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AR, ~REEERBLUEHE - REFESHEBRCAATI L BRARETEFORME
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} EOREHNES & UEH - BREOHES . &5 RIMEHE S 1 B0 %E S
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I} WEBEBUCHABAKRBREARBEREY VY —TCEBLERERZAF L,

R BIUMREKOREOHKR. WIhbBREZERILUHERER TED L EEBOHH
ATH- T,

4. REREB. REGE, BER. REEB JUKRES M
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FEERAWTHIBEORELE, REBRR., BETRBREFHCRVEVWHEROKEZE
#r L. 5nl/keCEHE Lz, TR, KRB L CREHAMFREEEH LR EWHIER
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LEDE I HEOAS 49 HEE L. BTRRER (4 HE. XEHE+ (& 8 HE) .
BRAMB L UHEE 4 HOHRIFHE TOEE 41~48 HEE L,

5. BIEB LUREEE

1) # (P)

(1) KRB L URTCOEE

—RREBIURCOFEL2, RSPENTEIBHESR - #0 2 b (2L, BIREE
SURRAT L [|) BIELE,

(2) RERZE

FEE, B8 2 0 (R5WH%2 L He L, &5 10 4.8, 11 15, 18, 22, 26, 29,
32, 36, 39, 43, 46H) BLUEIMHE (50 H) ICHIEL =,

(3) MEBHE

BB, REHAH (4 SEBLUCREHNKRTE 58 2 @, ik 2 dHE%:
HWELU. | HRWCHBRE L=, 28, JEHRECKEREZ. BTHREREERAEL. &
HBEOXRTIEEORED (3. 6. 10, 13, 27, 31, 34, 38, 41, 45, 48 H) L Li=. &
. RIMBIHOD % (IRIEF%E 3 ) holdiiRe Lz,

(4) MAERKRE

IREHM (49 HE) BRToBHIC, RYMNNVES =+ MY 7 LOEERNKRS (H
40 mg/kg) WX BAHRBET TR Ao 2 b —va ViV MBEE2ER L. UTOMK
HE2T-o/. BB, REBOBRKMBIIEEL 1=,



T bu v UREHE (PT) | S ba YR TS AF VIR (APTT) BEU 7+ 7
V=T VRER. 33 R VEEF MU LB Ui onw T, BEDERE SR
LDa7Tv Ay -1 (ZHEKXE&H) 2HVWTHEL .

ARIMERER (RBC) . ANEV/OEVE, AP 7Y v ME, HIMERE (WBC) B & O f/ME
Bk, EDTA-2K 2—F + 7 U= Sysmex V7N TRERLEMEBICOWT ., I
B BB M ERE (3 E (Sysmex E-2000, REEHABFHRASHL) 2AWTHELE, X 6iC,
FERMREE (MCV) | FHYRMRMEARE (MCH) B L OFERMERMERBE (MCHC)
EEH U,

HIMIRESEE, IITA-2K MBULAMBEEAS 1 KSR EBES., May-Giensa REL
EREAZER L CHEMET CEMER 100 @2 SHEHBR L=,

IR AR MEREL (RET) X, EDTA-2K MLEB U /=¥ % Brecher i W BEKLAL TR
54 FTIAERE. Gilensa RALLEREZER U TSEME T CRIOLER 1000 Erh oK
REBU I, |

(5) MmABLENBRE

MAEZMRERO MK & BRFHIICIE RS 5B L =0E» 508 (3 4 °C. 3000
ren. 1§ ) LTRELECOWT, BMTORERfTo%=. 2B, MBEHERE TH
HE (-80 C) MICRE L. MEBREISKBEFREBEI THEE (-20 °C) AKREL
T. EDHBEET S,

GOT B XU GPT IX Henry ¥R, ¥ -GTP (GGT) & ¥ -G-P-NA BB, BEH (TP) &
Biuret 3. JREZZEHK (BUN) ik Urease-GIDH ¥, Z L7 F= vk Jaffe 3. BEY VY
v (T-BIL) & Azobilirubin #. 7 FU¥EX Glucose dehydrogenase 75, Y v (IP)
& Molybdenum blue ¥. I ¥ L (Ca) i o-CPC EICLD., WTFh L HHAEE
(AU 500, ) YNARZETE®RASMH) ZAVWTHELE.

Ne BEU K B4 VERBREICED., (1 HEEFHTHEICED ., WThd 2HEBM
BHAREE (A, BRXE A e T) 2AVWTHIZEL =, '

TVTIVER, RESES JUEHNEME (BHEQKHEE ALS 600, £ YR
HETEKRISH) PoEH LU, '

(6) & ®
EiEo (4) BEY (5) THROULABWEESICHOBRFES LR, &5 - HRORER

REEET- =, TR, BE. HE. BEBLIUBRLAZHEEBICERRAEL. &5
CEIE. M. DEBIUERBERBE LA, TO®. BEBIURRELEERRT 7 VETEE
%10 BRMREANTY VRBRICEZL. BFELUE. TOMOHBE - HMRIK, 10 %PEE
WAL TY VHCEEL. BELE., |

(1) HEEHRZEORE
BELEZFOBRBEBS LUHBRICOWT, BERKE->TNS 71+ VEEBEREERL

1=y SHBEB LU 1000 ng/keBEic oW Tid H-F REMBIEALER L. HHEHERZNR
BEE2{T-o =,



2) #E (P)

() —RRBBLURELCOEE

—RIKEB LI URTCOEER2. REHMNDBREHRSW - B 2 8 (=EL. dRER
BikREG | W) BB,

(2) MR

HEAZ, R5EHGEEPORERZBOLTCEH | BB LEZ, 28, HEHIHEE 2
HEiCho THEZNLZFAE | MEEHKLE,

(3) ARERE

HEE2. REMKH |4 SHB L UCREHMBEEA 2 B (#EMH%2 | He L. #&
Bl 4.8, 1L 150 18 BT 22 H) . IEIRMIRIERKEEIR 0. 7. 14 B 21 Hic,
WEMMEEE 0 BT 4§ Heeheh@ELE.

