5 FRE TORIC 1 MSK
BiTole. /2, 814 20X, S$MOILFELHEIEREOFTRII DOV THR L. FiZ,
HER, HEE, WEHORREICOWTH, HEECBEEL.

(2)5FMl 7 B PR B 8%

BEREAiOBLCZ0RITE 1N, W2 r—Y 5RO BTREXTT Y40
PINIBA -T2 T 4 =)V F (370W X 560D X40limm) T, y—Y 50 LB,
T=IhsIETROBWHE, REFER GhE~WRE), &8 (@), EX#H, vE, B
Sy, IRBRERAERIRAE, MRERZEH, WiE, O&2wY (5h), RE, THEEHHEOR
2k BFEN, MFEBOREIC K25, JH, Pk, B35, &8, kY, ER78 (B
BERE), Bk, BRES (FEE), $7 (L20%), BEGTH (AK, &AMS5H
7%), BH GAEOER\, RERNESHSE), BFA 2 (BXK, A5 L 7Y —, BlE),
IR FETRE, HHRB L THEED 29 HEHICODWTHEL, doh B2 ilA

(Appendix 8) Ti#kL /7. BMICIIBIEBLETREES 2T, BEEHLUNOSE
PHOCEMBSZET LT —VOEELEBRERSOART UEEELICEZ B
BEIBRESHICBEETOIILICL D, BEASHTHRIRRETHIE L,
BVRERGHRERE

HIZBERIESH, BIWEHRFIC 10, £-2NEHOMEIXRRESHB X enE
HERT RIS, BREE (Erty TR VR FIIN T 2BEBE), #RE
it (BEICEBEZE DI =HBE08ERIE), MERE (BEicMh/-Be0RIE), B
TS (BENcMh =608 oRS), BERE (RIBHEE £y NCRARES
BOXE, FEEOKIS), BIRH (L SRITHIWEATNICE LEROBEILOK
5), BHUBR G (REORHEE Y £y P THRAFBAOBHORIG), RS (1B
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WRICEAM LB E0RKBORE) BLTERRS (H L8 2ERMIIC LEEHEOE
BRBICH DR RN, ROosh Rz~ (Appendix 8) TatEkL /.
(HFEMFEME, BOBLUCHEESHE

HEHS 41 O, BREIWEHEAIC 10, £A0EHOMEIIEREZSHB XUEIE
13 Biz, Kl 30 oMB LU 60 21, ik 30 Ao B REHR (BB EHENEE
&, SUPERMEX, ZE[#tHkA K, BMFHET 2 N0 E 2 —DRAL, Al
FEEENOXE R OBICBIT 2BHNBERE), Al lXUREoRN (v b
v ZRAEBEHRIERE, MK-380R/FR, HHM# MR SE) G MBERME (2RHicS
ZED, 30 cnORIHHEL LEKOEMONE) 2HE Lz, HEOMHD B ES)
EiX, 60 2B HE L=,

(OHAEB L URER

HEIX, HioonWTikSs 1 (&58GH, #5881, 7, 14, 21, 28, 35 BLW
42 HYWMZBE 7 B 14 H, BIZHKE5 1, 78X 14 H, #4&0, 7, 14 BLU
20 HEWNCIHE 0 BL U 4 Hic, FAEFHBERHL LRI ZHOMERIZ >V TIXRR
2irbianw=, #LRUHICHE LR, 352, H#EEIBEHICHEL =, BEE
X, REMEHICADY T, F—YZCICRAFTO 24 KEFAREBEZHE LU,
7ZiEL, BEEBORKAEDIZ, ¥TIXR541H, #ciIWME 3 8, EEHTIIRNE
13H& Uk, XEAMAPOKE 21 BLU 28 HIZiE, REOBIMZL T RWEHEDE
HBEFAELRP 27,

(O DA M E

BEIZDWT, BlE - SRORHIRICS 2 E, REdRIO 2 B ZE TREMB ORI H
BINDET, Giemsa REIZKZBIEBHEIEAZER U, FRICX D HERIBIBB O
EEIToZ
(2B B Lk B ER

RBCH] 2 BEIOKR S 2T (185 15 HOFE) LEHMERE-BAT 1IN 1 OMA
Go¥2AED, 2AREEEL LTXRVIHERIIN D ECHERKREI ¥, REREERH
EEE—ERZ (9:30 H) KREOHRETY, REXR%) [(RESYWE/ AESY
BOX1001 25 L. ZEIX, BRERD 2IBETOBTOERICLIDREZL, #
wah/-HZEROHE Uiz, HHREBOBE SR UKL, SO T ISR
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hEAZBEOHE L. REBILUIROBEZERS»S, SHIIOVWT, ZHBE%)
[(ZREERL,/ A RART IR0 X 100], $EAREIF (4R 0 HA 50D T AR I Wz H
FTOHE) BIUHER%) (4R HEEHER/ ERIER0 X 10012 HHH U/,

(S HEDIRIRE

HiooWT, #5 36 HB L UCRIERICOWTXEER 9 HIC, BEN 3 KRR
—PIINAEL, BohERIIONT, ABloBIE, HBRKE (SVF1 X7 1 v IR,
NA D) - =R att) 2L B pH, B, Y287, ¥, 7 hUE, EULeEYB
X ne) ) —r Y oM REIL B O®E (URI-CELL W%, ¥ 7V vy
FIihnzadys b, TRELUTHEKR) 21727/, 512, 18 KEHNALTRHRLN
FERIZDOWT, JRE, LE (BIfar, = PHAt) BT F M) D ABLTA
DL (BMEEESTEE, NAKL 132, RlEN TR 2HE L.
(DM FRE

BRRSOEHH 3 WX MEMER TOROOMEIERIZ, =—F )V~ THREL
THRAERE DERIM L 7=, BMIRTHO MRS IRK DRI L, KOAZIES Lz, FREL
L7=1mkik 3 28 L, 20—k EDTA-2K ¢5RERHIFLEE U, 2IHE B kaHEE
& (E-4000, REEHEBETHASA) Tk, Finsk (EKERAR), mMEaR
B (GYVNEHEBF NI LAANETTOELE), AT M)y ME OOV ZBEAR),
PSR, THRMRMERS, FYRnKknEaREE (ML, 3FEE), ail
REE Kot (MLE, BRIEFRHAR) %2, FAEHERZER L TRRIRIT
PR (Brilliant cresyl blue $¢8 U THMK), N1 > V/IMRERERMERE (Neutral red
brilliant green H:@ U CHER) B LFAMIKEZE (May-Giemsa 3¢t L THR) %,
IBIZAMAEZOEVEE (Evelyn-Malloy £¥) 2HIE LR, /=, MEO—
Z 38% 7T VBT M) Y LA TCHEMIEAE L TR 2T, mRE Qe EE
(KC-10A, KkKE7 ANV Z3) kb, 7obror ol (Quick —BE) B
WS PO VRT S 2F VIRHE (=5 7V BEMLE) 2HEL =,
SMOiiR R (et e

BRELL =IO —5k» 5 MGz 5 L, ELFBEMEE (JCABMS&E 1) F5
4 YP—, HEABFHAM) Tk, By o7 (Ea—L v b)), PVT7 I (BCG
%), AIG It (BH5EME), 1B (GluK? -G-6-PDH? ¥%), BaL X570 —)V (B&Ek,
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CES¥ -CO¥ -POD¥ &), bV 7 V&5 k (B#, LPLY -GK” -GPO® -POD? ),
BEUNEY (VPVH), REER (YL 7—E-UVHE), 7L 7F=> Jaffe ),
GOT,GPT, 7 -GTP,ALP(3{ I ,JSCC?3), LDH(SFBC # 1) ,ChEBTC!-DTNB?
%), BT A (OCPC ¥%) BLUEERK) > (&L, PNP® -XOD -PODY &)
%, FrEREHBOTEE (NAKL-132, HIEWN C#EkNtt) kb, FhUD
Ly, A DLABIUIEHR (ML, 14 &E%) 2HELE,
D Zhya¥xr—+E, 2) Fa—2R-6-Y) VBERKERR, 3) JIVATO—=)NVIATZ
—¥, 1) AL ZRFO—NTF Y, 5 INAFLIY—E, 6) VARTOTA L) -
¥, 7 ZUto—Fi—E, 8) L-a- 7)) it ¥ ¥ —+¥, 9 HEABEELFES,
10) 752 RAWEREWFES, 11) 7FINFAVY, 12) 5, 5 -PFFER2-= bOR
RERE, 13) TVVRILAY RRRZ2US—¥, 14) FHLForxT5—¥
(11)ERBLUSREER

HOREEREMIEIRS 42 HORH, MTRI2HRLHEIRHATD o FILHE 5
H, ZEOMK Uid > @I RZEHME THR 24 H (&5 52 HORH) , 2B
LizDRFED 4 HEE THMMBRD O NP 26X ZDEH, £/, BHERICD
WiREE 14 HOBRIC, Th2hT—F7)UKE FCHRILER L, £E, PAOERFIE
BLUAESHERE 2 NIRNICRE U, £/2, REHEES 5 ICoR, B, &%, W
BR, PR, M4, OB, THEE, FRBEBIAHEBETICETOBOBES XUTHEE LK
EFEE (GANEE) U, BRAOGAEICESWOMARL (ENER) 2EH LA, &
B, NBER AL Z B LT, TEABLXUCRRBIIERER ISR Lz 20WTid,
REDOHGBMB X FEOERBEZR R, HRE) [EREFEE) X 1001 2H5H L
Q2R F A

EZFIZDNWTTECRREZERI U, 10%HH ) VEBEE TV ) ik OB, BEIK
77 HTHIEE) CEEL, RELR.
(B, Filik, BRI, MR, S8 -5 (BEReEARRE, 5, B, L)
FEh:, Relk, BNk, BUE5, BEBE, K3, KSR LR, AR, F¥5%8, OiE, 75,
HEE (B8, Mafp, FERR), AeBus%, S8 (KBEE), Vs (BEERY v
| B, BBREAEY > NER), TR, OfPIIREE B )
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SRR RRAIT, N EEER X UF 250mg/kg BEDIEMEE 5 I TNC 250mgrkg # TFE
BENEEE (VEER) AOZhSFRERBICDOVWTERL:Z. BRIZOVWTUL, 1B
FERET A 2 vk (RF—YI1-1, V, IBLCXI) dfrofz, EHREILZ
OMDOEEIZDONTIE, 50mgkg HETHEHBYEOBRGIZKHEENZZ ohZEEDH
B, IR XTI OWTHRE L. 2, SHORIRNEEIMIC DN TUHIRFIC
DNWTHRAE Lz LT OMMED X RBUIRS L2 DR FED 4 B E THdh
HRDSNa o X, HICOWTIIEE, BE LK, sizBRB LIRS, Hicon
TITRE, FEBLUTHEERZMEL. MERE RO C U, &, TERERE
JUHBEZMAE L. REX, BHIK >TSS 7+ VU EERHL, HHEREGERL
THER U 72, WEVERET 2720, BREIIEMTOHTE (V) > T —)
Befh, WMHEEB LU 250mgkg OO 2 ICOBIHIE PAS @ HIT o=,

2) HFERCET 2EA

(DEERM, MBI U RER

SRS T OWERE, REOERE (RERLECROEEN) 2H~N, SHE% (B
HFEREBIRE) X 1001%, FRAMLEREEORBICI TN EHEL, BIL
OMLERH U, £, FAERZOWT, OBNESBAROBREABER U
(2)— AR BB 2R

#HH, BRREBLCETERHETE L, DA R%) [(HFERRR S BB B E R &) ¥
10018 L UTHE 4 HEEF (%) [(WHE 4 HOERB/ HERZER 4 BB < 100128 H L
7o

GYIEN:

FAERCOWT, WEOBIC4A HIZ, BHENCESEILOREZREL, 1Ty
DOREHEERZEH L,

(AIREF A

FCHXZDEE, LEFIIWE 4 Hico—F )VKE T THRINFE S ¥, BIEE L O
BICBIT 2 FHEBEEIIOWT, ARMICHE L=,
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5. MR

BoNE9ED 2 WITEEBICOWT, NEBCOFREE (BRESKLT) 2, K
DOHETCHRELUz. BB, HERKCETSTF—Fi, 1O N2 1IEAL L.
HE, AERNE, BHE, FHBARIE, Eh, OXEDHE, KRAICHIT T8N
F—4%, MWEFREBT ¥, MREFRET—F, ABER, A, FRE, RE
FRSLHIR, ATORIAR, BERE, FRE, CRBEDNZA M) v IF—=4IZD01T,
HBRAF D 3 L EDFAIX Bartlett OBRREZ TV, SED —HRRBEE—clilE
DOAEAN EIT 20 SRR TROWIPAETICHMIRE X, RREICHBIT 5 &
WFr—%, KRR, HAER, omE, VAY, IEREFREFDO/ VST A NIV IT
— & &, Kruskal-Wallis QIEIREZIr o7z TNOOREREEERZAD LS,
Dunnett 7% U Dunnett ROMIEKIC X 5L EIE 21T o k. SBRED 2 HRIOBE
&, "ZA MV IF—=FIZDWT F REEZITV, ZOFHRSBED —H2BAR
Student @ t REZ, FHHF K TRVIGEIE Aspin-Welch @ t REZ T o2 F7=,
S UINZA NI wIF—%iE, Mann-Whitney @ U BREZITo 2. —AREEDHIS,
AF R R ER SR, MR HEEERE, JIREB LUREHBTRECBIT 2 BEMIORE
R, REX, ZWE, HEX, REMotitEFohs 3) AT —FIi220W Tk, Fisher
DOEEEEEEZ AV TRE L,
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S
1. REHKSHEY
1) —#IREEB X UFEL (Tables 1~4, Appendices 10~13)

HEHER 12 P, 50mglkg B MO 2 LB X T fED 3 IETH5 1 H, 250mglkg #F
DRI THRES 1~6 HOMIZ, BERAREHKT HESEBNA 10 205 3~6
RicHT RSN, BREHETZ2RTELOHITREZOMICIRBTESRDS
hi=. £7=%%5 15 AL, 250mg/kg BHOHED 3 LB X UMD 5 LT, #5007k
DDOFEREN TR G ERICHEE L 1 RRELINICHE T 2 HEH, %<& 1~5 HiHE
ROHNT=. 250mg/kg BEDMEHED HFEENE T B L IR T E LIS HED FRFLD FE
RECRAERENRD SN BE5PHO BRBERHE TH LR TR NICHREGE
BOWHL, 250mgkg HOMOBEBERICBWTCHRH SNz,

25, 250mglkg BEOMET, 13k G 22~24 HicHIF T, FD 2 PLiFi&s5 40 H
W, R HRENELLL, 3 R AREETHIERLR->THEEMIZEL, K
i, WRHT, 77/ —, R, FEEOEIh, H30WEHEIZED S, W
NYBFERE L R > /2= DUEBR Ul WHHICERE L ZMEOME T, 3 PLiZ
HELT, A AETDEY, RRER, REIIVEY, JL7PF=, BIALXF
O—VEBLEM)ZVESA K, 35 2 IETIEE 52 LDH, GOT, GPT, ¥-GTP
FonTheFBEPRDSNIZ,

BIEMRICBNW T, —BRIREOZELBL U TR s hiad o7z,

2) FHMREEREE (Tables5, 6, Appendices 14, 15)
#e5a1, BEMEDB L URNEHRDOSKRAOEERZE LT, BRREMLIZRAD

shizh o=,

3) R AHEEMA (Tables 7, 8, Appendices 16, 17)
BECHEBSIUVEE 2ZETCOREICIBNT, TETZHOIAEDP -,

4) AHEEMIE, BB X CHRHEEE (Tables 9, 10, Appendices 18, 19)
250mg/kg BT, &5 MR TIRIER CIIMEM & b eI RIE S OREEEAA S h,
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HEORIBBAICXARZDPRD SNz, I 5ICHHED OREHRIZIARENSR
hiz. £/, HEFOBRBICBVWTHRKOERIRD SN, EOMBREIB IV
HHEOEREEHBICARENVED SN,

