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BECEPRELBA 7Y — =Y IBRBRO—2 & LT 3-zhivEFiy (Common
Synonym: m-nitroaniline, PIFm-N&) OMBATABUERRET -7, TRDB,
m-NAD O GREEXIRR), 5, 15 XU 50 mg/ke %Sprague Dawleysk (Crj:CD) 5
v b O (RISE/2) REH 28 s LUREHRN 2 A, & ocltidiE
RVMAEEL CHE I HE TROBRE L. SEMoLMENS LURMREORAE -
RECRETHEC >V TR L,

REBRERELTOLS KBS h 3,

1. RiEHBE5EE FHHYRR)

1.1 #&¥

D —RiRAs

TR, D FNORERC BT SR bNBMo ko —REREE LT,
50 mg/kg HRE#O 1 FITREVH OB ECKRBEZOLENRAONTN. 2O
AL WIhOBREEHICEVLTHORBRMEOREICERL 2 LEE S 52—k
RO ZAL LD & NITh o T,
2) (kEB JUCEER

50 mg/ke ?E%ﬁ B TREE | BoREEME S LUEEEN. BEREM
ZrUle 15 mg/kg UTOHRER T, BRPYROBECERLELEEINS
HES L UBEROBLEED 5N e

J) gk R. MEBIUHELKEE

50 mg/ke BEROIPILPIE LT 15 me/ke HEHO LG 3 Bl BOMAS
SVFRBELRS N, WESIUREAOER I, BRBRYEOREICER
LIz EHEEINBELERD S hiih- 1,

___1._



4) HRB LURE Lk ORE-BFIE R
SR E 50 mg/kg REBOSPII >V THELLGR. BRVKOEE LT
TEREMRI. OVThoFlcds oniho iz,

1.2 M@

) —ReiREE

50 mg/ke BEHO 1 BIA. Augh (ER23E) T LA, —BREBOZLL
EUTH. BEFER. 50 ng/ks BEHO 1 PIcIEIRII 0% %< REEREE O
BENRAONILDATH - T,

?) HEHLUEER

50 mg/ke BREBOKEL. BEEBR. —BLCERCEBLE, LIL.H
EREEOZELE. OThogRYRREHCEVTHREDORE, s,
EEECEL T, 50 ng/ke BERICHLTRES | B ESERN RSN
foo 15 mg/ke DIFOREBOBEEC . BRUEORECREEL: LEFESNS
ZLZTED onEh -7,

3) BHRAR ,

50 mg/ke B EEDFBRTETHIT . MOSERZL. Molal. BER
WIEORE B X CEEIS X35 & ks, FERIZRE T & 5o %,

W 4 B S, RBREET LEBTE 50 ng/ke B5RO 9 Pith 8 Bl LU
15 mg/kg BEFHO10BIH 1 FlIciBOEAD 2 0 ZFALNRD i, HORE
fLix. 50 mg/kg BRERIHY LRI O 3HIH 1 Pucsv T @D SRk,
4) SR O R B

15 mg/kg BE5EHD 3G (REE1H. £RFET2HD H&LT 50 mg/kg REHO
SRFET AP GECHAEL) €OV THERLLEE. BRWEOREETET 5
RERRROThoplicdHonBEho 7,

.._2_



2. HMRAEEH
2.1 RERRAR

15 mg/kg REBORE | iRV Tit. 2TOMTHEENRILZ, 9405
BHEORRENL LCZRENCI. ZRPREREOHEITAOEBDONE N
7o

2.2 HEEE. BEREB LUERR
IR OB K. ERES LUBERBCHBH CBRDRBEEH L OMTHEES
(€0 XY (RGNS N

2.3 WMERD X CERDME
HERL, {#Ed 1007 2R, Fo. Ao RIS REE & 55
HXERLOHMTHEETRD ONiEh- T,

2.4 Sigikags X UEE IR
HEZORUIOHEH (HE 1 H) BV TR K IEHBERRICMRENINH
o, FPHRRBARRTH - BT I 15 ng/kg BEHO 1 Bl LT 50
mg/kg REHMD 2HITE. FMEGFUIERNET Lk, . 15 mg/kg BEEHOM
D 1BICIE. BRI ER RS b NS - kA, IBH 2 HE TR RATEE Ui
2 50 mg/kg TEHICE VD THRNIE ORI KRHEROEENS o h |
PICRERDOLFIAMEIHETRRT LR, COEME. WTFnoREHOM
EEDTHNHRRES 20 IHEFRRBEREEIRD onldh - I,



2.5 FHERMR

) &&#H

15 BLU 50 mg/kg REHTE. BWE | HOLRETHZNZN 1 BLU2H
FELREC LKLY, COHORBAHEONE L LLROERE [ BRE &
REE) x 100] 5L maAES [ HEERE /FRER x 100] . WB#He
HBRLTEEERLE, UM, BEROEFEHROFEZETE. OThogBY
RBSBCSVLTHEDONE Do,

2) &

HAROKEIC . M SICHBH OEBRYRBEH L OB THFERZIRYD O
NnNiZhotz,

3) FAE

HEHOARBE. HALRPLIUCHE LB T 52HE RO B0 THER
PROBECRERALL EHEEINIAZBLITHABORBRIRBD oNLd o1, &
fo. XHEBEE 50 me/kg REBICOVTERLABRBEFLBVTHLERAER DS
WHEZROREFEN, BBRUERSRICEOTHEMT 2EEA S nE» s T,

3. 3HiE
P EORBREN Sm-NAD 15 mg/kg/day DL EDE . 5~ T B O@EERE
Lo THIEES & FBORAD 3L HBELERT RERSERARETHY. —
SROBT 35S 3V EE A EES S X RTRENRRING, £ 50 ng/
kg/day I\ BEHES v MIIKEMEMONHFD 2O IBEEORDERL. S0H
BRthOM | BINFEE LA S Edo. AMLAYOERT » Mo s 2BAREEE
FEELABEELONS, 5B, AMLAYIIOVTIET » Mo T BREREN
MHSNT O B4, ARRERTFEHOTHE. B5 v P OERENHLTH o
RBUATREBNoR, Fhe 50 ng/ke/day EHBPCHE LT 2 OHAERD

__4_



RE. ARSI UERCIBEVEERZI Bk, ThOoD I END. FRER
EHTCR. mNAQBES » Pty aREREEHCET 2 BEEES LUHS
v P OEFEEN X 2B ER I Smg/ke « T v P ORFARENIC NS SEEE
EXLURHRRECH T 2 BEEET 50 ng/ke W3NS,



L] 8

3—= b= ~Y#F L v (Comnon Synonym : monitroaniline, m-NA) W& benzene
DOHEEE= + 2{b&¥TH S nitrobenzene ® m- HLic@EPEE LT NI, BE—>
ML 7FEE=toftdBTchdo. 775E. yellow-G oYK OEE &
LT 230V IIHFHAROTEGZCIESBHIATHS, £ KELEBE. n-
dinitrobenzene (n-DNB) DAtz 51 3 RMMTHY. ZOHRI DT
m-DNB LEMRICRIBEREICLD S » PEHBEBHERT L. A e o vl
EEBET ALV 0Eh. 57 A GBES) LTI BB ERER%
BB ERENEES RT3,

SE. O0RCD K X B BERLAEWR O B2 SR Fb 2 BREREFEO—RE L
T3 —=tuxvEF I vOlGAMBERBETO. RMLEYMOEHM - REFH
KOVWTHRF LD TZ20BREEAHET 3,



KM s LU
1. e | |

§—=tuxveEriy [oy t &5, ; M,
99.9% ; CAS No. 99-09-02 ; Common Synonym, m—nitroaniline (m-NA) ] &\ &
FE 138.13 . @ 114°C. B 306.4CcokicEnzgEnitiRogRERX
THO. WHEE TER - BEXHTTERARE LA (fnnex 1),

AR L 0.5% CHC-NaKBRICBE L. WThoHEICEVTH | HoE
BENOSnl/kg KHALSCEBEREL TREKEL L. AEBIREEETT
FEHARE U CHER T HRERE L, fERTogBhE . 8 - Btolk
BRBT AR LS THHMBETHY . B OMIFSNE (hnex 2-1, 2) &
. FHLAEREREOSENERRC SHEILE o2 (Annex 4),