(4) BEEAE

AR R AN 4 S TIREE 2 B, EE 2 SBEME (3.6, 10 B
T H) LT | HREICRE L, £, FIRITEEER 0. 1. 4 BET 19 BhS
OERN: 2 HEE %2, MEHMTREE (~4 HORBEERHAIZEL, theh | HECH
BLz, 28, HIEFABHICKEKEERES2, RTHCREBERLZAE L. BHEBORRIIRE
OREHL LI,

(5) SIKBOHE

BHMRERMEE €. SHRREORSEOEE, MK T ORREITIR 21 B, 5 IER
20 HOGFE] 10 BETEHIT-o =, 5] 10 BICOBEBRTLTWEEBA., TOHE2HE
0 HE ULk,

(6) ITIR 25 HOHET 10 BFE TR LR WEY

ZUHMEED S LM o7,

() WEREOBES L UsR

MERELXMEE { HETEHBEL. BF 4 HIcz—F VBT CHEXERD I#TC
KORMBIFEZERBICHRL., ERERBLUCHEARERAL, TH. BE. BHES L
UEZHHBICERLZREL., BIT. . DEBIUERLLHIC 10 XHERFRN
TYVHICEZEL. BELE,

(8) 2FERMFET LY

EFERMNFEC LB (RERODIHORESEZEL) . BRRBEDMIZZ—FIVE
BEFTHERTROUIBTIC L D MBFEXEBICHR L., ERERB LURERERLE,
Fig. B, MRS L UHEEAHHBICERERJEL. BIT. . UEBILUTERBE LD
W10 BHEMEBE ALY VRICEZEL. BEFELE.

(9) RHEMEMZENRE

EELELMOSREB ORI OWT, BHICHE-TNS 7 4 VABEAEERL
Tzo MBHEB LU 1000 ng/keBEic DWW T H-F REOMEMTETREEY L. HHEERENR
Hx2To 71,



3 #HYW (P) OEMBECRIETHY

4 HEICDL>THEBEHEERS L. ¥ 12 BROB-HAOKESE | & | OMsE
DET, AEXE L. REMEE 4 B2REL LT, XEAWET 5 CoEERE
REEL LA, FEMEE § BET2floREMNERIAE,

BE. XERRBRERHIZE-ERICTY, BENCHETE-EERERBLERER
RERUEME LT, TOHRMER 0 HE LTREL -,

4) FHER (F)

(1) HEROBE

HERICRHERBLYE, EERK. FERBBLUARBEOEELBE L:, WE
Rk, 10 RHHREH RNV 2Y VBICEZEL. BFEL~=,

(2) HEROHE

FERB., " REAEBIURTCOAEL2EENETREE | @B LR, BTRE. &R
# 10 %HHRER VY VEICEEL. RELE.

3) & =

HE%Z. WH 0 (HEH) 80U 4 HICWELE,

(4) & ®

HE 4 HOBBZR TRICZI—F VBB T TEATRO U LY RNBFEX &%, &
BLE, '

6. MEHFRITE

HEBBOMEZN FERETIROREREZAV., FEEREINBEL 2-73/-1-F7
SVVANK VEBOZERGBELOHTIT k. WIhOREDHBSLBRE § %kWHitE
HeU. b %KM (p<0.05) & | %Ki (p<0.01) 2ICDFTERLE, 2B, HERR
—~EDEHE B Lz,

) ZELERE

Bartlett MKIC X2 ERHMORELZ TV, EARDBECE —TRHERICL 3 HE AR
2TV, BEROIENBE L OBMEEBIE Dunnett & (FIBMNFLWEA) E/lzidSche-
t1E 3 (FIBDBELLIRWER) C&DfTok, —F. E/HELEBOOARNS ZBEIE.
BRI ZFIAL E—xiREEKICE 5404 (Kruskal-Wallis OBE) 217w, AER oIEXTHE
B OBMIBIEMEZRMA LR Dunnett & (FIBMZELWIEE) 70X Scheffé %
(FIEDBF L RWRE) EHWTITo =,

®E (RE. FiER) | BEE RELK. BEEK. ZRAM= (26%d (5 0
H) —~XEMZEE] . BEREK. BHERE= e RE+IEERE) ( HERE. BE
RE. = [ (BRHERB/ZXKEH) x 100] . RoEdHE=[ (FF 0 Ho#HE



WBC/HREEO) x 100] | ki, BHERE= [ (FREE/HEHO x 100] . HEE=
[ (& 0 HOFERB BEERS) x 100] . W& 4 HOXFR=[ (W% 4 HOD
HERB/HE 0 HOFERE) x 100] | AREFEHEAR= [ (AREHEBHER
) ox 1001, PEEE= (/M) ( REER (ANERZ28T) . MBERBEMME.

I A 22 RO RR L A

2 WA ZRRE
REX= [ (RERUTDE/EEHWE) x 100] . TEXR= [ (ZREHR/KEMRIL

B x 100] . HER= [ (FERHEME /SRR x 100] .
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I. RiERGHH
1. (P) KRIETHE

1) —ARIRRR (Table 1-1~1-2, Appendix 1-1~1-10)

MREB LU 200 eg/kell TOHRERFE TR, BEFERIZ O RN,

1000 me/keBETIX. BREMME 1T HUBICSKREBERE T (~12 §1 (241) TRE®BIC
RENAONTE, YERBEER I~3 b oaohEN, R#E5HH 10 CRBELT
Wiz, EOficid. BEERRBEEI AR 12,

2) {& E (Table 2, Fig. 1. Appendix 2-1~2-5)
BERESHLHIABHL ZERBROHEBEZTRL. WIhoRIEBIZPEEZERED 5 h R
Mot