EEBMHOMETIE, e BERRE(EED SN o,

5) fRE (Tables 11, 12, Appendices 20, 21)
250mg/kg BECHEIL, RABERROBBECEREIZDShiRD o= b DD REE
TE->CHB L, #5HRMOGEMNBIIARREMER L, BIIBWTHH
CEM U ERHRO SN, Rl 14 HEOGEMMNBIZARREMERZT L. &
AR B K UHARIHEE 4 HE COMOKRER K UEREHMEICIZAERRELIEE
Hohah oz, £/=,250mgkg BOMOBEEHORE S NBEEL TH > THEL,
#5835 HEMR<HES 14 HUBOKRBICHREEIRD 5 h, BE5HRHPOKERNE
FXEREIRDOSNRP o= ODEMEERIZH > /=0
FEHEICBWTIX, 250mg/kg BHOMIXAEMMBANBHEEZERICERD, [
BHERFROL SN, HOWEHEBEMIhORBEICERZIRD SN/,

6) #fHE (Tables 13, 14, Appendices 22, 23)
250mgrkg T, HEKR5 1 HOBRMHEIFRREMEZ R U, TIXERLRE
XD hahol. LALERYS, HOBEHTIIERS 1 HOBHER, 582X
BHHNRL o2 ODEMBMENICH - 7=
[EEARICBNTE, BIXEE 7T HHORMEFEFEREEET U, BORBEHT
XERBREMZED SN Dd 5T,

7) HEDRBZ (Table 15, Appendix 24)
BEHRHPOBRAET, 250mg/kg BCREBORBERENDRD S, REEEL N
AVDLBLUS NI DRERABRREMEEZRL, F b)Y LAEE S EMEEDICH
Sfze LALRDS, AVTABXUTF MY YLD 18 BEICBIT 28 BICIXE
BRELCERDSENRP 024 V371220 Tk 50mg/kg BT & HERIKBHT
SN, BRTF—VICBIAEEGRAE “t~+" T, 20 62%k “+” #REL,
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ER&EHOHDTH o7z,
FEHEPORETE, BEHHTORECED Sh-ELEEDShT, T Y
hREEOCABRREMEOADPED SN,

8) Ik F#es (Tables 16, 17, Appendices 25, 26, &5 —4% : Appendices 42, 43)

250mglkg B CHICRMREB LT MARBEOETRERED, ~F b7 )y MED
DI IR AR B BB L A PAE/ DV EEOERREMPRD SN,
THRIMBRARIE AR EM, FHRIBRMAREETEEREEER L, £,
RROMHIZBNTY, A PAETDEVEEOARREME L THEARARIIERE D
HEARH SN, BB, O~T b7 Vv MEIZBWT, 2mg/kg B CHE R KM,
50mg/kg BECHB R BMEIRD LD, BLICHEHERANEED ST, Wihd
ERTF— BT ZEHEMA (Appendix 43 BH) OiTH b, BBYWHOK S LI
IRBIR AR MAT R & HIkT S Wiz,

HERH T, FREBEFEHICERLRZMEZRD WD o7,

9) Mk 16EMRE (Tables 18, 19, Appendices 27, 28, #7357 —4 : Appendices 42,

43)

50mg/kg BETHEIS, MOV AT 0 —)VOFBEREMAED 5 hi-. 2560mgkg BT
i, IR L 27 0-)V ORISR s h=IEh, BICEE) L oEERYE
m, I GOT BLUREV NV EY OFRREMIED Shiz, 2B, HRYHKS
EROHD A/G IR AT 2RI SEEmIZH D, 2, 10 BLU 50mg/kg
HICERZEVFRD SN, B ICASHBERESHNT, WThdBERT—FIZ
B SLEHEH (Appendix 42 Z2H) OETH Y, HBRMEORS LIZMBIRRER
HIFF R & HE Nz,

HEHTIX, FRAHEECEBRLREMERED S hizh 7=,

10) & (Tables 20, 21, Appendices 29~31)

iR Z L X B RHICBE N T, 250mg/kg # T 6 PErEigo RREA 2 T, BiRO
REEH 1 IR 5N =, BERONEME (k) HSrmEEEc 7Eh 1 s
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X U 250mg/kg BT 1 ILICED BN KL, SHBLUHE DIEFATH o i
BOWTRELIIRD S NR Pz, —77, 10mgkg B TIED S NREFKILD 1 4}
TlX, M SZIIED SN oz, RRBIZFKSZ LIz DR Uik b o 20 BHO
L BET 10mgkg FHD 1 ACiE, WIhborEic EREAZEL = PEFEDF
BREOKED, £z 2mgkg B0 1 W TIEZEICEEONRYL (W) »ED SN,
50mg/kg B£D 1 XB XU 250merkg FHD 1 X ClIMER L EIFR DS o7,
2, 10 BLV 250mgrkg FETH 1 IRICRD S W =40 HE 2 RETCOMICIEZELIZERD
s>l

5 I AT BEREIRRE & 7 o F= = TR U 7= 250mg/kg #FOMED 3 ILTIX, B
B LRI /NEEB X TRIBORBEBLE L RO, 35 I8HoXREL
A2 B X URHEDO RBLD 1 PLiZFRO 5 hiz,.

EEFFICBN T, NEHED 1 HOXRTEVIOEEZEZDT, WThoM#IZHE
fLix@Z s>/,

11) 282 EE (Tables 22, 23, Appendices 32~35)

250mg/kg #ET, MEMEICEERE, HEICHFRE, MEICHAREIROMM &R LU EOM D
HENB L THNERBOWThIEFRREMIRD SNz,

"P, WOEIKT 10mg/kg FIZMHNEE, 50mgkg BTN BLUOHNERDE
BREMPRD S NEH, 250mgkg BHTCREMEZZDSNT, HEBHEBENLRFART
o=,

REHTIE, FFEEOERICELIEZRD SNl o).

12) JHERFIRE M7 (Tables 24~26, Appendices 29~31, Photos 1~15)
(D) E&E8
A HRHEERDADBRE
HBRME ORGSR T 22800, i, BES X SRR s hi.
a. FFB&
FHAIIZHER A% 50mg/kg B CHE 1 T, M 1 DTz, 250mg/kg BECIdHE 4 IS X oo
3D SN, 250mgkg HOEDORREIZIHBEIRD SN JEK LM
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JalZ/NEROHICRFET 2 BEEREMNTH o/ BIER TILHED 1 It THARIEX Y
BELTWERZOMOEBMICER D SNT, HL pREEHEAIED S, i
FEAER LIS, BUNASEIEE & O BIREIE AR 5 Wiz BB R BT T, BRWE
D¥ch5 & DBEEMIIFEO S had oz,

b. B

FHEFMFRAE DR Tl BB OEEH 1 ILiZ 5 U T 250mg/kg BECIIBE TV
GRS UL, HICBWTH 260me/kg FHICOABERMD 3 ILRD SN, HEHE D
YRR D BB IR D RD S hi. £, EEECIHBHEENED 3 L
BLURED 4 ILICED SN, HED 1 ILTCIEIBBEREZHE > T2, I 61T, MEEED
HEOEMRAE FRICIIM T HPBEICED SN 2H, 250mg/kg BETld 5 ILEHFIH8
HEELRELERL, HFEOMMMAEDBNE. /=, 250mg/kg BE ¢ EIC gk
REC BT 2EAAELHED 3L, RABEOVEAMNENIED 2 TLIZZED 5 hiz,
IhHDEMD DL, HOFREMRMES L UPEER FrEEIC O EEED
RBEFICZEREIAD SNz, MMEEECI, M & PR RS S L Uy s
TG LT ed, BEREGNWEELoRED S nEEm s EbI, X200
BRSO SNT, EEL TV,

PEOZEALITMA T, IR A R, REY O BRRESHIC, HEEERE
BEWEMPEICED S NED, RBRYEOR S L oBEMIZZE D s b o £,
FETHEARAE L DIF Rt MEA DS 50 BL U 250mg/kg BFIZ, HETIAREFrAIkEHs
250mg/kg FHICRDENED, WThy 1~2LOFEFHT, S v MCHRBERIZT
OONDIMATHAI LS, HRMEOKS L IIMERAEL LM XN,

c. MR

BIEDORBBEIC BT 2TV T ) L ikER, B CREELGAIPEECH =D,
50mg/kg FHDOHED 1 PEIEKIC 250mg/kg BHOHD 5 LB XD 4 IKIZiZhZED
WE DB 5 1,250mgkg HOMHD T HELEORBRICITEBEIAD 5N,
Xz, HET, RESEOBNBIIZHBE 2 ST 50mg/kg LT OB CIZLHIHEREC
Holeh, 260mgkg H T 3 EHPEET, BAEMOTTEMEANRD SN, [l
EETE, BEOANTY T VikER L OSSN FTE L & MEERIED S h
7z
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d. Z0fbDHRE

HEREEE L U 250mg/kg BEOMEHED B Wik Z oW Thdlc, OBRELBILES
LEFEAED 20 Ev 707 —VOERECICHBROHMABRED shih, BE,
o, MENRET, ZRMEORS L OMEHIIRO Shah o/, £z, D
ORI ERENAERD Shizd, REERE P RICIERERD S hi oz,
B. IR HE

BBRYEO®RSICERT 22, Eoshiahof. MRZBILEEECEN
T, 250mg/kg B CHEEOEMEERL 2 08 (RN 108, FHAE1E) KEDsh
= RBEEC S L () DS h, BTERY A 7 VERETHARREL
AOOhehofze £, FIRBITBRICELBZRDSNad o7z, BB, MR
HOBREREHMEZEI TR LAROKEER HEAENBE FORD ZE > T 2. Bk L,
SHPCHE O NERTH o 2 ETIE, WEBITFFICELERED SN Rd o7z,

—7J5, NEEBXTU 10mgkg #TROLNERZRIIM LU ZDER LB oZ2F
NZN 1N, WIh T FEOMERICE S B 2ER Z FERIRB X UW
JE L EREMNMEDSN, 512 10mgkeg BHOFIOHEIZIIBROENE EH D
BHBENT. 2mgkg HTEDENETHD 1 HIZBWTH, ETHEDHENE S
BLUKHEERE HAOKE LABRBE THDPED SN 10mgkg BFTRHOSN-R
RAMKIZO 1 M 50 B LT 250mekg HTHD SN ETEDE 1 X TIEMEHED
EREERBEB IV O FEEAICEMITEDSNT, 10, 50 BLU 250mg/kg BT
F1RICED SN =B RIETCOMICEWN TS, IIE, LIRS X UTEARICZEL
RSN (RA Rl

(2) VhEREREY

F5 BRI OB L 7= 250mg/kg B D 3 PE T, RO N ER O ERERE R
20, BROUEAMKMERIRSD 3 T, FLGEEIEHN 1 T, BIgOBNEE L
NEVT Y VIREN IRICED S 0T, FIRO ZEERE, BES X0 U Fo
D 2 SRR AL U BB O B EHIREAE K % 3 ILiC i@ L TRy s h =,

-17 - Study No.02-237-2




2. LRt Etk
1) BE#MmcRIZIRE
(1) #E%E#E (Table 27, Appendices 36, 37)

BADOBHISRZEMETIIBWT, NEEO 1 I (B)&S 505) ZFRVT
2 3.7~5.5 HTRIE & MF L, MNEH2SUEREHOTFIMEIZ 4.0~4.2
HTd b, ARRELEZDHONRP 5=,

B, NBEO 1 KL, BRI COMERRERTH > =0, 20EHD»S
A ATBHBFEBREHE 2D, 13 HELBERICHRBSREE L=,

(2) ZREERBLUZIEE (Table 27, Appendices 38)

ZEIL, 10mgkg D 1 M ERNTEFITHILL, REBMZ I TICET2HKR
SRHRIC D EEREERO SNRD 57 10mgkg HOZRTRI DML, 225
B E COMAMIZIERTH v, ZERLE (0 B) IcFHERH T (D) Hg2r Uk,
RZFELHH OBIRREIC B\ T BB 2 HD S BIGIR LB R L, SEcEIshE 14
H (ZEHETH) CRBEMIRBRELIZD Sz ERTRIE, MBIFEZ2SCHE
S TENZN 1 HTORDONz, Thood, XEMAINZHORXATE
DFERE I (D25 I(IV)OH g ERT H D@EWET 512,537, FAEKIEH(V)
BT dOE 560)BLURBERY I (DBERTHD(E 519, 553)T, 50mgkeg
FOME(E 553)i%, RECHIMGE 2 HX D BEBRIEM DL, BENH(1E2E
3, REKTHIZREVSHERIN=.

(3) EkE, FHRMIB L UHEIKE (Table 27, Appendix 38)

250mg/kg #H T, AARBOEKMEHANRD Sh, FRBIIABREEZRLUED,
ERFICIIZEMGERD 5N d o /=0 50mgkg FHORARE & CERE S EMEES
1B o ts, BERELTHAD ST,

(4) HiERB X CHEGRIAM (Table 27, Appendix 38)

MNIEHEZ I b0mgkg LTOBTR, SBLUEHYORFICHELNRDO SN,
250mgrkg FICHBWT, AL = 10 L 2 PLid s siaiic SsERRECULERBRR Uiz,
250mg/kg HOLHE U MHRBYICIX, ST HEIBH SN, HERIE, £
TOBTI0%TH o= Eiz, FREBIICHIERIRD SN2,
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(5) o L UTHERRE (Table 27, Appendix 38)
SHREOREIZRD S Nk oz, WEREIZOWTL, 10mgkg B0 1 1L,
50mg/kg @ 1 LB XU 250mg/kg FED 1 ETWTFhyLRHPEE 1 HETITFETL
=55, ARMAENRZETRAER . JhsDOREBPE, WIhd HHEHET

@J&(‘:Btﬂ#?t’.o

2) FrERCRITT RS
(1) 45FMHE L UMKRE (Table 28, Appendix 39)
250mg/kg BF O HE RBOXEMELERICH D, ME O HOERBUXARREEZ R L
o MIBOHAERGODEMEMRICH 52D, FREGFED S N>, ML
EEGIZRDSNZD D,
(2) FRE (Table 29, 30, Appendices 40, 41)
AR 10mgrkg T 1T (FEBIE 0.7%) BL U 50mgkg BT 1L (0.6%) @&
L fhid, WINhOBHIIBWTHARBLIVNREEZ2ET 2 REMIIFTD SN
BPol. AIRERIC OV, WROBERESHBHZ A0S (1.83~4.2%)
W2, ERFBIRERD 2 mgke B (0.6%) BLU 10 mgkg B (0.7%) 12, WEATIRE
DR SRERE (1.0~2.1%) 12, /2, REWIED 2 mgke # (06%) TOD
o, INCONBERZET 2 REBYNI, WNEETINK (5.5%), 2 mgkg
BECTIC (4.4%), 10 mg/kg BT 6 UE (4.2%), 50 mgkg BFT 5 IE (3.0%) BL W
250 mgkg BT 3L (2.7%) TH o720 TNOSDOHBEADRBERICIINBE L
BYERSHLEOMICARETRL, £=, ARICHB L MM RD 5Nz
Mok,
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% R
1. RERSGHEHICONT

SRAFNT ) L OFMIZDONT, 2, 6-VAFINTVCORMEKTHS 2, 3
-1k, 2, 4-kD BRUY3, 4-4k 05 v bTOREERSFEEICOVWTIAS N
THEH, IhsIHE L TA bAEY 0 U MEICHE S Bt e R L Bt
Al & B ¥ 2 8 MER-AMS O R B 2L oI N ER OB R 2 Rt &
T BT 2REPEDENTWS, £z, BICBWTR, 2, 3 - KTHHE
BB K CRMIBIEREFOEL, 2, 4-KBXU 3, 4- K THROEAMKME LEZOMH
FREEMHERD SN TN B,

SEEHBLE2,6-CAFNTI DTy FEAVS 28 HOKEROKRS5E
HERICBWT S, Mk, K, WK, FRS NI 2HEREENRD SN,

M3 3 % EEICDNT, 250mgrkg BFCHEMEIC A MAE S D E U EE QMMM
BOHN, IHITHETIHARIMIKE, MERBEEBSLTAY M) v MEOB/DHER L
W EHYHRIMRAROGEB L YRR AR EEOEENZEDH S hZ. 2 s
DA MAES D EVMIES X TEMAT R & B U T, BRI R IR OB T & i
TAHENEDT ) LIEOHWMPMHEICFED & iz MEAELERE T 250mg/kg D
SRS ST =REVIVE L DEMG ,, BABDIFIRICN T 5 BICMA T, FRIMKOD
ML B LB L TCH AL EZI 5N 5, & 50, FBETHERRIROMY
IO AR LS, BRI D BEANE M R O IR A IZZRD S h, Th S IRAMIC
Ny HREROEMTTEEZ RRT MR EEL OIS, $£/2, 250mglkg FEDOMEMHT
ROL5NHIREBOHEMIE, Zhs OREHMFNELICL2bDLEEbh 3,

FHRET I AMEWIEA MAETDE VIMGECLES SmEAIMZEHEL 7, #id
DREMARICBNTHBMHEBMORRIPERINTNIEN, 2, 6- P AF VT
BN THMKICN T 2 RIKDOEEEZET2HDLELIS5N 5,

728, 50mgkg HTHRBONEYT ) VIEERNBHTRO SN IREORE %
LR ZHED 1 IRETOFH, Y%FIO MkFREAT R IE# &M (Appendix 42 Z:48)
DHDT, HEFHIBVWTIRBEDOANEY T ) VIRBEHFHIBED 1 EICH3ED SN
TWB s, FRVEOKRSICL MBI T I2HERREBT 2D TIIRENE
Hrxhiz.
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FFRE oA 2RI DWW, 250mg/kg B CHEICHFIBAE N E&OEIMAFE O SN,
HREAS A IR /D EER O IR RE R A 50mg/kg B CHE 1 T, i 1 PTic,
250mg/kg BECIIHE 4 IeB KU 3 IRICFE® SN2 MRELARET 50mgkg LA
LOBTHICED SNSRIV AF O —)LoMNB XU 250mgkg BHTHICED S
hi= GOT BIUREU NV EYDIEMe, HIRICN T2 2B EBEET2ELEERS
hd.

