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3. E#

2-7 X/ -5-27 004 AFANB AR BE 0 CFHEREE © 0.5 wiv% i LN Y
AF N —A N AKERK) . 100, 300 & 1000 mg/kg/day D5 & T,
Sprague-Dawley % SPF 7 v b, HEICASHECAT 14 B R OREHM 48 L CHIHmETR
T M TERRT 14 HE R ORE AN IR 4B L TRAL4 BE TROE
5L, MM 22E, FICAEEBAEFTMEIC OV THEIRERITRET L,



R-1057

4. &

I}

BEHFHEEERLAFETHI LR ESHWBORFEIC LY, 2.7 /-5-7
Qo4 AFARBUANKR I BEOFy hERAWEEORESC LB EEBER
BREERLEOTC, TOREERET D,
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5 HBRMHRUAE

5.1 BERYE R UK

5.1.1 wERME

2-7 X/ S5-7ana-4- A2 F ARV ALK CERT LLF D
R & HLICEA LT, 72, RBBRBINCHRARINA L7 M AVORITEIZ &0 8D
BahTnsd, Y

4 PR -7 2 /-5-7a-4-AF R B L AR R
YRR 2-Amino-5-chloro-4-methylbenzene sulfonic Acid
HIEA 5-7 X J-2-7an kx4 AR U ER
CAS &= 88-53-9
BRATRERES 3-2024
R ST RER

CH,

Cl
H,N

SO.H
73 C;H3CINO;S
DR 221.66
HIEIZBIT 5k ITVRE R~ TUVIREAOFKRERR
TRARE #es .k (0.2 g/100 mL, 20°C)

#iEE (HPLC)

Mg (PR E)

EN L) :
BOKERLT M VAR IRIE IR

99.9 area%
98.0%
=l

3 I RVAN e

AFE 1025 g (500 g; 24, 25¢g; 14)

RIFHE B, ISP RS & U CIRREN (FFAME  1~10°C,
ERIE : 2~8°C) IZRFEL T, ]

RS ET TNEIS I ST B E (R AT E R OV 2 AP S0IR 4 PEHEER
Vg A=

BRW EOEE FEBOBMR 2 +DI4TV, v A7 | (REIRSE. 7iE

FREOWEUIRRERLEM L, EEOHEMED
WYHFNERIT, FESELRTED. 2P0 ET 5D,
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Tt o RSHRA TR, BERRBWE ORI A Y L
LR LI R, ERENHICHER LSRR |
AV RERBETH Y . RS E L CHRBE

EEThHoT- LY L1,
BEDILE : WM 5 g HIRERE & L CHBBEM Ry E
REBIHRF LT, BMRBRE OO THROKEIL
FARTHERILSY LT,
5.1.2 IR
2 Fr : 0.5 WA ANWRF L AFNLELET—RK«F MY 7AK
a3

BB, HEIZOWTIR, RlCEERE 2-7 3 /57 m2a4-AFL~_0 ¥ A0
RUBOT v FERAGD 28 HEIOKERSEERRR] YBWTRSKOBEKE LT
Ao nE 05wv% IR F T AF g —R «F M) 7 AKBRPRIRT A & &
Bttt EBE & U CH BB OBREER L,

52 HBEHREOAARVERERE
5.2.1 Y NOHCE]

VEEOINVRF U AF LB —R « F R UL (FLMEBETERKESE, oy
&5 : PEK3623) ZFEELL., EHAEK (BAEREF, BRASHRKEMETE, vy
F&E 1 0C80, 0D91) IR CTHME LTz, RBEWRE AR ) U —IZB L, BITHEN
FAKRZIMZ 05wt b L 9B LT-,

522  HEMERSROMARRUER
BEZLICLEEOHEBRMELTRL, AP TEELES, BBIELHEH, A X
VYU —IZB L, BICEELMARERE (20, 60 X200 mg/mL) &85 K5
L, BEEE, BERTEDE—ELTHRYEL, | HERS ZEBEYT 7 AT/
ST UCHET (BEBERN, FAME : 1~10°C, EEE : 4~8°C) IKREFEL, ARBZS
8 HUANDEREIZFEMRLE,

523 BEMEREEROREM

KEBRE & & 0.5 W% A VIRE U A F L a—R «F b Y o LoKER Z A
LT ARERHIT. ABEGRET2EMEETHDLZ L2, 28 BHIRERSEMRRE
ek (MEEARLRBEELZEETEME L Z—) KB THERIALTWS,

12
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524 BRMERSRORERUY—14#ER

oS 1 BLBES 6ED2E, RECHWVWAIFEBEORERIZOWT, BEIZE
A4 5N HPLCIERIC LV IBE MR Lz, TOBR, HEBREICHTHIERGRD
BIEREDEEIT 104.5~110.0%., ZEMRE (CV) 1 0.5~62%THY ., WINLHE
HERN (BE  BRMEICTTSEE ; 100.0£10.0%, H—M : CVI0.0%LLH) Th-o
Too BB, BERETYREBRIEZ IRV T SN EoiE Micity, BViZEEy
B HPLC VAT AR ONAESRBIILUTOWML Thotr, DrEOBE 2 LI T ISR,

[EEME)

WRMEO—MAIZEYE - LTER L,
[HPLC ¥ 25 A

R4 B ORI Al
HPLC 2690 L — g BT a—)b
mER 2487 F = 7 /v A UV/VIS i 58 Waters Corporation
FFWHER ILv=T7ALPsuv b ST T 4Ry —

[HPLC 71 7E $f4]
T A :  Mightysil RP-18 GP (4.6 mm LD. x 150 mm 7 F4& 5 pm,
BRI t)
1T NMERFERERE
: 40°C
EHE : BEK/ T2 = IN Y UBETKEDY U LRE
(750/250/0.68. viviw)
TR : 1.0 mL/min
& H : UV (BIEHE 245 nm)
EAE : 16 uL