2. HFHEYE LUEFTRR

BRI, B S THERICTBALLEEAF » =R - Y N—BEARET & v
¥ —HFED Sprague-Dawley %% v + (Crj:CD, SPF) &M L7 (Annex 3), WA
Ul-Bnid. ARk 1 BE. S IREEFRR T THAF L. —BRECEENE
B HNEM ok b OERBICH U (B BHAEKE : I 183.3~241.3 g H:
273.1~323.6 g) 0

BEPIE. BEAE 1 C. ARHEESSE 5 %. HEAEKMISE, B, BRI
H (FTR~FRTE CHSIhRNY 77—V A7 L0FEET. &BHSHE
Ry—9 (22Xx27X19cn. BAS — V@) EflcRELCHEL.. BRAY
(CA-1. BAZ U7#) HLUKEKREBHCBRS /., HiRISHZOREY
K. \AEF - VORCEBERBERE. KL TRIA 7L —2® (HE
Fr—R - Yn—@) EEEHRE LI,

BE LR R, PLURBICHRB IR A R TR OER 5N 2 5R%5EY)

_7_



DR 5 T,

3. B
i & S YIEEE H OKEE b & i RERIEMLAETE AN U TR L
1 BbHRDCEIEAHEL R,

4, BEE. BER. BT LCRESE

nNADBRER . RE TS FRABOBELBEE, 5 15 LT 50 ne/ke
ELk, BERBR. BABE O Snl/ke &L, HBHOS » M. BBRARK
TH5 0.5%-CMC NI En-NAR G2 L F—2 B TRE Lk, DTFRRERE

RY,

‘ ‘ L (@SHHmES)
HES URYE BREE BREE=E
(mg/kg) (ml/kg) /i3 i
1 IRpEE 2 0 5 13 (MX01001-013) 13 (FB01001-013)
2 m-NA 5 5 13 (MX02001-013) 13 (FB02001-013)
3 m—-NA 15 5 13 (MX03001-013) 13 (FB0O3001-013)
4 m-NA 50 5 13 (MX04001-013) 13 (FB04001-013)

a: 0.5% CMC-Na /kiz#&

REROBRSRAL. o LT SEATI4E 1 LSRR8 W X O RE S
MR THRIABE O 42 B, . ML TRTEWI4EE & EHE
B OGRRTET; BEMEE %00 RERTM T EEIRAE LT
OWEIHETEE 1 H. 5o FEEEEELCHREMCENRSE L, BHOR
Bk, EllE LT—ERA0N (ER1E~168) Wit SBYORSRE .
BE75 & U SSBER S & USSR Ol o T8 | MOMEREA D &, &

__8_..



fo. REBRMYBOMICOOWTRIERBDEEZ b ECZNRENRER L,

5. PEEE B5E0NT)
WEAMSERRORERERET 58T, nNAD 0 (FHEAR), 25, 50 &
LT 100 mg/kg*% Sprague Dawley & (Crj:CD) 3 » b DM 5 VLI AECHI T H
MeEkBry (BETH) 2L TEBORS L. XROREBEMET L, £,
RRETHIC OV TS OWERI2HE TREARE L. BB LVROETRE
Pt 2RE OV TR L, BlEc ok, A% BBt E R
L. hEZBREHEE. SEHEE. HR0, THLCIBHCHEL 2, BRI
ST BSBIEE SRR E 2 To T HROREREERD 2, &K
RoMiz. REHERTE (4EEE) oRHCHKRL. B VL TIIBREBR
FAERENEL o, RERRIBIIERISHCHK L. BIREARE LUTEREE
BA. ROEFEERH~, RBHEBXOHEZ. MBERFERBRCEL L, &
B.mNMOBEER. 15, 50 BLU 170 mg/kgZ AN TiThhi TRM45 » btk
7% m-nitroaniline O2BHEIRFROBREHMHEER] " oBEREBRBLTREL
foo COREHRSHUREBE T, 15 mg/ke D EOHRE THRIMERE. \/vELB &L
&AM MEDRDABEME . F /. 50 mg/kg DLEOBRE THE D XUHE LK
DEHNZNZENHBEFNCRAD OhTH 3,
HERRL. ROLS BRSNS,

(1) YRR

i) —HHRER

TN, WTROBRERIEVTHIRD SN, -k, —RIRRECEIL T,
100 mg/ke BEBHOLHITHREI0~148 B58ME =85 00, #5148 =8l
B) KRB ARZOBEND SN SOz, WThoRERIIBLTHH

__9__



BUROBREIEEL L EHESNZ—BIRBOZLEFED ORI 1,

i) fhES LUEMAE (Tables P1~P3, Appendixes P1-1~P3-4)

E. hEMEME. HEE L HoBRIBRURRSR oM TEERRRY
LNIEN o,

i) SRR, MEBLUBREERER (Table P4, Appendixes P4-1~P4-4)
MOBAD 50 TR EILA. 100 me/ke HB5HD 5 B2BlH L 50 ng/ke B5
ﬁ@5m¢4mﬁéénk&#\ﬁ%%&ﬁﬁ%h%@%ﬁﬁ\w0m&g&5ﬁ'
D2HE LT 50 mg/kg EBHD | Plcsonk, ULHL. HEP IR KD

BRI, XRE L HBRYEESE OB THEEZIRAD O hEh o 1,

(2) MEWIERE

i) —RRAR |

FEPIE. DTROBRERICENTHRD SNiSh o, —BREICEL T,
100 mg/ke BEBOLPIH LT 50 mg/ks TEHO 5 it 4 PITH510~18H O
= R IERRE DB SN,

VG pentines P D R ECREER (Tabls 7, dssn

dixes P9-1~P3-4)

KRE. REMNE IO ThoONTEHCS LT OB L RRMERERE O
BICEEEERY b NEho 2, BEES. 100 ng/ks BEBIC SO THESIERE
R

i) SRR

REBYRIREBRE DI NTOMTIROERD 2 IFELIRD ohi,

(3) ZECHRAE (Table P10, Appendixes P10-1 ~P10-4)
50 mg/kg VI EOTEHTE. E5HOTEIIEVWTEZNZT R 2HENRRETH



ot2e 25 mg/ke BEBRBLIUNBRTE. TXTOESREBOTREMRILL
Fzo UL BRI, BB T 16]. 25 mg/kg BEHTIHL. 50 LU
100 me/kg REHTHIPIBONLLTELIN T, BH. KRRBOETE. BH
BLURE EROEEI. 100 ng/ke REHT 2HI2BI. 50 mg/ke BEHT 251
hlflicashi,

(4) HR13HF FWEART R (Table P11, Appendixes P11-1 ~P11-4)
HREERE. R, FRBLIUVBRECERCBEBEDROBRECER LU &HEE
EhAZELEFED SNEh o 1,

(5) HBAMBHRBC LY IREE

MPEMBEERR T, Lo EVRETM (28H) 2REICRET S &h
5. 100 mg/kg/day D5 TId. BICHEBHENEBRBL. RERAR~ORE:
i 5 I DEZBROERRIMIME onTOTRENEL o, TOZEhD
MEERMBHRE TR, BEHAE% 50 ng/ke/day & L. DITAAKMITHRLT
15 B&LT Smg/kg/day OBZHEEREL 72,

6. BEHE

1) BE

(1) —RebkRe

B b 2BICon RSB E R L,

() {kE
e b, 2oL ThELFRTBTE LT G : 1850, 7, 14, 21, 28,
35 41H. #: %50, 7, 14, 21 B (%5 0H=HR5H%ER) ) 5LU0@BHBK



MEL, . KRR, R0, 7, 14, 21 H. B LM 55
#1FBLU4H (WEHE 1 LU 48H) OEELXRAELE,

Q) HRHE
e b, POV THENED (RIBCEEEAAEL. MEE»OROHA
EHECOROBREELNEL 2, REPHTORERBINELLh -2, KRR
T, iR 0-7, T-14, 14-20 BB XCHHL M. WE -8 0fEE
ZREL I,

