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FAPXURIUEFIIDF Y PCBOSTHRG W K BB ERRAITY Ulﬂ”U‘W/ﬂ'—
9 ARG K BRI RICE P S & L bl |lﬂ {i it ZIEITE).
45 L e & O8N SEU I B 23 DWW TR U 2 IS BLE. 2,40 120 GO
B LU300mg/kgé- U 2.

[ RS 5HAE

1. Mt (P) WWHIEI R :

—EIKRE © 300mg/keBEC . BERRDIES 2 Flp & RERE A & T2 #1525
o &iEEH F TLEBI~2AcHa s k. WIS BHOBSHICHEEL Y
2o O 2EOYEEFUMIEG0~2UEZ L ITHS NI,

B © 300mg/KgBECUL 145 8 B & HIRE & THERCHBIRD S0 /2,

{EE 8 - 300mg/kgBETUL. & U TS MIBOMUNCHEERKENED SN 12,

MR - 603 X U300mg/keglf T FRMIREY. ANETLQE VBB LUANI MY
v MENSEEREEAS . 300mg/ kel C LR RN B L U BMEEEE RS flﬂftm b
Fao & T2y 300mg/keHE CUFPERILWEERF L. V) O NKILEBERIKEERRU R,

MR L SERYIRE © 603 KU 300mg/ ke ¢ lLis L ') N VIsEEREER. 300ug/kglf T
WENads K UEREY) O S HEAREIEA. BER. TP IUEBLUCHERERIRIERZRU .

BURTTE ¢ MO ED. 300mg/keED M H STz,

WEEE | 300mg/kgHECE. WEEHER S KUHMEBENEERSELRU 2,

B OARAE ¢ PR CREYE NS K Ukupfferfifapnc i e iiits. # LU
CH RN LRZ IR ERRELI300ng/kef CH o vl PIECU S »ifitds L UBMIR
W CEEEUERAT) DY) TRk Is60mg/ kg LOBECH B h e, WEEKRIRE
DS 2mg/Kg LA DFEC BEYHEMD2. Ang/kgPA LDBETH B h Tz,

2. M (P) Ehic Bl 2%

—HCRRE ¢ STEBTETT B L OURZEMIRI UL, 300mg/keBE TR S 2 H b » 32
BrpETEMEAShizl, BEOKRSHINCNEAL THER. ZOc. 28 0OWES
e XM 1R H ddhvize & ey 38 TR NEEYR0~25EH D HRATH £ LR,
SUHEDSEEIR A B b S SEYR2SE DOFURRITH & TOHBI~&flcH shkb. WIhbEHO
BESHCEEALVTW R, 318, £50WESESERIMBOMIRC 1 HI¢. BO»
S OB KEIRT I~ 22 B LD EI~ KA NE & S dv iz NFE NIRRT, WEEEE KU
60mg/kg AT DR G THREREINB P I WD - 7,

FREE © 300mg/KketE Tl ZSHBHMATT S K UBEIRUIRIVIC KA 528 B v 12,

PR & - 300mg/kgBECUL. ZHBAUG T KEUR "HF"JEMLﬁEm&{léb\uu&bbnko

EIRFTR © 300mg/ke#E TUL. MIRO AT LR A s hiz,
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R EIEM C Gong/kell LT, MIRIRRASEMERIRU B,

WSSO R © NPT RV SR U Kupf FerEpNie M @3k s . 33 4L U TR
CHLRIFRANE L JE A8 € ESRIAE D5300me/ kgl CTdr & iz IHRT UL S > 103 300mg/ ke T
TAaonRne, WEEFNES L UBMIRTUR (FIEGIEN) O 2 NI 60ny

FkgLA LOTEEL BV EMS2. Ang/ kgLl OB CH d M o
RS I

- M (P) OMEHFEA I R UE TR
§§1ﬁl'!1?¥x RESR. MIRIWE. RIE%E  BIR5 N L UBIN S THRBEETSH - 2,
KEYRMNG] - 60mg/kg) F OIS IEE X BRI & T RRIE TH 0. DURBICRT UL &
Nigdolze —77. 300mg/kelE T EFINDPFED S hididp o o,
SR SIR5NELHBNETEIREETH > L,
LS © AR KU 60mg/ kg LT DS 5-RETIL1009 T & - f2hd 300mg/ kgl TLLO
%TH o720

2. iR (F) WRFIHE (300!112/!&8?‘('(5tj}il%i:]?}}’miﬁ.mbi)bilﬁﬁ)’»oL 72 8.
GOmg/kg LA F DB DWW TR 3%, )

WWEERE. MR, MiE 1 HOEFRE: @h%ﬂt@ﬂmﬂtﬁimhﬁféoko
JEEEVRER (S D ABIKTFHEOBE LA s iz o,

L BIRGRE LB L UHIRITRE T H o 2,

—HRRRE | XIS KU B IRENE L RTAERUH SN 2p o2,

B4 BHOETERE - ARIKTFIEOERIEA SR> 2,

B 4 BOETTE | SIS HE L EHETIXAEETH 5k,

S FIER - MMBUES KU BIRGFHE D RTEURD SN > 12,

KR BIESHED. PDiERNOKREIXRBIFE FUIRBETH - 2.

PLEOFER. 3- X P2 R ET I VIE300ng/ kg TIHECP) D— % IRRE Gl &R
BOkpsOUimRE) . K&, BE. BRRER. 2R ERORIL BKUNNE - #
FEOFIRAEEERE (BSEN. REEFRIEERE) « WME)DINIOFRE I, F7260
mg/kg . LCHE G246 MBI (P)OUURSMVIRE GEtka) « tikibs0ytaaE

YUY Nao ERY) . RERE. RO GRE) Ty 2. 4ng/Ke A EDMEHECR)
THRROMBEBEFRE (BEoh gL, ?%é&fﬁdﬁi B- rmﬂ%uum )N D
SIl7RE) WCRZEMNH OGNz,

3-A P FRUNRIET I U EMTR THRES K UBRGEANORZENRIEE N, & 2.
KRR LUBBIURRU G s WD > DD, 3000g/kg TR EBHMIIR S iz
s, BREORIMIGROBIEIER 2 I 2 afglEb RN X hia,

YRR MET W BT 3 —RWEFNYRIERSR B2 dng/ kAT TH Y . HIEFEH TS
Ay 72BN LI COomg/ kg & 2 vk, ‘
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3-8 b A UN B XY (CAS No.536803) 8 ACHEREMNICIBIRE h 2 I5 & DA D
RARHEGE S 2R, 3-X P ¥ URYEFE VRIHES Y P21 H TEL 40~50H fulf
FES L. ERY e 9 4 RRIEI ST &k S — i ny R A IR T 45 L L IS
fibeht. ERITEN. BI4H LU 8 OHRESEE TS HZBA DO TR U e

AlURI R 3 K UBUER T i

1. BERWE S JUUHE

WRWECH B3- A P F R UES I (CAS N0.536003) Uk BERO°C. @hi251C.
LLEBL. 10TARIC20g/ iEM T B WEOEE TH B, BRI, P37 HI2H I
haijtEhizabDRWE (Lot No.
MK LAL) « AFRIEDEY DR, N« RERHUTC
HERNESOWBWEREZDOREMGHHRT CTRE L 2. 8. 1$58T7HRICHERBERY
HO—E8 R BEEHIGR T U T U R SiER08.426CH 0 . (REWRIchOZTEM D
HesR &N iz, , - . b
WARE LT, 22—V 4BV E, 2—24 4L (Lot No.0157. Al TEskksE
1) WEMSFIOH2BIEA L. AFRURRIEROURYERERORERFICE]R
TIREL 1,

2. HBEBREB XU RIEHEER -

WERMEA BT U 21— 2 o £ SRR L COEMIEDIE SR IRETIBIU o B,
WERM BRI SIS U 220 CIR S BB R BB CERR U ks >

IR GHILGHTE KU ST RTO 20, HEEREIA TEEIREY R Y57 1~k
V. BESBRIEEROERMERELNEL 2. FOBE. RRYWENEIRTNED
93.7~102.62%TH O . WEICHIBII - (Attached table 1.2) o - . :

21— A L EDE0~ 15ug/mBLIE D BIRWELL . G « M o REER LT CIHEL£10
AR & CORFEMEDSHEZEN TV S (Attached table 3) o F 2 Cv MEMEEKIDILE R4
MO TEBRT 1 ELLLT . 1 B9 DR8N U CHE » Y - REEMT CHEU.
AFZELDLE UTHERAL 2. SRERENUT OB RIERE. AEARE Uk, 1.
S HOERR RIS L2, | .
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(1) BB Ss U s

AR — AR TR S JOUR G - SR TSR IUT X e BT FIE S DRk
KT AMANZ B TY SSprague-DavteyulliEZ » b [SPF). Crjich (ST %
Hndae Ty ML SPSEI0H 3B EHAT ¢ —L A « YNl h o 8 1l ulﬂ
HEBTILARMA U 2o AFHR2HORBFIMIL. HET303~310g. MT191~225T & -

c_o

(2) 128 KUBHE. BEa 0 i o U EHAssER 1)

AFUREMIL. 5 BHEOBIENMES KU ZOE6 RO ARG e ORI,
SEIDFERMER L UBA—MREOBEE, & S IR « BN 7 B Rk
FMNEREE 21T o 1o — RIS KU KEIERBICRTINA SN T iiHWML%EMbw
S NI R BEONHIIB W 2,

PN a2 €a—Y 2O THRERFEINCH 2 H I EEMUNEIC & O &I
HHREBXUBEDITEL U 25 LD, BENSBOMBEW{T> 2o BN EOTER
#Pid. MENRE BN L— F L IREEGE & U R iR ICBEEWA U 12,

Y. BRI« BLIAMIA A I A ERSitiE 4 > 7 B R U BRI & B REER VT,
PN RABRELCEIREEBLUVEN Y FER MU TR 2. X a2, 185 - Bl
WO & 7 — DR ES . AT NS XUMILDWER L2 RBAUE FXL
. M BOET —VICEERES. REEBIUBMESEIRAL. B EIENY
URINLERY ([T,

(3) RIERMUB KUBMEEN

ML, BHE20~24°C. SEEA0~T096. WINES 120510 (BN & 5089 @ 4781 G I~
G « IRRERKIAE 05 (7 VY —i2 & Y IRE U 2Bl HGE L R MEHE
(CH75E) CMELU L,