F— Y75 —NRERE
iR (RERE LAV

5.3 SRBRIPERUVRFOEIRER

EHERBRETA FIA VLD TomEEZAWERBELELENLTEBY, 77,
— IR MR, EEBEFEMRBRICASAVGR, EEERNEETH LR 2SR
L7,

54  REBERHWY

Sprague-Dawley & SPF 7 v k [Crl:CD(SD), HATF ¥ —/ R « U \—gLi, E
KEABL L Z—) OMHES 62 L2 ZFnFh § EETAFY L, AWBEE9L 1 B &
HELC, 3 BHAORESMZ S 19 AR, BT L, 0, —BiRELER
1EBZEL, KELIE 1, 3. 8, 15K 19 BIZHRIE Lz, Mo onw Tk, BIZEN
ZEMY 4~17 BORER L., 28O/ LRI LR EHEGEREORIEL LT

13
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4~5 BOBEYTEIFTH b D2 EF E LTHRRRFOFRELR T, £OMKRE, M
| PIDERERIZAME D RRD b, i 2 IMICHEFRENRBD o, RBR~T, &
HONEKRCHERAPBRFZEORBD DM 3L RS D | IERREE#ZEZTL

72 A8 MA TN FRIR L CI0 BB CTHER L,
) RBREE SIS, B ESIIMEES 60 T Tdh o 1oAY, ERITIEE 62 IESMA ST,

55 Eolt ,

BIIRIZEEE S B OB ZE BEBRICE SV CBRR S N MRS 48 ILIX, B
DTHBOKREICLVENLL, EHOVEHEENTELETHELLRD L 5K
LT, BEOEMFTIEa2 v Ya—FrRVWET oy s REERCERAMBED
MAshbY (e y 7 BEEECLERBEAER L, RBRERUHENOBEKRE S BIE
ZBAZEIYT) TIT o7z, BEBARREOMEEIX, HET373~437 g CEHRE : 401 g) |
1L 209~265 g (EHIEE : 239 g) ThH Y. MM L b FHEL20%ANOKEREFETH
DT, BT ORI SN 14 R R OER R oM 2 IEI3R5-815% . BB D
BRA Uiz, 720 O 12 VR RREC A EALE S & U TG E L 7= 25, RBLIZHA WD
ST, REETHR, BB ORI LT,

56 fAEEHE

BB IL, B 23+3°C (ZEHIME : 21~26°C) | FAXHERE 50+£20% (EAME : 39~70%) .
PREISL 10~15 El/h, FRET 12 BEE1/ B (07:00~19:00) @t EE (FAEEES : 805
BE) TiToT, B, REFE2HRVWTT Iy P RKEBRBr — v
(W254xD350xH170 mm : V— R P=7 U o 7REd) ~EICNE LTz, 72
B, MRI17TAPLEBHLIBETIE, KE (RS M7 L —2 t BRF ¥y —)L A - YN
—#RKEH) FANLETSTAF v /oo r—Y (W340xD400xH185 mm : HAZ
VT BREH) ~ 1EZEINAE L, SN NMF BF (BEHREE, T 20
BERE T3S, oy FES 100415, 100518, 100611, 100713) % R L Al
FREESRIZ L v HEICER S E i, SbkiTAEAK (EEREHEAKENR) BEMEKEE
XiFHEAKEERAVCCERICERSE, 8B LR en v MZoWT, K
IZOWTHE, B (B 6 [E]) IZF 2T Eurofins Scientific Analytice & 5 VNI A
NEERBHOHE F—TCEBINTZBAMEOSTRREE AF L, SEKIZOWD
Tk, THtsT v 7 XEH (B4  HEMBRE Y ¥ —BKXaH) ICEHY
(B 4E) WWKEREZEKBEL, TORBREAF L, 20 ORERE LV EEL
B K R OREP DRBAME P RBRARICEEL 5 X SRRV L 2R L,

57 EoERl

4 O BRI ATTRIC 3HTOE S EECAMN S/ WA EEL 2 TIT
ofe, Hodgid, MR UORERET L (FREE, K, PREOEHEOIE) 240
FBE5 2O, 72k, 1000 OALIIEE. 100 oLt (0 FamE, 1 FZF&2ME) . 10 &1

14
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DOALIZEEEFRFE L=, MEF 7 — Vi, 58 @) JLicanidih, RRES.
BERE, 52 % 3WES. BEES. BT ER () | ZEBRrHE (i)
BOGik B (M) AT LTS VvaF L,

58 BE5ER. RS5HBRUVEREREKE THh o OEREH

BB X, OECD Guideline for Testing of Chemicals 421 (Z¥E LU, RO &5 %8R
U7z, EHARNE. HETIIZREIRT 14 BRI, ZRBECHIM 14 B, £ ORTIMRETEETO
14 B O 42 B, MECIIARECAT 14 B, REHIMR CHEIRHH 2@ L CiEH 4 A
ETE L, B, MIZOWTid 41~50 HEO®REHM & e o7, BEERIZRER
S8BT RIIThN T\ 1E/R (7TE/AR) & Lz,

59 H®&&5A%k

BEFEE, TomBEOROKE L LT—RO2BEHRENERE L L, BEFEIDL
SmL/kgfEEEL L, 1 B 1[HE, 08:49~12:02 DRI 7 VF T NAEY T2 RN TEKE
WERBE LT, 2L, BERIIOHRT CTH o m8WIINRE T 255 - T 14:44~16:02
DN E Uiz, STREEIIIEE (05 wWBINLRF I AF Lo —R «F Y7
LKIEHR) OB EFEICES L, AR EoBRERET., BFBOEELEIZ mL
BN T/ LA U EA L TEH L,

510 BEERUHEM
#5813 100, 300 %X 1000 mg/kg/day D 3 A& E L. IREZMZ 4BEERE L
Tmo 1 BEXN -0 OBWVEIIMEES 12088 Lz, BEMERE % Text table 1.IZR LT,

Text table 1.2 &

g | BOR ) BROGRE | ROEL | wex | wese
wmw [ o | o | o+ |E] B [
ICRER | 100 20 T A I B
RREEE | 300 60 5 ﬁi P O e
EAERE | 1000 200 5 l’fé‘ 12| qoaot

511 HBREEDHRERL

ARBROBREREIX, LIZEHLUL 12-7 X /)-5-7 0804 AFNRUE U ANKR RS
DT v b EAVE 14 BRKERDORSZERR R5EBRERR) | V5 £ 100,
300 %O 1000 mgrkg) DFERZEEBIZHRE L, BEERERBICBOL TR T HILA
ST, —IREOBE, (KE, B2, MREFRER OHIRTRICHERYER S