3) $EEEE (Table 3. Fig. 2. Appendix 3-1~3-5)
1000 ng/ke HTRE 6 HBERESEXZED oM EUN K. WwTFhoBlE I b5
BELOBICERZERBEDOL Do T2,

4) IMAEERME (Table 4. Appendix 4-1~4-10)
BFRE5EHD V‘fﬂ@?ﬂﬂilﬁﬁ EHNBHLIZHEEETHY., BEERIBDohizdo
7=

5) MAE(LZERIKE (Table 5. Appendix 5-1~5-20)
1000 mg/ke BE T, MEEICHELTHBEYYNVEY UDNEBEREBE.2TRLE. FOMOBE
HHTHEREH LI EREL ZEEEETHY. EEEZRTZDohizhofz,

8) SIMRATR (Table 6. Appendix 6-1~6-5)
HBEBIUVEREBEOWT Oy, SR TEERAON RN,

) B/EEE (Table 7. Appendix 7-1~7-5)

1000 mg/ke BETIE. NEBHIC L THRBENEREB L UCHEAEERNE S ICERREMER
UMz, 200 ng/keld FORGSHETR. WIFhoBREER L b NHEBEHLOMICEREEZRED
shiamhorz,

_11_



8) FRTLAHARZEEUMAA (Table 8. Appendix 8-1~8-2)

TPl : SR BB M RMSTBEES L U° 1000 ng/kgBED& | #1 (Photo. 1) 4o, TR
BE~BREONFEMASEEES L7 1000 neg/keBEd 6~8 i, I<BE~EEOMIKEE
MAEEEB L U000 ng/ke B I~ Hlicadhlz,

O s BB~ BEOMBEZEMNAEES LU 1000 ng/keBED [~4 ] (Photo. 2)
iICHLNT,

B C<BEORMEOHFEEMEMNNBEL LU 1000 ng/keB¥d 1~2 i (Photo.
3) 1, TLBEOHMBEEEINSEEL LU 1000 vg/ke#¥D [~2 flickrbhi,

FOMOREIA (MR, BB, R, BRLE BIEBLUH) TR, Wihd FEE
EHaehizholz,

2. i (P) KRETHE

) —fRIRA8 (Table 9-1~9-3. Appendix 9-1~9-5. 10-1~10-5, L1-1~11-5)

NEEB LU 200 ng/kelTOREHTER, BEHERRBEES R,

1000 mg/ke BT, RECHTOKRE T BB 0~8 HIT. HRAMICK 3~12 (£
B FIT. WEHMICEZMTRGBICREN A L=, GERZZERE 1~3 AP 5645
iz, BERH 10 FCRBERLTWE, Fofticdk. EEEREBEEZ 2,1,

2) & E (Table [0-1~1(0-3. Fig.3-1~3-2. Appendix 12-1~12-5, 13-1~13-5. 14
-1~14-5)

REFHEE L OCREHABG ., RS2 o CCHEEHET2E LT, SRSFEOK
BUXNRHELIZEIFAEETHY . FRERBD b o1z,

3) EEEE (Table L1-1~11-3, Fig. 4-1~4-2. Appendix 15-1~15-5, 1§-1~16-5, 17
-1~ 17-5)

REMERE L UREMHES. SRAMTR CCHEHNF2EL T, SREHOE
HBONEELIEEARE TS, ERERBD AR &,

4) BIMRFTR (Table 12, Appendix 18-1~18-5)
NEEBLUEREEOWTAOH LY, FIRTEERABARNS 12,

5) #"EER (Table 13, Appensix 19-1~19-6)
EREFHLD. WThORETEERL Y CHEHLEOMIEREZRRD oM -1,

6) SRIEAHARZRUKRE (Table 14, Appendix 20-1~20-2)
Pl . C<BROBEERINMEHD 2 flicashl:,

- 12 -



D T<EFOMEEMEA 1000ne/keBD | flick oz,

B RANEAIC S BEDCalb HHT 1000ug/keB¥ D | iz BB N2,

Jikg : S<EE~BEREOMAEMANEIES LU 1000 ng/keBED LI~12 (2F1) flic
Ao,

EOMOMEHL (WK, R, BBSLUTRH) TR, WThsFERAShah o,

. EEEEHE

1. 88% (P) OEEREICKIZTHE (Table 15, 16, Appendix 2(-1~21-§. 22-
[~22-10)

) RiEEEK
SMERARIR D 1 HEB L URERORSHM (14 HE) oRBEEE, 2REBELD
HEFLRERBEETHD. AEERZEDOARD S 1,

2) REE, ZBERB L USHBE

BERHOTML L. HEHKE § HETCK AN TRENER S L, RERZR X TOHK
. B 3.0 H, REBREEN LL1~2.0 HCEERBETH- =, REFIX., HHEE
BIUEREELED 100 % ThHo 1=,

ZRERENERBLUSRSELD 12 (26 MTF>Tho7l, Lizdo T, ZHE
HOYBEBLUEREHLS 100 XTHo k.

—7. 8 wg/kegBE | i (No. 151) TREEROBTHEREFI b hzh o7z, LM
> T, FEREZHGE L =SEHEUE T EEE. 40, 200 B XU 1000 ne/keBETiE 12 §19 >
THolMN, 8 ng/keB¥ T I BiTHo 1,

3) HEIRIAM B L U IR AR
EREFHOERGEMIZ 22.17~22.25 HTHEED 22171 HLBERABETHH. HX
ZRZBOohhokz, £l WTAOFME I AHRBICETIALREN - 12,

4) BEH. FREKB L UEKR ,

EARIE. BIREEN 11.6~18.8 THH ., MBI 1.3 THok, BREREIZ. &
REREM 15.7~16.7 THO, HEHE 151 THoz, iz, ERFRZREES
88.6~03.4 X THH. HEEE 86.8 A THo7=, WThOHED, BREF L LIRE