(4) REe

RECE. B’E514E (I5HEESH) 0FAHhoRE 2:EE. B—#RoMEE 13
1 CRERE SR TIT- . RERV ORI, B89, BHOERD 5 IERD
OB FOREETRND &L 0iTH. REFHERI L. 20HAHER0H
CE¥ELTHEIHBL. EHCEET L, REEREI L. BRI OVIRER

[ RESWE /FEEHYE X100 ] . RHRE[ (ERBYEZREWE X100 ]
FLUREBHBREN ORI E COaRERD L, Bk, 2 HloORERIERH
KRRBAERS Ao il REE#S UM . TEPNKRTE (k52884
MH) <dBL,

(5) 53 AR A
EHRLEOTERUMIT. £FI2ERSBI L, SRRBOERBE . TS
OOV TIT ol L. BEBRTE DS kR VL TH. HREoH
& o BEE LA RBRES EONRREOFELHII L. BAICTHRL I,



(6) 3B E OWE
SHROWR G, FHIR~IRCHEL. CORBBCAENET LTS L

ERBUAMRCOVT, Z0BEWE 1 B, ZOMBEHHE AE0H) &8

ELk, FHIBLES THHILLMKI OV TR, BHEWE [HE LR,
SRERRBL R 2OV TERIM GHR0 B~SRE0BR) FHELY,
$h. MER [ CERMEMEEREER) X 100] 2RDX

(7) Bl

a) it E ¥y
FREMERRBET o, TERITHE S QARE0RE (B5428)
WL —F VR TR - BIESHE. Bl I, £l 2Bl o0 THREB LT
FE AL, ERAAE LA, BESIURE AL, 77 VREERELT
L. 50 me/ke Br5EE L UHIBE OB DV CRERREHRE T - ),
FRCEVTREEFROABEG 100812 Y VIEELTHEE LR,

b) B Eh ¥y

S LR BEIEE 4 B, RELANS R UL BIERSERSE I, Tk,
KR RM U EER T i 2 hehr — 7 VERE T ORI - BFES ¥, #KL
o B - RESLCERTROOThOPI SO THIEL LCFFR. BHL. 7
BioLTiE Salenski P 2H L TERBEERE L TEREERRE L, JIK
$7 7 VRCEE L TRE L. ERERE T CHERERRARL I, RRLL
HRETH » kil LCRREBC OV COREEBRPIRE ST - . SikcHL
TRELXDPOLBEBIUCFER 100k =Y YIcEELTHEEL R,



2) HMAR
OERRORE

WE 1 HERK GER+ECR) 28~ ROEME [ ERE/FRER
X100 ] 5k MzAE [ GHEERK /SRER %100 ] £Rok, EROBR
AR~ ARRZOEELBELE,

QOFCRBORTE
FCREEFEAR~. WE | HoLeE [ GRE/ERE x100 ] SLUTH
HFABOERR [ MEFABOERYE, /MY | HOERE) x100 ] ARok, 5
CREER L. WS L CERNOBEEREL B, 15 —AREELTHEE
9 A

) AEAE
WE 1 B LU 4 Hic—BBA cMEINCEE (QitterEBERE) ZREL. [litter
HE /NERE] 2ZBEC>HTKkD R,

() Bk

W 4 BicabiE -7 VEREN T CEOE S, SR L A, BilEs X CBBN O
BER. —HELTHBL. BBEC SR 052y VR LTRE LR, A—2
2 BRCEELS ) —McEELTEREL R, |

(5) BRI

50 mg/kg HEHPLUHBHC OV THE 4 HHRLLRO2PHB KUHE
HEEISE TR % Dawson Y XD BRERL L. BRERSLIVEROFEEHA
iz, BE. FEREZOVTE. HBHCIER. FRE DA ON0T 50 mg/ke



REBICBOTOABRERNRAONIE S ENOHBOMNREEBIIEY. 1T
OEERREEETRICOVWTERBRET - 7,

7. YOI

RBICHE LB S, F HERERES, I RTRE 72V IRV THBL
CEARES R L CEKEIL L, SRAEYy VI3, BEESFOLEERER
ALk, B BBORL 34— FEBT ClEESNOMEIE L, F BHAER
. EREBIILISA - R,

8. WiaHum
RREBBPLURBBIDVTE L BEXET -1, 20MBOTXTOF -5,
Bk EeBonk@da0E litter L OFEHEE 1BEARELT. &7,
Bartlett iz L W ZHORHO—BHIZ >V TRIEL k., 2DBER. FEL 1%
EINRBECR, —ARBHOSEMTETO. BECHEERIRD ohiiés
Wi Dunnettikd B0 Schefféikic & b XRH & SHBRYE RS & ORI THIG
HOZEDORIEEIT - oo HEAF—BTED - BE . Kruskal-Wallis DMERIRE
1o, BECHEESRD o h 2 BACHBH EXBBRYRRER LOE IO
T Dunnett®EIdh 31T Schef feBIDMIEE1T - 72,

BEKEZ., 5“%:}‘3421')‘ 1%&Uk,



1. Rifr5HEH

1. i@

(1) EhFETH

FTE. HRBLEESCOThORERIIBVLTIRD onLEh o1,

(2) —HeikAg

50 mg/kg BeE5ED 161 (MK04002) iz B TERGIREZOBEA, BE36H (37
Hiz5H) hoflRBEHITI TR D ORKL, JOEMIE. 5 ng/ks BEHO 1 H
(MX02013) <. uE. IREEOREGHEN. B/ #E5THEHMG11H (80
~12EHREH) HT TR Aohe MoBREHCHEUOEILIAD N

737?") “o

Q) k&

DkE (ERE. Table 1; Appendixes 1-1~1-4)

DINORERBCH O THXRE L SRBYRRER L OBIIAEERRY L
NEhote,

2) e (Tabl-e 2; Appendixes 2-1~2-4)

50 mg/kg REBICHVTREMBE~REHE | AOMMENTE (p<0.05) 72{E
fE&RLE, 15 meg/kg REBTRIRER I~ L HOEMENFE (p<0.05) ZIE
EERL LN, BEEENSEL TR, 5 mg/kg BEHOMMEI IV
NORERPCHOTHHBH IR L THEEREERD o NEh o1,



() HfH= (Tables 3,4; Appendixes 3-1~4-4)

50 mg/ke BEBRHOTREE EOBEEEN. HE (0<0.05) ZEMERL
f2o 15 mg/ke DTOBREROBER . BBEYRORECERLLEESN
BEAIBD ONBHh o,

O) Bligrr R (Table 15)
50 mg/kg BEHO13FIth 3Bl FOEAL LT 50 mg/ke BE5HO13PIEHIS
ST 15 mg/kg BERO13PId 3 FIIROIEA S 3V IZHFARENRA SNIENE
. BBRURIRECERT 5 SHE SN BEIBH O NN T,

OV EEP L HEHE FAER (Table 5; Appendixes 5-1~5-4)
BELIURBE FRoBRICWH. SRR ORSICERL L LIEFEIh 2L
EDOoNEh T,

(MEEL LKA HEoOREHEEF IR
BEEE 50 me/ke BEBOLHC>OTHELEE. HBRYROBEL RS
THREMAEE. WTFhoblicdsaonihrsto,

2. HEEY
(1) & pZETH
50 mg/ke BEBITHWVT 1H (FBOA013) A%, SER23BCER 2ILEHRIM L E
ERHRPTRET L, APIORTEMO—BRBS 2 I HIRBEBRTEXR
Mole ARCERBIAONT . ERFETHHE TOBIRBCHBALENLT
BoNBh Tz, FICEV TR, MEOKRB. RoRERENL &ERZEIRO K
. ABHCZ L0EE. BEREY v #is Lo Rogal. BREEEOE



B L BRI & et FERRIE T & o T, s, ABIORERE LT
RS S ARIL. ZW6THY. MRED THFERACIN. £TERA
W AEOXDIERERIE L 1,

(2) — Rkt
50 mg/kg 5D 151 (FBO4009) THEMRIAM D s RIRERIAZ DREEN A
nRBRE. VThORI LPBRPRESCER L LEEShIELIAORE

7)‘0 o

()4KE (Tables 6~11; Appendixes 6-1~11-4)
50 mg/kg REBOKEIL. REHBER-EL CBMCHEBLL, LML KB
ol ERBEDE LSBT hoREREC SO TH. BokES KU
B3, BRI ZHRYRIEEHLOBTEEEIRD ONEh o1,