I
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W2 E BAEEIIRD LR Mo 720, 1000 mg/kg BEHEOME T, M/ MREIZEHEIRD
B, 100, 300 X% 1000 mg/kg K EHOECHBEEOSELIRD b, £z,
28 AR EREEERR Y (B5E 100, 300 ZU 1000 mg/kg) IZRBWT, EH B
IR E BT b 1000 mg/kg/day & DIREDRDH D, LI > T, ARRICEBIT &
BEEZ 1000 mg/kg ZEAES L. LITAK 3 THL T 300 X100 mg/kg & F %
NHEEREAEICRE L,

512 HRRURBREOAHE

RERORER, BREBGABAERE 1B, BE1ENL7HE2HZE 1, ZRKIL
Bk o0B., MK TEZEIL 0B L L, UTRARTHEHBIZOWT, ThEiEH
DOEHICBRERUBRELZEB LT,

5.12.1 — AR EBE DB

SEFIZONT, BZE-BHEHETER 1B, RSB TIEIER 3E (&5, #&
EE#ROREN 2 M%) | TnENEAR, XBIRE, 28 THRUYEEY 2
EDO—RREICBITARFOREYBE L, 2B, SEHETOESS L2 F T
DOEMLBEIL, ER 0, 7. 14 X200 HIZ T o7z,

5.12.2 RERE

SEEIZOWT, Bk 1, 3, 8, 15 RN 19 BICHREZRIE Lz, HIdEE 1, 4, 8,
11. 15, 18, 22, 25, 29, 32, 36, 39, 42 FRO¥HmBIZ, MIIHEE 1, 4, 8, 11,
15 H (REBRESIITEBEYM T O®RE 18 X222 H) | IR0, 4, 7. 11, 14, 17K
U20H, BAOKUV 4 BIECICEFRBICEELZIE Lz, 2B, FRICOHROKTH
BRIN-BEEORILOADEEZHRNT, AEIXFITTOREFNTHEE LT,

5.12.3 EHERAE
SEEICOWT, HEFEE 1. 4, 8. 11, 15, 32, 36, 40™ KUV 42 AT, MEITH
51, 4, 8. 11 ERWNISH, R 1, 4, 7. 11, 14, 17RO 20 BERNZEHL 2 R4
BIZEREARZHEL. RIEOKREELDEL2 | BEHEEL LTEH L, REERN
BREEE L HICFETRORERNCHIE LT,
) HEBREEECI., BEIOHEZRAEHE LTV, B5 38 BIZB > THEEDNIE S
ofet®, HHTHES 39 BICHERAZMEL, B85 40 BICEBEELRELE, “hick
HIEROEBIIENTH Y, RBAFTM L, BENELSLOTEEY,

5.12.4 EERE

MoEFEEIZONT, BERBRALLRZEPRO LN ETEREHEZER L.
RERTR S-S s4 KRB OE L FEIRICHERYIREOFELH DL & L HICH
BEEROEENOROREEE TCORE (HEAH) Zkdi, REYHRFIZEREAD

16
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BFOFELH~,

5125 REAE

REFHR SR THR, AUREHOMEL 111 TRERE SE, B, BRPK
HONTIBERICHEF 2B LI bOERRRI EH 7 Lic, KERHBELZ 0B &
BLTRRETIELILAEERDT,

5.12.6 MRBUHBRE

REOMER S - EEMIL, HIR21 B2 1 H 2= (FFrl. F1&) Sit0oFREL T
WCEDKRT MR L, ZREZE LV DHBKRTETOMELERYFAE LT 1 HEAT
ROTz, DHRBPET LB VT, BEBRUEROMBELREL LTHH
REORBLBLE LR, B4 ECHERZWE S/, RAYHTITRED,
HEEORAORBEZHFEL LTUHERFTOFTELZEEL, RIS I —T VAR
P T CREREARGIBTIC K 0 i BE =&, HEFERE (5.12.89H) Ikl

5.12.7 HEROBRRUVAE

BEMOSEKRTERHAER (B% 0H) EAR L, HARKRUOREREE K.
ARBEOFELEE L, HAERIZ, HHEZHER, KELZAE L, BAHES
FEE 1E, EUROFELZEE L, 2B, BEREUETIRITEEL,

Atk 4 BICEERZE LZE, 260 =—F VRREFT CBRIE L. JEXENREINTIC X
DR MESE S EER ATV, AR, W5 - BHE S 0HRE ERORFTOFELY RN
IRACEA R, 728, HAEROKREIMEINCHIE L, MEIICEEOXHELEHL
77

5.12.8 RIEERE
5.12.8.1 BIREUVHRBEEZAE

REBRERB I — 7 )VIREE T CRERXEIAREIMIC XV BURBEE S ¥ 7-1%, FHhE -
BEEL - SR - R A ST ORTE - WEROWBRIZ X MR ERI 21T, 72
B, BHLSBICEHBLUEBESC OV THEBERBERCERER Z 2 7/-, Fi, i
DOIFEE OB EUORR FERICOWTHER EXEER) ZHEEL. Zh b0k
BIZOWTHBE OFRENLEE 100 g 472V OMMEEZREL L, i, BEK
OB EEOERICOWTIERMN 4 ICREL., TOAREHMECHEM L, i, B
2 B2 ToHAERNSFEE LizBEMm@HES 410DV T OFRF A TRIERICH
TEEM L,

5.12.8.2 RIBARBIERE
ETOEEOE. MOBE, BE LK, AIZBREOHE, HolE, FERUVE
T ONZ AER Y B8 AL & BRRAE (B2 EEF LB Loy VEEREE 10
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vol% /b V) iR CEE LTz (2L, HMERORBE BRI 7V RTEE LIZE )
CEERRME 10 vol% sl U URICERR LT, ) . BEEERIE AR 2 b OFE I,
RIT 4B LER, L, ~v bV Ty (H-E) R EE
MU, R, FRBEEXRCEAEHOSEXROIREA O LA I IC £ T
DORRBRE I OWTIT o/, 7235, BE/WIE, BE EAELOCEEImAZ, 1
EIXmATLER LT,

513 #EtEEn
5.13.1 INTA—3DOEH

UTORICE Y RRRE, BHEER SIREROHERLEED LI, SR, FEE,
FRERE, AAFRBER, HAR, A% 4BAFER A% ORV 4O EREY T
CIZEH L, k. HAEROEEIC SO R & & MR EHE R R D,