LRIEFFABETHY ., AREREDOARD S I,

§) HiEER
HEEE. 40, 200 B & O° 1000 neg/keBED HERE 100 X TH-7, —7. 8 ng/kelfD

- 13 -



[ BITHHFERESG R o L HERR 91T $Thokd, MNBEELOMIZER
ZREDOhRNo T,

2. HER (F) W RIETEE (Table 16, Table 17, Table 18, Fig. §. Appendix 22
-1~22-10, 23-1~23-5)

) MEERKB L UDHRE

REERBUX, xTREEMN 146 4. BREWS W 1~10.6 fITHo 1z, Tz, HHEE
BT IR 94.6 %, BREBETIE 93.5~04.8 X ThHolz, MHERKB LUSHERIX
BREFHLOMBEHLEKERETHY . FEZREBEDLARD - T2,

2) AR ROEHEE LU

WE 0 HOFERKE, FEEN (3.9, FREF TR 12.9~15.0 THotz, WILE
REGEXTEEEEA 0.7 Hlicx LT, 40, 200 B&L U 1000 mg/keB¥ T 0.4~1.0 #I. 8§ mg/
kBT 1.8 fiTH- o, MHERKICHT2MHE ( HOFERBERTHAERZ, HE
BENY 96.0 % 40, 200 B LU 1000 me/keR¥AY 94.3~97.4 %. 8 mg/keh¥nt 88.7 %°T
Holk, T, ERRBICNT2HE ( HOFERBEEZ R T ROEHERZ., MfREEMS
90.7 %. 40, 200 B L1000 mg/kg BEAS 89.2~01.2 %. 8 mg/keB¥EM 84.2 B THH Iz,
8 ng/keB¥ TR | BEIMTREROATHERSBON R > 2D, MEEICHEL TS
PEEDDIVWEEEERTEENS 20, WThoBRLbFEZEIRDohh o1,
Flo, HLEEBRERED 0.46~0.40 THD, HEED 0.5 LEEREBETH- .

3) HMERO—RIRE. HE { HOEFEBLIUAREFOBE

FERO—-RRETHE., WThoBL s EREEREBRES ARSI,

WE BRI, YBEBXUSRENT I~6 floRCHMNBLNE, . BE 4 H
OHE R WEEED 13.4 §, EREHT 4 I~148 HITH-7=, HE ¢ HOEFR
Rix, RENS 96.7 %, BREFEN 11.7~00.4 A TH-o =, WThOEFEL b X RBE
EOFBEZEOONT ., HERARKEE SRS 2,

FLEROAREFEOBRETIX. 200 ng/keBED | HITHEN. 1000 ng/ke HD | §IT
HEMB o, 28, EERTIES ng/keli0 | HITHREMAB bz, EZOMICK. F
Exsaohiaholz,

{) HEROKE

B EHORERL., HE 0 HELU 4§ He b L B LEIEEERTHY .
BEERZERED LN Mo 1z,

_14_



5) 7L R O MM 5
FBOHEE & CERIMMIE, WIROM L bMRTEEXH NN I,

-TI)-1-FT7YVVANKVEED., SY M ERAWERERSSEME £ EBESHEHS
HEREERLUE, REERREIZ. 1000 ng/ke 2BFHEL L. BIT 2000 40 B& U 8 ng/
ke U7,

(P Bl LT, —fCIRBEET 1000 ng/keB¥ TS B O E» & D EHI
~EFTHRSR I~3 FRRESNH OIS, BREFEEY 10 4TS . 5 OKE
D EFMBREMUL 600, $REMOERRS NN, EHEBETIE. 1000
ng/keBFT—RBEOKEIED NN, RBECREERETROD O TR R BRFR
LEXONE, REERME T 1000 ng/keW THEBOMNERS X OHYEROEER
BENBD SN, MBLEERRETRBEYNVE VAERREELRLEZ LN, Y&
EAOBEN S hiibk, LALRNS. BEYNEVOEHIEBRIS DT TED,
ELIIRIERERS v FOSRICBI BNV I TSIV FF— 4 1t B 5B REDKIE
THHILho. EENBANOELEL AL, £, TOMOIFHO A CHET S
EEDLAIREBECEHRIALOIT, REEABZORE T UFCFENREBE (LIS
ShRMok, LEN>T, BEYVEVOEBREEFNREEOEVE O LEDAE,
HRTREERASAT. S KBS LUMBFNRETHERTREL bR L O
CHBZRBOOARN I, |

i (P) Biticd LT, —RREBETCAHOBELERT 1000 ng/keBF TRIZSH
Mo, o P HFI~2F TR ERICRENS NN, HEEEEZY 0 4TEH, —
BUEOERTH- 1k, KE, EER. SRE X UREEREVRE TRERDER S I8
E¥2LBbNAELRBONED ST,

Litio T, YRBRETLCBFS 0-7I/-1-77 9 VVANVFVRO—-RELZEN
RELERIX. 1000 ng/ke WORBTREBICHEESALGND L., SHIKHTRIFRE
BOBENEDLNZI LM, 200 ng/kek HES N,

FEW (P) OFFERECH L TR, REE, ZHEX. BEEKS LURRBRICE. &
BREBLOBERB ORIz, $iz, BREHL ITRMME . KB, BEK &

KR, EREBIUTHERIBEIAONEN 2T,
FER (F) LTk, BREHTREERK. MR, JTERK. HE 0 HOHE
WB. HEE, RoEHE, HHicHBICKE LEEPREDo L ZM o, £ —#F
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REBLUHRTHEHEZAONT . WE { HOHERRBLUEHFRICHBICOIKFE L
EWERoohahot, KECOHBEREOD RNz, ARBETIE 200 ng/kel¥
BXU 1000 ng/keB¥ o0& | HITHR EERMA SN M, REFEEXELS . HRMER
SLoMEtoBENERBENTLEZIbNT:,