(4) BiHE (Tables 12~14; Appendixes 12-1~14-4)

REENCH T 50 mg/ke REBOBREE | BOBREENFERBMEERL
2 (Table 12) ., KEBREARID (Table 13) H XU H3Hkik (Table 14) OEEHE I
MRS SERYRBEER OB THEEZRBD ONEh - T,

(5) BIRFFE (Table 16)
FERAET L. BE 4BHR LB 50 ng/ke BE5HO 9Bt 8 Bk L U7
15 mg/kg HEBO108Ih 1 Flic. REB LU 2RETOMICHE T 50 mg/ke
BEROSRFTH 3 it | PIcIEOEAD 20 RIBBLAS dhk, $h. BE
4 BiEg Uiz 50 mg/kg B5EO 9HIth 5 Fls LU Sng/kg BREHOD
1360t 1 PR IFOREANS & hie . FHROZILE 15 me/ke B5ROMT ZRD



onBhot, COEME. HBRYRRECERT 2 LHEINSE/LITAORK

AQI ) f&o

(6) S E DRI BFRIFFR

50 mg/kg REBROFETH 1. 2RFETH 3B LT 16 ng/ke BEHRORKE
BI1Bl 2RFETH 2B >OTHELZERE. BRUROBEERET 2 REH
REIvFhoflicdbsohiih o,

0. 4H - RAEFH
1. ﬁﬁﬂhﬁﬁ‘ (Table 17; Appendixes 17-1~17-4)

TR, FRLHTRTCOMEABEBOTHREUL. 361 15 mg/ke REFHOAR
M1 HIZBRO TR, £ TOMTHRNRILE, FEME,N ORIV ZETO
PHHEB OB S RBRMRRER L OB THEEEIRD OREh oI, The
TRTCOMNFEIEBEROBHORBHICE VL TRERRILIE 1,

2. BB, BRE. BHKE (Table 18; Appendixes 18-1~18-4)
iRt EERE. ERBPIUVERRCHBH R RRER OB cHES
BED oMo T,

3. HMEREXCHREVE (Table 18; Appendixes 18-1~18-4)
HERIT, S#HEd 1004 ZRrlk, h. HREOERTIEC B 858
REER OB TEERRIAD S NNk,

4. SIRRE
HEBEIBPOTHRORFBLRD LR, OFhoREB LTI AEN



o, UL WHE1H (iR, BYIOHEB) « 50 mg/kg REH D 2 Bi
(FB04010, FBO4011) K& TF 15 mg/kg Be5# @ 15 (FBO3006) T ik BEERE ik
ERARCMROBEARA LN, FRICBAOHOREND -1 & MRS N,

5. WEIRRE

SROBRENEE SNl 50 mg/ke REHO 2PIH LT 15 me/kg BRE5HO 15
TR WTROWE 1B, ¥4, BREHORECKRREAROBELZEL
7z 50 mg/kg BREHD 1 FICHWMEIBE T ZNZTROEREPIFET LY, &
DM 15 mg/kg 5B 16 (FBO3010) THE 2 HE T LERDETAH
BankA, BOBOMEREC ZOFhORERICET bRBIEED o hih

2 iIwo

6. HMAERRR
1) #7#t (Table 18; Appendixes 18-1~18-4)

15 L 50 mg/kg BEHCIE. WHE 1 HOZRETHRZhZTR 1 BXT 2H]
BHELLEC L. ROEHES SCHARMEMERL AN, FESELALTE
Binote, ME 1 HOERE. ARE. AFELOCIMHE 4 HOERKS KUE
FRICOIBH LERYREBEEH L OB THEEZRRD O NI 1,

9) {ki&E (Table 19; Appendixes 19-1~19-4)

HEROKEIZE. BT 1 L0400V ThichTHMEE b IcHBR &8
BEREREOHMTHEZEIEY ONEh o,



3 MR (WE 4 H)

a. A& (Table 20; Appendixes 20-1~20-4)

BHEOHAR 1 51 (BE%; FB01005) HiLE LTERENS & it i,
WFhOBERKEBVTHOARRBRIBEINI Mok, BF. HAEHOARBE
KEOTHREBROMENF O ENCREREED O hLh o T,

b. WErR (Table 21; Appendixes 21-1~21-4)

WRRZ OV, 5 ng/ke REBROMER 15 @E®; FB2010) i IS
AVETH . FHBERCOVTE. XBEO 1 FlIcBREENA O d
158 X0 50 me/ke PEMOMAERC L. WHRS. ZRE SCEDONEHok,

c. B#IFR (Table 22; Appendixes 22-1~22-4)

FRAERELTIE. 50 mg/ke BEEO 26 (BE%; FB04005, FB04012) (i
A, XREO 151 GLRERIEA S8%; FBL005) hi - BRXHE. 151
(BE¥1; FROLOLD wHBRia. 151 CSEhr; FROIOIL . EIBLR) «MaHeRdk -

BERENS Ohk, BRERCOVTE. EE. BEREE. BEUE 50 ne/
ke RSB LBRT. BERIESHACHRE T, 1B 50 ng/ke BB
CENENERCEES Nk, Ll BRELSLUERE b RAEEEC .

BB E 50 me/ke BEREOMTHRERED ST, 1. BEOHOEES
BOIERM. 50 mg/kg BEBR BV THENT2ERIAD ShBdh o,

4) FETROIEFTR (Table 23)

BRER L L THEWE. & v~V EREEAS X CERBERSSERIRIRS
BRI, VThoREBOFETREEOTHAZEE. ABEEE.
HABERL LUBEREFIED OhEI -1,



% 5

P EOBBBIRN O« m-NAD 15 mg/kg PLE 50 mg/kg EIF ORI, 11T 6 H
DBGREIC LD, BHS » FCHOEAD 30 IRk ERNREETHY.
—HBOMIZH LTIt 20020 IIHFRECEELRELTERETERL
HREMARBE I NS, Eh. 50 mg/kg Wk, BEES » FREMENONES 20
HEROBDERL. S o/ BRTOM I FINET L &2 6. K& ol
Ry PCHTI2BAMELZETERLABLEELIONS, mNAD S » P RIET
BHECDOTIEL F3445 » MZHBWVT 15 mg/kg ELEORERSICL O, HEIRE
W FIMREOBAER L. BC OV TIREA. FEMOBRRRLE. B
OTEL LCBMAEFRT 2 2 EBEIhTV 3R, ARBRCBO TS » b
WHONKBOERSD 20 IR, FEBOZE{N SD 5 BV THAERL
TR EEZRBELTHY. ~BIRRBOBIEIZB T 50 mg/ks BREHOMIHES 1
Blica o KGEMAZ OBEIZ. TUELARIMIRBE XML TR TH 2 Ak
A, —H. OB —BERED 2V I NBREBOERERI LB S v b
WEVLTIR. 50 mg/kg REBIEVTHZOMERORE - RELLIUCEFHE
LA ohd LR EHmNAD 50 mg/kg LITOR IRERRECX T 28HE
PRERERD ohBh ot Tl HEROERICOVLTH. RCREEDTH
BURREIRE Lk %X N3 RIS DN & &M EETHEE B
DoNEMNote, B BMEABTOOTRES » Mz AEESEIRONT
B, PRABRICEVTIE 50 mg/kg D 2 EBORE T LB 1 HHIBRS LU
HEROEMHBREL L, LML, ARBRBOTRBES » t ORBBXURH
BEACRRBAOHEEAONT, BESIUHE FROREEBEIRET VLT
HEBIRDONEDM ok, HEoT mNAD 50 mg/kg . HWHBMHORB T
SHMABCHELEELDELONS, AEBREHT T nNAOMES » Xt



TOREBREBHCET IREERLLUMS » FOERBICT 2 MEESED
Smg/ke. M v b OAFEHT 2 EREER S JURIBRRCN T 2 WEER
i3 50 mg/kg SN B,



X B

1) : F3445 » FizBF 3 m-nitroaniline D28BRIREROHE
EENRR. BELEVRZEE- RBRHRER, EuxfsdRgin - %
B, (1991

2) MEWE fi: BIRSXUFEE= F ooz REE - TR X
Uz oBEYR. ERER, 29: 34-54 (1987)

3) Salewski, E.: Farbemethode zum makroskopischen Nachweis von Implan-
tationsstellen am Uterus der Ratte. Naunyn-Schmiedeberg’s Arch. Exp.