RRE) = (KBESYH/FIEESHE) <100

R = (MR IEIRS - HEOR/ZR LD <100
ZRRR%) = (IR L0/ R Lz o) <100
FREAB(E)=FFE0 B NbSBR LB ETORE
HIPESR(%) = (4R HEM B/ IRMEED <100

FEIRFE(%) = GEREB/EEE) <100

FERER (%) = (BEERE/ A R K CFEEIRE) <100
AERRER®)= OREBRRBUVBERE) %100
HAR®) = (HAERBUBERELR) <100

A4 BEFER®) = (% 4 BEFRB/HAERE) x100
A% 0 B oML = BEH A RS/ A IR

Atk 4 BOMEN = £% 4 HOREAFRE/ AR 4 B OERFIRK

18
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5.13.2 RE

F— BT RS SHER L OB HOWTHRE FHEEMDORE 1T - 77,

RE, FEBINE (%5 1~42 B, it %5 1~15 B, 4R 0~20 B R O¥EH 0~4
B, HER : £% 04 8) | BEE REHGEREARLK, HEAH EEAY | &
TCWRE LR B, R, B, SRR, £FRE Mt (A% 0KU4H)
FEOBREEE (5. FREBEE) (3. B LI EHEERCEEFRZ 2RO, KIZRT
BMAROFECE> TRE L, 0B, KEHMTOMORET — 7 R OEIRET
DB EERET — FITHEEEN LD A L,

F RO U R 2=

=2

>3
Bartlett i & FiRE*
MERIIR E Al E
pz0.01, %57 p<0.01, EHA B px0.05, HHEK p<0.05, JELE4 ik
Hoy Rk o
Dunnett Dunnett B Student Aspin-Welch
WRAE mesan rank test D LRE D tIRE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
A RE AR s E AR E
. 2.2
5@‘@%7 * N F_S] /SQ

(728, 51>s5,7)

ERE, FHERE, AREFER HERKOER 4 BEFRICOWVWTE, #BILIC
SEE R OCEHEFZE % K D, Dunnett B mean rank test {2 L 0 SENEN. DOZEDOEE (B
BKHE0.05 ROR0.01, WED &4T-7,

RRE, PR, TR, HERE, FHOXESYE. ME TR S W,
IEIRMEER . A RHEMESME L D EH L, Yeatess DEFETEICL D ¥ BRE (F
FIKHE 0.05 KRTN0.01, M) #1To7-, 72770, HIGEHEN SUTORLRALRD
B & 1TIX Fisher DEEMEERFREICL VHRE (FEKE0.05 XD 001, mWE) 217
776

19
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6. HERKBR
6.1 —f%IKBE (Table 1-1~1-4, Appendix 1-1~1-16)

WTOBREEIZEB W THIRRTEIE L LN edy - Tz, SREL oM 1 4] (&S .
1106) \ZHE THEMNER 14 AUBRALNEDN, SABH CHREAMEEL T, —
BORRBICRF RO b s o7z, HEWREBICE L. 1000 mg/kg R 5BOREY 1 4
(B ES - 4109) (R ARN/EI 1 Bickbh, F#H2 B CEERAEROE
THRT LTz,

6.2 {kKE (Fig. 1. 2, Table 2-1~2-4, Appendix 2-1~2-16)

300 mg/kg & HEEOMIZIB VT, RERTR G WIRM T OFEERMED o BEHCHAF
EREELZ TR L, L, 1000 mg/kg CIIMERE & &3 510 28 U CxHIREE & 6]
IR EMRB LR L, 300 mgkg #EHOMIZBT A FEERNEBEOREIAE L DM
HOBRWETHDZENLEENREH EEZ LI,

6.3 {EEHE (Fig. 3. 4. Table 3-1~3-4, Appendix 3-1~3-16)

300 mg/kg B SBEOBEICRB VT, 542 B OBEHEN B & LN F B emEE R
L7z, L2>L, 1000 mg/kg Tl & & xfBREE & RERRBHEEL R L, 300 mg/kg &
EROBICBITABHEBOEEIIAE L DBREORWELTHD = ENnLBRIRE
BeEL LN,

6.4 SHBEES (Table 4-1, 4-2, Appendix 4-1~4-8)
£ FER L b MO IR ONT R R OB ER Ot B OFE it B B e BREE & L
REBREIBD DN IhoTz,

6.5 El#FTR (Table 5-1, 5-2, Appendix 5-1~5-96)

T, BB BR OB BEE R T 1000 mg/kg GFEDE 1 6] (BE 5 11006,
4012) &, MECIE., TS RAREER O 100 mg/kg HEHOE 1 6] (BMES
1106, 2112) |, HIFORFEEN 1000 mgkg B 5O 1 ] (EVDES : 4109) A LN
7o

6.6 ITRIEHMFIRE (Table 6-1. 6-2, Appendix 5-1~5-96)

1000 mg/kg 2 S HEDOME 1 5] (BHE S : 4109) ICHHDWOBD BRI LT fth, xt
FREE R (R 1000 mg/kg B REORES 1 51 (B ER- 1006, 4012) DOFEE LEOHKEIIX
AR, SRR O 100 mg/ke B EREOMS 14 (BWEE : 1106, 2112) D
THREERIBE CTh o7, ZOM, BRI OBED AL, F ORI
DHBEHELEEZ LN,

20



R-1057

6.7 EEHY (Table 7. Appendix 6-1~6-4)

300 mg/kg B GRSV CRIFRIE S HREE L lL_FEREMA /R L, 100 2T 300
r%mg&+ﬁ*iNVUM§ﬂ%ﬁﬂ%ﬁ“¢b%ﬁ¢&E%%%Ltnwaﬂ1mo
mg/kg T HEHORBERB R CHEAMICIIAEELREZTRDO N T, SEORMFI 14 HH
OBEMMIPIC 4~5 B BH CIEF 2R IHFEG 558 bb%mfu\é EME 100 TR 300
me/kg W ERICB T AEEIERPERE LEELL2WEENR L0 LB LN,