LEMoT, HEBREATTR -7 3I/-1-+ 7% VLV ANKVBOERBEEEEN
RELERT. BECEMBIURIMOREICHLT, Wi'hd 1000 ng/ke HERE N
e

PECE), SABREFTICBI 32— REEENREZERIT 200 ng/ker#BX N,
¥, SERESHENLERERE. BEOLEEBLIURIMORECEHLTWTAD
1000 mg/kg #EX NI,

1) OECD GUIDELINE FOR TESTING OF CHEMICALS. Combined Repeat Dose and Reproducti-
ve/Developmental Toxicity Screening Test (BEABEFEHLERLHEPEF(LE
BEENKEMSIRHEX N EEE)

2) F2-73/-1-F7%V/ANK /B (CAS No. 81-16-2) DT v FiCB
FEROBRECLDIRERGENE - EHERESHEHOEROTHAR ) 08K
HEHE (RLEHEARANA TV Y —F vy — PSHER. R 6 £ 9 A
30 H)

3) Background Data, Crj: CD (SD) Male Rats 18~20 Weeks (BRXE&HHANA £ ¥ —
FrUy—~ PIEHFERF)
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Table 1-1.

General sign of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test of 2-Amino-1-naphthalenesulfonic Acid
by oral administration

Group Number of males , Days of administration
(mg/kg) and general sign 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15« 16 17 18 19 20 21 22 23 24 25
Control 0 |Number of males 212 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 1n2
Normal 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 2 17 12 2 ©’ 12 12 12 12 12
8 |Number of males 2 12 12 12 12 12 12 R’ 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 1
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 2 12 12 12
2-Amino-1- 40 {Number of males 2 12 12 12 12 12 12 12 12 12 12 12 12 2 12 112 12 112 12 12 12 12 12 122 12
naphthalenesulfonic Acid Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 |Number of males 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 112 12 12
Normal 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 2 12 12 12 12 12 12
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000] Normal 2 12 12 12 12 12 9 7 9 11 3 3 3 3 4 5 2 3 8 2 0
Salivation 0 0 0 0 0 0 4 3 5 1 9 9 9 9 8 7 09 4 0 12

*: Commencement of pairing.
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Table 1-2.

General sign of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test of 2-Amino-1-naphthalenesulfonic Acid
by oral administration

Group Number of males Days of administration

(mg/kg) and peneral sign 26 27 28 29 30 31 32 33 34 35 36 37 38 30 40 41 42 43 44 45 46 47 48 49 504
control 0 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1212

8 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

2-Amino-1- 40 |Number of males 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
naphthalenesulfonic Acid Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1000] Normal 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 1] 12

Salivation 12 12 12 12 12 12 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 0

#: The day of necropsy.



Table 2.

test of 2-Amino-1-naphthalenesulfonic Acid by oral administration

Body weight of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening

Group Control 2-Amino-1-naphthalenesulfonic Acid

(mg/kg) 0 8 40 200 1000

Number of males 12 12 12 12 12

Days of admin-

istration 1 371.9 = 10.4 369.2 = 12.3 375.0 = 8.3 373.2 = 10.0 374.7 = 1.7
4 389.6 = 14,9 385.5 + 17.0 387.2 = 14.5 388.7 * 9.2 388.3 = 14.5
8 403.5 = 17.1 397.7 *  22.3 400.6 = 17.1 406.3 = 12.5 402.3 + 17.0
11 414,5 * 19,0 408.1 = 24.7 410.5 = 17.9 417.2 = 13.7 413.7 = 18.4
15 430.1 = 20.4 420.7 £ 26.6 425.1 = 20.5 430.5 = 16,6 427.2 = 21.1
18 440.7 = 18.7 429.7 £ 29.8 433.2 = 21.8 438.2 * 14.8 437.3 = 21,7
22 455.2 * 19.3 445.2 * 27.4 448.4 X 24,0 454.7 = 17.7 450.7 = 23.3
25 462.7 = 21.0 448.7 = 29.7 458.2 * 21.7 461.8 = 19.2 456.4 = 23.%
29 477.7 £ 19.9 460.2 = 32.2 471.7 £ 22.0 473.4 +  21.6 468.5 = 25.3
32 487.2 * 19.1 469.1 = 32.7 480.5 = 19.7 482.7 x 22.3 477.9 = 27.2
36 496.7 = 23,9 481.2 = 34.7 492.6 x  23.1 492.3 * 23.0 485.2 = 26.7
39 503.7 = 25.4 487.7 *  36.1 500.1 = 25,1 498,3 = 23.3 489.7 x  27.4
43 513.2 = 27.6 496.4 = 34.0 509.7 = 25.8 503.1 £ 22.8 493.6 * 26.9
46 516.7 = 27.9 - 502.4 £ 39.5 513.9 = 26.0 507.1 *+ 23.2 498.3 =  26.9
50 494.7 *  24.8 480.2 = 38.2 493.9 *  26.6 485.6 £  21.4 478.2 * 26.4

Each vatue shows mean (g) *S.D.



Table 3.

test of 2-Amino-1-naphthalenesulfonic Acid by oral administration

Food consumption of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening

Group Control 2-Amino-1-naphthalenesulfonic Acid

(mg/kg) 0 8 40 200 1000

Number of males 12 12 12 12 12

Days of admin-

istration 3 27.1 * 2.5 28.0 = 1.9 28.6 % 2.7 28.4 * 2.6 28.2 = 2.1
6 26.7 %= 1.9 27.2 = 2.3 27.8 % 1.7 28.9 = 1.9 29.6 %= 2.9xx
10 6.7 % 2.2 25.5 % 2.9 26.8 =+ 2.1 27.4 £ 1.4 28.3 * 2.5
13 26.2 * 2.2 25.7 %= 2.6 26.8 %= 1.5 27.3 % 1.9 28.2 %= 2.8
27 28.0 = 2.4 26.5 % 2.2 29.2 x 1.6 28.2 * 2.0 2%9.2 = 2.8
31 28.5 * 1.9 27.2 % 2.0 28.7 * 1.6 27.9 * 2.2 28.2 = 2.4
34 28.9 *+ 2.4 7.2 = 1.9 29.0 1.6 28.3 % 1.9 29.7 % 2.6
38 27.8 = 2.0 28.1 2.4 29.3 % 1.8 27.9 = 2.3 28.6 * 3.1
41 27.6 = 2.2 27.7 * 2.3 28.5 £ 1.8 26,7 % 2.5 27.0 % 2.9
45 21.2 = 1.8 27.8 * 3.0 28.8 = 2.0 26.9 * 1.8 28.2 % 2.4
48 26.2 * 2.4 27.1 % 2.3 28.8 + 2.3 27.3 * 1.6 28.0 * 2.8