WRIE « BIHLANSIEE A 5> L ABEE r— ) (V1240x0:380x11: 200mn) % FWT 177
—VHLYSECORMBEL. FAURUEAFT YL ARAE— (WT55xD 210kl
1T0mm) AW TEBEE Ulze 22U KWL AT 2 L ARMIEN T — VK TITo 2.
Flo EIRYPRASEIRIBEICA - P L—TWIRU 28 (W 2TV =9 BERTFv—ILA -
PUN—=EH) 2ANLT S AF v o8y — (V:310x0:360xH: 175mm) (CEFNCTE U .
BEAGBEUMB XS h, F—Y OB, KRB LU TIAF v 787 —Y O
WERRE 2B BTV A7 2 L ARMER Yy — Y« Tl — 9 5 K U TSRO0
2BERC TFLLEIT 5 2 223, SMDFEEOIEN KO EITH) 33 KUS00EAIRK
THETERL DY) U LOKBITOFEOT Yy TR X 2T T e

FEUOD BB SR 3B L UG E OISR . ST FCMEREA B RS L
5 —TEWURBEEEERT v =L 2R - UN—HEL P S AFE U, TORE. DT
B SERMER e R IO TH . MMk RVE Bhhi,
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@) fflds LU kbR |
. ANFEWE 3 D FAROERIER (CRF-1. A ) T2 YU E T 2EHSUR ) 4G
fifgstc Ay, BB Y, MU RARPOME SRS K UG EOMTEER .
AEEEAELA RGN Y — TR U RER A A U LY PV LR S 6 AT

Uiz

BB AR K 2 58 AN A JH O CE I N E ¥z BXEDRK DR EHRAS R &L
3N A TCHREAM BB ARAERE L Y ¥ — TEEL RREAF LR,

BB L UBREBDROREDIS R . LN S RERRUGIRIE TED Fe AL E D SEBHA
CTHY. BlaliwvwEBphihk,

A, BEEE. SR BRRES K UREE

(1) B5RBE USRI

3-X PRUNIUEFI DI BELUTEIIMCARBRE W STREENSZ L s W,
RS4RI E U CTRITIRE 2EIRU 2.

BHCU T, £BME Y VFRERO NG TS5 AF v V85 ¢ RS 7 ViERE
2BV ORRBRORE U k. 258, HCURGEIELEVIIEROFERL Rl
Us Smt/kgTEIBU 20 MWL 3RS & URIIARIPIIR G B il T W llTE R D 1%
B4 TRNIRICREER0. 7. 4B K URIHOKEL . IRELUIRIRILHE 1 HOKERRK
ML U, Bml/Rkg CHILU 2, 1R5EHNE 1 B 18U k. 5 IENLART O 2 /0~ 110
52D CH - T,

(2) PHEMP LURSH
B, KITom &Lk,

i3 R 58 GRED HE (B ES) M (@ES)
BIEE MM @Q-u441) 0 wg/kg (O %) 12 (001~012) 12 (051~062)
HOPE  3-AMAURUEIIY 2.4mg/kg €0.048%) 12 (101~112) 12 (151~162)
HIH  3AMINUEIIY 12 mg/kg €0.24 %) 12 (201~212) 12 (251~262)
AR 3-AMYSUEIIY 60 maskg (1.2 %) 12 (301~312) 12 (351~362)
ESH 300 mg/kg (6 %) 12 (401~412) 12 (451~462)

S 3 AMIUNYESLY

IRGHIREOMH Sy M AEBVWRIESEIED DO 2 BRIE T & B F iR
(&9$%;3~>ﬁ4w&ﬁWth&3l&7&lmﬁ&U%WyM;ﬁQMEHW
ELTO. 18.8. 37.58 KU TSmg/kg) DEER. WINDIRSE S LIETHNEHA > hith
olae =7 BURTILIS0I KUB00mg/kgh¥ CIMMDALULM A Sh. & S12300mg/kgH¥
TIRUEEHE PPN LS S DS Z 2o e | ;
ZZC SHIRTW =Y A AL REIRE U, BHRS TR RAREZ Sh.
2 MRS K B FinalROIEEHS & L U LR CRENEID & h 12300mg/ kg % ik F i

._5__



EUs UTALSIC V60, 128802 dng/keft R REU 2, IBE LT, WED—
AANRIZE I BMRRT e 2B, —TFORMBLLIMER 120E8 U 720

(3) 1x54M

{25 WM. OECDIRZEGuideline for Testing of Chemicals. Comhined Repeat Uose
and Reproductive/Developmental Toxicity Screening Testicfit» T. HETUAEATLIAE
Fl&2ORGEM (BFH508R) & U, MTIEATIABIN. KRR (FRI0EH) .
MEURIIEL S K UTHE 4 BORIRATE £ T A0~4980D) @FH & U2,

b. BEBKUREIER
(1) # (P)

D—ARIARR
RSt Ea RS - ko218 (REU. BREERHRET1ED BEU 2.
D EERE -

FHE2E (E5WELZ18EU. 1. 40 8. 11, 15 18, 22 25, 29, 32. 36. 39.

43. 46B K US0H) B LU THRHIWCHITEL =2,
R BWE -

REAMBRUREETE» S BHA20B]. EHE2EBMBRNMEL. 1 BRIZHHEU 2.
2B, MEMES (AERFEL) WHEEL, RTHCHEBESIEL. BINBOERRIITE
BOMEBE U, . BRATHOY (F&R305307) ol s Uik,

DILFFIYRE ¢

1SS (SOBMD ETOXEBIC. XY MNLE Y —L+ b Y2 LOISHERIES By
40mg/kg) & & BRFEY T TIEARBING, SEDTA-2K21—F ¢ V& U f2Sysmex 1y FiZHh =2
L=y a & VIRRIFRL. UTORERITo R, 3. BRRIIKIEABEEL 2.

TRUIEFL(RBO) AT T O E VEMGB) AT I 71y MMENCT) . Bl EkEEWBC) B KU
M/ MRECPLTIWE . BIHE BEIMIKET$3ERE (Sysmex E-2000. SIEMAEFHRASH)
EHVTIELV R, 28. RSMABROBMIFEIHEIC & 2E BRIEFRBEAR)
WTEETH >l BREEXBIRT OV THIRCHTRE I HARZH O IEL IR L. i\
HIEDOLEEIT - )20

AiIEFRE (LY ONTE NEFpIk. CUATRgTk. Brapig ATk, MIBEK) 1, ik
AT 4 FU5ABIFE. May-Giemsaifefs U THAMSE T THYEIERU 12,

AL R MIREI(RETOLE . MLTE A Brecherikic & VB4R gefaigicGiensallsa U, HHIW
AT CTHIE LU 2,

ST L FAYIRTE ©

MR AHR A A O ITE & RIS R TEAEINR D & $RAT U 2 10Utk » 50 (%34 °CL 3000

rpme ISHRED U CTHRIMEIC DWW T UTORERT 52, 2B, IGELHIGER & TiH

-3 -



M -80°C) PRTERAE U BIFEH IS RACIRGH RN £ THHE (-20°C) PUCIRE L
T TDOEBEES %,

GOTH LUGPTIdNenryik. 7 -GTPLE 7 -G-P-NARLELE. $2EB(TP)UtBiuretik. R
EEFRGUNDEERE. 7 L7 For(CREId Jaffeik. B 2 (T-BIL) WkAzZo-
bilirubinik. 7'F 2 PE(CLUIIGlucose dehydrogenaseik. HEKE!) > (IP)IdMolybdenim
blueit. S L(CadlIOCPCIEIL L B WIhS HEIMFTRE (AU 500, 41 N RN
FTEERSI) 2HVTHEU R,

Nads K UTKIE . ZSYEVEREIRIC & O SEYERERT (FLAME-30C. HARMNEA T + WVEK
£1) BPRAVWTHEU k.

CHE. BEETHEICLO I O—)L X —% (CHLOR METER C-200AP. #30&HEY) %
BOTHIEL 2.

TATIVEWUBY. BEARBIURASEE (BUESIKIEEAELS 600,
JONZNFETLERALRH) DoHH UL,

6)g] 1&:

FRODBIUSITHROL LWL X S IHMBIEE E 218, BE - HSEONIRAYE
KETok, . SR, MK, I HESIUBSE AR MEBICESRIEL. &
HICEIE. MBIV OEE2RHUR, TOR. BEBIUBELEKLT 7 Vic. FOii
DFE - HHEL10%PHEEERLY ViREFE U BFLU R,

A BEINRE -

B U R 2BlOBBES LUV T, FEH> TN S T ¢ /ailER e (el
Uteo XHBERER KU 300mg/keBEIZ DWW T UEH-E e SR A £ VERL U . SRIEMBEEIIR T
BiToko Eh. 300mg/kgBE CRTIRMED S0 . ERB LU DV T, 60mg
/KL F DIFSHBBR UL, T H1. —EBoflc >0 T BHEE (Hall method) .
gt (Berlin blue stain) B L ULipofuscinidetd (Schmor! method) HIEEHEA % VESY

U. gﬁﬁbt’.o

(2) i (P)

D—AARR :

BESURPIIEEIRSH - RO 28 (72U, JHRBERT 10D #HEL k.

2)TEIEI4A -

BGFRMGE D SRR THHE 1 E#EU L,

DEEWE :

REcHsEm48M B KUKRRMPREE 20 R5ME21HE& U 1. 40 8. 11,
15, 18B&U22H)  HRIARIPIIZEERO. 7. 4B L U218, WEMCWEWE 1 3
JUAHIZENENWEL 20

0 EHTRIE : |

LHECATIAB R E T E 20, EHE2ARBEMEL TIARISGHE U R, $h. I

WRIARI-RIIAENRO. 7. MUB KUI19BIESHE 2 BB LT L. WHEMRCIME 1 ~4

-7 —



HOFRABRZMEL. 2h#h 1 BBECIREU R, 2B, EMGE JRENER) Wk
AR, RTECIRBRAMEL. BETBORRIIBZROIEHE U L,
5) BRRED IS :

BAMEE Y. MEREORTE OB M. 5% T O A ER21 B & EEYR25H O 4
9T 1MTo . FRIOFICHBMRTUTVLRIBE. FOEARIFE 1B &L
F2o

6)MEIR2SB DRI O E TR U RO )Y :

I—FUHEF T CIEXDRD S IOBFEX € 2RICEIR L. EROFMATEIEU 2.
SRR HHEER X M R BHE L. MEMRE IR B KU BHREROEE. ROV WEKIELBE
FEIEEURDM. COIBERREFIEEACORUYTIHEBRTH > 22D, HiEL
BREUZD Sk BT B, Wik, WRs KUpELmbgcERL2MEL. BI%. T
BLUDLEKE EHII0%AERB ALY NAEICEFE L. RIEU 2.