6.8 XREH#E (Table 8. Appendix 7-1~7-4)

BREOMBEFICB W TRROM L., KR LHEE2PIRMIEIRL, REK, BEE
BROEBRE S 100% ThH o7, 300 mgkg REHIZBWTERRE TICE LI BN X
BEELHANEERERERLZ, L2L, 1000mgkg HEHORXRETICE LB
WIREAEBRRESZEOoNT., AELOEEOCRVWERTH- T,

6.9 HURIE (Table 9. Appendix 8-1~8-4)

HHOIRSMEBIP EFIC o L, HESR, SR, FRER. FHKR, FEE
R HAERKEUCHARICEINEHESARR L OBICEEREZTRED N R -
KomOmﬂgﬁﬁﬁu%%fﬁ@ﬁ#ﬁ%ﬁk%mﬁuﬁﬁ@%ﬁbkoLWL\
300 KUY 1000 mg/kg BEHOBERIBIZIIABRRENR OO, HELOBEED W
Bl THoT,

6.10 HEROHHERUINRERR (Table 10, Appendix 9-1~9-4)
HAEROAER 0 R4 BICKT AMHICHEXIBEESHER L OMICEBLREILR
Do, ARBELAETOIHERIWTHOBC LA LR,

6.11 HERDEHESFE (Table 11. Appendix 10-1~10-4)
BB LVEZ 4AHME COATFHRIIBRG THY . AR 4 BAERIIHRELEANE
HEOBMICHBEREZITR DO 2o T,

6.12 HWERMIKE (Table 12, Appendix 11-1~11-4)
ZHEBHOMEL bHARRVAR 4 BOFERCEEEMEICHREL LT E
fcﬁ% iplﬁ\&) 6“72755/3 710

6.13 HEROER 4 BHRAAR (Table 13, Appendix 12-1~12-4)
FHELHEROMKES R, W - EF250HE HMRICHRIRHETIA DR

27,
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7. BE

2-T X/ -5- 72 2-4-AFNA_R B AR CFEE O (KFREE 0 0.5 wh% U /VRF
AF A —X - R YT LAKER) . 100, 300 2T 1000 me/kg/day DHE T,
Sprague-Dawley 52 SPF 7 » h >, HEIZZZECAT 14 BB R ORECHIM 28 L CHMRAETH
F G M I ASECRT 14 H R OREHIE N IR EIE A B LTI 4 B E TR AR
5L, MBI T DB BRI, MERRIERE. RRRBAITE., SRR OO EO4H
WAEICRIZTHEL R LI,

7.1 MEHEWIIR T HEE

FHELECTHMIAZLONT, —RRBICATZIFEOONR o7z, KE, EEE
ROSREERICHRHER S ORE L TR T HELERO NPT, FHEEY
WZBWT 1000 mg/kg T GHED | FHIEARERRN A O REHERDO 2 THIET L,
AFNDWTEL, SR THMRORSE, HEMEFRE TR DWoEL B35 6h
Too LD L, A Z R EMICIX T ICEE T 2 EBE IR T, BRom
AFEREDMIEIZ B W TS REICHBRME R G OREZ TR T 2 EBIEFRD bivan
ZEND REIOMBI IR EBEICEO DN RAFEIIEREENTHY . BHEHN
BlheEZbNT,

72  HEEHRECHTIEE

MEO MR R OB DR R E CICE L- B, RER, BERRUSZIEEICE
BRYEREOEEL RETIENMEIRD o ofc, TN ORERBEICMZ, M
NEBAEFERR B9 2 IR SR E Tk, EBRPEREICER LA IR D bR
Mol &b, 2-7 X /7-5-708-4-XF LB ALK CEEO 1000 mg/kg/day
B 503, BT RAK ORI 72 & OVERRIBRE. R b IRICE 2 MRET ) O L FERRE
WCEBPRIESRVWEEB I DL,

EREITV T OBICBWCHOER T L, HESR, MR, HBiER FK
Rk, BRE, WERE, HAERE HARCERMERSORELY R 58I
ROLNT, HERBICEFEEIAON o7z, LIzB-T, 2-7 3 /-5-7 a4
AF NN AR VB 1000 mg/kg/day 1551, FEIRMERE, SR OB 2 L Ot
IREE AR OHEREIC T L CRB LY RIF S Sl L,

HARIE L, HAERKCER 4 B OERER O IC AR 4 BEFRITERY
BHREGORELRETHRGIERD b, HAEROHARKCHIRET RICHBRWE R
ECRE L-EFIIRO SR o Tz,

INHORERPG, ARBREGHETICRBITS 2-7 31 /-5-7 004X F LB X
VIR B DOWEHEEN ) R Z kT D B R R CEREE VTS 1000 mg/kg/day & #E
BN, AEBRYE D 1000 mg/kg B 51X R D O R ICE 2 MEMESM) O A TR REIE OF
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WCREAHSRE & U COMEIRDMER . S M OB N A RIS L TEEE RIES 2
WweEZ LI,
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8. Wk

1) HPLCIZ XA 2-7 2 /-5-7 Tt -4- A F N2 B AR RO
EHEREREENY F—ay (BE 0.5 wWhHAVRFIAF L LD —X
F MU T LAEE) BREHERV VY —FE X~ REBEES  A-2268, 2010
)

2) -7 X )-5-7 004 RAFNRF U ANVK RO T v " WS
28 B O EH 5 2 EFER, Toxicity Testing Reports of Environmental Chemicals,
vol.1 pp.333-360, {L M E MR HEEEEAS ks, B,

3) -7 3 )-5-7 0 b AFNRB U AWK DT v 2BV

14 BREER AR S EERR (RE5EHTERR) ®HERX2HERY Y Y—Fr ¥
—., RBRES : C-R142, 2010 4)
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Table 1-1 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid

Clinical signs in male rats

Day of administration

Dose Signs
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42 43a)
0 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings Q0 0 0 0 0 o] 4]
100 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 [¢] 0 o} 0 0 4]
300 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 4]
1000 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 Q 0 0 0 0

a): Day of necropsy
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Table 1-2 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid

Clinical signs in female rats during the pre-mating period

Day of administration

Dose Signs
ng/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
o] No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 Q 4] 0 4} 0 0 4] 0 0 0 0 0 4} 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 4] 0 (¢} 0 0 ¢ ¢} 4] 0 Q 0 0 4] Q
1000 No. of animals 12 12 12 12. 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0