BRICN T 3 REICOWT, WEMEMRPEE T 250mg/kg T O IC FLEEEES &
PCEESINZRKMEDOHLES EEZ SN2 REERAEOHMMBED S, I 5
TR R E LR O FROEMNE X TEH M, I TIXRME O % AMAITE
HROLHN, WL SBRMENEEZSEEZTR Uz EORBRETHEICEOSh
REOWMPIMEZRETHICED SN MY L olmnd , Blgicy§ 38%
CEEET AL EFE IO N S,

BB, ROLEEWIZF MIT L, AT A, FU 0BT b REEDKE
HEIEREOWMIES BOT, F M)A, AU LD 18 KREEHIBICITEL
FERoshah oz,

PAFNT ) OBRICHNTIEELLT, AL ELSIC 2, 3- AT
EBLVCRMEHREOE, 2, 4-EBXU 3, 4- A THOELIRME LE O
FHEENPRDENTNEH, 2, 6-ATIEINS 2, 3-1kL 2, 4-HKBIUS,
4-FTRDENZEMONThINRDSN,

LULEDEAGIZINA T, 250mg/kg B CHEMEIC IR SRV O 2 B R EBK TP
ARk T 1, BAB L CERENEOKMES K CEREMMOWENED & N=1Fh, 1
D 3 IS —BIREDE(Z M > CHFEREL > - - DUTHBR L. 2h b
OEWITIIEFEY TR 5 W= 216 L BERIEL U =B, Sl L BBy
BIREZZE L, A AT/ EVMEE ISR E ) IVEY, B2 L 2570—), b
UZ V>4 F, LDH, GOT, GPT B& Uy -GTP OEEE DR #EED B ¥ % R
TEAMRPEKRBREBIV I L 7F oV ORBESOBMEDRE 2 RBT 2/ AN
RObNTz. iz, BIBOREMBIEX, WO EERHL IS LU0
D) U NRMEEREEFZD NS, TN OBLXEESY TCIIRD LTV
NWILhS, HRMEHOBMAERICRBE LI LICLA R M ROFERENRZE S
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kB bDLHEIND,

iz, Mz FRR oMM EREMAED 5 N2 HEERZNICEELIZRD SN
T, BEEERTRTAMATRRV LI N, 512, BECRENFZDLN
RO SEBORLTH Y, FRERBRTHIHRERIINTIRELETRT 2%
EHADOENTNRNI DS, HRYHEOBHELBEICL2IDOTRR LS, HFHRIC
NI BTRRICEEESND,

50mglkg BHCBWTIX, MEMEIC HFEREK T B X OB AL RS, =512
HEZIZR L 27 O0—)VORMMHRD 5 h, ZBRYEOKRSIC X 2 H#EREFERIC
BHRLTNDHDEHME NIz,

BB, BORBRETY VN7 BEOERMIZED SN ERBHOE(T, MBH
DBRPEMBERICH o itk B LD, BT SR ED S AN >
Tehs, BEENERERV OO LI N, £k, MEFIBNT, Rib7 b
AEE OGRS S, RS OBE TR Shah >72EbTHH,
FHFFREEZ 50 %,

2. BMEEBEEICONT

BEITH LT, 250mg/kg BETEHABOBKMEMEN S L OBKEOABRKMEHR
Hoh, HEOREBWICSNTL, BLERBOEMEER S L ERBOARRKHE
DR LHN, ThE ORI, RICBIT S-FERD 5 WIEBERICN T 240 5 2
 OREERTBLTV2HDEEZISNDY, WRBLUTEAZELEMRBRUA
SWREE IR ENELCIRD S 0T, REWF 2L ICT 5 2 Lid sk
Pz,

%E, AEMHBIMEDRSD 5 NRWREARRILA, HIRTENLHIE KT RETCO”
BB EBRESHICHENIIRD SN,

10mg/kg FHOD 1 @D BN RBARSIIE, HHE HIOREZNRETITEDS
N, HIEIHAERECHEL, S, XA PEREEOINKRIBIC X > CEtTREERE L~
O CHMizh, ChHARETIRVIORRICR>EH0EEZ NS, $/=, WEH
DEEIZBNT, RECHNCRBIRIEIDH 12 BREAEHE L= 1 R oW aiTEL R
LDt hi,

-22- Study No.02-237-2




FERAR PN BEHE2SUEREFHTEAZN LN T ORD S N, YT
HRBENRFEIRD ORI ok, SRBWEETHZL 5T, SROBHETIC
2RMPEC LB 10, 50 BR 250 mgkg HT 1EIT2H6N=D, W
he BREBIUCTEAZEDLMABECEBTELRED MR P LI NS, &
5 IR EBIR R ARRHIRT R & kT S Mz

REicBndid, RMERSHTORPIONARRER D, Iz, yEEZE0E
REFHTHRERBASNED, WThd BRBENICEDOSND DT, HEEKIZ
AREBIUARHEMAK RO S NN & H 6, EHEMZ R T 2B TR
LTSNz,

PEDEREPS, 2,6-VAFNTZ) DTy MAOREZORSEIC L 2HEME
EH, Rz, R, BRSLUCEEZFCZOSh, S8~ OREZS T3
FEE (NOEL) IZ#HEY ©1C 10mg/kg/day LSRN, £k, HEHBYOEM
REICX 4 2 M EE X 250mg/kg/day, MEREMIOERER LT REMIOFHELEIZDONT
&, BRBOEMAS X CERBORMENZED S H, BEERIZWVW T 50mgkg/day
LHEmE Lz

-23 - Study No.02-237-2




X Bk

1) 112394 OfL#w& 0, pp.668, {LFTHEHMAE, R (1994).

2) Richardson, M.L. and Gangolli, S. “The dictionary of substances and their
effects, Volume 3(D-Dim)’ pp.592-594, The royal society of chemistry,
Cambridge (1993).

3) IUCLID (International Uniform Chemical Information Data Base) Data Set,
EU (2000).

4) HERES, (LFWEBERBREE, 5, 133, 1997

5) FHRES, MEXRA BEEVMRZLZEUET MAER ERES 01-168,
2002).

6) HLtEz o, (LEEHERRRE, 3, 143, 1996.

7) BAFX, TEZE- e BWMOES-1, BESMK, p708, 1982.

8) HABIPRHEF®, “BUHREMEY", 71 <Xy Z, 2000, pp. 383-433,

- 24 - Study No.02-237-2




2,6-CAFNT=) DT bEHNWS
RSO EENE - AR EeEHER

(HBEE:02-237-2)

ERERESEE ISTECREIA
(3 - B EEHESR)

MEREN SR YR E LT




2-L€2-20 "ON Apnig

Body weight(g)

600 -

590 -

350 -

~d
N

—o—0Omg/kg
—o—2mg/kg
—— 10mg/kg
——50mg/kg
—¢ 250mg/kg

Fig. 1

T T 1 T T 1 L

7 14 21 28 35 42 42 (0) 49 (7) 55 (13)

Days of administration (Days of recovery)

Body weight changes of male rats treated with aniline, 2,6—dimethyl- in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test
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Fig. 2-1 Body weight change in female rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test
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Fig. 2-2  Body weight changes of female rats of the satellite group treated with aniline, 2,6—dimethyl- in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

% : Significantly different from control at 5% level of probability
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Fig.3 Food consumption changes of male rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose toxicity

study with the reproduction/developmental toxicity screening test

% : Significantly different from control at 5% level of probability
*k : Significantly different from control at 1% level of probability
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Fig. 4-1 Food consumption change in female rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
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Fig. 4-2  Food consumption change in female rats of the satellite group treated orally with aniline, 2,6—-dimethyl- in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test
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Table 1 Mortality rate of male rats treated orally with aniline, 2,6—-dimethyl- in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

Dose (mg/kg) 0 2 10 50 250
No. of animals examined 12 12 12 12 12
No. of animals that died 0 0 0 0 0
Mortality (%) 0 0 0 0 0
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Table 2 Mortality rate of female rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test
Dose (mg/kg) 0 2 10 50 250
No. of animals examined 17 12 12 12 17
No. of animals that died 0 0 0 0 3

Mortality (%)
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Table 3 Clinical signs of male rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

Administration period

Recovery period

Dose (mg/kg) 0 2 10 50 250 0 250
Fate TK FP (Total) TK FP (Total) TK UC FP (Total) TK FP (Total) TK FP (Total) KR FP (Total) KR
Clinical signs Grade No. of animals 11 a2 11 a2 101 1 (12 11 1 (12) 11 (12° 4 1 5) 5
Decrease in locomotor activity - 11 1 (12) 1 1 (12) 01 1 (12) 9 1 (10) 0 0 (1)) 4 1 &)
+ 0 0 (1)) 0 0 ") 6 0 0 ©) 2 0 ) nmn 1 ao* 0 0 ) 0
Ptosis - 11 1 a2 1 1 a2 101 1 a1 9 1 10) l (3) 4 1 5 5
+ 0 0 0) 0 0 (V)] 0 0 0 (0] 2 0 @ 9 0 @~ 0 0 (1)) 0
Salivation - 1 1 12 1 a2 o1 1 a2 11 1 (12) 8 1 @ 1 (5)
+ 0 0 (0) 0 0 ) 0 0 0 ©) 0 0 () 3 0 (3) 0 0 0) 0

TK : Terminal killing. KR : Killed by design after 14~day recovery period.
UC : Animal with unsuccessful copulation. FP : Failed to cause pregnancy.

+ ; Slight. - : Negative.

a : Include 5 rats of recovery group.

*% : Significantly different from control at 1% level of probability.
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Table 4-1 Clinical signs of female rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose (mg/kg) - 0 2 10 50 250
Fate TK NP (Total) TK NP (Total) TK NP UC KL (Total) TK NP KL (Total TK NP KL KE {Total)
Clinical signs Grade No. of animals 1 S S ) 11 a2 9 1 1 1 @2 100 1 1 (2 7 1 1 3 (12
Decrease in - 11 1 (12) 11 1 (12) 9 1 1 1 12) 8§ 1 0 (9 0 0 0 0 0)
locomotor activity  + 0 0 0 0 0 0 0 O 2 0 1 1 0 "
0) (0) 0) 3 (12)
+++ 0 0 ] ¢ 0 ] 0 0 0 0 ] 0 0 0 ] 0 0 0 3 ]
Ptosis - 11 1 12 11 1 (12 9 1 1 1 @12 8 1 0 9) 4 1 1 1 )
+ 0 0 @ o 0o (0 00 0o o0 (0 2 0 ) 3 0 0 2 5"
Salivation - 111 {12 1 1 12 9 1 1 1 (@12 01 1 12 6 0 1 0 (N
+ 0 0 0 0 0 (0) 0 0 0 0 ) 0 0 0 (0) 1 1 0 3 (5"
Cyanosis - 11 1 11 1 (12 9 1 1 1 (@2 10 1 1 (12 1 2
+ 0 0 (1) g 0 (0 0o 0 90 0) 6 0 ¢ (0) 0 0 0 1 (1)
Prone position - 11 12 11t 2 11 0 1 1 (12 7 1 0 9
++ 0 0 g0 0 0 0 0 0 0 0 1
(1) (0] ()} (0) (3)
+++ 0 :l 0 0 j 0 0 :l 0 0 0 :l 0 o 2 ]
Hypothermia - 1 1 (12 n 1 1 9 1 1 1 (2 1 1 (12 1 @
++ 0 0 0) 0 0 V)] 0 0 0 (1) 0 0 0 () 0 0 ¢ 3 3
Reddish tear ~ 11 1t 2 n 1 a2 9 1 1 1 (2 0 1 1 (3 7 1 (10)
++ 0 0 0 0 0 (0) 0 0 0 0 0 0 0 0 (1)) 0 0 0 2 @
Weak resipration - 11 1 (12 11 (12 1 (12) 0 1 1 02 7 1 1 1 o
++ 0 0 0 0 0 0 0 0 0 0 0 o 0 ¢ 1
0 (0) 0) (1) (2)
+++ 0 0 ] © 0 0 :I 0 o0 0 0 ] 0o 0 0 ] 0 0 ¢ 1 ]
Soiled perineal region - 11 1 (12) 11 1 (12) 9 1 1 1 (12) 10 1 1 (12) 7 1 1 2 (11}
+ 0 0 (0) 0 0 0) 0 0 0 0 (1)) 0 0 O (0) 0 0 0 1 (1)
TK : Terminal kill on day 5 after parturition. NP : Non—-pregnant, killed on 27 days after copulation.
KE : Killed in extremis. KL : Killed because all pups died after delivery.

UC : Animal with unsuccessful copulation.

* ; Significantly different from control at 5% level of probability.
*% ; Significantly different from control at 1% level of probability.
—: Negative. +: Slight. ++ : Moderate. +++ : Severe,
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Table 4-2 Clinical signs of female rats treated orally with aniline, 2,6~dimethyl- in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose (mg/kg) 0 2 10 50 250
Fate TK NP (Total) TK NP (Total) TK NP UC KL (Total) TK NP KL (Total) TK NP KL KE (Total)
Clinical signs Grade No. of animals 11 1 (12) 1 1 12) 9 1 1 1 (12) 10 1 1 (12) 7 1 1 3 (12)
Deep respiration - 11 1 (12) 1 1 12) 9 1 1 1 12 100 1 1 (12) 7 1 1 2 (11)
+++ 0 0 ()] 0 0 (0 0o 0 0 O (1)) ¢ 0 ¢ ()] 0 0 0 1 1)
Soiled fur - 1 1 (12 i1 (12 9 1 (12 101 1 12 71 1 2 1y
++ 0o o ()] 0 0 © 0 0 0 0 (®) 0 0 0 0 0 0 0 1 63
Staggering gait - 11 1 a2 11 1 {12 9 1 1 12 100 1 1 12) 7 1 1 2 o8))]
+ 0 0 © o 0 ()} o 0 o0 ¢ 0 0o 0 0 (0)] 0o 0 0 1 60
Emaciation - 11 1 (12} 11 1 a2 9 1 (12) 10 1 1 (12) 7 1 1 2 an
+H+ 0 0 (0 0 0 0) 0 0 0 ¢ 0 0 0 0 0 0o 0 0 1 (1
TK : Terminal kill on day 5 after parturition. NP : Non—pregnant, killed on 27 days after copulation.
KE : Killed in extremis, KL : Killed because all pups died after delivery.

UC : Animal with unsuccessful copulation.
— : Negative. +: Slight. ++ : Moderate. +++ : Severe.
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Table 4-3  Clinical signs of female rats of the satellite group treated orally with aniline, 2,6—dimethyl- in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test

Administration period

Recovery period

Dose (mg/kg) 0 250 0 250

Fate KR KR KR KR
Clinical signs Grade No. of animals 5 5 5 5
Decrease in locomotor activity - 5 0 5 5
+ 0 5* 0 0
Ptosis - 5 2 5 5
+ 0 3 0 0
Salivation - 3 5 -5
+ 0 2 0 0

KR : Killed by design after 14-day recovery period.
*% : Significantly different from control at 1% level of probability.

—: Negative. + : Slight.