RE. KEMBEERSW2DOD., FHRTHEHREENASNROVIEITEINIE Uz, BT
Bk BRE. PRK. TMg B X UBERIHHRICEELIEL. BIY. MBIXULREEDIL
0% ER B RL T ) ViEEL . BREFEU 2,

DUiEREOBES JURNR

WE4ABE CHBHEEL. WE 4 Bl —7 LT TIEXEIRD S RLEGE X ¥ 12
RICEHR L. BEEEHBEHEL 2. TR, BhE. MR, SRS X Umseitiiiicea st
MEU. BIE. MBXULRKE & D106 EEERL Y ICEEL. REFEU R,

I BIFARE ¢ .

BEEURROBBES KUHIBHCOWT. BERE>TNT T ¢ iR R
Utze XREEER LU 300mg/kgBHll DWW TIEN-ER & HBHEAR BRI L . RIBHBIFINRE
BiTolze & 12 300mg/kgBE TATRMED s AT BB L UBRIZOWTIE. 60mg
/KEAT DIREHLIM U L2, oI, —EROFUZ DV TEAEHRE (Hall method) .
gkirg (Berlin blue stain) I KU Lipofuscinifefz (Schmorl method) MUERFZA A {ERY
U. BIEEU T2,

(3) Hip (P) OEMAEELRITIRE

[ 2EENE L LB — TN OMHE 1 X | OMAEHE T, FERMU k. REMEE148
RIREE UTKREHET 5E CRBURE FOBHEURY. MEHRGRIOHE TR
ORI NIz,

BB ZERMREEIF—EFIICITO. BIEMCET £ R IIEREHERU il 232
RIEmE UT. TOBRIERIBE UV TRREL 2.

(1) #HER Fi)

DHERF O
BIRY GUERYD L. JEERE. PERMBIUMRETORELHEL L. 5

_8._



FERE. 109 ER L) Vi EE L. L 2.
DHERDOBER -
—ARRIEB KUSECORE L EFIMRPEERE U . SETRIL. SRE1096 1R
ARV VBREFE L. RFEU k.
Dk &
WS 1 (HEER) BLUAHKPEU k.
D k&
WE 4 Hic n—F LR T CIRKEIRD & i BFEX B L%, IR U .

6. YAk

PEBORETEMEL TRORTEFREAV. BEERTIIAEHES- A PN IE
FTIVOBIEGHEDRITITo k. WIhORTEDHEELERRSHKELHFEL U 5
%Kits (p<0.05) & 196Kl (p<0.01) LTI TERUR. B, THIUPORREERD
ES LUMEARIES D OB U, Th, TERI—IEOPEGL—-BIE Uk,

D& HEHESE

Bartlettiklz & AN HMOKRTERITV.. ERHDIFE I —lEIEIC X 5 28T
2ITO. HELRSIIMHIEEEE OFBILEEIIunnettik (HIHE U WIEE) % /21dSchef-
feifk (FEBELUSRWVWIEE) 1L VIToh. —A. EHBEED s> WD RIFEU.
NEfi% FIA U o — el ikl & 2547 (Kruskal-WallisDIRSE) 21TV BER SN0
& OBFREBUIIMELI 2 FIH U 2 Dunnettik (BIEMS% U WIEE) FizldSchefféik (Hi
HBHEULBWIES) ZAVTUT k.

hE GREMD. PR . EEE. RF0R. [EE. ERE [H%E (HE 1
B) —-XXEWEH] - SRR, BRY WERE) (GHERKHEERY « EER
. S [ WER/SHEE) x100] . birth index [ (FH | HBOFER¥ /&
FIRED x 100] . s [ (E 1 HOFERE/HERE) x100] « HHEABOEFRE
Ll (HEAHOETFRE /ERE) x100] « FERE. b @/ de+i) « SFEE
HOHLHE [ URETRE/FERED x100] . HEEH EXNERE2AT) « MHEE
AR, Mg b FaRE.

2) 71 4 ZFIHRE

RRER [ (ZREMAEWE ./ EESWED x100] « RIFE [ CEIRSIWE/ X RIL
BWED x100] « HESE [ GRS/ ERMEE) x100] « #iERHERY.



# B O R

1. RiEIR5HE
1. it (P) CRIFTRR

(1) —f&4RAR (Tablel-1~1-2. Appendix:1-1~1-10)

YIERE S K U60mg/kgLAT OIRE BT EFEREA S hdd 5T,
300mg/kgBETIL. WERMVIZG2HD O RIFIGEH FTLMT. Gk (GBH) MBiRE2H
BH o aixits58 : oI~ Ttash Rz, Ths ORISR SH SN
ehd. WINHLBHOIREIIICIIBEALUTW. k. 2B0OFEFTEBIRS 208 » > 24
BECIHMTAHAShE, TOMIZE. EREREGHEINRD >,

(2) ¥k & (Table 2. Fig.1l. Appendix:2-1~2-5)

60mg/kgLA T DIFS BRI X BB & FIFRIBROIEB 2R U. WIhOHFEBICHEEER
Bhohihdol, —7. 300mg/kgfE TLLI%E 1EE H S KERNIPRIGIEISA oh, 1%
58H»S KRB ETHEENED > hiz,

(3) 1HEAH (Table 3. Fig.2. Appendix:3-1~3-5)

300mg/kgBEDE & U TIRSHARIOMIRDELT RIIXIMBEIIL U TIRIETH U . 1153, 6.
OB LUBEIWHEEEMNRD >N, T, 1556 HOXIBBOEMSIOREBDEL
HUTORBEERVAEIEDS. HHODA2.4. 128 K U60ng/ kgl THAE L EIEH
BHshil,



() AR (Table 4. Appendix:d-1~4-10)

608 L U 300mg/kgFE CUI X MEREIC L U TRk, A/ oo BEBLUANT M) Y
MENSEERIKER. X >300mg/keBf TIHIBARMIKENBEELRSELRU 2o Fl2y
300mg/kgBE CHMBEDFBEREBEMED s N (L. BEEL L A580  HNEK
ST 300mg/kgRECY YN EFRIRIELR. APk EERSHEERV 2. &
B\ RIKEADOEE TLL300mg/kglt CHRMIRDE < BB LM FRIMETH o, F 2. FE
KEHEOROIELE U T, 2.4mg/kgBEDIFBAIKILOBER R REMID S hizo TOIBIZL.
HEBHEOFEEEURD Mo,

(5) MR {LZEAIRE (Table 5. Appendix:5-1~5-20)

SHBEEEIC L U T 608 LU00mg/keBE CU 2L VL E UM EERGEER . & S 12300mg/
kgBECliNaB KUY B EEREEL. £EA. TFUBSJUGHEERKIERR
Uk FOMNCIE. MBELGOFEELED RN ST,

(6) BRFTE (Table 6. Appendix:6-1~6-5)

Rk DATUEDS. 300mg/keBEDEHNCH SN 2. Tl FEERSUIIEE koL
(T RBHAERD MRS KU300mg/kgBEDE 1 LA dh . FOMIZIE. FXIL A
SNEMo R,

() BEEE (Table 7. Appendix:7-1~7-5)

XBEEETEL U T 300mg/keBE DM FE R ER B JUENERBEERRERR U . £
Foo REORKIBICESLESE UTHFOIR. B, HEBLUBE LEOEER DS
BERBREGEERFR U, 60mg/kgLATOIRGH T, WThOREERL HLHEELID S
Wil

(8) JRIBRISEFAYIRZ (Table 8. Appendix:8-1~8-5)

BB - & <ERIE~BREDOBIIME M HS300mg/kgBED L IFNT . Kupfferfllfape & g~
FEEDORBERINEHNI00ng/keBEDIOFNCH dh, BEETEIL. FOMIRREREIIC
PEWMARINA ST, Th IR EETUHEEL. 80 (Photo.d) BXUlLipofus-
cini CLIBBMERRU 2,

B T RIRAE LR K BE~EEOWBEFRAG L. 300ng/keB¥D1260icHk &
hiz (Photo.2) . BEEFLL. MR CliEEL. & (Photo.5) TlE—ERHES
2. LipofuscintB TIIESMERIRU 2o FOHIC. R LEFOT K EEOIFIEEML
H60F KU 300mmg/kgFED R 1 HliT. FRIMEDI < BEDNLIEHM300mg/kgBED 1 flic, &
SEEDORATH60mg/kgBED 1 FUTH B N Tz,

B - RE~PEED S o MH300mg/kgBED 126112, T BRE~chZE ORI EMmH312
mg/kgLA EDBFD S ~ 1217, T IRE~BREDIRBBTFIAE HC0ng/kgLl LOBD 9~
1260 REfR s (RGREDBHR) O JEBRE~EED ) 2V NERED HI300mg/kgBED 12
flieashdz (Photo.3) . IBEBEEFRIL. [BHRETIIEMEL, #8e (Photo.6) B&



ULipoluscinge (@ CESIERIR U 2o & . CFIED S S MLF S U BTN CE1MEE
JUEAE) O BRIN DY) I NIRD Hi60me/ kg | NS, & <ARIED I EIREN 12
mg/kgBEd 1R & AR OREINEULH2. Ang /g TED 1 I Tx S A e

A T EOBH SIS L U300me/ kg lF OB 1 NS H S 1Tz,

Ol - R OPIEFENRES T BEED 3l H SNz,

XIMERER KU 300me/ kg Y ONINR. HFAE LK. RIBBLXUMTU. FIDER S N>,

(P R IR

(1) —fIRRE

ZEBMETTS L URASE (Table 9-1. Appendix:9-1~9-5)

FIEREE KU 60mg/kg T DIRSGRF T FREIEINIBIER X iz o 2,

300mg/kgBEClL. BERBPIRG 22BN OZHULTH E TRITH Sz HEEAUIR
ER0D Mo ASN M. BUOREICWHELTO . . £OOEEEGYHMER

MK 1 TH s N2, '

VESRMARIR (Table -2, Appendix:10-1~10-5)

FIEPER KU GOmg/kg AT OISR T FREIEREBIE Wb o2, 1353, LR34
F GBI 12881, 2.18 ckU12mg/|\gi’\*0)10i7ﬁb4707& & ULL60mg/ kegiR D L1 ELB) -
MTHMEMNHB N,

300mg/ ke ¥ T UL mLRmﬂMﬂmth%zmeWMBiTQMc\mﬂ#ﬂ%ﬂ-
H b SRS E OfHRRTE £ TOHBI~EMTH oz, Th & DREIRIIES 83000 >
SH BN, BAOIRSHILHERLU Tz T 28OS ESERIIEITOY)
WIS 1A SR, FOMZ. BUD S OWINLMEEYIRIA~16H 33 K U20~22B81 1040
~FEERITH S N2 BIEIRWE. BEOIRSHH 5 VIIREHI. RSB &
VIS5 HICHAONSHHH 0. BLXIEBDRTCH- . 2ABRChH > TR S0
HH ol Fiow THHDOAD 1 HFIIEEIRIS~I6H &21~2281C. {bd | {HILLEEIRISE &
0B HS e 2. BN CUAR2SE & TWOMGEEI A S it h - 12,

THEWIT (Table 9-3. Appendix:ll-1~11-4)

KBTI L U GOmg/kglh FOIRGRET. A o N2 288 T RERIIBE SO
I2in o le, — 75 300mg/kePE CULMREIRINI N o D iRid o 2 . W UILGED S 1
nota, : .