Table 1-3 A reproduction/developmental toxicity screening test in rats freated orally with

2-Amino-5-chloro-4-methylbenzen sulfonic Acid

Clinical signs in dams during the gestation period

R-1057

Administration
Dose Signs
ng/kg 0o 1 2 3 4 5 6 7T 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 O
No. of dams with abpnormal findings o 0 ¢ o o ¢ ¢ ¢ 0 o0 o0 o0 0o O 1 1 1 1 1 1 1 1 0O
Subcutaneous node, axillary region 6o 0 0 o0 0o 0 o0 O ¢ O© O 0 0 0 1 1 1 1 1 1 1 1 0
100 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 0
No. of dams with abnormal findings ¢ ¢ 0 0o 0 ¢ 0 O ¢ o0 O O O 0 ¢ 6 O 0 O 0 O 0 0
300 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 1]
No. of dams with abnormal findings o ¢ o o0 0 O 0 0 0o O ©0 O O O O O O O © O O O O
1000 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 0
No. of dams with abnormal findings o o ¢ o0 ¢ 0 0 0 O © O 0o O ©0 O 0 O 0 0 0O 0 0 O

a): Gestation day



Table 1-4 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid

Clinical signs in dams during the lactation period

Administration
Dose Signs

mg/kg ] 1 2 3 4 5a)

0 No. of dams 12 12 12 12 12 12

No. of dams with abnormal findings 1 1 1 1 1 1

Subcutaneous node, axillary region 1 1 1 1 1 1

100 No. of dams 12 12 12 12 12 12

No. of dams with abnormal findings 0 )] 0 0 4} 0

300 No. of dams 12 12 12 12 12 12

No. of dams with abnormal findings 0 0 (4} ¢} 0 0

1000 No. of dams 12 12 12 11 1 11

No. of dams with abnormal findings 0 1 0 Q 0 o]

Decrease in nursing behavior 0 1 (4] Q 0 0

a): Lactation day
b}: One dam was necropsied on day 2 of lactation because all pups died.



R-1057

Table 2-1 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid

Body weight of male rats

Pre-mating period Mating period Post-mating period
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42a) 1-42
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 402 410 426 436 450 446 463 473 484 494 505 511 518 118
S.D. 18 21 23 22 27 31 29 29 31 30 33 34 34 21
No. 12 12 12. 12 12 12 12 12 12 12 12 12 12 12
100 Mean 401 412 429 440 454 452 469 479 491 501 513 514 521 120
S.D. 17 17 16 17 21 18 19 20 25 25 28 30 31 22
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 Mean 402 413 431 439 453 450 468 481 495 506 516 523 531 129
$.D. 18 17 20 20 20 21 25 26 27 30 32 32 32 21
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 Mean 399 411 425 436 449 455 464 473 489 497 508 513 517 118
S.D. 15 17 20 21 23 26 26 30 30 30 33 35 35 27

Unit: g

No.: No. of animals

a): Day of administration

No significant difference in any treated groups from control group
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Table 2-2 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid
Body weight of female rats during the pre-mating period
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 238 246 252 255 264 26
S.D. 11 12 12 15 15 i1
No. 12 12 12 12 12 12
100 Mean 238 246 252 256 264 26
S.D. 12 13 14 13 14 4
No. 12 12 12 12 12 12
300 Mean 241 245 252 253 259 18+%
S.D. 12 12 12 13 13 6D
No. 12 12 12 12 12 12
1000 Mean 238 244 251 252 262 23
S.D. 15 14 17 14 15 8
Unit: g
No.: No. of animals

#: p<0.05 (Significant difference from control group)

D: Dunnett's test
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Table 2-3 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid
Body weight of dams during the gestation period
Administration
Dose Gain
mg/kg 0 4 7 11 14 17 20a) 0-20
No. 12 12 12 12 12 12 12 12
0 Mean 266 288 303 323 338 366 408 143
S.D. 17 17 18 20 20 23 29 18
No. 12 12 12 12 12 12 12 12
100 Mean 268 287 296 315 330 358 397 130
S.D. 15 14 15 17 19 23 31 26
No. 12 12 12 12 12 12 12 12
300 Mean 267 290 300 319 333 363 411 145
S.D. 12 14 13 14 19 21 26 19
No. 12 12 12 12 12 12 12 12
1000 Mean 264 285 297 317 330 361 405 141
S.D. 16 14 15 17 19 23 30 22
Unit: g
No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group
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Table 2-4 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid
Body weight of dams during the lactation period
Administration
Dose —_—— Gain
mg/kg 0 4a) 0-4
No. 12 12 12
0 Mean 314 328 13
S.D. 23 19 16
No. i2 12 12
100 Mean 321 331 10
S.D. 20 21 15
No. 12 12 12
300 Mean 3186 332 186
S.D. 14 21 14
No. 12 11 11
1000 Mean 320 333 12
S.D. 18 17 11
Unit: g
No.: No. of dams

a): Lactation day

No significant difference in any treated groups from control group
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Table 3-1 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid
Food consumption of male rats
Pre-mating period Post-mating period
Dose
mg/Kg 1 4 8 11 15 32 36 40 42a)
No. 12 12 12 12 12 12 12 12 12
0 Mean 29 31 31 31 33 29 30 28 30
S.D. 3 3 4 3 3 3 3 2 3
No. 12 12 12 12 12 12 12 12 12
100 Mean 30 31 32 31 32 30 29 28 30
S.D. 2 2 2 2 3 2 3 2 3
No. 12 12 12 12 12 12 12 12 12
300 Mean 30 32 32 32 32 30 30 30 33%
S.D. 3 2 3 3 3 3 3 3 3D
No. 12 12 12 12 12 12 12 12 12
1000 Mean 28 32 33 32 35 31 31 31 33
S.D. 3 3 4 3 5 2 2 3 3
Unit: g/rat/day
No.: No. of animals
a): Day of administration
«: p<0.05 (Significant difference from control group)

D: Dunnett's test
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Table 3-2 A reproduction/developmental toxicity screening test in rats treated orally with
2-Aming-5-chloro-4-methylbenzen sulfonic Acid
Food consumption of female rats during the pre-mating period
Day of administration
Dose
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 20 21 24 22 25
S.D. 3 2 2 3 4
No. 12 12 12 12 12
100 Mean 18 22 24 22 25
S.D. 2 2 3 2 2
No. 12 12 12 12 12
300 Mean 21 23 25 22 24
S.D. 1 2 3 4 4
No. 12 12 12 12 12
1000 Mean 19 21 24 23 26
S.D. 4 2 3 3 2