Table 5-1

Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)

of male rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< Before administration period >

Dose(mg/kg) 0 2 10 50 250
[tems No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 i2
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth—-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 11 12 12 12 12
Temporally in handling 1 0 0 0 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color:Pale yellow 1/1 - - 2/2 2/2
Defecation Not detected or 1 12 12 12 12 i2
2 or more 0 0 0 0 0
Appearance:Normal - - - 1/1 2/2
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Table 5-2

Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)

of male rats treated crally with aniline, 2,6—dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 1 of administration period >

Dose(mg/kg) 0 2 10 50 250
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 11 12 9 10 12
Temporally in handling 1 0 3 2 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 11 12 12 12
2 or more 0 1 0 0 0
Color: Pale yellow 3/3 3/3 4/4 3/3 -
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Appearance:Normal - 2/2 3/3 - 1/1
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Table 5-3

Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)

of male rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 2 of administration period >

Dose(mg/kg) 0 2 10 50 250
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 11 12 11 i1 12
Tempeorally in handling 1 0 1 1 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 ] 0
Color: Pale yellow 4/4 - 1/1 3/3 -
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Appearance:Normal - - 1/1 - -
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Table 5-4 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of male rats treated orally with aniline, 2,6-dimethyl- in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

< On week 3 of administration period >

Dose{mg/kg) 0 2 10 50 250
[tems No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth—nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 10 12 12
Temporally in handling 0 0 2 0 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 i2 12 12
Urination Not detected or 1 12 11 12 12 12
2 or more 0 1 0 0 0
Color: Pale yellow 3/3 4/4 1/1 2/2 1/1
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance:Normal
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Table 5-5

Incidence of detailed clinical signs in the FOB{(Functional Observation Batteries)

of male rats treated orally with aniline, 2,6~dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 4 of administration period >

Dose(mg/ke) 0 2 10 50 250
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 10 11 12
Temporally in handling 0 0 2 1 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 10 11 10 12
2 or more 0 2 1 2 0
Color: Pale yellow 3/3 5/5 3/3 4/4 1/1
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance:Normal
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Table 5-6

Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)

of male rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 5 of administration period >

Dose{mg/kg) 0 2 10 50 250
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 11 12 8 10 10
Temporally in handling 1 0 4 2 2
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 i2 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color: Pale yellow 1/1 2/2 1/1 2/2 2/2
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance:Normal
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Table 5-7

Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)

of male rats treated orally with aniline, 2,6~dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 6 of administration period >

Dose(mg/ke) 0 2 10 50 250
[tems No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 11
Slight 0 0 0 0 1
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth—-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 10 11 10 11 g
Temporally in handling 2 1 2 1 3
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 11 12 12 12
2 or more 0 1 0 0 0
Color: Pale yellow 3/3 4/4 3/3 2/2 1/1
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Appearance:Normal - - 1/1 - -
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Table 5-8 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of male rats treated orally with aniline, 2,6—dimethy!- in the combined repeated
dosetoxicity study with the reproduction/developmental toxicity screening test

< On week 1 of recovery period >

Dose(mg/kg) 0 250
[tems No. of animals 5 h
Reactivity on removal Normal 3 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 15
Fur Normal b b
Piloerection Not detected 5 5
Eve discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 4]
with feces
Vocalization Not detected h b
Breathing Normal 5 )
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow 1/1 -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal

-20.

Study No. 02-237-2




Table 5-9 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of male rats treated orally with aniline, 2,6—dimethyl- in the combined repeated
dosetoxicity study with the reproduction/developmental toxicity screening test

< On week 2 of recovery period >

Dose(mg/kg) 0 250
ltems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 b
Fur Normal 5 5
Piloerection Not detected 5 5
Eve discharge Not detected 5 5
Palpebral closure Not detected 5 b5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 4 4
Temporally in handling 1 1
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 )
Failure of consciousness Not detected 5 5
Limb tone Normal 5 b
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow - -
Defecation Not detected or 1 L5y 5
2 or more 0 0

Appearance:Normal
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Table 6-1 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats treated orally with aniline, 2,6-dimethyl- in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

< Before administration period >

Appearance:Normal

Dose(mg/kg) 0 2 10 50 250

Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12

from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth—nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
‘Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces

Vocalization Not detected 11 8 10 12 i1
Temporally in handling 1 4 2 0 1

Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 i2
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 11 12 12 12
2 or more 0 1 0 0 0

Color: Pale yellow 1/1 2/2 1/1 - 1/1

Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
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Table 6-2 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats treated orally with aniline, 2,6—dimethyl~ in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

< On week 1 of administration period >

Dose(mg/kg) 0 2 10 50 250
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 i2 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth—nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 10 il 12 12
Temporally in handling 0 2 1 0 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color:Pale yellow - - 1/1 - -
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0] 0

Appearance:Normal
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Table 6-3 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

< On week 2 of administration period >

Dose(mg/kg) 0 2 10 50 250
[tems No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 i2 12 12
Smudge around mouth—nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 10 11 11 12
Temporally in handling 0 2 1 1 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 i2
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color:Pale yellow 1/1 - - - -
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance:Normal
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Table 6—4 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

< On week 3 of administration period >

Dose(mg/kg) 0 2 10 50 250
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth—nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 11 11 12 10 12
Temporally in handling 1 1 0 2 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color: Pale yellow 3/3 1/1 - 2/2 1/1
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance:Normal
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Table 6-5 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

< On week 4 of administration period >

Dose(mg/kg) 0 2 10 50 250

Items No. of animals 12 12 12 12 11
Reactivity on removal Normal 12 12 12 12 11

from the cage
Reactivity on handling Normal 12 12 12 12 11
Muscle tone Normal 12 12 12 12 11
Skin Normal 12 12 12 12 11
Fur Normal 12 12 12 12 11
Piloerection Not detected 12 12 12 12 11
Eve discharge Not detected 12 12 12 12 11
Palpebral closure Not detected 12 12 12 12 11
Exophthalmos Not detected 12 12 12 12 11
Lacrimation Not detected 12 12 12 12 11
Smudge around mouth—nose Not detected 12 12 12 12 11
Salivation Not detected 12 12 12 12 11
Blotted fur in the lower Not detected 12 12 12 12 11
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 11
with feces

Vocalization Not detected 10 9 12 g 10
Temporally in handling 2 3 0 3 1

Breathing Normal 12 12 12 12 11
Body position Normal 12 12 12 12 11
Convulsion Not detected 12 12 12 12 11
Tremor Not detected 12 12 12 12 11
Exploration Normal 12 12 12 12 11
Alertness Normal 12 12 12 12 11
Locomotor activity Normal 12 12 12 12 11
Walk Normal 12 12 12 12 11
Abnormal behavior Normal 12 12 12 12 11
Stereotypy Not detected 12 12 12 12 11
Failure of consciousness Not detected 12 12 12 12 11
Limb tone Normal 12 12 12 12 11
Urination Not detected or 1 12 12 12 12 11
2 or more 0 0 0 0 0

Color:Pale yellow 2/2 2/2 - 1/1 1/1

Defecation Not detected or 1 12 12 12 12 11
2 or more 0 0 0 0 0

Appearance:Normal
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Table 6-6 Incidence of detailed clinical signs in the FOB{Functional Observation Batteries)
of female rats treated orally with aniline, 2,6~dimethyl- in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

< On week 5 of administration peried >

Dose(mg/kg) 0 2 10 50 250
[tems No. of animals 12 12 12 12 11
Reactivity on removal Normal 12 12 12 12 11
from the cage
Reactivity on handling Normal 12 12 12 12 11
Muscle tone Normal 12 12 12 12 11
Skin Normal 12 12 12 12 11
Fur Normal 12 12 12 12 11
Piloerection Not detected 12 12 12 12 11
Eye discharge Not detected 12 12 12 12 11
Palpebral closure Not detected 12 12 12 12 11
Exophthalmos Not detected 12 12 12 12 11
Lacrimation Not detected 12 12 12 12 11
Smudge around mouth—nose Not detected 12 12 12 12 11
Salivation Not detected 12 12 12 12 11
Blotted fur in the lower Not detected 12 12 12 12 10
abdomen with urine Moderate 0 0 0 0 1
Blotted fur around anus Not detected 12 12 12 12 11
with feces
Vocalization Not detected 9 10 12 10 11
Temporally in handling 3 2 0 2 0
Breathing Normal 12 12 12 12 11
Body position Normal 12 12 12 12 11
Convulsion Not detected 12 12 12 12 11
Tremor Not detected 12 12 12 i2 11
Exploration Normal 12 12 12 12 11
Aleriness Normal 12 12 12 12 11
Locomotor activity Normal 12 12 12 12 11
Walk Normal 12 12 12 12 11
Abnormal behavior Normal 12 12 12 12 11
Stereotypy Not detected 12 12 12 12 11
Failure of consciousness Not detected 12 12 12 12 11
Limb tone Normal 12 12 12 12 11
Urination Not detected or 1 12 12 12 12 11
2 or more 0 0 0 0 0
Color: Pale vellow 1/1 1/1 2/2 1/1 1/1
Defecation Not detected or 1 12 12 12 12 11
2 or more 0 0 0 0 0

Appearance:Normal
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Table 6-7

Incidence of detailed clinical signs in the FOB(Functional QObservation Batteries)

of female rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 6 of administration period >

Dose(mg/kg) 0 2 10 50 250
[tems No. of animals 12 12 12 12 9
Reactivity on removal Normal 12 12 12 12 9
from the cage
Reactivity on handling Normal 12 12 12 12 9
Muscle tone Normal 12 12 12 12 9
Skin Normal 12 12 12 12 9
Fur Normal 12 12 12 12 9
Piloerection Not detected 12 12 12 12 9
Eye discharge Not detected 12 12 12 12 9
Palpebral closure Not detected 12 12 12 12 9
Exophthalmos Not detected 12 12 12 12 9
[Lacrimation Not detected 12 12 12 12 9
Smudge around mouth-nose Not detected 12 12 12 12 9
Salivation Not detected 12 12 12 12 9
Blotted fur in the lower Not detected 12 12 12 12 9
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 9
with feces
Vocalization Not detected 9 10 12 11 9
Temporally in handling 3 2 0 1 0
Breathing Normal 12 12 12 12 9
Body position Normal 12 12 12 12 9
Convulsion Not detected 12 12 12 12 9
Tremor Not detected 12 12 12 12 9
Exploration Normal 12 12 12 12 9
Alertness Normal 12 12 12 12 9
Locomotor activity Normal 12 12 12 12 9
Walk Normal 12 12 12 12 9
Abnormal behavior Normal 12 12 12 12 9
Stereotypy Not detected 12 12 12 12 9
Failure of consciousness Not detected 12 12 12 12 9
Limb tone Normal 12 12 12 12 9
Urination Not detected or 1 12 12 12 12 9
2 or more 0 0 0 0 0
Color : Pale yellow 4/4 - - - -
Defecation Not detected or 1 12 12 12 12 9
2 or mare 0 0 0 0 0

Appearance:Normal
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Table 6-8 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with aniline, 2,6—dimethyl- in the
combined repeated dosetoxicity study with the reproduction/developmental toxicity

screening test

< Before administration period >

Dose(mg/kg) 0 250
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 )
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected ) 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 4 5
Temporally in handling 1 0
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected ) )
Limb tone Normal 5 5
Urination Not detected or 1 5 )
2 or more 0 0
Color: Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-9 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with aniline, 2,6—dimethyl- in the
combined repeated dosetoxicity study with the reproduction/developmental toxicity

screening test

< On week 1 of administration period >

Dose(mg/kg) 0 250
[tems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected b 5]
with feces
Vocalization Not detected 4 4
Temporally in handling 1 1
Breathing Normal 5 5
Body position Normal 5 5)
Convulsion Not detected 5 b
Tremor Not detected b 5]
Exploration Normal 5 )
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal b 5
Stereotypy Not detected b 5
Failure of consciousness Not detected 5 b
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-10  Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with aniline, 2,6-dimethyl- in the
combined repeated dosetoxicity study with the reproduction/developmental toxicity

screening test

< On week 2 of administration period >

Dose(mg/kg) 0 250
[tems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal b 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 3 5
Temporally in handling 2 0
Breathing Normal 5 h
Body position Normal 5 h
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-11

Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)

of female rats of the satellite group treated orally with aniline, 2,6—dimethyl- in the
combined repeated dosetoxicity study with the reproduction/developmental toxicity

screening test

< On week 3 of administration period >

Dose(mg/kg) 0 250
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5] 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 3 )
Temporally in handling 2 0
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected b 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-12 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with aniline, 2,6—dimethyl—- in the
combined repeated dosetoxicity study with the reproduction/developmental toxicity

screening test

< On week 4 of administration period >

Dose(mg/kg) 0 250
Items No. of animals 5 b
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 4 5
Temporally in handling 1 0
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal b 5
Alertness Normal ) 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale vellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-13 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with aniline, 2,6-dimethyl- in the
combined repeated dosetoxicity study with the reproduction/developmental toxicity

screening test

< On week 5 of administration period >

Dose(mg/kg) 0 250
[tems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 b
Smudge around mouth—nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 4 4
Temporally in handling 1 1
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 b
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected b 5
Failure of consciousness Not detected 5 )
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow - -
Defecation Not detected or 1 5 b
2 or more 0 0

Appearance:Normal
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Table 6-14  Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with aniline, 2,6—dimethyl- in the
combined repeated dosetexicity study with the reproduction/developmental toxicity

screening test

< On week 6 of administration period >

Dose(mg/kg) 0 250
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eve discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—nose Not detected 5 5
Salivation Not detected b b
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected h )
Temporally in handling 0 0
Breathing Normal 5 5
Body position Normal 5 )
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 )
Alertness Normal b b
Locomotor activity Normal 5 b
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow - 1/1
Defecation Not detected or 1 5 5
2 or more 0 Q

Appearance:Normal
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Table 6-15 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with aniline, 2,6—dimethyl- in the
combined repeated dosetoxicity study with the reproduction/developmental toxicity

screening test

< On week 1 of recovery period >

Dose(mg/kg) 0 250
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eve discharge Not detected ) b
Palpebral closure Not detected 5 b
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 9]
with feces
Vocalization Not detected 4 5
Temporally in handling 1 0
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal ) 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-16 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with aniline, 2,6~dimethyl- in the
combined repeated dosetoxicity study with the reproduction/developmental toxicity

screening test

< On week 2 of recovery period >

Dose(mg/kg) 0 250
[tems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 3 4
Temporally in handling 2 1
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 b
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow 2/2 1/1
Defecation Not detected or 1 5 b
2 or more 0 0

Appearance:Normal
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Table 7-1 Incidence of responses in the sensory/reflex function test of male rats treated orally with aniline, 2,6-dimethyl-

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

<{On week 6 of administration period>

Dose(mg/kg) 0 2 10 50 250
Items No. of animals examined 5 5 5 5 5
Hearing reaction Normal 5 5 5 5 5
Eye sight reaction Normal 5 5 5 5 5
Sense of touch reaction Normal 5 5 5 5 5
Pain reaction Normal 5 5 5 5 5
Pupil reflex Normal b 5 5 5 5
Pinna reflex Normal 5 5 b 5 5
Ipsilateral flexor reflex Normal 5 5 5 5 5
Eyelid reflex Normal 5 5 5 5 5
Righting reflex Normal 5 5 5 5 5
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Table 7-2 Incidence of responses in the sensory/reflex function test of male rats treated orally with aniline, 2,6—-dimethyl-

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

On week 6 of administration period On week 2 of recovery period
Dose(mg/kg) 0 250 0 250
Items No. of animals examined 5 5 5 5
Hearing reaction Normal 5 5 5 5
Eyve sight reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 )
Pinna reflex Normal 5 5 5 5
Ipsilateral flexor reflex Normal 5 5 5 5
Eyelid reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5
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Table 8-1

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

<On week 6 of administration period>

Incidence of responses in the sensory/reflex function test of female rats treated orally with aniline, 2,6—dimethyl-

Dose(mg/kg) 0 2 10 50 250
[tems No. of animals examined 5 5 5 5 5
Hearing reaction Normal 5 5 5 5 5
Eye sight reaction Normal ) 5 5 5 5
Sense of touch reaction Normal 5 5 5 5 5
Pain reaction Normal 5 5 5 5 5
Pupil reflex Normal 5 5 5 5 5
Pinna reflex Normal 5 5 5 5 5
Ipsilateral flexor reflex Normal 5 5 5 5 5
Eyelid reflex Normal 5 5 5 5 5
Righting reflex Normal 5 5 5 5 5




Table 8-2 Incidence of responses in the sensory/reflex fiunction test of female rats of the satellite group treated orally with aniline, 2,6—dimethyl-

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

-I¥-

On week 6 of administration period On week 2 of recovery period
Dose(mg/kg) 0 250 0 250
Items No. of animals examined ) 5 5 5
Hearing reaction Normal 5 5 5 5
Eye sight reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Pinna reflex Normal 5 5 5 5
Ipsilateral flexor reflex Normal 5 5 5 5
Eyelid reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5
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Table 9-1 Mean value of landing foot splay, grip strength and motor activity of male rats treated orally
with aniline, 2,6—dimethyl- in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test

<On week 6 of administration period>

Dose No. of Landing foot Grip strength(g) Motor activity (counts)
(mg/ke) animals splay (cm) Forelimb  Hindlimb 0~30min. 0~60min.