() & &

2.0 LU 120/ ke TEOO R 2 172 & UC60mg/ka it o) 1 A THRET &H > fafo s BEURI
ARG O BRI R 39 NETESS K UF300mg/kg REM 129" D1 GOmg/kgTERS LI 2.433 KU
[2mg/keREDLOM 3" DT dH > F2o T oy 300mg/ kg TECLINMBE BINIIRD S iz o o

EHG B K UREMIE (Table 10-1. Fig.3-1. Appendix:12-1~12-5)

GOmg/kg L) F ORGSO KB RBIFE TERIRIETH Y. WIFhOWEH S HHEX




WS S IR Fro A 300mg/Kg G UL RIS MU s > dv. SRS AT
HEiEhohi,

YELRIIR R (Tabte 10-20 Fig.3-2¢ Appendix:13-1~13-5)

G0mg/ kg A T O 5 RED IR LN BB L U CO D IEITC 3 - o . FHEEULED O h
oo —F. 300mg/kgBECLULIAZE i 34 & v, AESO~21E i?ﬁ,“é\i%fjiﬁﬁc\b
Sz,

WEE WD CTable 10-3. Fig.3-2. Appendix:td-1~14-4)

G0ng/kgLAF OGSO FE L BEES HHRIHETH Y. WIThOWlEE & HHEE
R T T AR AR £

b

(3) Rt

LHCBMGAT (Table 11-10 Fig.4-1. Appendix:15-1~15-5)

G0mg/Kg LA DR S EEO IR BB R & FIXRREL WO OREHMCH > L h. FE
EZllBbohkkholz, —F. 300mg/keBFCUIRIECH O . K53, 6B LU IORALWIHEE
FEDEED BN, :

UEARUAINT (Table 11-20 Fig.4-20 Appendix:16-1~16-5)

GOmg/ ke LA T OB S ROBHMB IS EE & ERIERL CH Y. FEEUMD SO -
Foo =7 300mg/keB¥ CUIRKIETH 0 HIR2IBEICWEEENZD Nz,

IFE IR (Table 11-3. Fig.4-2, Appendix:17-1~17-4)
GOug/KgA T DI GO IEHTE I & HIERIEE CH V. GEEURD SO Rh >
2o - -

@ "Jfﬁﬁrﬁ. (Table 12-1~12-2. Appendix:18-1~18-5)

& '

BE O k. WIhoflE EFW A S hih o,

TR KU KRS ki

243 XU 12mg/kgBEDF 272 & U2 60mg/ kgD 1 IOFEIY Cld. WIh & E
EEH SOl —F7 300mg/kefFOARD weilhdy (1261 Tt £f oL
o,

(5) BEHH

Eg (Tabte 130 Appendix:19-1~-19-1)

60wg/kgREC UL WML U TG BB P SEMITH Y . HXNEMIUIEELR
mIEETRU R, ZOMIE. HBEHEORCEEELZD NNk,

T YESNN 35 KUREEM) (Appendix:20-1~20-1) ‘

2,40 128 KU 60mg/kgBEDAEERM 35 L U 300mg/ kgitt DR iy ONaNRE B . X J

MERED EENC L U T WGEMIECH o T2 E 2. JOOnw/kgﬁ?@ﬁKﬁ}M§JJ‘1’/J0’)]])H];‘@§ &

W B OREWNCILLU TEHETH - 2.




(6) MMM EMRZE (Table 14, Appendix:21-1~21-5)

AEhE © & <ABE~hSEOFEIMELS & UKupffersifaprkne & < TR ~FRIE D 1% & & 37
B, 300mg/kgPEDTNENLRGNCAH s (Photo.]) o WEEFIX. FROMIRE
BCRPBLHImMNA S, Th S RE TR S B X ULipofuscindef
TUESELRIRU 2o FOMC. I CREDOREIEM2. dng/kgBED 1 flleH ST 2,

BE OIS ERN S CRIEORERFEREH. 300mz/keFD R2FRCH S,
wEEFnt TR A . Sa TR, Lipofuscint & TIXBMEL TR
Uk ZOflc. RHIEOI  BE~BREDOHERH300mg/keBED 2 fflic. I <EREDCal-
ciumitE H3300mg/kgB¥ D 1 . REDORIAH60ms/keFFd 1 HllcH SN iz,

PR BE~PEEDS olfl. T <BE~REORERIFASS & UBMIER (A1
VOB O BRE~BRED Y NERED H3300mg/kgBED L I~ 1201, & RE~hE
FEDBEYME U H3603 XU 300mg/kgBED 10~ 126 A d v 2, $HEEFELL. O E TR
. girEB X ULipofuscinit B TUBHERRUE, . T{REORBEBFRINES
KUBMINENE (BIBHUEW) O SBREDY U NERED Hi60ng/keBEDE 1 I H &
hize TOMIC. I <EEOIMNENM D248 KU 120g/kgBE DR I H SNz,

[ER% : EOEHEM. MHBEEEOD 1 HlcH s> N2,

XTBERES KU 300mg/ kg BEDGRE. BIE. MBIUDRTE. EXEUA SO D oz,

0. HhEstd st

1. 8y (P) OEREFEICHITIB¥E (Table 15, 16-1. Appendix:22-1~22-10.
23-1~23-5. 24-1~24-15)

(1) FixlEEK
BEaB K UIRSIN (AT OFEFERRE. S5 bXIBFLEEEREETS

o £

(2) ZRB. HIRSME L KUZIER

BEROPWE LEBHEHZIOH E TULHTREMMERIh L, KREMRE TOaKIT.
BIFSE HHMERE TLERETH - oo KRB, HEPWBLURIREINE D 100%
TdHoloe

—7F. Bk & D122.48 LU 12mg/kgBEDE 2 fil72 & U 1C60mg/ kgfED 1 FIMWTEET
H ol EREMEIXINEEESR L U300mg/kgREM 12050, 60mg/kgREM LI 2.45 &
U 12mg/kgBEDIOI CH o T US> T RIGRILXIIBEL S X U300mg/keffld 1009 T
Holzhs. 60mg/kgBEN01.7%. 2.48 KU 12ng/kghEN83.3% TH - f2. ZIBILUW.
BIGEEE S, WEPFLEOMICHEEEWEZD S NP5 2,

TR E DU R BEEE. WIERETI20). 2.48 KU 12mg/kgBE T 106, GOmg/kg
BTIITH - b, 300mg/kgB¥ TLILEIR25H & TIAMGRE MRS Shidh - 1z,



(3) LRI & U A SRR
80mg/kg A T DAIESHEOIFEINEILL22.40~22.608 X0 B¥D22 .58 H & 1T UL RIFE
ETHol. ThoOBTIE. MERBICESB IR IhRD o1,

() BHIRE B K UEIRE A

EREBE. 60mg/kg AT DIREHEN15.5~16. 4THMEEFDI6. TL IXIXAEETH - k.
F . 300mg/kgBETHBEHRBHILIE.ITH 2R, 2B, FilkdLn < 300mg/kgBEll BT B4
IRERILFI LA OBYWTCTRRTH o, TORBERIZFALGN L,

(5) HiESR
60mg/ kg A T OIS S DOHERILI00%6TH Y. MHBEHERIRTH oo —7F+ 300mg/

kgBf TILMEMR25H & TRAEEBYBHAH Sh T . HERII0%TH ol

2. HHER (F) HIFTEE (Table 16-1~16-2. Appendix:24-1~24-15. 25-1~
25-4)

(1) 2REE CHERY) . . SEERBSIUTERE

FLIREL. 60mg/kg A T ORGH T4 1~14.5THBEHOIS.6 L IXERBEE TS - o
SRR T BRBHEERTHEIL. 60mg/kgA T OIRS BECL187.8~91.1% 3418
HDB. 4% L ITIABETH 5 . '

IHE 1 HOERFYEL. 60mg/kg A T OIS HE T3 1~ 14. 3T D15.4 & XX
BETH o, FLERKG. MR GAEM261) BIUcomg/kgE (261 0.2
WU T 2.4mg/keBE (HESH. WEOFHD WILABITRRRETH - . BRI 3
IHE 1 HOETFREE R HidERII IR 5399.0%. 60mg/kg AT OIF 5 #H591.3~100
%BTCHol, T BRI ZIHE 1 HOEFEREERI birth indextd. 2.4mg/
kgB¥l280.09%6 CXBREED92. 4% I U THERKIER R U b, 123 K U60ng/kgBE Tl
91.1B L UBB.3RN THEEIIRD A >NT. birth indextc AIMIKEHIIA RN 2,

e 60mg/kgA F DI S8 TL20.36~0.56 T IERED0. 4N U TRRIEES 3
EREERSHBAH Y, R5BIKEFELV L—FEOEEHAGIL S HBA Mok,

(2) FERO—EINRE. WHAHOETFRELXUNKRETOHIE

FHERO—BRETE. WIThOBELEFTERIMEIL DSR2,

HE R, XEBETIRME 1 HI& i3 H. 2.4, 128 KU60mg/keBE TlXEhEFh M
HEI1H. M1HBXUHSFE M1 HINFETUR. MEA4BOEFR¥L. 60mg/kgld
TORSHTI12.9~14.0TXIBEEDIS. N2 U THRIEETH ok bs. BIBIKEEER
. FRLEEELEDO NGNS, HEABOERERIL2.4. 128 LU6COng/ kg TF
NENB.S, 99.3BKUIT. A% T XBEFEDIB.0% & TIXFEETH - k.