Unit: g/rat/day
of animals
No significant difference in any treated groups from control group

No.: No.
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Table 3-3 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid
Food consumption of dams during the gestation period
Administration
Dose
mg/kg 1 4 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
0 Mean 24 26 28 27 27 31 23
S.D. 3 3 3 3 2 4 3
No. 12 12 12 12 12 12 12
100 Mean 23 27 27 26 27 30 24
S.D. 2 3 2 3 3 4 4
No. 12 12 12 12 12 12 12
300 Mean 24 29 28 28 26 29 26
S.D. 2 2 2 4 5 2 3
No. 12 12 12 12 12 12 12
1000 Mean 24 29 29 29 29 32 26
S.D. 4 5 3 5 3 3 4
Unit: g/rat/day
No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group
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Table 3-4 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid
Food consumption of dams during the lactation period
Administration
Dose _—
mg/kg 2 4a)
No. 12 12
0 Mean 27 46
S.D. 7 8
No. 12 12
100 Mean 28 42
S.D. 4 10
No. 12 12
300 Mean 31 44
S.D. 7 7
No. 11%) 11
1000 Mean 33 51
S.D. 5 5

Unit: g/rat/day
of dams
a): Lactation day

No.: No.

b): One dam was necropsied on lactation day 2 because all pups were stillborn.
No significant difference in any treated groups from control group
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Table 4-~1 A reproduction/developmental toxicity screening test in rats treated orally with
2-Aminoc-5-chloro-4-methylbenzen sulfonic Acid

Organ weight of male rats

Body Liver Testes Epididymides

Dose weight (R+L) (R+L)
mg/kg g g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 12 12 12 12

[0} Mean 521 18.37 3.42 1310
S.D. 36 2.25 0.30 97

No. 12 12 12 12

Absolute 100 Mean 524 18.186 3.34 1236
S.D. 30 1.68 0.29 81

No. 12 12 12 12

300 Mean 534 18.58 3.45 1287
S.D. 33 2.07 0.31 91

No. 12 12 12 12

1600 Mean 524 18.59 3.33 1276
S.D. 37 1.83 0.31 85

No. 12 12 12

0 Mean 3.852 0.66 252
S.D. 0.25 0.05 18

No. 12 12 12

Relative 100 Mean 3.46 0.64 236
S.D. 0.22 0.06 i6

No. 12 12 12

300 Mean 3.47 0.65 242
S.D. 0.24 0.08 24

No. 12 12 12

1000 Mean 3.54 0.64 245
S.D. 0.19 0.07 28

No significant difference in any treated groups from control group
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Table 4-2 A reproduction/developmental foxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid

Organ weight of female rats

Body Liver

Dose weight
mg/kg g g(g/100g BW)
No. 12 12
0 Mean 340 15.30
S.D. 19 2.57
No. 12 12
Absolute 100 Mean 339 14.73
S.D. 22 1.59
No. 12 12
300 Mean 347 16.25
S.D. 17 1.41
No. 11 11
1000 Mean 343 16.11
S.D. 15 1.93
No. 12
0 Mean 4.50
S.D. 0.71
No. 12
Relative 100 Mean 4.34
S.Db. 0.33
No. 12
300 Mean 4.69
S.D. 0.34
No. 11
1000 Mean 4.69
S.D. 0.52

No significant difference in any treated groups from control group



A reproduction/developmental toxicity screening test in rats treated orally with

R-1057

Table 5-1
2-Amino-5-chloro-4-methylbenzene sulfonic Acid
Gross pathological findings
Organs Sex: M M M M
Dose(mg/kg) : 0 100 300 1000
Findings Number: 12 12 12 12
Epididymis
Nodule 1 0 0 1

M : Male
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A reproduction/developmental toxicity screening test in rats treated orally with

R-1057

Table 5-2
2-Amino-5-chloro-4-methylbenzene sulfonic Acid
Gross pathological findings
Organs Sex: F F F F
Dose(mg/kg): 0 100 300 1000
Findings Number: 12 12 12 12
Mammary gland
Underdevelopment 0 0 0
Skin+Subcutis
Nodule 1 0

F : Female
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Table 6-1 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzene sulfonie Acid

Histopathological findings

Organs Sex: M M M M
Dose{mg/kg): 0 100 300 1000
Findings Number : 12 12 12 12

Epididymis
Number examined
Not remarkable
Cell infiltration,interstitial
minimal
Granuloma,spermatic
miid
Liver
Number examined
Not remarkable
Microgranuloma
minimal
Prostate
Number examined
Not remarkable
Cell infiltration,inflammatory
minimal
mild
Seminal vesicle
Number examined 12
Not remarkable 12
Testis
Number examined 12
Not remarkable 12
Atrophy,seminiferous tubular 0
minimal 0
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M : Male
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Table 6-2 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzene sulfonic Acid

Histopathological findings

Organs Sex: F F F F
Dose(mg/kg): 0 100 300 1000
Findings Number: 12 12 12 12
Liver
Number examined 12 0 0 12
Not remarkable 5 0 0 10
Hematopoiesis,extramedullary 4 4] 0 2
minimal 4 4] 0 2
Microgranuloma 3 Q 0 0
minimal 2 Q 0 0
mild 1 4] 0 0
Ovary
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Uterus
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Vagina ’
Number examined 12 0 0 12
Not remarkable 12 ¢} 0 12
Mammary gland
Number examined 1 1 0 1
Decreased, lactation 0 0 o] 1
mild 0 0 0 1
ADENOCARCINOMA 1 1 0 0
present 1 1 0 0

F : Female



Table 7 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid

Estrous cycle in female rats during the pre-mating period

R-1057

Count of estrus Mean duration
Dose No. of of cycles
mg/kg animals 0 1 2 3 4 Mean+5.D. Mean+S.D.