Pathol. Pharmakol. 247: 367 (1964)

4) Dawson, A. B.: A note on the staining of the skeleton of cleared

specimens with alizarin red S. Stain Technol. 1: 123-124 (1926)
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Table P1
Dose range finding study for 3-Nitrobenzenamine in rats

Body weights of Fo males in the treatment period (g) ; Mean +§.D. (N)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine - 3-Nitrobenzenamine

Dose groups

(mg/kg) 0 25 50 100
Treatmant
Reek
0 (Init. wt.) 253.0 + 7.9 ( 5) 253.0 + 6.6 ( 5) 255.8 ¢+ 8.5 ( 5) 251.4 + 8.0 ( 5)
1 304.1 * 15.0 ( 5) 300.4 + 11.2 ( 5) 302.7 £ 12.1 ( 5) 295.9 * 10.2 ( 5)

2 342.1 ¢ 13.1 ( 5) 336.7

I+

13.9 ( 5) 336.9 ¢ 13.5 ( 5) 333.8

£
O
.

0
-~
«
~

Vehicle control : 0.5% CMC-Na solution



Table P2

Dose range finding study for 3-Nitrobenzenamine in rats

Body weight gain data of Fo males in the treatment period (g) ; Mean*xS.D. (N)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine

Dose groups

(mg/kg) 0 25 50 100
Treatment
Week
0~1 51.0 + 8.3 ( 5) 47.4 * 12.5 ( 5) 46.9 ¢+ 7.1 ( 5) 44.5 + 4.4 (
1~2 38.0 + 6.8 ( 5) 36.3 + 4.4 ( 5) 34.1 + 6.7 ( B5) 37.9 + 7.2 (

Vehicle control : 0.5% CMC-Na solution



Table P3

Dose range finding study for 3-Nitrobenzenamine in rats

Food consumption of F, males in the treatment period (g) ; Mean #S5.D. (N)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine * 3-Nitrobenzenamine

Dose groups

(mg/kg) ' 0 25 50 100
Treatment
Week
1 188.5 * 13.86)( 5) 170.8 ¢+ 15.7 ( 5) 174.7 ¢ 12.4 ( B) 167.8 &+ 12.2 (

Vehicle control : 0.5% CMC-Na solution

a) Total consumption for a week



Table P4

Dose range finding study for 3-Nitrobenzenamine in rats

Absolute and relative organ weights of Fo males ; Mean+35.D. (N)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine

Dose groups

(mg/kg) 0 25 . 50 100

Final body weight (g) 342.1 + 13.1 ( 5) 336.7 * 13.9 ( 5) 336.9 + 13.5 ( 5) 333.8 £ 9.9 (

Testis (g) 2.85 + 0.193 ( 5) 2.82 ¢ 0.13 ( B5) 2.73 + 0.38 ( 5) 2.93 ¢ 0.22 (
0.83 ¢+ 0.07% 0.84 ¢+ 0.07 0.81 ¢ 0.10 0.88 ¢+ 0.07

Epididymis (q) 0.60 £ 0.05 ( 5) 0.69 + 0.07 ( 5) 0.63 + 0.20 ( 5) 0.63 * 0.05 (
0.18 = 0.02 0.21 + 0.03 0.19 *+ 0.06 0.19 * 0.01

al : Absolute weight
b) . Relative weight( g per 100g body weight)
Vehicle control : g 5% CMC-Na solution



Table P5

Dose range finding study for 3-Nitrobenzenamine in rats

Body weights of Fo females in the pre-mating period (g) ; Mean+S.D. (N)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine

Dose groups
(mg/kg) 0 25 50 100

Pre-mating

Week
0 (Init. wt.) 201.7 £ 13.5 ( 5) 201.3 + 9.0 ( 5) 200.8 ¢ 10.6 ( b5) 200.1 ¢+ 10.0 ( 5)
1-1 221.0 ¢+ 8.6 ( b5) 221.8 ¢+ 13.4 ( 5) 218.7 * 11.6 ( 5) 212.0 + 8.6 ( 5)

Vehicle control : 0,5% CMC-Na solution



Table P6
Dose range finding study for 3-Nitrobenzenamine in rats

Body weight gain data of Fo females in the pre-mating period (g) ; Mean xS.D. (N)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3~-Nitrobenzenamine

Dose groups
(mg/kg) 0 25 50 100

Pre-mating
Week

0~1 19.3 + 8.8 ( B) 20.5 *+ 7.3 ( bB) 18.0 ¢+ 2.5 ( 5) 11.9 ¢+ 3.6 (

Vehicle control : 0.5% CMC-Na solution



Table P7

Dose range findiné study for 3-Nitrobenzenamine in rats

Body weights of Fo females in the pregnant period (g) ; MeantS.D.

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine

Dose groups

(ng/kg) 0 25 50 100

Pregnant

Day
0 246.0 ( D 226.8 £ 7.9 ( 38) 227.8 ( 2) 225.0 ( 2)
7 293.9 (1 261.7 £ 13.9 ( 3) 266.5 ( 2) 254.4 ( 2)
13 327.0 (1N 297.0 £ 21.2 ( 3) 288.2 ( 2) 287.1 ( 2)

Vehicle control :

0.5% CMC-Na solution



Table P8
Dose range finding study for 3-Nitrobenzenamine in rats

Body weight gain data of Fo females in the pregnant period (g) ; Meant S.D. (N)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine

Dose groups

(mg/kg) 0 25 50 . 100
Pregnant
Day
0~1 47.9 (D 34.9 £ 6.5 ( 3) 38.1 ( 2) 29.4 ( 2)
T~ 13 33.1 ( 1D 35.3 £ 10.5 ( 3) 21.8 ( 2) 32.7 ( 2)

Vehicle control : 0.5% CMC-Na solution



Table P9
Dose range finding study for 3-Nitrobenzenamine in rats

Food consumption of Fo females in the pre-mating period (g) ; MeanxS.D. (N)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine

Dose groups
(mg/kg) 0 25 50 100

Pre-mating
Week

1 143.0 ¢ 14.4%)

« 5 138.6 *+ 11.7 ( b5) 126.4 ¢+ 9.5 ( B5) 115.4 ¢+ 6.4% ( 5)

Vehicle control : 0.5% CMC-Na solution
¥ .significant difference from control, p<0.01

a) Total consumption for a week



Table P10
Dose range finding‘study for 3-Nitrobenzenamine in rats

Summary of reproductive performance

Compounds Vehicle control  3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenanmine

Dose groups
(ng/kg) 0 25 50 : 100

No. of animals examined (A)

Male 5 5 5 5
Female 5 h 5 5
No. of animals copulated (B) 5 5 3 , 3
Copulation index [ (B/A)X100 ] (%) 100.0 100.0 60.0 60.0
No. of animals conceived (C) 1 3 2 2
Fertility index [(C/B)X 100 ] (%) 20.0 60.0 66.7 66.7
Mean pairing days until copulation 3.8.+£2.8 2.8%+1.1 2.7+2.9 2.7+1.5
(Mean*S.D.)