FHEROIKRREFOHETH. BEEAIOARD S,



(3) BrEROKHE (Table 17, Fig.5)
60mg/ kg AT OIS REOKE L. WHET1E 3 L UAE & Stk e & 12 xd MBEY & T IE R
[g'é:@? }:_’.o

o
b

B AFIUNIVEFIIOTY P EBORRIBIRGEFE  LFEFAHU OS2 EhE
Uleo 15 ERBEWE. 300mg/kg R aem AI®E U LAT6R0. 12383 KU 2.4mg/kgd U f2s
HEP)BHMC A U T 300me/keBE CWIRGRICRBIR B RUGREB AN 2. BEH
OIFEAHTILBEERLUTHB Y. —BEOFEIRTH o2, BRREFRMESD 2 0L FORM
WDE» S OHRINGER U 2D E R bz, (KELE300mg/kefE TS HIRA M & BRI
BRH SN, HEABORKEBIGERU LT EEX >Nl MURFIHRE TIE60mg/ kel L
O CAIMFER GRmIKE. ~Neryoey&. AT M7 Yy MEOKE) B LUMiEDE
EYLEDOFENAD S MIKEEOTE GRUEEN) P> ThWBEEI N
Foo MHAKTRINEFXOGEE. FTRES & VIMEOIMIEZ & VI RS ROSE. &ilule
W B MRS EHERE N o RIFIERDOEIZE TLE300mg/ kel TR TRIMIK B BEGE
o, FRAEDR K BHBEORBECHRIFICHTE TV S 5k, Fi. Al
UL B BHERGHECEE CUSIEDTRET H U IIRGHEARC &k S RHCTCIE BIMIRELIL300
mg/keFF CafE. V) I NIRIGIEICIE TPk IbASIETH > 720 BHENMIKEHERBIC L %
HESTEREDERE U Tl EInANE—ER0Z2 8 iRmIkic U THREMRVLELHR T
W3 Z s BPEMETFRIMIROIBIED 2 1 B MMIKEGIEFEF DFRE U fz FIREUELIT
Ligohl MBI ok ThBEDI ENS., BHRNDERLIREY 5 2DILSHED
AL UTEMOBRE (BHFEAICLSFHMAE. BMOMEHBFEIMRERE) BE
THAdEEhNz, HIEMEFIRETE. TR LUMBEREFROKEHN A DN
b, ZHadiEH e EIciEtETH Y. Berlin blue staind KU Schmorl methodlZ BE1E
BRUERZED S, BREAMICE S REdRMEEX N, . BIRTUEEREY
B8R LD TV &N h . ML E CRRROVIKIERZRV 2B, 7LT
IVBIIEEAERENRL Ja7) YEROBVCGERT 2EHEBEhh ik, ¥Hl,
T T LEBsmIE AR (AMREIDIEAE) DU INREL LA SN Tz. Nay Cals KUEREY)
DEE. BROFME LRICRBEFEOMRBD A SN S &S THIRIIAEGERE O T4
PR T O EI TR O B ER T OIREE DB X o fulz,
P U T 300mg/keMEDREBNLGTT. ZHIMIA 8 K U LRI DR
. HORBIRSHOEEERRTH > 1. X BT, EYRIBIROBEINTIL ARG~ XL
HTHROM S OB s hizi WWERIED s Mo, RHLL. ZMAT. 380
HNEIE & UUCRIITEI & 2 300mg/ kg BFCHCETH U . BETRBKIELRU 2AZREH A
dNTe BB RINFPO KRB IDFRIERROBROKEN AN AP oIl LI



GIMEU 2 3EEh & M IV 2o SIS L O E B CLEB00my/ kg CIBE DK HL R & UL
YN S BE O M HERD S v, SRS AR CUEATIN. REhS KU BRI & e DA
SEE (LA BN TCO B Ehe, HOEEERBCEEEMMIEZ o TW A EH L b h
2o

LLLO K S 8N W 60me/ kg LA L U MK M. thifdse bRl ¢ Bkt ify
AR G Y L E Y. Y 0 Nay 7K o7Ps. BERE. G2z, 300mg/kg T
W ARRE GRtad. WERE. BOb e O o (FE. EEE K UEIHR YO REHE
WD A BN 2. 0ug/ke CHIEBRCETL I D3 & hu T IRT 1 2mg/ kg A L CHE B ta gk
. 60me/kgLlE TS -t L URMNSIRD 1) 2 NERED DI . 300mg/kg TRIYHIE
I & WEERINE IR, WEEFRABEVERICA SNk,

Uleddi>Co YEERRME T H T 33- X b R YNDEF L O 4R R R o
W2 ang/kg AT &l X v 12,

HEICP) DIETEFLE W U Tl HEMDISR®R S L UIRIA%. Mo s s, R
. KEWRBIIE S L URERIZWL. x5 EOEE BN ok, 2. 60ng/ks
AT O 58 CULERIART. ARt SHRME KUHERICEZEEA S ik ok,
— 75 300mg/kgBECULEMRISH & ClZ 2 B8 CHRniEh o hd'. R TXMEHF L T
AEEDBFRBASNEZDHTCH >, Ulh> T 300ng/kg CIIEKRERDRIATER
OYLERMBOhEHOLEE X ON T2, ‘

A REDEHU U 60ng/kgA T OIS HCIER S SEEERE. Frd: R I
CHEBIKFEURZEHEZD Y. HRIEA hRhoREHMTS IR, Fh. —k
REREEHASNI. WiEHAHOEFERES JUEHERCHBIKEL RETEHILED s h
e ote. KFEIZHBEZRUIRD LT NRETLUEI Wb o, ULk -T. 60ng
/REAT TUAMERICZEE R RV EE I b h e,

PALD & DT, 300ng/kg TLEA Mg s hizho, Uhkdi-> T HEERRUTWKCE
FB3-X PR IUNIEF I Y OETEFEE BRI REERZE BT60ng/kg L HENI S Tz

3- A P ARYNIEFI VL SR ITSES KUBBEANORENTRR I Wiz, i,
RREBIUZIBIUEREZENA S NI 5 HODD. 300mg/kg TLIAMEER S iz
ZEhS. EREOBINCIGROBSEIER 2B 7 2ulEM D HER X h T, MEHIRRMATIZ
BB —AEHFE YRR B 2. Ang/kg AT CH O« A ISR B SNy 7R M RZ PR 1L 60
mg/kg&EEx iz,

DINAEG] ¢ THHBRINT O BIT DN 2. — A ESIR IS D L T I8 E A #
FIESY¥NES (9BYFEG HI13. 4E) 7o 50 p.d2~430h&5|H



-1

Table 1- 1

General sign of male rais (P)in combined repeat dose and reproductive / developmenial toxicity screening test of 3-Methoxyvoenzenamine by oral administration

Davs of administration

Group No. General sign
! 2 3 4 3 6 7 8 @ 10 n 1213 14 15 te 1T dk ¢ 20 21 22 23 22 28 2 2T X%
Control 12 |Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12121122 2 G OO O ) 12 12 11 12
3-Methoxybenzenamine 2.4 mg/kg| 12 |Nommal 2012 12 12 912 12 012 12 12 12 12 12 12 12 112 o1roazoo1ro12o1ro12o1zoa2 2 12 12
3-Methoxybenzenamine 12 mg/ke | 12 |Normal 12012 12 12 12 1212 12 120120 120 12 1201212 12 12 12 1z
3-Methoxvbenzenamine 60 mg/ke | 12 {Normal 212 12 12 12 12 12 12 12 12 11 12o1o12o12oo2on2o2ozoiro12oo12o2 a1
Normal) 12 0 0 0 0 0 o 0 0 0 0 0 e 0 0 0 G 0 0 0 0 C ¢ ¢ Q ¢} (¢ 3]
Salivation{transparcncy) 0 V] 0 0 0 0 0 0 0 0 [¢] o ] 0 0 0 ] 0 0 ¢ d] ¢ 4] 0 6 12 HY @

3-Methoxvbenzenamine 300 mg/kg | 12

Bloued fur(whole body) 0 0 0 0 0.0 0 0 0 0 0 O 0 0 0 G 0 0 0 ! J 1 1 i [¢] ¢ 0 ¢
Brown urine ] 12012 12 127 12 12 1 12 12 1 12 8 11212 2 1l 12 112 1 i 1o 12

No.: Number of animals.




Table 1- 2 General sign of male rats(P)in combined repeat dose and reproductive / developmental toxicity screening test of 3-Methoxybenzenamine by oral

administration
Days of administration
Group No. General sign
29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 I8 49 30 518
Conuol 12 {Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
3-Methoxybenzenamune 2.4 mg/keg| 12 |[Nomal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
: 3-Methoxybenzenamine 12 mgikg| 12 |Normal 12 12 12 12 12 12 12 12 12 12 122 12 2 12 12 12 12 12 12 12 12 1?2a2
A
7 3-Methoxybenzenamine 60 mgrkg| 12 |Nomal 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 12
3-Methoxybenzenamine 300 mg/kg| 12 [Salivauonitznsparency) 6 3 8 7 7 3 6 7 5 6 4 6 3 6 5 5 4 6 6 3 6 6 0
Brown urine 12 12 12 12 12 12 12 12 1212 12 2121212 12 12 120 111 g2 0

No. ; Number of animalis.

# : The day of necropsy




S o

Teble 2 Body weight of male rats(P) in combined repeat dose and reproductive/developmenta. toxicity screening
test of 3-Metnoxybenzenamine by oral administration

Grouo Control 3-Methoxvbenzenamine

Dossimo/kg) [ 2.4 12 34 | SO0

lkumper of males 12 12 12 1% ! i 2

Gavs of admin-

istration i 383.0 = 1%.¢ 387.0 % .€ 381.4 = 20.0 387.6 = 12,2 8.4 = |
4 405.7 = 18,4 404.4 = 14,3 404.5 = 2%.1 412.2 % 13,8 0. o= B
8 424.9 = 20.1 423.7 = 18046 422.2 = 27.0 428.7 > 174 I98.¢8 = Txx
11 439.5 = 20.% 440.8 = 20.5 437.8 = 28.0 444,05 = 1404 J08.0 = Srx
15 458.0 * 20.¢ 45¢.z = 21.7 454.4 = 30.¢ 465.2 = 21.8 218 = LGxx
18 467.6 £ 21,1 470.7 = 22.¢ 4640 x 27.¢ 475.2 = 24.¢ $24.2 = L Try
22 48446 2 2304 488.3 = 23.4 4821 & I2.¢& 491.5 = 2% 2388 = L ITy
2% 495.7 2 24,2 488.5 = 234 4%1.7 £ 1 501.0 = 2 434.2 = L Gxx
2¢ 5101 2 2603 512.2 = 2.2 507.7 = 33.% S14.7 = 32 155.¢ = Clrx
32 524.7 £ 25.¢ 524.5 = 24,9 518.0 = 35.1 528.2 * 3T, 457,08 = Oxx
36 53%.5 = 27.% 534.3 = 27.2 526.2 = 35.8 540.3 = 3%, F R Srx
3¢ 547.2 = 30.°¢ 545.¢ = 2¢.7 534.2 = 401 552.4 % 43 287,11 * Sry
43 556.7 = Zz.¢ 554.0 = 3Z.4 5¢3.2 = 42.5 561.7 £ 4.8 L8232 = i
i6 56z.2 * 35.3 559.7 = Ii.¢% £49.5 * 42,0 56¢.8 £ 47.3 49C.7 =
50 570.8 * 37.32 545.7 = 3§.¢ 557.8 = 42,6 580.8 = 45.0 4959 =
51 574.7 *  3T.< 571.0 = 34,7 583.8 & 4r ¢ 585.7 * &t 4 50,8 =

fach value shows mean(g)=3.D..
Significantly difterent from control (xx:P<C.01).