0 5 7.1 799 410 5877 8031
+ 2.8 + 61 + 83 + 1259 + 2595

2 5 7.4 657 350 7752 10159
+* 2.2 += 127 + 25 +* 972 + 2369

10 5 9.2 584 384 7147 10217
* 2.6 + 122 +* 77 + 1896 + 3614

50 5 8.2 665 407 7220 9153
+ 2.7 + 197 *+ 64 += 1212 + 3892

250 5 7.0 584 292 3447 * 3495
+ 2.0 + 129 +* 71 += 992 + 1005

3-L€3-30 'ON Apnig

Each value is exprssed as mean=S.D.
% : Significantly different from control at 5% level of probability.



Table 9-2  Mean value of landing foot splay, grip strength and motor activity of male rats treated orally with aniline, 2,6—dimethyl-
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

<A : On week 6 of administration period, B : On week 2 of reccovery period >

Dose No. of Landing foot Grip strength(g) Motor activity (counts)
(mg/kg) animals splay (cm) Forelimb  Hindlimb 0~30min. 0~60min.
0 5] 7.8 841 440 6611 7590
+ 39 + 141 + 74 + 708 + 1265
A
250 5 6.0 371 ¥* 189 ** 3509 ** 3617 **
+ 1.8 + 147 + 36 + 1034 + 1059
5
) 0 5 8.0 823 606 7278 11642
+ 2.8 + 254 + 112 + 989 + 3019
B
250 5 5.2 609 429 7830 12946
+ 04 + 138 + 140 + 654 + 1874

Each value is exprssed as mean=*S.D.
*% : Significantly different from control at 1% level of probability.

2-L83-30 "ON £pmig



F¥-

Table 10-1  Mean value of landing foot splay, grip strength and motor activity of female rats treated orally
with aniline, 2,6—dimethyl- in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test

<On week 6 of administration period>

Dose No. of Landing foot Grip strength(g) Motor activity (counts)

(mg/kg) animals splay (cm) Forelimb  Hindlimb 0~30min.
0 5 8.4 686 391 6439
+= 1.8 + 126 + 123 + 1288
2 5 5.6 557 333 6605
+ 1.4 + 79 + 148 + 787
10 5 7.3 565 326 6534
* 3.7 + 98 + 107 += 901
50 5 4.7 560 323 5097
+= 14 + 101 + 113 + 1454

250 5 5.5 450 ** 238 3827 *
+ 1.7 + 77 £+ 35 + 1960

3-L€2-30 "ON Apnig

Each value is exprssed as mean£S.D.

* : Significantly different from control at 5% level of probability,
%% : Significantly different from control at 1% level of probability.
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Table 10-2 Mean value of landing foot splay, grip strength and motor activity of female rats of the satellite group treated orally with
aniline, 2,6—dimethyl- in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

<A : On week 6 of administration period, B : On week 2 of reccovery period >

Dose No. of Landing foot Grip strength (g) Motor activity (counts)
(mg/kg) animals splay (cm) Forelimb  Hindlimb 0~30min. 0~60min.
0 5 5.9 456 295 9137 13339
+ 2.1 + 248 + 136 + 166 + 2056
A
250 5 5.0 287 229 6613 * 6670 **
+ 1.1 + 43 + 55 + 1542 + 1566
0 5 6.0 532 308 8159 14257
+ 1.7 + 243 + 68 + 452 -+ 1527
B
250 5 4.2 363 267 7316 12936
+= 0.9 + 102 + 27 * 714 + 1682

Each value is exprssed as mean=S.D.

* : Significantly different from control at 5% level of probability.
*% : Significantly different from control at 1% level of probability.
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Table 11 Body weights of male rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test
(g
Dose Days of administration Gain { Days of recovery ) Gain
(mg/kg) 1 7 14 21 28 35 42 1~42 42 0) 49 (7) 56 (14) 42~56
0 373 402 435 460 484 509 524 151 539 549 561 23
+ 15 + 23 + 29 + 36 + 37 + 39 + 40 + 29 + 45 + 49 + 47 += 3
(12) (12) (12) (12) (12) (12) (12) (12) (5) (5) ) (5)
2 368 392 427 452 476 505 521 153
+= 19 + 22 + 29 + 31 + 34 + 39 + 39 + 27
(12) (12) (12) (12) (12) (12) (12 (12)
10 370 400 431 455 482 508 518 148
+= 26 + 35 + 42 + 48 + 51 + 55 + 57 + 34
(12) (12) (12) (12) (12) (12) (12) (12)
50 369 395 426 454 480 505 519 151
+ 21 + 23 + 29 + 34 + 38 + 43 + 46 + 29
(12) (12) (12) (12) (12) (12 (12) (12)
250 372 385 409 430 451 468 481 109 #x* 485 506 525 41 #*
+ 17 + 20 + 24 + 30 + 34 + 39 + 41 + 28 + 57 + 58 + 59 = 3
(12) (12) (12) (12) (12) (12) (12) (12) (5) 6)) (5) (5)

Each value is expressed as mean=*S.D.
(n): No. of animals.
** : Significantly different from control at 1% level of probability.
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Table 12-1 Body weights of female rats treated orally with aniline, 2,6~dimethyl- in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

(@
Dose Days of premating Gain Days of pregnancy Gain Days of lactation  Gain
(mg/ke) 1 7 14 1~14 0 7 14 20  0~20 0 4 0~4
0 228 245 260 31 276 311 349 436 160 327 343 16
+ 15 += 20 X 19 X 9 + 23 = 28 * 30 =*x 37 X 17 + 42 = 33 +* 17
(12) (12) (12) (12) (11) (1) (11) (1 (1 (11 11 (1)
2 229 247 261 32 281 316 353 439 159 335 351 16
+ 11 + 8 =+ 11 *= 8 + 21 + 18 == 20 * 25 =*= 16 + 32 £ 24 += 12
(12) (12) (12) (12) (1 (1 (11 an (11) an (11 (11)
10 230 245 261 31 269 308 349 432 163 332 348 10
+ 11 + 9 *x 16 £ 8 + 13 + 14 = 17 = 26 = 19 + 30 £ 20 =% 16
(12) (12) (12) (12) (10) (10) (10) (10) (10) (10) 9 9
50 228 239 253 25 260 298 333 408 148 320 333 12
+ 16 = 15 += 20 X 7 +* 20 + 22 £ 29 £ 49 =+ 34 + 32 =+ 26 £ 17
(12) (12) (12) (12) (11 (11 an (11) (11) (11 (10) (10)
250 232 240 250 19 *%* 262 296 332 400 142 314 337 16
+ 17 + 17 = 19 = 9 *x 21 + 19 =+ 23 £ 33 =+ 18 + 27 £ 22 + 11
(12) (12) (12) (12) (11) (10) (10) (10) (10) 8 (7) @)

Each value is expressed as mean=®S.D.
{n): No. of animals.
%% : Significantly different from control at 1% level of probability.
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Table 12-2 Body weights of female rats of the satellite group treated orally with aniline, 2,6—dimethyl- in the combined repeated study
dose toxicity with the reproduction/developmental toxicity screening test

(@
Dose Days of administration Gain ( Days of recovery ) Gain
(mg/kg) 1 7 14 21 28 35 42 1~42 42 (0} 49(7) 56(14) 42~56
0 231 248 267 279 292 297 303 72 303 312 321 18

* 16 * 15 =+ 21 + 26 + 25 + 29 + 24 + 22 =+ 24 * 28 £ 31 =% 11
(5) (5) (5) (5) (5) 6) (5) (5) ®  ® (5) (5)

250 225 230 238 %  248% 257 % 263 272 % 47 2712 % 287 289 17
3 9 £ 9 11 * 6 =% 11 8 + 5 * 8 x 8 + 7 £ 9
(5) (5) (5 (5 (5 ®) (®) (5) (5) (5) &) (5)

I+
-+
I+

Each value is expressed as mean=®S.D.
{(n): No. of animals.
* : Significantly different from control at 5% level of probability.
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Table 13 Food consumption of male rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
( g/rat/day )
Dose Days of administration ( Days of recovery )
(mg/kg) 1 7 14 21 28 35 41 41 49 (7) 55 (13)

0 30 29 27 27 27 26 27 28 30 35
+ 3 + 3 + 3 + 2 + 2 + 2 + 2 + 2 + 2 + 3
(12) (12) (12) (12) (12) (12) (12) 5) 5) )

2 30 28 26 26 26 26 27

+ 4 + 4 += 2 + 3 + 3 += 3 + 3

(12) (12) (12) (1) an (12) (12)

10 31 30 28 26 27 27 27

+ 3 + 4 + 3 + 4 + 4 + 3 + 4

(12) (12) (12) (11 (1D (12) (12)

50 27 28 27 27 27 27 28

+ 4 + 3 + 4 = 4 - £ 3 + 2 + 4

(12) (12) (12) (1) an (12) (12)
250 24 %% 27 25 27 25 26 28 27 34 % 35
+ 4 + 2 += 3 + 2 + 3 + 2 + 3 + 3 += 3 + 1
(12) (12) (12) (12) (12) 12 (12) &) (5) (5)

Each value is expressed as mean=®S.D.
(n) : No. of animals.
* : Significantly different from control at 5% level of probability.

*% ; Significantly different from control at 1% level of probability.
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Table 14-1 Food consumption of female rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
( g/rat/day )
Dose Days of premating Days of pregnancy Days of lactation

(mg/kg) 1 7 14 0 7 14 20 0 3
0 21 20 21 17 24 25 25 21 47
+= 3 + 5 + 4 += 3 = 4 + 4 + 6 + 10 += 9

(12) (12) (12) auv an (11) (11) (11) (1D
2 22 21 21 15 24 24 22 18 52
+= 3 + 4 + 3 + 4 + 2 + 5 + 8 + 7 + 7

(12) (12) (12) (11 (1D (1D (11) (11) (11)
10 21 23 20 17 24 24 24 19 49
+ 3 + 3 + 3 + 3 + 3 + 3 + 7 + 7 + 7
(12) (12) (12) (10) (10) (10) (10) ©)) )]
50 20 19 21 14 23 23 25 22 45
+= 2 + 3 + 2 + 4 + 2 + 3 + 5 + 6 + 7

(12) (12) (12) (1D ¢8)) (1D (11) (11) (10)
250 20 21 20 13 22 26 24 26 45
+ 3 + 3 + 3 + 6 + 3 += 3 + 8 + 6 + 10
(12) (12) (12) (10) 9 9 €)] (7 (N

Each value is expressed as mean=+S.D.

(n) : No. of animals.



Table 14-2 Food consumption of female rats of the satellite group treated orally with aniline, 2,6—dimethyl- in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test
( g/rat/day )
Dose Days of administration ( Days of recovery )
(mg/kg)

1 7 14 21 28 35 42 (0) 49 (7) 55 (13)

0 24 23 19 22 21 20 17 23 25

+ 5 + 3 + 2 + 4 + 2 + 3 + 4 + 4 + 5

(5) )] (5 %) (5) (5) (5) (%) %)

250 20 21 19 21 19 20 21 26 22

+ 4 += 2 + 3 + 2 + 4 + 4 += 3 + 5 + 2

%) (5) (5 (5) 5 (5) (5) (5) (5)

-1¢g-

Each value is expressed as mean=+S.D.

(n) : No. of animals.
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Table 15 -1 Urinary findings of male rats treated orally with aniline, 2,6-dimethyl-
in the combined repeated dose toxicity with the reproduction/developmental toxicity screening test

< On day 36 of administration period >

Dose  No. of Color Cloudy Volume”  Specific® Na® Na* K¥ K®’ pH
(mg/kg) animals PY Y PB  — + {mL/18hr) gravity (mEq/L) (mEq/18hr) (mEq/L) {(mEq/18hr) 6.0 6.5 7.0 7.5 8.0 8.5
0 5 1 3 1 3 2 11.5 1.053 102 1.15 258 2.90 5
+23 + 0.007 + 32 + 0.39 + 47 + 0.31
2 5 4 1 2 3 11.0 1.056 124 1.35 302 3.22 1 1 3
+1.9 + 0.008 + 14 +0.18 + 75 + 0.37
10 5 4 1 4 1 11.7 1.056 108 1.19 283 2.99 2 3
+ 4.7 + 0.015 + 34 + 0.38 + 101 *+ 0.60
50 5 1 2 2 4 1 12.5 1.052 119 1.43 257 3.16 5
+ 3.1 + 0.005 + 26 + 0.10 + 32 + 0.40
250 5 4 1 5 30.0 * 1.031 ** 57 1.67 116 %% 3.34 1 1 1 2
+ 8.3 =+ 0.007 + 5 * 0.34 + 27 + 0.67
Dose No. of Protein Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — =+ + - * + + -+  + = + f  ++  +++ 0.1 1 2 —  + +t
0 5 5 5 1 1 3 4 1 5 5
2 5 1 4 5 4 1 4 1 5 5
10 5 2 3 5 2 3 5 5 5
50 5 2 2 1 * 5 2 2 1 5 5 5
250 5 1 4 % 5 4 1 5 5 5
a):Mean*5.D.

Color : PY(pale yellow). Y(yeliow). PB(pale brown).

Cloudy : —(negligible). +{(cloudy).

Protein : —(negligible). =(15~30mg/dL). +(30mg/dL). ++(100mg/dL). +++(300mg/dL).
Glucose : —{(negligible). £(0.1g/dL). +(0.25g/dL). ++(0.5g/dL).

Ketone body : —(negligible). =(5mg/dL). +(15mg/dL). ++(40mg/dL).

Occult blood : ~—(negligible). *{trace). +(slight). ++(moderate). +++(marked).
Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible). +(slight). ++(moderate).

* : Significantly different from control at 5% level of probability.

#% : Significantly different from control at 1% level of probability.
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Table 15 - 2 Urinary findings of male rats treated orally with aniline, 2,6—-dimethyl-

in the combined repeated dose toxicity with the reproduction/developmental toxicity screening test

< On day 36 of administration period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
{mg/kg) animals — + 4+t — + ++  +++ — -+ ++ +++ + ++ +++ +  ++ +++
0 5 4 1 4 1 2 1 1 1
2 5 5 5 5
10 5 5 5 4 1
50 5 5 5 3 1 1
250 5 5 5 3 2
Epithelial cells Casts Fat
Dose No. of Sq R S G H W globules
(mg/kg) animals - + o o+ = 4+ o+ = +  ++ - + ++ — + - + +
0 5 1 4 5 5 5 5 5
2 5 3 2 5 5 5 5 5
10 5 4 1 5 5 5 5 5
50 5 2 3 5 5 5 5 5
250 5 4 1 5 5 4 1 5 5
— : Not observed. + : A few in some fields. ++ : A few in all fields. +++ : Many in all fields.
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq{squamous) G(granule)
Calcalcium carbonate) R(round) H(hyaline)
Ams(amorphous) S(spindle) W(waxy)
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Table 15 - 3 Urinary findings of male rats treated orally with aniline, 2,6-dimethyl-
in the combined repeated dose toxicity with the reproduction/developmental toxicity screening test

< On week 2 of recovery period >

Dose No. of Color Cloudy Volume®  Specific” Na® Na® K¥ K¥ pH
(mg/kg) animals C  PY Y - + (mL/18hr) gravity (mEq/L) (mEq/18hr) (mEq/L) (mEg/18hr) 6.0 6.5 7.0 7.5 80 8.5
0 5 1 2 2 5 16.7 1.05656 139 1.86 292 3.90 5
+97 + 0.018 + 76 + 0.29 + 137 + 0.34
250 5 5 5 14.9 1.053 108 1.63 268 3.99 3 2
+ 2.3 + 0.005 + 17 + 0.43 + 16 + 0.57
Dose No. of Protein Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — + + et — =+ +  ++ — *+  + o+ = + 4+ 4+ 01 1 2 =  + o+
0 5 3 2 5 2 3 5 5 5
250 5 5 5 3 2 % 4 1 5 5
a):Mean=S.D.