Each vatue shous mean (g/day) *=S.D.
Significantly different from control (xx: P<0.01).
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Table 4 . Hematological finding of male rats (P)

in combined repeat dose and reproductive/developmental toxicity screening
test of 2-Amino-1-naphthalenesulfonic Acid by oral administration

Group Control 2-Amino-1-paphthalenesutfonic Acid
(mg/kg) 9 8 40 200 1000
Number of males 12 12 12 12 12
RBC (0 / mm2 ) 911.3 x 34,8 886.5 =+ 46.3 892.3 % 32.5 887.0 = 43,7 873.2 = 54,4
Hemoglobin (g/dl) 15.99 * 0.53 15.59 = 0.43 15.76 = 0,57 15.80 * 0.38 - 15.61 = 0.55
Hematocrit (%) 47,10 = 1.57 46,15 = 1.16 46.45 & 1.47 46,26 = 0.97 45.92 * 1.47
MCyV (ma ) 51.71 = 1.41 52.14 * 1.86 52.07 =% 1.53 52.23 % 1.91 52.790 =* 2.17
MCH (pe) 17.57 = 0.55 17.61 %= 0.70 17.67 % 0.65 17.84 %= 0.59 17.92 =x 0.71
MCHC (g /dl) 33.95 = 0.43 33.80 % 0.49 33.92 * 0.46 34.16 * 0.27 33.98 * 0.53
Platelet (10* / nm= ) 110.15 £ 13.54 110.36 = 8.57 103.51 *  16.40 104.82 = 10.82 103.40 = 3.24
RET (%) 25.1 % 5.5 24.8 = 3.1 25.4 % 4.9 24.0 * 5.0 23.4 = 4.3
PT (sec.) 15,17 % 2.66 14.44 = 1.32 14,20 = 1.86 15.92 = 1.81(11) 14.47 % 1.75
APTT (sec.) 29.52 =* 2.97 28.26 * 2.93 28.59 = 2.78 29.65 * 2.08(11) 28.74 2.27
Fibrinogen (mg 7 dl) 240.0 * 20,1 247.2 * 16.4 237.0 * 20. 6 239.1 * 5.4(11) 239.2 x 1.1
WBC (10?./ mm> ) 65.8 % 16.0 64.2 % 17.9 68.2 =% 22.4 66.0 * 20.4 67.5 %= 19.0
Differential leukocyte (%)
Lymphocyte 91.5 = 4,4 90.7 x 3.3 90.8 =+ 3.0 92.0 = 4.3 91.2 =% 4.2
Neutrophil 7.6 % 4.4 8.9 = 3.3 8.4 * 2.8 7.6 * 4.1 8.1 % 3.8
Eosinophit 0.5 % 0.5 0.1 =% 0.3 0.4 %= 0.5 0.1 % 0.3 0.4 = 0.7
Basophil 0.0 % 0.0 0.0 % 0.0 0.0 =% 0.0 0.0 = 0.0 0.0 * 0.0
Honocyte 0.4 % 0.7 0.3 + 0.7 0.3 * 0.5 0.3 0.5 0.3 * 0.5

Each value shous mean *=3S.D.
Figures in parentheses indicate number of males.



Tabte 5.

Blood chemical analysis of male rats (P)

in combined repeat dose and reproductive/developmental toxicity screening
test of 2-Amino-1-naphthalenesulfonic Acid by oral administration

Group Control 2-Amino-1-naphthalenesulfonic Acid

(mg/kg) 0 8 40 200 1000
Number of mates 12 12 12 12 12

GOT (lu/ 1) 4. 14 £ 8.24 73.41 x 16.26 64.26 * 4. 41 48.51 = 14.25 71.06 = 13,28
GPT (lu/ 1) 20.95 = 2.83 22.61 = 6.48 21.91 %= 3.36 22.03 % 5.07 28.47 = 11.30
Y -GTP (lu/ 1) 0.00 = 0.00 0.00 = 0.00 0.00 = 0.00 0.00 % 0.00 0.00 + 0.00
TP (g/a) 5.74 * 0.18 5.72 £ 0.17 5.70 0.22 5.61 % 0.27 5.53 % 0.25
Albumin (g/d) 2.852 +* 0.123 2.903 £ 0,121 2.900 = 0.100 2.87t = 0.138 2.886 + 0.157
T-BIL (mg 7/ dl) 0.085 £ 0.015 0.071 * 0.008 0.074 £ 0.012 0.068 * 0.014 0.096 = 0.013xx
BUN (mg 7 dl) 19.72 = 2,34 19.72 = 2,18 18.98 % 1.83 19.02 %= 2.20 17.87 % 2.73
Creatinine (mg /dl) 0.500 £ 0.073 0.474 = 0.039 0.458 = 0.044 0.451 = 0.047 0.449 = 0.035
Glucose (mg./ dl) 124.62 £ 13.72 123.78 = 13.68 130.25 = 18.15 121,46 + 11,18 119.02 = 8. 468
Ha ( nEg/ 1) 145,80 * 1.24 145.77 % 1.31 145,71 + 1.74 145.85 « 1.26 145.53 + 1.32
K ( mBq” 1) 4.233 = 0,272 4,312 £ 0,215 4,209 = Q.21 §.245 = 0.168 4.205 = 0.195
cL ( g/ 1) 105.24 % 1.08 105.55 = 0.82 105.52 % 1.28 105.75 = 1.07 105.08 =+ 1.01
Ca (mg ./ 61} 9.98 0.23 10.03 =% 0.22 10,18 = 0.28 9,97 = 0.34 10.17 =+ 0.25
1P (mg /dl) $.27 & 0.74 6.34 * 0.42 6.22 * 0.73 5.29 % 0.74 6.87 * 0. 41
Each value shows mean *S.0.