Table 3 Food consumption by male rits(P) in combined repeat dose and reproductive/developmental toxicity screening
test of I-Hethaoxybenzenamine by oral administration

Groun Control 1 I-Mathoxvbenzeniamine

Dnsefaa/kg) ] i 2.8 | 12 | 50 ! Inn

Humper 5= males 42 12 12 12 12

Days of idmin-

istration 2 27.3 = 2.5 27.2 = 2.1 26.2 = 3.8 28,2 = 2.5 22.4 = 3. 2=xx
5 29.2 = 2.9 26,1 % 2.9% 26.3 x J.1x 25.58 % 1. Txx 20.5 = 2. 9xx
10 25.%7 = 2.2 24,9 = 2.3 24.7 = 2.3 23.2 %= 2.3 L6 o= 3. 0%z
13 25,4 % 2.3 24,7 = 2.7 25.4 2.3 25.1 = 2.3 P - ILe
27 23.3 % 3.7 23,1 = 2.9 23.7 * 2.9 24,0 % 2.4 o= 203
b 2.4 = 2.2 24.2 = .2 24.2 = 2.5 24.3 = 2.3 0 o= 2.5
Ii 25.4 % 3.3 2.3 % 2.3 24,3 * 2.0 25,0 = 2.4 3 = 1.3
I2 25,2 %= .7 2.2 = 2.9 23.8 = 2.7 2.3 x 2.2 T 2.32x
i 24.2 % 23.7 = z 23.3 * 2.3 25,3 = I - 2.3
43 22 = I I - 2. 27,4 % 2.¢ 23.2 = L@ T = 4.0
48 22 = . 21,7 3. 22.3 + 2.1 24 2.7 2= 1.3

Each value shows mein(g/day)*S.D..

Significantly different from control (x:P<0.05, xx:P<0.01).



Table 4 Hematological finding of male rats(P) on termination of administration period in combined reoeat dose
and reproductive/developmental toxicity sctreening test of I-Methoxybenzenamine by oral administration

Grouo Control J-Methoxybenzenamine
Dose (mo/kg) 0 2.4 12 50 | Jo0
Number of males 12 12 12 12 ] i
RBC (e* /mm2 ) 868.7 =  28.2 884.7 =  31.9 885.¢4 = 34.4 816.¢ = 24, 9xx 508.¢ =
Hemoglobin (g d) 15.24 %= 0.47 15,25 = 0.33 15,18 = 0.54 14,28 = 4. 30x2 12.0% =
Hematocrit (%) 45,48 = 1.07 46,96 % 1.40 47.08 = 1.62 44,77 = N, oG 31.08 =
Platelet (¥ om> 3 102,45 =% 7.ES 100.88 = 14,43 96.02 = 11,21 102.47 % 12,38 eI.%3 =
ket (%) 3.7 % [ 28.7 = G4 3.7 = £. e 4.0 = 10,7 27608 =
WBC (17 omz ) 68.7 = 1f.0 55.7 £ 1z.0 62.2 = 11.¢ TLLE o= ek -
| (L5.06 = 15.0)® —c —o —c (&z.z =
Differential leukocyte (%) . . T
Lymphocyte 94.8 = 3.4 93.¢ = i 95,8 = 2.8 es.¢ 1.8 g =
Reutrophil R 3.0 .9 = e St = 2.8 LT o 1.8 .2 =
Eosinophil 0.0 = 0.0 0.5 %= 0. 7x 0.2 = 0.¢& 0.3 = 0.9 GC.0 =
Basophil 0.0 = 0.0 0.0 * 0.0 0.0 = 0.¢ 0.0 = ¢c.0 0.(_' =
Monoevie 0.% = 0.8 0.7 * [GR2 0.2 = [ [ [ .7 =

fach value shows mean =S.0..

Significantly different from control (x:P¢Q.05, xx:P<0.01).

Figures in parentheses indicate the value calculated by hemocytometer.
2): Het indicated, b): Calculated by hemocytometer, c¢): Not tested



Table 5 B8lood chemical analysis of male rats(P) on termination of administration period in combined repeat dose
ind reproductive/developmental toxicity screening test of I-Methoxybenzenamine by oral administration

Group Control I-Methoxvbenzenanmine

Dose (mg/kq) 0 2.4 12 50 ! 300
Humber of mates 12 12 12 12 12
507 (/1) 200 1.2 54,47 % 3.7 58.77 = 3.3 59.38 = ?.78 $4.350 =
SP7T (v 1) 28.59 = +.33 29.23 % 3.23 29.89 = a.1% 30,47 = IR 32,47 %
7-5TP (/1) 0.90 = 2,00 0.00 % 0.920 0.00 = 0.20 0.90 = 9.00 2.18 =
TP (g7 d) 5.8 % 0.1¢9 5.37 = 0.22 5.82 = 0.2¢9 5.84 = 0.28 S.57 =
Albumin (g7 d) 2,167 = 9,103 3,107 = 0,137 3.026 = 3.17S .12 = 0.1%0 3.275 %
T-3it (g /1) 3,082 £ 2.921 0.089 = 0.012 0.094 = 0.913 0,113 £ 0.027x 0.30% =
JuN {mg /7 dl) 19.946 # 1.7 13,30 = 3,94 13.53 = 2.54 18.74 = 2,32 13,57 =
Creatinine (mg/dl) 0.543 = 0.040 0,540 £ 9.903% 0.524 £ 0.938 3.338 £ 0.941 0.348 =
Glucose {mg /7 d1) 147,61 % 2014 152.77 = 3.04 154.58 = 10,32 153.19 = 7.3 125,30 =
Na { mEq.” 1) 140.34 = 2.5 140,32 = 1.2 140,37 = i.00 140,52 = 9.38 142,40 =
4 ( a&3/ 1) 4,333 £ 0.273 5.283 £ 3.2%¢6 4,293 = 0.2%0 4,282 = 90,206 +. 118 =
[} ( agg/” 1) 10S.40 = 1,38 105.78 = 1.3 105.469 = 1.50 104.38 = 1.33 105,33 =
D] (mg 7 d1) 10.38 = 0.2% 10,41 =+ 0.32 10.29 £ 2,24 10.35 = 0.23 $.93 =
P (mg /91) $.28 = 0.283 5.33 = 2.53 5.95 = .51 §.52 * 2. 31 TL44 =
Zich value spows mean =3.0..

Signiticantly different from control (x:P<¢0.95, zx:P<0.01).



Table 6 Necropsy finding of survival male rats (P) in combined repeat dose and reproductive/

developmental toxicity screening test of 3-Methoxybenzenamine by oral administration

Group Conurol 3-Methoxybenzenamine
Dose tmg/kg) 0 2.4 12 60 300
Number of males 12 12 12 12 12
Normal 11 12 12 12 0
Spleen

Large 0 0 0 0 12
Testis (left)

Small 1 0 0 0 1
Epididymis (left)

Small 1 0 0 0 1

-4 G-



Taple 7 absolute and relative organ weight of male rats(P) on termination of administration period in combined repezt dJose
and reproductive/ developmental toxicity screening test of J-Methoxybenzenamine by oral administration

Group | control i Z-Merhoxvbenzenamine

liose(ma/ka) | b i 2.4 12 I 40 i 300

Number of males 12 12 12 | 12 12

gody weight ig) 574.7 = 7.4 571.0 = 4.2 583.5 = “2.7? 585.7 = PR =) =

Thymus (mg) 1.8 = 33,49 281.74 = 51,35 283.42 = 0,38 303.38 = 70.3% 242, =
(mgl) 55.12 = 14.1a 4929 £ 10.4% £0.58 = 3.23 52.57T = 10,97 52 =

Liver (9) 19.951 = 2.188 19.509 = 1.78Q 12.591 = 2,187 20,718 = 3,334 1e =
(9%) 3,467 2 90.239 3.412 2 0. 206 3,489 = 0,229 3.515 = 9.343 : =

Spleen {9) 2,334 = 0129 0.317 = 0,104 0,794 £ 0278 0.908 = 0,982 . = ANBRFS
(9%) 9.144 = 0.01° D.148 * 2,020 N.140 = DR B 0.155 = 2.023 9, = RRRBNIE

Kidneys (g) 3.207 £ 0.20% 3.183 = 90,220 I1.988 = 0.IZ5 3.107 = 0.23¢0 I27 =2 9,273
(g7) 0.558 = 0,03S 0.558 %= 0,040 0,548 = 9,043 0,372 £ 0.035 0,822 £ 2.23%5xx

Testes (g9) 3.394 0,337 3.314 0293 3.441 = 0,342 3.522 > D.143 I.4%3 %2 0.-32
(gaZ) 7.591 = 0.0%5 0.500 £ 9,072 0.4512 = 3.957 0.308 = 0,058 0.46%5 % D937 2xx

Epididymides (g) 1,334 . % 0,122 1.308 = 9.145 1,335 = 92,123 .34 = 0.2481 1,238 = 92.11¢
(g%) * N.922 0.230 £ 0,930 0,238 = 0.017 0.229 = D.018 n.257 = RND YRS

Eiach vaiue shows meanx35.D..
Significantly different 7rom control (x:PF<0.05, xx:PcD, G1).