Vehicle control ; 0.54CHC-Na solution



Table P11
Dose range finding study for 3-Nitrobenzenamine in rats

Summary of reproduction data

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine
Dose groups (mg/kg) 0 25 50 100
Pregnant animals 1 3 2 2
Corpora lutea ; Total 19 43 24 37

Mean+S.D. 19.0 16.3 + 1.5 12.0 18.5
Implantations ; Total 18 31 6 25

Mean+S.D. 18.0 12.3 £ 1.2 3.0 12.5

Implantation rate a)
Mean+S.D. 9.7 73.7 +40.8 25.2 1.5

Intrauterine deaths

Total; MeantS.D, 2; 2.0 1; 0.3£0.6 1; 0.5 1; 0.5
Resorbed Total; MeantS.D. 0; 0.0 0; 0.0%x0.0 0; 0.0 0; 0.0
Placental remnants Total; Mean=S.D. 2 2.0 1; 0.3+£0.6 0; 0.0 1; 0.5
Macerated fetuses  Total; MeantS.D, 0; 0.0 0; 0.0%0.0 1; 0.5 0; 0.0
Intrauterine mortality b)
Mean+S.D. 11.1 2.0 + 3.4 16.7 5.6
Live fetuses
Total 16 36 5 24
Mean+S.D. 16.0 12.0 £ 6.9 2.5 12.0

Vehicle control: 0.5%MCNa solution
a): Implantation rate = (No. of implants in each dam / No, of corpora lutea in each dam) X 100
b): Intrauterine mortality = (No. of deaths in each dam / No. of implants in each dam) X 100
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Table 1

Prelininary reproduclion toxicily screening Lesl.for 3-Nitrobenzenamine in rats

Body welghls of Fe males in the Lrealmenl period (g) ; MeanxS.D. (N)

Conpounds

Vehicle controcl

3-Nitrobenzenamine

3-Nitrobenzenamine

3-Nitrobenzenamine

Dose groups
(mg/kg)

5 15 50
Treatment Week
o (Init. wut.) 299.0 ¢ 10.6 ( 13) 300.4 & 12.0 12) 298.7 + 12.4 13 298.4 ¢ 9.9 13)
1 340.1 &+ 14.4 ( 13) 340.7 & 19.0 12} 335.1 & 16.6 13) 330.1 & 12.9 13)
2 377.2 &+ 23.1 ( 13) 383.1 ¢ 20.3 12) 371.7 ¢ 21.6 13) 365.9 + 18.4 13)
3 406.9 ¢ 27.5 ( 13) 420.4 : 22.2 12) 400.8 * 25.6 13) 391.5 + 18.4 13)
4 440.0 & 22.4 ( 13) 456.0 * 24.4 12) 428.1 ¢+ 28.8 13) 420.7 & 19.2 13)
5 468.1 ¢ 36.2 ( 13) 486.9 &t 25.6 12) 449.5 ¢ 33.0 13) 445.0 &+ 22.1 13)
6 491.3 ¢ 43.% ( 13) 510.5 ¢t 31.2 12) 468.1 * 40.1 13) 460.8 ¢ 24.6 13)

Vehicle control

: 0.5% CMC-Na

solutioq



Table 2

Preliminary reproduction toxicity screening test for 3-Nitrobenzenamine in rats

Body weight gain data of F¢ males in the treatment period (g) ; Mean+S.D. (N)

Compounds

Dose groups

Vehicle control

3-Nitrobenzenamine

3-Nitrobenzenamine

3-Nitrobenzenamine

(mg/kg) 0 5 15 50

Treatnenl Week
0~1 41.1 + 8.4 13) 40.3 ¢+ 16.2 - 12) 36.4 + 6.8 13) 31.7 ¢+ 8.2% ( 13)
1~2 37.0 ¢ 10.1 13) 42.4 ¢+ 8.1 12) 36.6 + 6.9 13) 35.8 ¢+ 7.3 ( 13)
2~3 29.8 + 6.2 13) 37.3 ¢+ 9.4 12) 29,1 ¢+ 5.6 13) 25.6 + 4.0 ( 13)
3~4 33.1 ¢+ 5.8 13) 35.6 ¢ 6.5 12) 27.3 + 65.8% 13) 29.2 + 4.2, { 13)
4~5 28.1 ¢+ 7.0 13) 30.8 ¢+ 9.0 12) 21.3 ¢+ 6.1 13) 24.3 &+ 6.1 ( 13)
5~6 23.2 ¢+ 8.5 13) 23.6 + 7.9 12) 18.6 ¢+ 9.2 13) 15.8 ¢+ 7.8 ( 13)

Vehicle coarrol

: 0.5% CMC-Na solution

:Significant difference from control, p<0.05



Table 3

Preliminary reproduction toxicity screening test for 3-Nitrobenzenamine in rats

Food consumption of F, males in the pre-mating period (g) ; Mean *£S.D. (N)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine

3-Nitrobenzenamine

Dose groups

(mg/kg) 0 5 15 50
Treatment
Week
1 195.8 + 15.43)( 13) 195.5 ¢+ 21.5 ( 12) 188.5 + 15.1 ( 13) 165.4 + 13.3% ( 13)
2 194.4 * 17.6 ( 13) 200.6 + 15.1 ( 12) 193.0 ¢ 11.9 ( 13) 184.9 + 15.0 ( 13)

Vehicle control : 0.5% CMC-Na solution
¥ :sigrificant difference from control, p<0.01

a) The total consumption for a week



Table 4
Preliminary reproduction toxicity screening test for 3-Nitrobenzenamine in rats

Food consumption of Fo males in the post-mating period (g) : Mean +S.D, (N)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine

3-Nitrobenzenamine

Dose groups

(mg/kg) 0 5 i5 50

Treatment

Heek
5 202.3 * 21.7a)( 13) 218.4 + 18.1 ( 12) 200.7 ¢+ 14.8 ( 13) 195.4 + 15.6 ( 13)
6 203.6 * 24.7 ( 13) 219.8 * 22.7 ( 12) 202.0 + 20.5 ( 13) 195.8 ¢t 16.3 ( 13)

Vehicle control : 0.5% CMC-Na solution
a) The total consumption for a week



Table 5
Preliminary reproduction toxicity screening test for 3-Nitrobenzenamine in rats

Absolute and relative organ weights of Fq males ; MeantS.D. (N)

Compounds Vehicle control 3~-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine

Dose groups .
(mg/kg) 0 5 15 50

Final body weight (g) 491.3 + 43.5 ( 13) 510.5 * 31.2 ( 12) 468.1 * 40.1 ( 13) 460.8 * 24.6 ( 13)
Testis (g) 3.23 ¢+ 0.312 ( 13) 3.27 + 0.19 ( 12) 3.21 £ 0.27 ( 13) 3.17 ¢+ 0.24 ( 13)
0.66 ¢+ 0.07% 0.64 ¢ 0.04 0.69 ¢+ 0.06 0.69 + 0.05
Epididymis (g) 1.15 ¢ 0.12 ( 13) 1.13 ¢+ 0.08 ( 12) 1.12 £ 0.09 ( 13) 1.10 £ 0.08 ( 13)
0.23 * 0.03 0.22 ¢+ 0.02 0.24 ¢ 0.03 0.24 ¢ 0.01
a) .,

2 : hbsolute weight
b) : Relative weight(g per 100g body welght)
Vehicle control : 0.5% CMC-Na solution



Table 6

Preliminary reproduction loxicity screening test for 3-Nitrobenzenamine in rats

Body weights of F, females in the pre-mating period (g) ; Mean +S.D. (N)

Ccmpounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine

Dose groups
(mg/kg) 0 5 15 50-

Pre-mating

Heek
] (Init. wt.) 210.0 ¢+ 11.2 ( 13) 209.5 ¢+ 11.0 ( 13) 210.2 ¢ 12.1 ( 13) 210.8 + 13.8 ( 13)
1 231.5 *+ 16.6 ( 13) 229.5 *+ 14.5 ( 13) 228.7 ¢ 19.8 ( 13) 225.1 ¢ 15.8 ( 13)
2 249.3 + 16.8 ( 13) 246.0 * 14.8 ( 13) 245.3 ¢ 17.9 ( 13) 240.6 * 19.3 ( 13)

Vehicle control : 0.5% CMC-Na solution



Table

7

Preliminary reproduction toxicily screening test for 3-Nitrobenzenamine in rats

Body weight gain data of

Fo females in the pre-mating period (g) ; Mean®S.D. (N)

Compo

unds

Vehicle control 3-Nitrobenzenamine

3~-Nitrobenzenamine

3-Nitrobenzenamine

Dose groups

(mg/kg) 0 5 15 50

Pre-mating

Heek
0~1 21.5 ¢+ 8.6 ( 13) 200 ¢ 7.2 ( 13) 18.5 ¢+ 9.8 ( 13) 14.3 + 4.7 ( 13)
1~2 17.8 ¢ 6.7 ( 13) 16.5 ¢+ 2.9 ( 13) 16.6 ¢+ 8.0 ( 13) 15.5 ¢ 6.2 ( 13)