Color : C(colorless).PY(pale yellow).Y(yellow).

Cloudy : - (negligible). + (cloudy).

Protein : —(negligible). (15~30mg/dL). +(30mg/dL). ++(100mg/dL). +++(300mg/dL).
Glucose : —(negligible). +(0.1g/dL). +(0.25g/dL). ++(0.5g/dL).

Ketone body : —(negligible). £(5mg/dL). +(15mg/dL). ++(40mg/dL).

Occult blood : —(negligible). *(trace). +(slight). ++(moderate). +++(marked).
Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible). +(slight). ++(moderate).

* ; Significantly different from control at 5% level of probability.
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Table 15 — 4

Urinary findings of male rats treated orally with aniline, 2,6-dimethyl-

in the combined repeated dose toxicity with the reproduction/developmental toxicity screening test

< On week 2 of recovery period >

Crystals
Dose No. of Ervthrocytes Leukocytes M g Ca Ams
(mg/kg) animals — + 4+ 4 — + 4+t — + ++ 4+ + ++ +++ + o+t
0 5 5 5 4 1
250 5 4 1 5 1 2 2
Epithelial cells Casts Fat
Dose No. of Sq R S G H W globules
(mg/kg) animals — + + +++ 00— 0+ o+ — 0+  ++ — + H = + — + +
0 5 2 3 5 5 5 5 5
250 5 2 3 5 5 5 5 5
— : Not observed. + : A few in some fields. ++ : A few in all fields. +++ : Many in all fields.
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq(squamous) G(granule)
Ca{calcium carbonate) R(round) H(hyaline)
Ams(amorphous) S(spindle) Wi(waxy)
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Table 16-1 Hematological findings of male rats treated orally with aniline, 2,6—dimethyl~
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test

< After administration period >

Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. Met-Hb Hein-B Plat.
(mg/kg) animals (10%/ u L) (g/dL) (%) (fL) (pg) (%) (%o) (%) (%o0) (10%/ u L)
0 5 863 15.7 45.1 53 18.2 34.7 24 0.9 0 132
+ 29 + 0.1 * 0.5 =+ 1 += 0.7 *+ 0.6 + 2 += 0.1 =+ 0 =+ 16
2 5 865 15.8 45.5 53 18.3 34.7 25 1.0 0 138
+ 51 +* 0.8 + 25 =+ 1 += 0.6 = 0.6 =+ 3 +* 0.2 + 0 =+ 15
10 5 869 15.6 45.3 52 17.9 34.4 26 0.9 0 116
=+ 38 +* 0.7 =+ 1.2 =+ 1 *+ 0.7 x 1.2 * 4 += 0.3 + 0 =+ 12
50 5 842 15.6 45.1 54 18.6 34.7 34 0.9 0 145
+ 58 += 0.6 =+ 1.2 =+ 2 += 0.8 += 0.7 += 21 += 0.2 =+ 0 =+ 17
250 5 764 ** 14.1 ** 42.6 56 * 18.4 33.0 **k 51 #** 2.1 * 0 133
+ 38 = 0.7 +* 2.0 =+ 2 += 0.3 = 0.6 + 12 x* 0.5 + 0 =+ 24
Differential leukocyte counts (%)
Dose  No. of PT APTT WBC Neutro.
(mg/kg) animals (sec) (sec) (10%/ u L) Baso. Eosin. Stab. Seg. Lymph. Mono. Other
0 5 13.7 23.0 77 0 1 0 14 83 2 0
=+ 0.4 + 1.7 + 18 *= 0 + 1 +* 0 * 4 =+ 4 =+ 1 + 0
2 5 13.8 22.3 76 0 1 0 14 83 2 0
=+ 0.8 += 1.5 * 13 *= 90 + 1 * 0 * 2 + 3 =+ 2 =+ 0
10 5 13.9 21.1 57 0 1 0 12 85 2 0
+ 0.3 += 1.4 + 16 * 0 +* 1 * 0 + 3 =+ 3 + 1 + 0
50 5 13.6 21.9 76 0 0 0 17 81 2 0
=+ 0.2 + 1.2 =+ 17 = 0 += 1 += 0 + 6 =+ 7 *+ 1 + 0
250 5 14.0 22.5 86 0 0 0 16 82 2 0
+ 0.3 +*= 2.3 + 8 += 0 *+= 0 += 0 =+ 5 =+ 5 =+ 1 *+ 0

Each value is expressed as mean=*S.D.
: Significantly different from control at 5% level of probability.
: Significantly different from control at 1% level of probability.
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Table 16-2 Hematological findings of male rats treated orally with aniline, 2,6—dimethyi-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test
< After recovery period >
Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. Met-Hb Hein—-B Plat.
(mg/kg) _animals 0%/ pl)  (g/dL) (%) (fL) {(pg) (%) (%0) (%) (%0) (10*/ L)
0 5 847 15.3 445 53 18.1 34.4 32 0.7 0 131
=+ 44 + 0.5 += 1.0 + 3 += 0.8 += 0.7 =+ 6 + 0.4 += 0 =+ 13
250 5 808 14.8 44.0 55 18.4 33.7 27 0.7 0 135
+ 34 + 0.6 + 1.5 4 2 += 0.8 += 0.3 + 3 + 0.2 + 0 =+ 14
Differential leukocyte counts (%)
Dose  No. of PT APTT WBC Neutro.
(mg/kg) animals (sec) (sec) (10%/ u L) Baso. Eosin. Stab. Seg. Lymph. Moano. Other
0 5 13.7 22.5 87 0 2 0 18 78 3 0
+ 0.3 + 1.1 + 26 + 0 += 1 += 0 + 5 4 5 += 1 + 0
250 5 13.9 22.6 88 0 2 0 18 78 2 0
+ 0.8 += 2.0 =+ 22 + 0 = 1 += 0 + 3 =+ 4 += 2 += 0

Each value is expressed as mean=S.D.
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Table 17-1 Hematological findings of female rats treated orally with aniline, 2,6—dimethyl-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test

< After administration period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret, Met-Hb Hein-B Plat.
(mg/ke) animals (10 p L) (g/dL) (%) (fL) (pg) %) (%0) %) (%) (10%/ p L)
0 5 669 12.8 38.0 57 19.2 33.7 76 0.9 0 178
=+ 20 +*= 0.4 + 0.6 + 1 + 0.5 *+* 0.5 * 7 += 0.1 += 0 =+ 47
2 5 634 12.4 35.9 % 57 19.5 34.4 81 0.8 0 168
+ 49 + 0.7 + 1.5 =+ 3 *= 0.8 = 0.7 = 30 * 0.3 *+ 0 =+ 19
10 5] 690 12.9 38.4 56 18.7 33.6 67 1.1 0 173
+ 31 + 0.2 + 0.7 =+ 2 +* 0.8 = 0.5 += 11 +* 0.2 += 0 + 9
50 5 713 13.4 40.2 ** 57 18.8 33.3 79 1.1 0 172
+ 38 = 0.5 =+ 1.3 + 3 + 1.0 += 0.7 += 21 += Q.1 + 0 =+ 25
250 5 628 12.2 37.0 59 19.6 33.0 121 1.9 * 0 202
=+ 46 = 04 += 0.3 + 4 =+ 1.5 += 0.7 = 46 +* 0.5 *= 0 =+ 59
Differential leukocyte counts (%)
Dose  No. of PT APTT WBC Neutro.
(mg/kg) animals (sec) (sec) (104/ u L) Baso. Eosin, Stab. Seg. Lymph. Mono. Other
0 5 13.8 17.0 71 0 0 0 26 71 2 0
= 0.1 = 0.6 =+ 10 += 0 = i + 0 =+ 4 + 3 * 2 +* 0
2 5 13.9 17.7 79 0 0 0 33 65 1 0
+ 0.3 += 3.3 =+ 30 += 0 x* 0 = 0 + 7 + 7 += 1 += 0
10 5 13.8 19.1 53 0 2 0 37 59 2 0
+ 0.2 = 1.1 =+ 21 += 0 += 2 += 0 =+ 8 + 9 + 1 += 0
50 5 14.0 18.0 59 0 1 0 19 78 2 0
+= 04 + 2.2 + 14 + Q0 += 1 += 0 + 9 =+ 10 += 2 + ¢
250 5 13.9 16.6 55 0 0 0 21 76 3 0
*+* 04 + 2.0 + 7 += 0 x* 0 + 0 + 10 =+ 10 = 1 + 0

Each value is expressed as mean=S.D.
* : Significantly different from control at 5% level of probability.
: Significantly different from control at 1% level of probability.
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Table 17-2 Hematological findings of female rats of the satellite group treated orally with aniline, 2,6—-dimethyl-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test
< After recovery period >
Dose  No. of RBC Ht MCHC Hein-B
(mg/kg) animals 10/ ul) &%) %) (%) (10%/p L)
0 5 806 2.7 34.1 0.5 0
+ 37 =+ += 2.3 0.4 =+ = 0.1 + 0 +
250 5 787 43,0 34.0 0.5 0
+ 22 *+ = 1.5 + += 0.6 =+ + 0.4 + 0 =+
Differential leukocyte counts (%)
Dose  No. of PT WBC Neutro.
(mg/kg) animals (sec) (10%/ 1 L) Stab. Mono.
0 5 12.9 42 0 0 1 0
+= 0.5 + + 11 += 0 + 1 + 0 + =+ 1 += 0
250 5 13.3 36 0 0 1 0
+ 0.2 x x 8 = 0 = 1 = 0 o + + 1 *+ 0

Each value is expressed as mean=S.D.
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Table 18-1 Blood biochemical findings of male rats treated orally with aniline, 2,6—dimethyl-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test

< After administration period >

Dose  No. of LDH GOT GPT ALP vy -GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals (IU/L) (1U/L) (1U/L) (1U/L) (IU/L) (1u/L) (g/dL) (g/dL) (mg/dL)

0 5 292 69 35 409 0.77 52 6.19 3.03 0.96 66

+ 111 + 6 + 4 + 92 + 0.21 + 17 + 0.32 + 0.21 + 0.06 + 7

2 5 298 65 36 545 0.93 58 6.42 3.32 1.07 * 71

+ 109 + 7 =+ 3 + 147 + 0.17 + 14 + 0.27 + 0.20 + (.09 * 11

10 5 285 65 33 440 0.85 76 6.20 3.20 1.07 * 60

+ 139 =+ 9 =+ 5 + 66 =+ 0.20 *+ 42 + 0.24 + 0.21 + (.08 + 9

50 5 411 104 60 453 1.11 45 6.28 3.29 1.10 % 66

+ 279 + 100 + 58 * 66 + 0.73 + 19 + 0.10 =+ 0.05 + 0.03 = 10

250 5 300 70 45 462 0.84 70 6.02 3.11 1.06 76

+ 87 =+ 7 + 11 + 87 =+ 0.07 + 31 + (.22 + 0.14 + (.04 = 13

Dose No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) _animals (mg/dL) _ (mg/dL) (mg/dL)  (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L)  (mEg/L)

0 5 60 157 14.1 0.46 0.28 9.8 6.3 145 4,78 106

+ 14 =+ 6 += 1.2 + 0.06 + 0.03 + 0.2 + 0.3 * 1 + 0.18 * 1

2 5 58 151 14.4 0.41 0.32 9.8 6.3 147 4.74 106

+ 29 = 11 + 2.1 =+ 0.03 + 0.04 + 0.3 + 04 + 1 + 0.36 =+ 0

10 5 46 166 12.5 0.45 0.28 9.7 6.6 146 4,82 106

+ 16 += 15 + 1.6 =+ 0.06 =+ 0.05 + 0.2 +* 0.5 + 1 + (.38 + 1

50 5 54 166 13.9 0.54 0.30 9.7 6.0 146 5.10 107

+ 24 *= 12 * 1.6 + 0.07 + 0.06 += 0.1 + 04 *+ 1 * 0.65 + 1

250 5 82 153 14.7 0.52 0.35 9.7 7.3 %% 147 5.02 107

+ 28 += 12 * 1.0 + 0.03 =+ 0.04 + 0.1 + 0.4 + 1 + 0.49 pant 2

Each value is expressed as mean=*+35.D.
% : Significantly different from control at 5% level of probability.
**x : Significantly different from control at 1% level of probability.
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Table 18-2 Blood biochemical findings of male rats treated orally with aniline, 2,6—dimethyl-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test

< After recovery period >

Dose  No. of LDH GOT GPT ALP v —-GTP ChE T.P. Alb. A/G T-Cho.

{mg/kg) animals (au/L) au/L) (/L) au/L) (u/L) (IU/L) (g/dL) (g/dL) (mg/dL)
0 5 273 78 44 358 0.55 42 6.21 2.98 0.92 65
+ 158 + 13 + 19 =+ 98 + 0.16 + 14 +021 = 021 = 008 =+ 21
250 5 347 78 38 300 0.51 44 6.08 2.94 0.93 62
+ 181 =+ 8 = 4 £ 75 * 0.18 + 21 * 017 * 009 =+ 006 £ 16

Dose  No. of T.G. Glu. BUN Crea. T-BIl. Ca P Na K Cl
(mg/kg) animals (mg/dL)  (mg/dL) (mg/dl) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEg/L) (mEq/L) {(mEq/L}

0 5 74 160 14.5 0.48 0.26 9.6 6.4 145 4.88 105

+ 22 + 4 + 1.5 + 0.02 =X 0.03 + 02 + 08 + 2 + 0.27 x 0

250 5 56 150 15.6 0.48 0.26 9.4 6.5 145 5.16 106

+ 24 + 11 *+ 1.8 + 0.03 = 0.02 + 01 = 04 + 1 + 0.30 =+ 1

Each value is expressed as mean=+S.D.
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Table 19-1 Blood biochemical findings of female rats treated orally with aniline, 2,6—dimethyl-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test

< After administration period >

Dose No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T~-Cho.
(mg/kg) animals (IU/L) (u/L) (IU/L) (1U/L) (IU/L) (IU/L) (g/dL) (g/dL) (mg/dL)
0 5 307 80 68 414 0.88 241 6.13 3.31 1.18 71
+ 64 + 12 + 11 + 133 + 0.55 + 35 + 037 = 023 =+ 0.07 + 10
2 5 258 79 65 329 0.70 258 5.88 3.10 1.12 74
=+ 52 * 8 + 5 =+ 67 + 0.26 + 100 + 019 = 002 X 0.09 =+ 7
10 5 353 79 61 405 0.51 245 6.33 3.50 1.23 78
+ 188 =+ 7 + 8 + 105 + 0.22 + 55 T 037 £ 026 =*= 0.06 * 9
50 5 337 75 61 508 0.90 220 6.17 3.41 1.23 91 *
+= 221 + 11 *+ 6 = 201 + 0.31 +* 65 + 047 == 037 == 0.12 + 11
250 5 557 98 * 75 510 1.20 159 5.94 3.07 1.07 95 *
+ 230 + 13 =+ 19 = 201 * 0.23 += 20 + 033 == 029 == 0.09 + 17
Dose  No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL) (mg/dL)  (mg/dL)  (mg/dL)  (mEq/L)  (mEq/L)  (mEq/L)
0 5 122 148 22.9 0.52 0.26 10.7 8.7 145 4.49 101
=+ 22 =+ 10 += 3.8 + 0.04 =+ 0.02 += 0.3 += 1.1 + 1 + 0.33 =+ 1
2 5 140 139 21.7 0.54 0.24 10.2 8.2 144 4.65 103
=+ 45 =+ 3 + 1.6 + 0.05 + 0.03 += 04 + 0.8 + 1 + (.22 =+ 2
10 5 163 138 19.8 0.48 0.25 10.4 7.8 146 4.78 104
=+ 81 =+ 14 + 49 + 0.07 + 0.02 = 0.5 += 0.8 + 2 + (.41 =+ 3
50 5 142 141 24.1 0.48 0.27 10.6 7.9 145 4.83 103
=+ 46 pu 12 + 3.9 * 0.02 += 0.01 = 0.2 + 0.8 + 1 + 0.09 =+ 2
250 5 92 127 29.1 0.53 0.32 %% 10.3 8.5 144 5.17 102
=+ 49 * 9 +* 94 + 0.06 + 0.02 += 0.5 + 0.7 * 2 =+ 0.63 =+ 2

Each value is expressed as mean=+S.D.
% : Significantly different from control at 5% level of probability.
#*% : Significantly different from control at 1% level of probability.
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Table 19-2 Blood biochemical findings of female rats of the satellite group treated orally with aniline, 2,6-dimethyl-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test

< After recovery period >

Dose No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals (IU/L) (Iu/L) (Iu/L) (Iu/L) (1J/L) (Tu/L) (g/dL) (g/dL) (mg/dL)
0 5 306 104 45 187 0.79 661 7.13 4.14 1.39 95
+ 169 =+ 58 -+ 22 + 52 + 0.21 =+ 195 + 058 = 054 X 0.20 + 16
250 5 274 76 37 190 0.86 490 6.75 3.74 1.24 78
=+ 85 =+ 14 + 9 + 21 + 0.19 *+= 63 + 038 = 025 =+ 0.05 + 10

Dose  No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
{mg/kg) animals (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) {(mg/dl.) (mEq/L) (mEq/l) (mEg/L)
0 5 37 146 16.8 0.55 0.23 9.8 4.3 147 4.60 108
+ 25 + 18 + 1.8 = 0.05 = 0.02 = 0.3 + 04 =+ 2 += 0.25 + 1
250 5 20 129 16.8 0.54 0.22 9.7 4.7 147 4,33 108
+ 6 + 12 =+ 1.4 + 0.07 X 0.03 = 0.3 + 0.9 + 2 + 0.24 + 1

Each value is expressed as mean=*S.D.