Significantly different from control (xx: P<0.01).
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Necropsy finding of male rats (P) in combined repeat dose and reproductive / developmental toxicity

Table 6.
screening test of 2-Amino-1-naphthalenesulfonic Acid by oral administration
Group Control 2~-Amino-1-naphthalenesulfonic Acid
(mg/kg) 0 8 40 200 1000
Number of males 12 12 12 12 12
Normal 12 12 12 12 12
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Table 7.

test of 2-Amino-1-naphthatenesulfonic Acid by oral admipnistration

Organ weight of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening

Group Control 2-Amino-t-naphthalenesulfonic Acid

(mg/kg) 0 8 40 200 1000

Number of males 12 12 12 12 12

Body weight (9) 494.7 % 24.8 480.2 * 38.2 493.9 % 26,6 485.6 = 21. 4 478.2 = 26. 4

Thymus (mg) 356.11 =+ 82.33 328.28 + 72.93 349.02 £ 101.54 290.50 *  45.01 305.75 = 91.68
(mgl) 72.63 * 19.59 £68.02 £ 11,52 70.59 £ 20.10 59.93 %= 9.55 64,47 *  21.25

Liver (9) 13.097 = 1,668 12.369 = 1.334 13.451 = 1,885 12.503 = 1,067 11.477 £ 1.082x%
(g%) 2.641 £ 0,244 2.576 £ 0.183 2.716 = 0,285 2.573 = 0.13¢9 2.398 +  0.141x

Kidneys (9) 2.953 = 0,231 3.017 = 0.222 2.977 £ 0.254 3.029 £ 0.258 3.032 = 0.169
(g%) 0.598 £ 0.047 0.428 * 0,039 0.603 = 0.034 0.624 x* 0.055 0.835 = 0,043

Testes (9) 3.339 £ 0.164 3.399 £ 0.230 3,527 = 0.263 3.322 £ 0.245 3.379 £ 0.141
g%) 0.675 = 0.038 0.710 = 0.053 0.715 = 0.057 0.685 £ 0.056 0.708 = 0,037

Epididymides (g) 1.271 £ 0,079 1.325 = 0.122 1.305 £ 0.114 1.322 = 0.083 1.279 = 0.079
(gZ%) 0.257 + 0,012 0.278 £ 0.014 0.265 £ 0.026 6.272 =+ 0.021 0.268 * 0.017

Each value shows mean*S.0.

Significantly different from control (x: P<0.05).
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Table 8. Histopathological finding of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test of
2-Amino-1-naphthalenesul fonic Acid by oral administration

Group Control 2-Amino-1-naphthalenesulfonic Acid
{mg/kg) 0 8 40 200 1000

Finding Grade — + + 4 -+ 4+ H#+#H —-—+x4+H+H# -4+ HH - + 44 H#
Liver

Focal necrosis 111 0 0 0 11 1 0 ¢ ¢
Granuloma 4 6 2 0 0 6 6 00
Cell aggregation 9 3 0 00 7 41 00
Heart NE NE NE

Cell infiltration 8 3100 1 1 0 ¢ ¢
Kidney

Basophilic change of urinary tubules 111 0 0 0 10 2 0 0 O
Cell infiltration 10 2 0 0 0 11 1 0 0 0

Grade: —: No abnormal detect (NAD), =: Slight, -+: Mild, +: Moderate, di: Marked.
No remarkable changes were recognized in following organs.: Thymus, Spleen, Testis, Epididymis, Adrenal gland and Brain.
NE: Not examined.
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Table 9-1.

screening test of 2-Amino-1-naphthalenesulfonic Acid by oral administration

General sign of female rats (P) during pre-mating and mating periods in combined repeat dose and reproductive/developmental toxicity

Group Number of females Days of administration
(mg/kg) and general sign 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15« 16 17 18 19 20 21 22
Control 0 |Number of females | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 186 9 S5 - - . .
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 9 5 - - . -
8 |Number of females | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 7 3 - - - .
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 1 3 - . . .
40 |Number of females | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 6 3 1 1 1 1
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 6 3 1 1 1 i
2-Amino-1-naphthalenesulfonic Acid| 200 [Number of females [ 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 2 1 - - .- .
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 2 1 - . . .
Number of females { 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 7 & .- - - -
1000} Normal 12 12 12 12 12 12 9 9% 9 10 10 12 7 5 4 5 - - - .
Salivation o 0 0o 0 o 0 3 3 3 2 2 © 5 3 1 - - - -

*. Commencement of pairing.
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Table 9-2.