Table 8 Histopathological findings of male rats(P) in combined repeat dose and reproductive/developmental toxicity
screening test of 3-Methoxybenzenamine by oral administration

Group Control 3-Methoxybenzenamine
Dose (mg/kg) 0 2.4 12 60 300
Number of males 12 12 12 12 12
Findings Grade |— X+ H#H | —+H#H|—F+H#H|—F+HH# | —F+Hi#
Liver
i Extramedullary hematopoiesis 12 6 0 0 012 000 012 0 00 012 0O0O0CTCO0CI 1 7 400
i Brown pigmentation in Kupffer cells 120 00 012 0 0 0 O0/{12 0 0 0 012 0 0 0 0 2 6 2 2 0
N Kidney
i Brown pigmentation in proximal tubules {12 0 0 0 0412 0 0 0 0{12 0 0 0 O01{12 O 0 O 0y 0 210 0 O
Basophilic change of urinary tubules 12 0 0 0 01{12 0 0 0 O0)12Z2 0 0 0 Of1r 1 0 0 011 1 0 0 O
Dilatation of urinary tubules 12 0 0 0 0O|t2 0 0 0 Of12 0 0 0 012 0 0 0 011 1 0 O O
Cyst 12 0 0 0 0ft2 0 0 0 O(12 0 0 0 O41}@ 1 O O 012 0 0 0 O
Spleen
Congestion 120 00012 00 0 O0O}12 000 O0Oj1r& t 0 O0O0O[O0 O0CI10 2 0
Extramedul lary hematopoiesis t2 000011 1 00O0C]7 50O0TO0| 4710002910
Brown pigmentation 12 0 0 0 Oft2 0 0 0 Of1!6 1 0O Of3 & 1 0 O0;0 210 00
Decreased cellularity of B-cell areas (12 0 0 0 012 0 ¢ 0 0f12 0 0 0 0|11 1 O O Oy 0 3 9 0 ¢C
Testis :
Atrophy 11 00 1 0 NE NE NE 11 0 0 1 0
Heart
Granuloma 9 30 00 NE NE NE 120 0 0 0

=—: Normal : Minimal -: Slight +: Moderate #t: Marked.
NE:Not examined.
No remarkable changes in the following organs of control and 300mg/kg groups: Thymus, Epididymis, Adrenal gland, Brain



General sign of female rats { P during pre-mating and mating perieds in combincd repeat dose and reproductive / developmenial toxicity screcning test of 3-Methoxybenzenamine by oral administration

Ukt

Days of administration
Group No. Geaeral sign

]

i 2 3 4 3 [ 7 3 9 10 H 12 13 4 15 16 17 18 19 20 22 23 24
E Conweol 12 | Normai 12 12 12 i2 12 12 12 12 12 12 12 12 12 12 12 9 3 4
i
|
% I-Methoxybenzenamine 22 mgikg 12 | Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 3 5 3 2 ! ! 1
1
| 3-Mcthoxvbenzenamine 12 mokeg 12 { Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 3
i
%
} I-Mothoxvbenzenarnine 60 mgike i2 | Normal 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 Y 6
H
! Normal 120 0 n 0 0 0 ] 0 0 0 0 n ] 0 0 0 0
i 3-Methoxybenzenamine 300 myg/kg 12 | Bloued furiwholfe bodv)| 0 0 0 0 0 0 9 0 a 0 0 0 9 0 9 b} i 1 1 1
i
b
'i Brown urine 0 12 12 12 12 12 12 12 12 12 12 12 12 12 12 o 4 2 1 1

No -

Number of animals.




S

2 General sign of dams (P ) during pregnancy period in combined repeat dosc and reproductive / developmental toxicity

screening test of 3-Methoxvbenzenamine by administration

Days of pregnancy

Group No. General sign
0 I 2 3 4 5 6 7 8 9 I 11 12 13 14 15 16 17 18 19 20 21 22 23 24 235
Conurol 12 | Normal 2 12 12 12 12 12 12 12 12 112 12 12 2 12 12 12 12 12 12 12 n n 7
3-Methoxvbenzenamine 2.4 mg/kg | 10 | Normal 1 10 10 10 10 10 1 1¢ 10 0 10 10 10 10 10 10 0 10 10 10 10 10 6
3-Mcthoxvbenzenamine 12 mgkg | 10 | Normal 1 0 10 10 0 10 0 10 10 0 10 11 0 0 10 10 1 10 10 100 10 10 4
3-Methoxybenzenamine 60 mgkg | 11 | Normal n o1 1y 111l non o111 oo n 111 11 5
Normal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 12
! Salivation(transparency’} 0 4} 4 0 1 1 I 3 6 6 7 6 6 8 10 12 12 10 9 8 6 5 5 7 7 0
3-Methoxvbenzenamine 300 mpikg | 12 | Bloued fur(generality) 1 i 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Brown urinc U VR VU (U U SRS 1A A S VA VA S A U A A b (S 1A (A A b A VA LA VA i
| Hemorrhage from vagina 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 2 5 3 0 0 0 2 ! ] 0 0 0

Ne.: Number of animals.
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Table 9- 3

General sign of dams (P ) during lactation period in combined rcpeat dosc and reproductive / developmental toxicily screening test of 3-Methoxybenzenamine

Days after delivery

Group No General sign
| 2 3 4
Control 12 | Normal 12 12 12 12
3-Mcthoxybenzenamine 2.4 mg/kyg | 10 ¢ Normal 10 10 10 10
3-Methoxybenzenamine 12 mg/ke | 10 | Normal 10 10 10 10
3-Methoxybenzenamine 60 mg/kg | 11 | Normal 1 1 11 1

No. : Number of animals.




Table 10-1 Body weight of female rats(P) during pre-mating period in combined repeat dose and reproductive/dsvzlopmental
toxicity screening test of 3-Methoxybenzenamine by oral administration

broup Controal 3-Methoxybenzenamine

lose(ma/kg) 0 2.4 12 ¢ 240

Number of females 12 12 12 12 1z

Days of admin-

icirztion i 3¢ - ZIeLE o= 000 236.% = 10,4 23405 2 1632 = 1005
& 248.2 = 13.¢ 243.1 = 9.2 242.2 = 111 240.2 * 19.€ = 16,9
8 250, + 12.8 247.7 = ¢.8 247.2 % 13.3 242.7 = 12.3 = 1.2
11 28¢.2 = 121 254.8 = ¢.9 255.7 =* 13.1 252.4 = 12.7 = 1i.4
15 266.4 = 14.5 2611 = 11,3 260.1 % 15.4 280.4 = 15,0 = i2.¢

Each value shows mean(g)=S.0.

Significantly different from control (x:P<0.0S).
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Table 10-2

Body weight of dams(P) during pregnancy period in combined repeat dose and reproductive/devetlopmental

toxicity screening test of 3-Methoxybenzenamine by oral administration

Sroup | Contral I-Methoxybenzenamine
Dosa(mg/x3) Dl 2.4 12 30 00
Humper of daams 12 11) 10 11 12
Days of pregnancy .
9 273.2 = 7.3 272.6 = 14.5 281.83 ® 15.2 287.1 = 14,3 2832 = 1802«
7 306.5 = 24010 202.1 = 14,7 291.5 * 20,1 296.0 = 3.5 278.9 = 1T.Ix
14 341.5 = 25.4 335.0 £ 14,4 323.2 £ 25.0 332.7 £ 18,7 I0T.F &= 22,2«
21 434.2 = 0.3 17,6 X 24,0 411.3 £ 27.¢ 414,00 = 41,9 321.8 = 24.0xx
Cach watue shows mean(g)x 3.0,
Significantly different from control (x:P<0.05, xx:P<0.0!).
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Table 10-3

Body weight of dams(P) during lactation period in combined repeat dose and reproductive/developmentatl

toxicity screening test of 3-Methoxybenzenamine by oral administration

Groue Control I-Msthoxvbenzenanmine
Dosetma/ks) 0 2. 17 50 oG
Numter of dams 12 10 10 1 4
Days after delive-
ry 1 313.7 = 354 312.2 = 2z.%8 302.6 £ 26,7 30% = it

4 326.6 321 J18.2 = 18,2 313.3  23.7 324.5 = 1%

Each vatlue shous mean(g) = S.0D.
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Table 11-1 Food consumption by female rats(P) during ore-mating period in combined repeat Jose ind reproguctive/
developmental toxicity screening test of 3-Methoxybenzenamine by oral administration

5roup ! sontrol S-Methoxybenzenamine

floseingrike) [ ) 2.4 1 | 39

Hunper of femateg 12 12 12 12

Days of admin- !

istrition Tt o= 1.0 Loara = 1. 17.2 £ 2.7 16,4 = 1.3 1500 =
[ 18,5 = 2.1 V.8 % P2 i7.2 = 2.4 ia.? = 1.7 1€.7 =
i0 6.7 % 2.4 16.5 = 2.2 15,2 = 2.3 16,2 = [ -
I 1sr = 2 - 2.9 15,2 = 2.7 14.0 = 1.7 14,0 =

E3cn value shows nean(g/day)=x 3.

Sianiticantly differant from 2on (PO, D1},




Table 11-2

food consumption by dams(P) during pregnancy period in combined repezt dose and reproductive/developmental

toxicity screening test of 3-Methoxybenzenamine by oral administration

sroup Control I-Methoxvbenzenamine
Dose{ma/kg) 4 12 i 200
Number of dams iz 10 i 2
Days of pregnancy
2 21,z * 3.2 20.5 = 1.3 - 1.8 19.8 = 1.8 1.4 = )
¢ 22.7 = 3.1 22,5 % 2.¢ - Z.8 22.5 = 2.3 1¢.¢ = 1.8
14 21,8 = 2.7 21.¢ = 2.0 - 3.2 22.4 = 2.5 20,5 = z. 8
23 22 * 3.4 20.¢ =+ 2.9 L7 * 3.1 2004 * 1.8 17,5 = 2.4

Each value shous mean(g/day)=3S.
Significantly ditferent from control (xx:F<0.01).