Table 20 Incidence of necropsy findings of male rats treated orally with aniline, 2,6-dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

$9-

After administration period After recovery period
Dose (mg/kg) 0 2 10 50 250 0 250
Organs : Findings  Fate K TK FP (D TK UC FP (T) K FP (] X FP (D K FP (D TK
No. of animals 7 11 1 (12 10 1 112 111 (12 6 1(7) 4 1 (5) 5
Spleen : Large - 7 11 1 (12 10 1 112 11 1 (12 4 1 (5) 4 1 (5) 5
+ 0O 0 0 (0) 0O 0 0 (0 0 0 (0) 2 0 (2) 0 0 (0) 0
Thymus : Reddish area - 7 11 1 (12 10 1 1 (12 11 1 Q2 5 1 (6) 4 1 (5) 5
+ 0O 0 0 (0) 0O 0 0 (0) 0 0 (0) 1 0 (1) Cc 0 (0) 0
Testis : Small, bilateral - 7 11 0 QU 10 1 102 11 1 (12 6 1 (7) 4 1 (5) 5
+ 0O o0 1 (1) 0 0 0 (0 0 0 (0) 0 0 (0) 0 0 (0) 0
Small, unilateral - 6 11 1 (12 10 1 1312 1 1 (12 5 1 (6) 4 1 (5) 5
+ 1 0 0 (0) 0O 0 0 (0 0 0 (0) 1 0 (1) 0 0 (0) 0

2-L€2-30 "ON Apnig

1K : Terminal killing. UC :Animal with unsuccessful copulation. FP :Failed to cause pregnancy. (T) : (Total)
- negative. +: slight.
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Table

21 Incidence of necropsy findings of female rats treated orally with aniline, 2,6-dimethyl- in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test

After administration period

After recovery period®

Dose (ng/kg) 0 2 10 50 250 0 250

Organs : Findings Fate K N (D K NP (D TK _UC NP KL (1) TK_ NP KL (D NP KL KE (D K 1K
No. of animals 11 1 (12) 111 12 9 1 1 132 10 1 112 11 312 5 5

Liver : Large — 11 112 11 1 (12 9 1 1 112 101 132 11 2Qy 5 5
+ 0 0 (0) 0 0 (0) 0 0 0 0 (O 0 0 0(0) 0 0 1 (1) 0 0

Kidney @ Large - n 14 11 1 (12 9 1 1 1312 101 112 1 1 1 Q0 5 5
+ 0 0 {0 0 0 (0) 0 0 0 0 (0) 0 0 0 (0) 0 0 2(2) 0 0

Spleen : Small - 11 1 {12 1 1 (12 9 1 1 12 1001 1302 1 1 0(9) 5 5
+ 0 0 (0) 0 0 (0) 0 0 0 0(0) 0 0 0 (0 0 0 3(3) 0 0

Thymus : Small - 111 42 11 a2 9 1 1 112 01 112 1 1 0 (9 5 5
++ 0 0 (0) 0 0 (0) 0 0 0 0(Q) 0 0 0 (0) 0 0 3(3) 0 O

Adrenal: Large - 111 {2 11 1 (12 9 1 1 1 (12 01 11 1 1 0 (9 5 5
+ 0 0 (0) o (0) 0 0 0 0(0) 0 0 0 (0) 0 0 3(3) 0 ©

Uterus : Hydrometra - 11 0 (1) 11 1 (12 9 1 0 1 Qn 101 112 11 312 5 5
++ 0 1 (1) 0 0 (0) 0 0 1 0 (1) 0 0 0 (0) 0 0 0 (0) 0 0

TK : Terminal killing. UC :Animal with unsuccessful copulation. NP :Non—pregnant.
a : Satellite group without copulation.

—! negative.

+: slight.

++: moderate.

KL : Killed because all pups died after delivery.

KE :Killed in extremis.

(T : (Total)
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Table 22-1 Absolute and relative organ weights of individual male rats treated orally with aniline, 2,6-dimethyl—
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After administration period >

Dose BMW. Brain  Liver Kidney Spleen Heart Thymus Thyroid Pituitary Adrenal Testis Somin®! Epigidymis
(mg/kg) () (g) (® (g) (g) (2 (8) (mg) (mg) (mg) () () (&
0 487 1.99 13.10 3.04 0.74 1.47 0.35 29.4 13.1 66.6 3.21 2.30 1.27
Absolute +36 £0.10 *£1.29 £0.22 *£0.05 =*0.17 +0.04 +3.9 +0.9 +6.0 £047 £0.21 *+0.16
M (5) (5) (5) (5) (5) (5) (5) (5) (5) (7 () (D
2 492 1.99 12.80 3.23 0.76 1.39 0.35 29.4 13.5 63.3 3.21 2.16 1.31
+37 *0.10 =£1.32 x£0.36 *0.09 *=0.14 +0.05 *+4.3 +1.5 +3.8 X£0.66 x0.27 +0.14
(12) )] 5 ® G)) 6] (5) (5) (5 5) (12) (5) (12)
10 493 1.99 13.39 3.24 0.76 1.38 0.37 32.9 13.4 58.8 3.42 2.26 1.40
+55 £0.07 £263 *=0.44 0.08 +0.20 +0.07 +3.3 +2.2 +8.2 *£0.42 *£0.30 +0.18
(12) (5) (5) (5) (5) (5) &) (5) (5) 5) (12) 6)) (12)
50 488 1.99 12.62 2.96 0.70 1.32 0.40 29.8 13.1 62.0 3.43 2.15 1.38
+44 +0.04 *1.78 046 =0.13 *+0.13 +0.09 +3.5 +1.6 +9.3 £0.32 +£0.47 +0.11
12) (5) 6)) (8) (5) (5) 5) (5) (5 (5) (12) (5) (12)
250 446 2.01 14.12 3.43 0.92% 1.38 0.35 32.4 13.8 54.0 3.11 2.02 1.22
+25 *£0.10 £1.39 £0.38 =*£0.14 £0.09 +0.11 +49 *+1.1 *+11.3 *0.55 =*0.10 +0.16
(N (5) (5) (5) (&) (5) (5) (5) (8) (5) ) () (N
0 487 0.40 2.64 0.61 0.15 0.30 0.07 5.9 2.6 13.6 0.66 0.47 0.26
Relative @ +36 +0.04 *£0.18 £0.03 %0.02 =0.03 +0.01 +0.7 *0.1 +1.5 X011 *0.07 +0.04
) (5) (5) (5) )] (5) (5) (5) () (%) (7 (5) )
2 492 0.42 2.68 0.68 0.16 0.29 0.07 6.2 2.8 13.3 0.66 0.45 0.27
*+37 *£0.04 =014 X006 *0.02 £0.02 +0.01 +1.1 0.2 +1.1  =£0.15 *0.05 +0.04
(12) (5) (5) 5) (5) (5) (5) (5) () o)) (12) ) (12)
10 493 0.41 2.70 0.66 0.15 0.28 0.07 6.7 2.7 12.0 0.69 0.46 0.29
+55 *£0.04 =*030 %005 =*0.01 £0.02 +0.01 0.4 +0.2 +1.9 £0.06 =£0.03 +0.02
12 (5) (5) )] 5) ) (5) (5 (5) &) (12) 5) a2
50 488 0.42 2.68 0.63 0.15 0.28 0.08 6.3 2.8 13.2 0.70 0.46 0.28
+44  £0.02 *£0.27 =£0.08 *0.03 *0.03 +0.02 0.6 +0.3 +=2.5 *0.06 *0.08 +0.02
12 (5) (5) (5 )] ® (5) (5) %) (5) (12) (5) (12)
250 446 0.44 3.10 % 0.76 % 0,20 *+ 0.30 0.08 7.1 3.0 11.9 0.70 0.44 0.27
+25 *£0.01 =026 *£0.08 =*=0.03 £0.01 +0.03 +0.9 +0.2 +2.3  £0.13 *+0.04 +0.04
)] (5) (5) (5) (5) (5) ()] (&) (5) 5) (N (5) (n

Each value is expressed as mean = S.D.

(n) : No. of animals.

@ : Relative organ weight per 100g body weight.

* : Significantly different from control at 5% level of probability.
%k : Significantly different from control at 1% level of probability.
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Table 22-2 Absolute and relative organ weights of individual male rats treated orally with aniline, 2,6—dimethyl-
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After recovery period >

Seminal

Dose B.W. Brain Liver Kidney  Spleen Heart Thymus  Thyroid Pituitary Adrenal  Testis vesicle Epididymis

(mg/kg) (g) (8 (g) (g) () (g) (&) {mg) {(mg) (mg) () (g) (®

0 524 2.08 13.42 3.24 0.76 1.48 0.39 30.0 14.8 60.6 3.45 2.59 1.49

Absolute +46 *=0.06 *+1.61 +0.42 +0.10 *=0.18 +0.07 +1.8 +1.9 +11.2 *£0.38 *0.22 *(0.15
(5) (5 (5) (5 (5) 6] 6] 5 (5) )] (5) () (5)

250 490 2.06 13.50 3.32 0.82 1.40 0.30 30.5 14.9 57.9 3.45 2.36 1.42

+56 *0.08 *£253 =*+0.47 *0.19 =*0.15 +0.06 +5.4 *+1.4 +7.0 =£0.21 +0.25 +0.10

5) (5) (5) (5) ) (5) &) (5) (5 5 (5) (5) (5)

0 524 0.40 2.56 0.62 0.14 0.28 0.07 5.7 2.8 11.5 0.66 0.50 0.28

Relative @ +46  *+0.04 +0.10 =*=0.05 =*+0.02 +0.02 +0.01 +0.3 +0.2 +1.6 *0.07 =£0.02 +0.02
) )] )] ) (5 6] 5 (5) )] (5) (5) (5) 6]

250 490 0.42 2.74 0.68 0.16 0.29 0.06 6.3 3.1 11.8 0.71 0.48 0.29

+56 =004 +0.27 X£0.05 +0.02 =*0.02 +0.01 +1.2 +0.3 +1.2 =*£0.05 =*0.06 +0.02

(5) (5 (5) (5) ) (5) (5) (5) (5 ® (5) (5) 6)

Each value is expressed as mean = S.D.
(n) : No. of animals.
@ : Relative organ weight per 100g body weight.
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Table 23~1 Absolute and relative organ weights of female rats treated orally with aniline, 2,6—dimethyl-
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After administration period >

Dose B.W. Brain Liver Kidney  Spleen Heart Thymus Thyroid Pituitary Adrenal
{mg/kg) (8) () (g) (g (8 () (& (mg) (mg) (mg)
0 330 1.93 11.63 2.03 0.76 1.06 0.30 25.2 19.5 77.3
Absolute +24 £0.10 +0.5 +0.23 +0.14 +0.12 *£0.13 +4.8 +1.1 +7.9
)] 5) (5) 6)) (5) (5 (5) (5) ) (5
2 329 1.88 11.11 1.97 0.66 1.01 0.26 27.1 19.0 67.8
+17 *0.03 £0.99 +0.20 *0.11 *0.13 =*=0.08 +0.9 +3.3 +49.5
(5) (5) 6)) (5) (5) (5) (5) G} )] (5)
10 327 1.95 11.77 2.06 0.62 0.99 0.29 26.8 19.3 78.7
+23 X£0.04 *1.30 +0.16 *+0.06 +0.08 *0.10 +0.9 +1.4 +5.9
(5) (5) (5) (5) (5) (5) 5 (5) 6) (5
50 310 1.82 11.02 1.94 0.57 %% 1.05 0.27 23.7 16.5 70.4
+22 +0.04 *£0.86 +0.19 £0.03 *0.15 =*=0.08 +3.2 +1.4 =£10.0
6)) (5) (5) (5) (5) (5) (3 (5 (5) (5)
250 304 1.89 12.00 2,22 0.68 1.00 0.20 28.4 17.6 72.0
+18 *0.16 =*£1.26 +0.33 *0.07 =*0.08 =*0.04 +2.7 +2.9 +8.4
(5) (5) (5) (5) (6) (5) (5) 5 (5) (5)
0 330 0.59 3.53 0.62 0.23 0.32 0.09 7.7 5.9 23.4
Relative @ +24 *£0.05 *0.22 +0.06 003 ==0.04 =£0.03 +1.5 +0.3 +1.7
(%) (5) (5) (8) (5) 6] (5) (5) (5) (5)
2 329 0.57 3.37 0.60 0.20 0.31 0.08 8.3 5.8 20.6
+17  £0.03 £0.19 +0.03 *£0.03 *0.03 =*0.02 +0.3 *+0.8 +2.5
(5) 5) (5) (5) 6)) (5) (5 ()] 5) (5)
10 327 0.60 3.59 0.63 0.19 %  0.30 0.09 8.2 5.9 24.2
*+23  *0.04 *0.23 +0.03 *0.02 £0.02 =*0.03 +0.4 +0.7 +2.4
5 (5) (5) )] (5) )] (5) 5 (5) (5)
50 310 0.59 3.57 0.63 0.19% 0.34 0.09 7.7 5.4 22.8
+22 £0.03 *=0.43 +0.05 *0.01 *£0.04 =*=0.02 +1.0 +0.8 +3.4
6] (5) (5) 6)) %) ) 5) (5) (5) (5)
250 304 0.62 3.94 0.73 *x 0.22 0.33 0.07 9.3 % 5.8 23.6
+18 +£0.04 £0.27 +0.07 +£0.01 *0.02 =£0.01 +0.7 *0.8 +1.9
(5) (5) (5) (5) (5) (5 (5) (5) (5) (5)

Each value is expressed as mean £ S.D.

(n) ; No. of animals.

@ : Relative organ weight per 100g body weight.

* : Significantly different from control at 5% level of probability.
*% : Significantly different from control at 1% level of probability.
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Table 23-2 Ahsolute and relative organ weights of female rats of satellite group treated orally with aniline, 2,6~dimethyl-
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After recovery period >

Dose B.W. Brain Liver Kidney  Spleen Heart Thymus Thyroid Pituitary Adrenal

(mg/kg) (g) (g) (8) (g) (g) (8) (g) (mg) (mg) (mg)

0 298 1.90 7.82 1.87 0.52 0.99 0.39 25.7 19.1 67.6

Absolute +33 =*0.10 =*=1.19 =*0.16 =*0.07 =*=0.04 =0.13 +2.6 +2.0 +3.8
(5) (5) (%) )] &) (5) (5) (5) (5) )]

250 273 1.91 7.09 1.72 0.52 0.95 0.33 23.9 19.5 68.6
*7 *£006 *£033 *0.10 =003 *0.07 =£0.08 *+1.8 +3.8 +9.9
6] (5) (5) (5) () (5) ) (5) () %)

0 298 0.64 2.61 0.63 0.17 0.33 0.13 8.7 6.4 22.9

Relative @ +33  +0.09 *0.14 *0.04 *0.02 *0.03 *0.04 *13 06 £33
(5) (5) (5) (5) (5) (5) (5 (®) 6) (®)

250 273 0.70 2.60 0.63 0.19 0.35 0.12 8.7 7.2 25.2

+7  *£0.03 £0.16 =*0.05 *0.01 *=0.02 *+0.03 +0.7 +1.5 +4.0
(5) (5) (5) (5) &) (5 (5) (5) &) (5)
Each value is expressed as mean =+ S.D.