Vehicle control

0.5% CMC~Na solution



Table 8

Preliminary reproduction toxicily screening test for 3-Nitrobenzenamine in rats

Body weights of F, females in Lhe pregnant period (g) : Mean *5.D. (N)

Compounds

Vehicle control

3-Nitrobenzenamine

3~-Nitrobenzenamine

3-Nitrobenzenamine

Dose groups

(mg/kg) 0 5 15 50

Pregnant

Day
0 256.9 &+ 16.0 ( 13) 252.8 *+ 17.3 13) 251.9 + 19.6 12) 246.3 * 20.5 13)
7 297.6 ¢+ 21.3 ( 13) 291.3 1:21.2 13) 290.2 *+ 21.5 12) 285.4 *+ 26.0 13)
14 337.2 & 24,7 ( 13) 328.9 *+ 26.2 13) 330.6 * 27.2 12) 319.6 + 29.0 13)
20 412.0 ¢+ 27.8 ( 13) 408.6 *+ 31.0 13) 406.4 * 25.2 12) 388.3 + 31.1 13)

Veh;cle control

0.5% CMC-Na solution



Table 9
Preliminary reproduction toxicity screening test for 3-Nitrobenzenarine in rats

Body weight gain data of Fo females in the pregnant period (g) ; MeantS.D. (N)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine

Dose groups

(mg/kg) 0 5 15 50

Pregnant

Day
0~7 40.7 ¢+ 9.1 ( 13) 38.5 ¢+ 8.8 ( 13) 3.2 & 10.7 ( 12) 39.1 + 12.2 ( 13)
T~14 39.6 ¢+ 6.5 ( 13) 37.6 + 8.9 ( 13) 40.4 ¢+ 7.5 ( 12) 34.2 + 6.2 ( 13)
14~20 74.8 ¢ 7.6 ( 13) 79.7 *+ 10.4 ( 13) 75.9 + 9.0 ( 12) 68.7 ¢+ 13.9 ( 13)

Vehicle control : 0.5% CMC-Na solution



Table 10
Preliminary reproduction toxicity screening test for 3~Nitrobenzenamine in rats

Body weights of F, females in the lactation period (g) ; MeanxS.D. (N)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine

3-Nitrobenzenamine

Dose groups

(mg/kg) 0 5 15 50

Post partum

Day
1 293.6 * 25.3 ( 13) 299.2 * 31.4 ( 13) 290.3 + 42.7 ( 12) 279.1 * 40.6 ( 12)
4 321.1 = 23.3 ( 13) 313.3 + 21.9 ( 13) 310.9 & 36.3 ( 10) 318.7 + 25.8 ( 9)

Vehicle control : 0.5% CMC-Na solution



Table 11
Preliminary reproduction toxicity screening test for 3-Nitrobenzenamine in rats

Body weight gain data of Fo females in the lactation period (g) ; Mean *S.D. (N)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine

Dose groups
(mg/kg) 0 5 15 50

Post partum
Day

1 ~ 4 27.6 + 11.4 ( 13) 14.1 + 15.8 ( 13) 16.4 + 15.3 ( 10) 23.6 + 14.8 (

Vehicle control : 0.5% CMC-Na solution



Table 12
Preliminary reproduction toxicity screening Ltest for 3-Nilrobenzenamine in rals

Food consumption of F, females in the pre-maling period (g) ; Mean*S.D. (N)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine

3-Nitrobenzenamine

Dose groups

{mg/kg) 0 5 15 50
Pre-mating
Week
1 142.8 15.3a)( 13) 138.2 + 12.0 ( 13) 140.6 * 15.3 ( 13) .128.6 + 9.2% ( 13)
2 143.6 ¢ 15.9 ( 13) 139.0 * 14.1 ( 13) 140.5 *+ 12.5 ( 13) 137.4 * 13.6 ( 13)

Vehicle control : 0.5% CMC-Na solution
* .significant 2ifference fronm control, p<0.05

a) The total consumption for a week



Table 13

Preliminary reproduction toxicily screening test for 3-Nitrobenzenamine in rats

Food consumption of F, females in the pregnant period (g) ; MeantS.D. (N)

Compounds

Dose groups

Vehicle control

3-Nitrobenzenamine

3-Nitrobenzenamine

'3-Nitrobenzenamine

{mg/kg) 0 5 15 50
Pregnant
Day
0~7 175.5 & 20.7 ( 13) 174.0 18.8 ( 13)- 173.2 + 14.8 ( 12) 168.4 + 21.6 ( 13)
T1~14 193.6 * 23.4 ( 13) 190.0; 27.2 ( 13) 195.6 * 22.0 ( 12) 184.0 £ 26.5 ( 13)
14~20 155.4 + 15.5 ( 13) 156.9 17.9 ( 13) 157.9 £ 18.3 ( 12) 183.2 + 15.1 ( 13)
Vehicle control : 0.5% CMC-Na solution



Table 14
Preliminary reproduction toxicity screening test for 3-Nitrobenzenamine in rats

Food consumption of F, females in the lactation period (g) ; Mean £S.D. (N)

Compocunds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine

Dose groups
(mg/kg) -0 5 i5 50

Post éartum
Day

1 ~ 4 88.2 + 14.5 ( 13) 77.6 + 20.6 ( 13) 72.7 + 20.2 ( 10) 85.8 * 14.1 ( 9

Vehicle control : 0.5% CMC-Na solution



Table 15

Preliminary reproduction toxicity screening test for 3-Nitrobenzenamine in rats

Summary of autopsy findings in Fo males (macroscopic)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenarine

Dose groups 0 5 15 X 50
(mg/kg)

No. of animales 13 12 13 13
Organs and findings
(Thymus)
red spots/hemorrhage 1 1
(Lung)
red spots 1
(Liver)
enlargenment
accentuation of
the lobular marking 1 2
(Spleen) '
enlargement
dark red/dark 3
granular surface
indistinct folliculi
discolored nodules
(Epididynmis)
yellow-greyish and 1 1
hard nodule '

N W N
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Vehicle control : 0.5% CMC-Na solution



Table 16
Preliminary reproduction toxicity screening test for 3-Nitrobenzenamine in rats

Sumsary of aultopsy findings in Fo females (macroscopic)

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenanine
Dose groups 0 5 15 50
(mg/kg)
No. of females ® 13 13 10 9
Organs and findings
(Thymus)
red spots/hemorrhage 1
(Lung)
red spots 2 2 1
voluminous 1
(Liver)
enlargement 1 5
(Spleen)
enlargement 1 1
dark 8
indistinct folliculi 3
granular surface 2
(Adrenal)
enlargeaent 1 1 1
yellowish nodule 1 1
(Kidney)
dilated pelvis 1
No. of females ™ 0 0 3 4
(Thymus)
red 1=
(Lung)
. red 1%
(Stomach) X
ulcer 1=
erosion 1+
poor contents 13
full of contents 1
(Intestine)
ulcer 1
poor contents 2%
(Mes.1yeph n.)
dark red 1=
(Spleen) ‘
dar 2%
(Uterus)
henorrhage 1

a): Subjected to scheduled sacrifice
b): Subjected to unscheduled sacrifice (including found dead)
= ; Animal no. FB04013 died on day 23 of pregnancy

VYehicle control : 0.5% CMC-Na solution



Table 17
Preliminary reproduction toxicity screening test for 3-Nitrobenzenamine in rats

Summary of reproductive performance

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine

Dose groups

(mg/kg) 0 5 15 50
No.of pairs examined 13 13 a) 13 13
No.of pairs copulated 13 13 13 13
Copulation rate (%) A) 100.0 100.0 100.0 100.0
No.of fertile copulation 13 13 : 12 13
Pertility (%) B) 100.0 0 100.0 92.3 100.0

Pairing days until copulation
Mean + S.D. 2.2 + 1.0 2.4 £ 1.3 2.0 £ 0.9 2.5 + 1.1

Times of vaginal estrous
Mean + S.D. 1.0 &= 0.0 1.0 + 0.0 1.0 £ 0.0 1.0 & 0.0

A): Copulation rate (%) = (Number of pairs copulated / Number of pairs examined) X 100
B): Fertility (%) = (Number of fertile copulation / Number of pairs copulated) X 100

a): The pairs consisted of 12 males and 13 females. One male (MX02004) mated with 2 females (FB02001 and FB02004)
Vehicle control: 0.5% (MC-Na solution



Table 18

Preliminary reproduction toxicitj screening test for 3-Nitrobenzenanime in rats

Sumsary of development of Fi pups up to day 4 of lactation ; Mean *S5.D.