~ 8-



Table 11-3 food consumption by dams(P) during lactation period in combined repeat dose and reproductive/developmental
toxicity screening test of 3-Methoxybenzenamine by oralt administration

Group Control | S-Hethoxybenzenamine

Dose(ma’ka) Q i 2.4 : 12 50 B

Humber of dams 12 10 i0 11 i

Days after delive-

ry H 26,2 * 3.4 23.4 * 5.2 28,5 =+ 5.3 25,3 = 5.1 —

Each value shous mean(g/day)=*S.0..

oA
-t



Table 12-1

Necropsy finding of dams (P) on day 4 after delivery in combined repeat dose and reproductive

/developmental toxicity screening test of 3-Methoxybenzenamine by oral administration

Group Control 3-Methoxybenzenamine

Dose (mg/kg) 0 2.4 12 60 300
Number of dams 12 10 10 11 0

Normal 12 10 10 11 -
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Table 12-2 Necropsy finding of female rats (P) which were not delivered until day 25 of pregnancy in combined repeat

dose and reproductive/developmental toxicity screening test of 3-Methoxybenzenamine by oral administration

Group 3-Methoxybenzenamine
Dose (mg/kg) 24 12 60 300
Number of dams 2 2 1 12
Normal 2 2 1 0
Spleen

Large 0 0 0 12




Table 13 Absolute and relative organ weight of dams(P) on day 4 after delivery in combined repeat dose and reproductive/
developmental toxicity screening test of 3-Methoxybenzenamine by oral administration

Groue Control J-Methoxybenzznamine
Dose(mg/ka) i) 2.4 12 50 109
Humber of dams 12 10 10 11 0
Body weight (9) 3256.6 = 32.1 318.2 % 18.2 313.3 = 23.7 324.5 = 15,8 —
Thymus (mg) 159,32 £ 45.45 194.08 * 49,25 171.53 = 8417 185.08 * 43.73 -
(mgZ) 48.57 £ 12.24 60.82 = 14,29 54,55 £ 19.5¢9 57.44 ®= 15,43 —
Liver (g) 12.208 = 1,929 11.984 - 1.285 12.250 = 1.513 13.206 = 1,536 -
(g%) 3.759 = 0.431 3.762 = 0.292 3.901 = 90,2648 4,070 = 0,420 —
Spleen (g) 0.428 = 0,145 0.627 = 0.067 0.556 = 0.0978 0.760 = 9.103 -
(g7) 0.191 = 0.934 0.198 = 0.927 0.211 * 0,035 0.235 * 0.028x —
Kidneys (9) 1.398 = 0.152 1.730 £ 0.1532 1.939 = 0,170 1,917 = 0,197 -
(g%) 0.587 = 0.071 0.561 *x 0.953 0,820 = 0.043 0.589 * 0.953 —
Duaries (ng) 111,61 = 1911 124.22 = 17.14 106.02 * 13,32 110,16 = 13,93 -
(mg%) 34.28 5.38 39.09 =* 5.40 33.95 * 3.48 33.3% =+ 3.14 —

fach vilue shouws mean=35.D..
Significantly different from control (x:P<0.05).

e B Vs



Table 14 Histopathological findings of female rats(P) in combined repeat dose and reproductive/developmental toxicity
screening test of 3-Methoxybenzenamine by oral administration

Group Control 3-Methoxybenzenamine
Dose (mg/kg) 0 2.4 12 60 300
Number of females 12 12 12 12 12
Findings o Grade | = +H Mt | —xx+H#M|— T+ H#|—F+H#|—+ 4+ H #
Liver : )
Extramedullary hematopoiesis 12 00 00111 0 00(12 00 0O0f12 0 0O0O0O(0 1 7 4090
Brown pigmentation in Kupffer cells 12 00 0 12 0 6.0 0(12 0 06{12 0 0 0 O 0 6 & O
Kidney
Brown pigmentation in proximal tubules |12 0 0 0 0f12 ¢ 0 O O(12 0 0 O 01(12 0 0 0 0! 012 0 0 O
Dilatation of urinary tubules 1200 0O01J120 00012000012 0000101l 1 00
Calcium deposition 12 0 0 0 O(12 0 0 0 01}12 0 0 0 012 0 0 0 0411 1 0 0°0
Cyst 120 0 0 012 0 0 0 0[12 0 0 0 O04f11 0 1L 0 0{t2 0 0 0 0
Spleen
Congestion 12 00 00111200 0 0J12 00 000|120 0O0O0{0O0TF9§ 3O
Extramedullary hematopoiesis 120000093 00O0{9 3 00O0O0; 2100000010 2090
Brown pigmentation 120 0 0 0412 0 0 0 0112 0 0 -0 011 £ 0 0 O0f[1 4-7 0 0
Decreased cellularity of B-cell areas {12 0 0 0 0ft2 0 0 O0 012 ¢ 0 O Ol 1 0 0 0| 0 3 9 0 O
Thymus .
Atrophy 1t 0t 00 NE NE NE 12 0 0 0 0

—: Yormal =: Minimal —: Stight +: Moderate #f: Marked.
NE:Not examined.
No remarkable changes in the following organs of control and 300mg/kg groups: Ovary, Adrenal gland, Brain, Heart.
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Table 15 Number of times in estrus and reproductive performance of male and female rats (P) in combined repeat dose
and reproductive/developmental toxicity screening test of 3-Methoxybenzenamine by oral administration
Group Conurol 3-Methoxvbenzenamine
- Dose. tmg/kg) 0 2.4 12 60 300
Number of females 12 12 12 12 12
Number of times in estrus before administration (7davs)
Mean *8.D. 1.7+ 0.5 1.8+ 05 1.8 0.5 1.4+ 035 14+ 0.5
Number of times in estrus during administration {14days)
Mean*S.D. 331 0.5 3.3% 05 3.5% 05 3.5% 0.5 3.7% 05
Number of pairs 12 12 12 12 12
Number of pairs with successful copulation 12 12 12 12 12
Copulation index (%12 100.0 100.0 100.0 100.0 100.0
Days before 1st copulation after pairing
Mean:S.D. 25+ 1.2 36% 26 22 0.8 23 08 25% 1.7
Number of pregnant females 12 10 10 11 12
Fertility index (%) 100.0 83.3 83.3 91.7 100.0
Number of pregnant females with live pups 12 10 10 11 o™

Significantly different from control{ »«: P<0.01)

a) : { Number of pairs with successful copulation/Number of pairs 1X100.

b} : ( Number of pregnant animals/Number of pairs with successful copulation 1% 100.



Table 16-1 Observation of pups(F1) from dams(P) in combined repeat dose and reproductive/developmental

toxicity screening test of J-Methoxybenzenamine by oral administration

Hroup Control -tethoxybenzenamine
Dose (mg/kg) 0 2.4 i2 ] L0
Number oif dams 12 10 10 11
Gestation length (days)
Meanx S.D. per danm 22.583 = 0.51 22.50 * 0.52 22,40 £ 0.32 22.45 £ 0.52
Number of implantation
Total 200 164 155 173
Heanx S.0., per dam 16,7 = 1.0 16.4 2 4.2 15.5 = 1.9 16.2 = .45
_Bestation index(1)” 100.0 100.90 100.90 100.0
Number of Live pups born et T o Y - - T
Male 91 47 78 72
Female %4 84 43 35
Total 185 131 141 157
MeanZ* S5.0. per dam 15.% = 1.5 13.1 £ 3.9 14 = 1.4 14.3 £ 4.3
Sex ratio® - 0.49 * 0.09 0.36 = 0.1 0.56 = 0.12 0.47 = 0.909
Number of dead pups on day |
Total 2 14 0 2
Mean*S$.D. per dam 0.2 = 0.4 1.4 * 1.7 9.0 = 0.9 0.2 = 9.4
Birth index® 92.4 £ 4.5 80.0 = 10.46«x 1.1 = 7.8 38.2 % 18.3
Number of live pups on day 4
Male 90 EY) 73 §%
Female ' 91 32 52 34
Viability index? 28.9 = 3.9 28.5 x* 3.2 °0.3 = 2.2 27,4 = 3.8
Number of external anomalies 0 u 9 0
Meanl*=S.0. oer dam = . 0.0 = 0.9 2.9 = 9.9 0.9 = 2.2 0.2 £ 9.0

Significantly different from control (x:P¢0.05, xx:P<¢Q.01).

a): (Humber of females with Llive pups / Humber of pregnant females) X 100.

b): Number of male pups 7/ Humber of live pups.; Hean®5.D. per danm.

c): (Number of lijve pups born / Number of implantation) X 100.; MeanZ=S.D. per dam

4): (Mumber of live ptips on day 4 / Number of live pups born) X 100.; MeanZ*S.D. per dam.



Table 16-2 Observation of pups(F;) from dams (P) in combined repeat dose and reproductive

/ developmental toxicity screening test of 3-Methoxybenzenamine by oral administration

Group Control 3-Methoxybenzenamine
Dose (mg/kg) 0 2.4 12 60 300
Number of dams 12 10 10 11 12
Number of implantation
Total 200 164 155 178 193
Mean £S.D. per dam 167+ 1.0 164+ 4.2 1565% 1.0 16.2+ 34 16.1 + 2.0
Number of pups born
Total 187 145 141 159
Mean%S.D. per dam 56+ 1.6 1451 4.1 141 1.6 145+ 44
Delivery index (%)? 34% 63 878+ 73 91.1% 7.8 89.2+18.5 -
i Number of live pups born -
. Total 185 131 141 157
- Mean%S.D. per dam 154+ 1.5 13.1% 3.9 141% 16 14.3+ 43 -
a Live birth index(%)? 99.0% 23 91.3%121 100 989 2.5
] Number of live pups on day 4
Male 90 46 78 69 -
Female 91 83 62 84
Total 181 129 140 153 -
MeanxS.D. per dam 151+ 1.2 129 3.9 14.0% 1.6 139+ 44

a) : ( Number of pups born/Number of implantation )X 100,
b) : ( Number of live pups born/Number of pups born )X 100.
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Tabte 17 Body weight of pups(F1) on days | and &4 after birth in combined repeat dose and reproductive/developmental
toxicity screening test of 3-Methoxybenzenamine by oral administration

5roup 1 Control I-Methoxybenzenamine
Dose{mg/kg) | 0 2.4 12 49
Humber of aams 12 ) 10 L 10 19
Male . :
Days atter birth
1 5.49 £ 0,44 .55 = 0.5} 5.1 = 0,49 6.37 = 0.99
H 2.33 + 1,32 2,85 * 1.21 2.12 = 0.9¢ ?2.22 = 1.73
Number of dams 12 | 10 19 ]
Female !
Days after birth
! 4,12 = 0,44 5,22 *  0.37 6.21 = 9,44 .93 = 9,84
4 3.50 =  1.21 2,16 £ 1.08 8.72 = .31 3,49 = 1,47
Each value shows mean(g)=S.0. per dJdan.
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Fig. 1 Body weight of male rats(P) in combined repeat dose and reproductive/deveropmental toxicity screening test

of 3-Methoxybenzenamine by oral administration
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Fig. 2 Food consumption by male rats (P) in combined repeat dose and reproductive/deveropmental toxicity screening test

of 3-Methoxybenzenamine by oral administration
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Fig. 3-1 Body weight of female rats (P) during pre-mating period in combined repeat dose and reproductive

/ deveropmental toxicity screening test of 3-Methoxybenzenamine by oral administration
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Body weight of dams (P) during pregnancy and lactation periods in combined repeat dose and reproductive
/ deveropmental toxicity screening test of 3-Methoxybenzenamine by oral administration
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Fig. 4-1 Food consumption by female rats(P) during pre-mating period in combined repeat dose and reproductive

/ deveropmental toxicity screening test of 3-Methoxvbenzenamine by oral administration
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Food consumption by dams (P) during pregnancy and lactation periods in combined repeat dose and reproductive

/ deveropmental toxicity screening test of 3-Methoxybenzenamine by oral administration
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