{(n) : No. of animals.
@ : Relative organ weight per 100g body weight.




Table 24-1 Incidence of histopathological findings of male rats treated orally with aniline, 2, 6-dimethyl- in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test
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After administration period After recovery period
Dose (mg/kg) 0 2 10 50 250 0 250
Organs : Findings Fate TK K K FP (D K TX K FP () TK
No. of animals 5 5 4 1 () 5 5 4 1® 5
Lung : Mineralization, artery — 5 8 £t # 8 # # b4
+ 0 # t # # 1 % # #
Accumulation, macrophage - 4 # # # # 5 t # #
+ 1 1 # # # 0 g % #
Liver : Microgranuloma — 4 4 4 1 (®) 5 4 4 0@ 4
+ 1 1 0 0O 0 1 0 1 1
Necrosis, focal - 5 5 3 1@ 4 5 4 1 (5 5
+/+ 0 0 1 0@ 1 0 0 0 0
Hypertrophy, hepatocellular, — 5 5 4 1 () 1 4 1 () 4
centrilobular + 0 0 0O 0 O 1 4% 0O 0O 1
Kidney : Hyaline droplet, proximal - 0] O] 2 0 0] 0] 0 O] O]
tubular epithelium + 51 @) 54 (5) 2 1J(5) 5] (5) i) 4 1.J() 5. (5)
++ 0 0 0 0 0 5k 0O 0 0
Eosinophilic body, proximal - 5 5 4 1 &) 3 3 4 10 4
tubular epithelium 4/ 0 0 0 0 2 2 0 0 1
TK : Terminal killing. FP :Failed to cause pregnancy. (I) : (Total) - : negative. +: slight. ++: moderate.

%k : Significantly different from control at 1% level of probability.
% : Significantly different from control at 5% level of probability.
# : Not examined.
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Table 242  Incidence of histopathological findings of male rats treated orally with aniline, 2,6-dimethyl- in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test
After administration period After recovery period
Dose (mg/kg) 0 2 10 50 250 250
Organs : Findings Fate TK TK TK FP (D) TK TK XK FP (D TK
No. of animals 5 5 4 1 () 5 5 4 106 5
Kidney : Basophilic tubules - 4 5 4 0 0 3 0o O 3 1 @ 0
(Conti- + é] w 0 ](0) 01 ](1) 2 ](2) 23(5)* 1 0 ](1) 3 ](5) *
nued) ++ 0 0 0 0 3 0 0 2
Necrosis, papilla — 5 5 4 16 5 2 4 1 ® 2
+ 0 4] 0 0O 0 3 0 0@ 3
Cast, protenous — 5 5 4 1 (B 5 2 4 1 (5 5
+ 0 0 0 0O 0 3 0O 0 W 0
Cyst, solitary — 5 5 4 0O (@ 4 5 4 1 () 5
+ 0 0 0 1 1 0 0 0 O 0
Cellular infiltration, — 5 5 3 1@ 4 5 4 0 @ 5
lymphocyte, cortex + 0 0 1 0 1 0 0 1 0
Thymus : Hemorrhage - 5 # ' # # 4 # % 8
+ 0 # # # # 1 # # #
Spleen : Hematopoiesis, extramedullary + 5 5 4 1 (5) 5 2 4 1 () 5
+4 0 0 0 0O 0 3 0 0 0
Deposit, hemosiderin + 5 5 4 1 (B 4 0 3 1@ 3
++ 0 0 0 0 1 Sk 1 0@ 2
TK : Terminal killing. FP :Failed to cause pregnancy. (1) : (Total). -: negative. +: slight. ++ moderate.

¥k 1 Significantly different from control at 1% level of probability.
* ! Significantly different from control at 5% level of probability.
# : Not examined.



Table 24-3 Incidence of histopathological findings of male rats treated orally with aniline, 2, 6~dimethyl- in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test
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After administration period After recovery period
Dose (mg/kg) 0 2 10 50 250 0 250
Organs : Findings Fate TK FP U _FP (M FP K FP (D) FP
No. of animals 5 1 1 1@ 1 5 1 () 1
Testis . Atrophy, seminiferous tubule - 4 0 1 O 1 4 1 1 #
bilateral +/+ 1 1 o 1 0 1 0 0 #
Atrophy, seminiferous tubule, — 5 1 1 1 1 4 1 1 #
unilateral + 0 0 0 0 0 1 0 0 #
Epididymis : Decrease, sperm, unilateral — 4 0 1 1 1 4 1 1 %
+ 1 1 0 0 0 1 0 0 #
Prostate : No abnormalities 5 1 1 1 1 5 1 1 b3
Seminal vesicle: No abnormalities 5 1 1 1 1 5 1 1 #
TK : Terminal killing. UC: Animal with unsuccessful copulation. FP :Failed to cause pregnancy. (T) : (Total). ~! negative. +: slight. ++: moderate.

# : Not examined.
No abnormalities were detected in the brain, pituitary, thyroid. parathyroid, trachea, heart, stomach, intestine, adrenal, urinary bladder, spinal cord, sciatic
nerve, bone marrow, lymph node and mammary gland from animals of control and 250mg/kg groups.



Table 25-1 Incidence of histopathological findings of female rats treated orally with aniline, 2, 6-dimethyl- in the combined repeated dose toxicity
study with the reproduction/developrental toxicity screening test

-€-

After administration period After recovery period”
Dose (mg/kg) 0 2 10 50 250 0 250
Organs : Findings Fate TK TK TK TK TK TK TK
No. of animals 5 5 5 5 5 5] 5
Lung : Mineralization, artery — 4 8 # # 5 # #
+ 1 # # # 0 # %
Accumilation, foam cell — 5 3 # # 4 # hrd
+ 0 # # i3 1 # s
Liver : Microgranuloma — 4 5 4 4 4 5 5
+ 1 0 1 1 1 0 o
Necrosis, focal — 4 5 5 5 5 5 5
+ 1 0 0 0 4] 0 0
Hypertrophy, hepatocellular, — 5 5 5 4 2 5 5
centrilobular + o 0 0 1 3 0 0
Kidney : Cyst, solitary — 4 5 5 4 5 5 5
+ 1 0 0 1 0 0 0
Mineralization, cortico— - 4 5 5 4 5 5 5
medullary junction + 1 0] 0 1 0 0 0
Basophilic tubules - 5 5 5 5 2 5 3
+ 0 0 0 0 3 0 2
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TK : Terminal killing. a :Satellite group without copulation. —: negative. +: slight.
# : Not examined



Table 25-2 Incidence of histopathological findings of female rats treated orally with aniline, 2, 6~dimethyl- in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

FL-

After administration period After recovery period®

Dose {mg/kg) 0 2 10 50 250 0 250

Organs ° Findings Fate TK TK TK TK TK TK TK
No. of animals 5 5 5 5 5 5 5

Kidney : Necrosis, papilla - 5 5 5 5 1 5 3
{Conti- +/+ 0 0 0 0 4% 0 2

nued)

Mineralization, papilla — 5 5 5 5 4 5] 5

+ 0 0 0 0 1 0 0

Dilatation, distal tubule, — 5 5 5 5 3 5 5

diffuse + 0 0 0 0 2 0 0

Cast, hyaline — 5 5 5 5 4 5 5

+ 0 0 0 0 1 0 0

Spleen : Hematopoiesis, + 4 4 5 5 3 5 5]
extramedul lary +-+ 1 1 0 o 2 0 0

Deposit, hemosiderin + 5 5) 5 5 1 2 0

++ 0 0 0 0 4% 3 5

2-L€3-30 'ON Apnig

TK : Terminal killing. a :Satellite group without copulation. —: negative. +: slight. ++: moderate.
# : Not examined
* : Significantly different from control at 5% level of probability.



Table 25-3 Incidence of histopathological findings of female rats treated orally with aniline, 2, 6—~dimethyl- in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

-Gl-

After administration period After recovery period®
Dose (mg/kg) 0 2 10 50 250 0 250
Organs : Findings Fate TK NP (D NP (D) UC NP KL (D NP KL (D K NP KL (D
No. of animals 5 16 1@ 11 10 1 1@ 5 1 1@
Pituitary: No abnormalities 5 1 1 11 1 11 5 1 1 B 3
Uterus : Dilatation, lumen — 5 0 1 1 0 % 1 # 5 1 # # #
++ 0 1 0 01 & o # 0 # 8 #
Degeneration, vacuolar, - 5 0 1 1 0 # 1 # 5 1 # # #
endometrial epithelium ++ 0 1 0 0 1 # 0O # 0O 0 # # #
Ovary : No abnormalities 5 1 1 1 1 1 1 1 5 1 1 # #
Mammary gland: No abnormalities 5 1 # # # 1 1 5 # 1 # #

2-L€2-30 'ON ApMIS

TK : Terminal killing. UC: Animal with unsuccessful copulation. NP :Non—pregnant. (T) : (Total)

KL : Killed because all pups died after delivery.

a : Satellite group without copulation. —! negative., ++: moderate.

# : Not examined

No abnormalities were detected in the brain, thyroid, parathyroid, thymus, trachea, heart, stomach, intestine, adrenal, urinary bladder, spinal cord, sciatic
nerve, bone marrow and lymph node from animals of control and 250mg/kg groups.
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Table 26 The number of cells in seminiferous epithelia assessed by the induvidual examination in male rats treated orally with
aniline, 2,6—dimethyle- in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test
Dose No. of Stage H-II Stage V Stage VI Stage X II
(mg/kg)  animals G P T G P T G R/P T G Z/P
0 5 Mean 0.72 2.21 7.51 1.21 2.70 7.87 0.08 4.33 7.60 0.10 5.11
S.D. 0.12 0.46 1.17 0.17 0.19 0.33 0.03 0.49 0.65 0.04 0.15
250 5 Mean 0.82 2.39 7.17 1.22 2.59 7.12 0.10 4.41 7.48 0.13 5.39
S.D. 0.24 0.15 0.82 0.04 0.11 0.84 0.01 0.43 0.96 0.03 0.30
G : spermatogonia.
P : pachytene spermatocyte.
R : preleptotene spermacyte.
Z : zygotene spermacyte.
T : round spemaitid.
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Table 27 Reproduction results of rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose toxicity study

with the reproduction/developmental toxicity screening test

Dose (mg/kg) 0 2 10 50 250
Estrous cycle (days, Mean =+ S.D.) 41 = 0.3 4.1 = 0.2 4.0 £ 0.1 41 = 0.3 42 = 0.5
No. of pairs mated 12 12 12 12 12
No. of pairs with successful copulation 12 12 11 12 12
Copulation index (%) 100 100 91.7 100 100
Pairing days until copulation (days, Mean = S.D.) 2.3 = 1.3 3.6 = 3.5 25 £ 1.2 3.2 £ 3.6 2.3 = 1.1
No. of pregnant females 11 11 10 11 10°
Fertility index (%) 91.7 91.7 90.9 91.7 90.9
No. of corpora lutea (Mean * S.D.) 175 £ 2.0 17.0 £ 2.0 17.0 = 3.0 15.5 £ 4.2 145 = 3.0
No. of implantation sites (Mean * S.D.) 16.9 = 1.6 15.5 £ 1.6 15.6 = 3.5 13.7 £ 5.0 13.7 = 3.6*
Implantation index (%, Mean * S.D.) 96.6 = 4.5 914 £ 7.9 91.2 * 134 86.3 = 19.3 94.0 + 13.2
No. of pregnant females with parturition 11 11 10 11 8
Gestation length (days, Mean * S.D.) 224 = 0.5 22.2 £ 04 22.3 + 0.5 225 £ 0.7 229 = 04
No. of pregnant females with live pups 11 11 10 11 8
Gestation index (%) 100 100 100 100 100
No. of pregnant females with live pups on day 4 11 11 9 10 7

Copulation index = (No. of pairs with successful copulation/No. of pairs mated) X 100.
Fertility index = (No. of pregnant females/No. of pairs with successful copulation) X 100.
Gestation index (No. of females with live pups/No. of pregnant females) X 100.

% : Significantly different from control at 5% level of probability.

a : One female was emergent slaughtered on day 5 after copulation.

b : Two females was emergent slaughtered before parturition.



8-

3-L€3-20 ON £pniS

Table 28 Litter results of rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test
Dose(mg/kg) 0 2 10 50 250
No. of pups born 15.1 = 1.2 148 = 1.7 149 + 3.7 13.1 £ 49 12.1 = 3.6
Delivery Index (%) 89.6 = 6.7 95.9 = 4.3 95.3 = 6.0 94.7 = 5.8 91.8 £ 6.7
No. of pups alive
on day 0 of lactation
Total 148 = 1.5 148 = 1.7 149 £ 3.7 13.0 = 5.1 11.0 = 3.9=*
Male 7.1 £ 2.7 76 £ 1.8 7.8 = 3.2 7.0 &£ 3.1 4 = 2.3
Female 7.7 £ 1.6 7.2 + 2.1 7.1 £ 1.8 6.0 £ 29 56 = 3.0
Live birth Index (%) 98.1 = 4.4 100 =0 100 £ 0 97.0 = 10.0 88.6 = 17.0
Sex ratio(Male/Female) 0.93 1.06 1.10 1.18 1.02
No. of pups alive
on day 4 of lactation
Total 145 = 1.6 148 = 1.7 14.3 £ 3.6 13.8 = 3.7 116 = 29
Male 7.0 + 2.7 76 + 1.8 7.2 £ 3.1 74 = 28 54 £ 1.9
Female 7.5 £ 1.5 7.2 £ 2.1 7.1 = 1.9 6.4 &+ 2.4 6.1 = 25
Viability Index (%) 98.1 = 3.2 100 =0 99.2 =+ 24 98.1 =+ 4.4 93.8 = 10.5
Body weight of live pups (g)
on day 0
Male 7.0 £ 0.8 7.0 £ 0.7 6.9 =+ 0.7 7.1 £ 0.7 6.7 = 0.5
Female 6.6 = 0.6 6.8 £ 0.8 6.7 + 0.7 6.8 = 0.7 6.4 = 0.5
on day 4
Male 11.1 = 14 11.3 = 1.4 114 = 1.8 11.3 = 2.0 109 £ 0.5
Female 106 = 1.0 109 £ 14 11.0 £ 1.9 10.8 = 1.7 10.4 £ 0.7

Delivery index = (No. of pups born/No. of implantation sites) X 100,
Live birth index = (No. of live pups on day 0/No. of pups born) X 100,

Viability index = (No. of live pups on day 4/No. of live pups on day 0) X 100.

Sex ratio = Total No. of male pups/Total No. of female pups.

Each value is expressed as Mean=S.D.,except sex retio.

* : Significantly different from control at 5% level of probability.
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Table 29  External findings of pups from pregnant rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

Dose(mg/kg) 0 2 10 50 250
No. of pups examined 166 163 149 144 97
No. of pups with 0 0 1 1 0
external malformations” (0) (0) 0.7£2.2) (0.6+1.9) (1))
External malformations®
Dwarf 0 0 1 1 0
(0) (0) (0.7£2.2) (0.6x=1.9) ()

# : No. of pups (Mean=S.D. of individual litter percentages).



Table 30 Visceral findings of pups from pregnant rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

Dose{mg/kg) 0 2 10 50 250
No. of pups examined 165 163 147 143 94
No. of pups with 0 0 0 0 0
visceral malformations’ )] (o)) ()] (0) (0
No. of pups with 9 7 6 5 3
visceral variations” (5.6+6.7) {4.4%5.5) (4.2+11.2) (3.0%+8.1) 2.7+3.8)
& #
Q Visceral variations
Thymic remnant 7 3 2 3 2
in neck (4.3+6.2) (1.9£4.6) (1.3+2.8) (1.8%4.3) (1.8%+3.3)
Persistent left 0 1 1 0 0
umbilical artery (0) (0.6x2.0) 0.7+£2.2) (4)) ()
Bending ureter 2 2 3 2 1
(1.3%4.3) (1.3%2.8) (2.1£6.8) (1.2+4.0) (1.0x2.7)
Dilatation of ureter 0 1 0 0 0
(0) (0.6%£2.0) 0) (0) (0)

# : No. of pups (Mean=S.D. of individual litter percentages).
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