Compounds

Vehicle control

3-Nitrobenzenamine

3-Nitrobenzenamine

3-Nitrobenzenanine

Dose groups

(ug/kg) 0 5 15 50

No. of pregnant females 13 13 12 12

No. of pregnant females with live pups 13 13 12 12

Gestation index (¥) A) 100.0 100.0 100.0 100.0

Gestation length (days) 21.9 + 0.3 21.6 £ 0.5 21.6 £ 0.5 21.8 £ 0.6

No. of corpora lutea _ 16.8 £ 1.4 17.8 £ 2.0 17.8 £ 2.7 15.9 + 2.9

No. of implantations ) 16.0 £ 1.9 16.6 + 1.6 16.5 £ 2.2 14.8 + 2.4

lmplantation index (¥) B) 95.3 + 6.1 93.4 + 6.1 92.9 = 7.1 93.7 + 5.8

Day 1|
No. of pups born 14.8 £ 2.4 (13) a) 14.8 & 2.4 (13) 14.9 £ 3.0 (12) 13.2 + 2.4 (12)
Delivery index (¥) C) 92.0 £ 6.1 (13) 88.7 £ 9.3 (13) 89.6 +10.6 ( 12) 88.8 £ 7.9 (12)
No. of pups alive 14.0 £ 2.4 (13) 13,7+ 2.3 (13) 13.1 & 4.9 (12) 10.6 + 5.6 (12)
Birth index (¥) D) 87.9 £12.6 ( 13) 82.8 +13.5 (13) 79.1 £271.2 (12) 72.0 +£34.8 (12)
Live birth index (%) E) 85.8 +13.1 (13) 94.0 £14.6 (13) 87.9 +£28.9 (12) 79.8 £37.8 (12)
Sex ratio (¥) F) 44.9 +16.0 (13) 48.6 £12.0 (13). 52.3.+ 8.8 (11) 48.3 +13.3 (10

Day 4 ‘
No. of pups alive 13.6 £ 3.1 (13) 13.7 £ 2.3 (13) 12.0 & 4.8 (11) 11.5 £ 5.0 (10)
Viability index (%) G) 96.4 £11.1 (13) 100.0 &+ 0.0 (13) 85.4 £29.2 (11) 89.0 £31.4 (10)

A): Gestation index (¥) = (Number of pregnant females with live pups / Number of pregnant females) X 100
B): lmplantation index (¥) = (Number of implantation sites / Number of corpora lutea) X 100

C): Delivery index (X¥) = (Number of pups born / Number of implantations) X 100

D): Birth index () = (Number of pups alive / Number of implantations) X 100
E): Live birth index (X) = (Number of pups alive / Number of pups born) X 100
F): Sex ratio (¥) = (Number of male pups alive / Number of pups alive) X 100

G): Viability index (¥) = (Number of live pups on day 4 / Number of live pups on day 1) X 100

a): Number of litters evaluated

Vehicle control: 0.5% CMC-Na Solution



Table 19
Preliminary reproduction toxicity screening test for 3-Nitrobenzenamine in rats

Body weights of Fi pups up to day 4 of lactation ; Mean+S.D. (N)

Compounds Vihicle control 3-Nitrobenzenanine 3-Nitrobenzenauige 3-Nitrobenzenamine
Dose groups 0 5 _ 15 , 50
(mg/kg)

Day 1 (At birth)
Live litter size 14,
Male
Female

(13) a) 1

Male
Female

4.0
6.2
1.8
Pup weight (g) 6.4
6.6
6.3

et o o 4 e . St et e i e e = e S n o o o = T e - o T o Yt ot o i vt S Sk e i Sk A o S S o o S At R Sk . B i e o . St ot Frm T e T M e =t S S e = M P Lt He Tt i e = A0 Sa M f o T e Ak Ak A A e o Tan S o a—  2—— — =

Day 4 ‘

Live litter size 13. (13) 13.
Male 5
Female 1.

Pup weight (g) 8
Male 8
Female 8

a) : Number of litters evaluated

Vihicie control ; 0.5%CMC-Na solution



Table 20
Prelininary reproduction toxicity screening test for 3-Nitrobenzenamine in rats

Summary of external observation of the pups

Compounds Vehicle control 3-Nitrobenzenanmine 3-Nitrobenzenamine 3-Nitrobenzenamine

Dose groups
{wg/kg) 0 5 15 50

No. of dams
having pups examined 13 13 10 g

No, of pups examined 177 _ 178 132 115

Halformations

No. of pups 1 0 0 0
Frequencies (X) 0.5 0.0 0.0 0.0

Types and frequencies (%)

Anal atresia 0.
Anury 0

Yehicle control : 0.5%XCMC-Na solution
a): FBO1005



Table 21
Preliminary reproduction toxicity screening test for 3-Nitrobenzenamine in rats

Summary of visceral observation of the pups

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine

Dose groups

(mg/kg) 0 5 15 50
No. of dams having pups examined 13 13 10 9
No. of pups examined 177 178 132 _ 115

Major abnormalities

No. of pups 0 1 0 0

Frequencies (%) 0.0 0.7 0.0 0.0
Minor abnormalities

No. of pups 1 0 0 0

F;equencies 4] 0.6 0.0 0.0 0.0

Types and frequencies (%)

- Major abnormalities
Diaphragmatic hernia 0.7 a)

Minor abnormalities _
Dilatation of the renal pelvis 0.6

Vehicle control : 0.5%ZCMC-Na solution
a): FB02010



Table 22
Preliminary reproduction toxicily screenlng test for 3-Nitrobenzenamine In rats

Summary of skeletal observation of the pups

Cospounds ‘ Vehicle control 3-Nitrobenzenamine

Dose groups

(ng/kg) ' : 0 50
No. of dams having pups examined 13 . 9
No. of pups examined 171 115

Major abnormalities

No. of pups 3 2

Frequencies (%) 1.6 1.5
Minor abnormalities

No. of pups ' 117 1

Frequencies (%) 9.8 5.8

Major abnormalitles

Fusion of the sternebrae 1.5 a)
Absence of the ribs 0.5 b)
Absence of the thoracic vertebral bodies and arches 0.5 b)
Absence of the sacral and caudal vertebrae 0.5 ¢)

HMinor abnormallties

Cervical ribs 2.1 1.6
A supernumerary slernebrae 1.2

Shortening of the 13th rib 0.9
Yartation in number of the lumbar vertebrae 1.8 2.6
Luabar ribs 4.8 0.7

Vehlcle control : 0,5XCMC-Na solution
a):FB04005, FB04012 b):FBO1011 «¢):FBO100S



Table 23
Preliminary reproduction toxicity screeening test for 3-Nitrobenzenamine in rats

Summary of morphological observations of F; dead pups

Compounds Vehicle control 3-Nitrobenzenamine 3-Nitrobenzenamine 3-Nitrobenzenamine
Dose groups
(mg/ﬁg) 0 5 15 50
No. of dead pups examined
External observation ) 9 14 35 33
Visceral observation . 9 13 1 13
Skeletal observation : 9 14 23 26

No. of dead pups showing abnormalities

External abnormmalities 0 0 0
Visceral abnormalities 0 0 0
Skeletal abnommalities 0

Minor abnormalities

T and frequencies of
szgﬁtal abngqrmali{i&m

Minor abnommalifies

Cervical ribs | 8.3

Dumbbel1-shaped thoracic vt. bodies 12.5

Lumbar ribs 12.5

Variations in the number of lumbar vertebrae 16.17

Vehicle control : Q.5% (MC-Na solution
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