0 12 0 0 0 10 2 3.2+0.4 4.4+0.4
100 12 0 0 0 6 6 3.5+0.5 4.0+0.1+DT
300 12 0 0 (o] 1 11 3.9+40.3%+D 4.0+0.1+DT

1000 12 0 0 1 7 4 3.3+0.6 4.3+40.3

*: p<0.05; #*: p<0.01 (Significant difference from control group)
D: Dunnett's test
DT: Dunnett-type rank test
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Table 8 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid
Mating and fertiiity of animals
Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
mg/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) c)

4} 12 2.2+1.3 12/12(100.0) 12/12(100.0) 12 2.2+1.3 12/12(100.0) 12/12(100.0)
100 12 3.2+2.3 12/12(100.0} 12/12(100.0) 12 3.2+2.3 12/12(160.0) 12/12(100.0)
300 12 3.3+0.7+DT 12/12(100.0) 12/12(100.0) 12 3.3+0.7+«DT 12/12(100.0) 12/12(100.0)

1000 12 2.4+1.1 12/12(100.0) 12/12(100.0) 12 2.4+1.1 12/12(100.0) 12/12(100.0)
a): (No. of copulated animals / No. of mated animals) X 100

b): (No. of males which impregnated females / No. of copulated males) X 100

c): (No. of pregnant females / No. of copulated females) X 100

#: p<0.05 (Significant difference from control group)
DT: Dunnett-type rank test
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Table 9 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid

Delivery data on dams

No. of No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth

Dose pregnant with index length corpora tation tation stillborns liveborns index
mng/kg females liveborns % a) in days Jutea sites index % b) (%)c) % d)

Total 12 12 100.0 197 190 1 164
0 Mean 22.2 16.4 15.8 96.5 ( 0.5) 13.7 86.7
S.D. 0.6 1.4 1.4 3.9 ( 1.8) 1.2 8.5

Total 12 12 100.0 165 159 1 145
100 Mean 22.0 13.8+ 13.3 96.8 ( 1.0) 12.1 91.2
S.D. 0.4 3.5D 3.3 4.2 ( 3.6) 3.7 14.7

Total 12 12 100.0 195 189 2 172
300 Mean 21.8 16.3 15.8 97.0 ( 1.2) 14.3 91.3
S.D. 0.4 2.1 2.0 5.0 ( 2.9) 2.1 9.1

Total 12 12 100.0 181 175 0 158
1000 Mean 21.8 15.1 14.6 95.6 ( 0.0) 13.2 87.6
S.D. 0.6 3.2 3.6 8.6 ( 0.0) 4.0 16.3

a): (No. of females which delivered liveborns / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea) X 100

c¢): (No. of stillborns / No. of liveborns and stillborns) X 100

d): (No. of liveborns / No. of implantation sites) X 100

*: p<0.05 (Significant difference from control group)

D: Dunnett’'s test
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Table 10 A reproduction/developmental toxicifty screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid
Sex ratio and external examination of pups
Liveborns Sex ratio of Day 4 Sex ratio of External c)
liveborns live pups abnor-
Dose No. of No. of No. of at birth No. of No. of on day 4 malities
mng/kg dams males females a) males females b) (%)d)
Total 78 86 75 84 0
0 12 Mean 6.5 7.2 .48 6.3 7.0 0.47 ( 0.0)
S.D. 2.3 2.4 .17 2.6 2.4 0.18 ( 0.0}
Total 72 73 71 73 0
100 12 Mean 6.0 6.1 .51 5.9 6.1 0.50 ( 0.0)
S.D. 1.9 2.4 .10 1.8 2.4 0.10 ( 0.0)
Total 70 102 867 102 o]
300 12 Mean 5.8 8.5 .41 5.6 8.5 0.40 ( 0.0)
S.D. 2.1 2.8 .14 1.9 2.8 0.14 ( 0.0)
: Total 88 70 86 69 4]
1000 12 Mean 7.3 5.8 .58 7.8 6.3 0.55 ( 0.0)
S.D. 2.9 2.4 .19 2.5 1.6 0.14 ( 0.0)
a): No. of liveborn males / No. of liveborns
b): No. of live males on day 4 / No. of live pups on day 4
c): No. of liveborns with external abnormalities
d): (No. of liveborns with external abnormalities / No. of liveborns) X 100

No significant difference in any treated groups from control group
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Table 11 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid
Viability index of pups
Viability
No. No. of 1live pups index on
Dose of postnatal
mg/kg dams Day 0 Day 4 day 4 % a)
Total 12 164 159
0 Mean 13.7 138.3 96.6
S.D. 1.2 1.8 6.6
Total 12 145 144
100 Mean 12.1 12.0 99.4
S.D. 3.7 3.6 1.9
Total 12 172 169
300 Mean 14.3 14.1 98.4
S.D. 2.1 1.9 2.9
Total 12 158 155
1000 Mean 13.2 12.9 g1.1
S.D. 4.0 4.5 28.8
a): (No. of live pups on day 4 / No. of liveborns on day 0) X 100

No significant difference in any treated groups from control group
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Table 12 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid

Body weight of pups

Male Female
Dose
mg/kg (4} 4a) Gain 0 4a) Gain
No. 12 12 i2 12 12 12
0 Mean 8.6 10.0 3.4 6.3 9.6 3.3
S.D. 0.6 0.8 0.4 0.3 0.7 0.5
No. 12 12 12 12 12 12
100 Mean 6.7 10.4 3.8 6.3 10.1 3.7
S.D. 0.5 1.1 0.9 0.4 1.3 1.1
No. 12 12 12 12 12 12
300 Mean 6.7 9.8 3.2 6.3 9.3 3.0
S.D. 0.4 1.0 Q.7 0.3 0.9 0.7
No. 12 1% 11 11¢) 11 11
1000 Mean 6.7 10.2 3.4 6.3 9.6 3.3
S.D. 0.4 1.0 0.8 0.4 1.1 0.8
Unit: g

No.: No. of dams

a): Postnatal day

b): All pups in one dam died.

¢): Female pups were not born in one dam.

No significant difference in any treated groups from control group
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Table 13 A reproduction/developmental toxicity screening test in rats treated orally with
2-Amino-5-chloro-4-methylbenzen sulfonic Acid

Gross pathological findings in pups on postnatal day 4

Dose (mg/Kkg) 0 100 300 1000
Male
No. of pups examined 75 71 67 86
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 84 73 102 69

No. of pups with abnormal findings 0 0 0 o}
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