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

test of 2-Amino-1-naphthalenesulfonic Acid by oral administration

Group Number of dams Days of administration
(mg/kg) and general sign 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Control 0 [Number 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
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3
8 |Number 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
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3
2-Amino-1- 40 |Number 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
naphthalenesulfonic Acid Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3
200 {Number of dams 12 12 12 12 12 12 12 12 12 12 12 12, 12 12 12 12 12 12 12 12 12 12 2
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2
1000 |Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2
Normal 6 7 6 4 8 5 9 5 5 3 2 4 1 1 3 4 1 o 0o o0 o0 o o0
Salivation 6 5 6 8 4 7 3 7 7 9 10 8 11 11 9 8§ 11 12 12 12 12 12 2




Table 9-3. General sign of dams (P) during lactation period in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Amino-1-naphthalenesulfonic Acid by oral administration

_lg-

Group Number of dams Days of lactation
(mg/kg) and general sign | 0 1 2 3 44
Control 0 {Number of dams | 12 12 12 12 12
Normal 12 12 12 12 12
8 [Number of dams | 11 11 11 11 11
Normal 11 11 1 111
40 [Number of dams 12 12 12 12 12
Normal 12 12 12 12 12
2-Amino-1-naphthalenesulfonic Acid | 200 ([Number of dams { 12 12 12 12 12
Normal 12 12 12 12 12
Number of dams | 12 12 12 12 12
1000] Normal 0 0 0 0 12
Salivation 12 12 12 12 0

#: The day of necropsy.
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Table 10-1. Body weight of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Amino-1-naphthatenesulfonic Acid by oral administration

Group Control 2-Amino-1-naphthalenesulfonic Acid

_(mg/kg) 0 8 40 200 1000

Number of females 12 12 12 12 12

Days of admin-

istration 1 224.6 * 7.5 224.6 % 7.6 222.5 = 5.7 225.9 = 5.0 226.2 * 5.3
4 223.6 * 6.7 224.4 * 8.2 225.3 6.3 229.0 % 7.1 228.3 = 7.8
8 232.5 =+ 9.7 232.2 * 6.5 235.2 = 8.1 236.7 * 9.3 233.5 % 7.7
11 233.6 * 13.0 236.4 6.8 239.3 = 8.6 244,10 £ 10.5 236.4 = 11.6
15 239.8 + 13.3 243.2 7.8 247.1 + 9.1 252.5 £ 11.¢6 242.1 + 11.8

Each value shous mean (g) *S.D.
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Table 10-2. Body uweight of dams (P) during pregnancy period in combined repeat dose and reproductive/developmentat
toxicity screening test of 2-Amino-1-naphthalenesulfonic Acid by oral administration
Group Control 2-Amino-1-naphthalenesulfonic Acid
{(Mmg/kg) 0 8 40 200 1000
Number of dams 12 12 12 12 12
Days of pregnancy
0 250.9 %= 12.6 254.2 % 7.5 255.7 % 9.2 258.3 x 9.1 253.7 = 1.9
7 283.2 % 9.3 286.8 = 14.4 289.1 =+ 11.3 292.2 = 11.9 286.2 = 12.5
14 316.7 = 10.3 320.0 = 21.4 323.0 = 17.1 325.1 =+ 13,2 316.8 = 18.6
21 403.5 =+ 23.0 408.8 + 28.7 415.4 * 24,1 420.4 * 18.7 411.4 = 20.0
Each value shows mean (g) *=S.0

S.0.



Table 10-3. Body weight of dams (P) during lactation period in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Amino-l1-naphthalenesulfonic Acid by oral administration

Group Control 2-Amino-1-naphthalenesulfonic Acid

(mg/kg) 0 8 40 200 1000

Number of dams 12 11 12 ] 12 12

Days of

lactation 0 287.5 * 146.3 297.4 = 34.6 297.0 = 22.0 302.3 *  22.2 291.9 = 20
4 310.6 + 13.4 309.9 + 20.0 317.9 = 20.9 316.6 + 18.2 315.1 * 16

-.PE_

Each value shows mean (g) *S.0.
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Table 11-1.

Food consumption of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Amino~1-naphthalenesulfonic Acid by oral administration

Group Control Amino-1-naphthalenesulfonic Acid

(mg/kg) 0 8 40 200 1000

Number of females 12 12 12 12 12

Days of admin-

istration 3 17.2 = 1.8 18.3 = 1.9 18.1 =® 2.2 19.6 = 2.6 18.0 * 2.3
6 18.7 = 1.8 19.4 % 2.2 18.6 = 1.4 19.6 = 1.6 19.2 = 1.7
10 18.9 = 2.3 19.1 = 2.8 18.1 = 1.5 19.2 % 2.2 20.2 * 1.9
13 19.2 & 2.0 18.8 + 2.4 19.2 + 2.3 18.5 + 2.1 20.3 + 2.3

Each value shows mean (g/day) *S.D.
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Table 11-2. Food consumption of dams (P) during pregnancy period in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Amino-l-naphthalenesulfonic Acid by oral administration
Group Control 2-Amino-1-naphthalenesulfonic Acid
(mg/kg) 0 8 40 200 1000
Number of dams 12 12 12 12 12
Days of pregnancy
2 22.6 % 2.1 23.4 % 2.8 23.2 * 1.3 22.8 * 1.7 23.5 = 1.4
9 24.7 x 3.1 25.6 3.3 2601 % 2.3 25.9 = 3.4 26,7 % 1.6
14 24,2 * 3.5 24.4 2.9 25.0 x 4.0 24,9 £ 2.4 24.5 =+ 2.5
21 22.8 * 2.2 21.7 * 3.0 23.1 * 3.5 23.5 % 2.3 23.7 % 2.2
Each value shows mean (g/day) 3.0
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Table 11-3. Food consumption of dams (P) during lactation period in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Amino-1-naphthalenesulfonic Acid by oral administration

Group
(mg/kg)

Control

2-Amino-1~naphthalenesulfonic Acid

0

40

200

12

12

12

Number of dams
Days of

4

31.2

6.3

4.

5

lactation

Each vatue shows mean (g/day) *xS.D.
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Table 12. Necropsy finding of dams (P) on day 4 of lactation in combined repeat dose and reproductive/
developmental toxicity screening test of 2-Amino-l-naphthalenesulfonic Acid by oral administration

Group Control 2-Amino-1l-naphthalenesulfonic Acid

(mg/kg) 0 8 40 200 1000

Number of dams 12 12 12 12 12
Normal 12 12 12 12 12




Table 13. Organ weight of dams (P) on day 4 of lactation in combined repeat dose and reproductive /developmental
toxicity screening test of 2-Amino-l1-naphthalenesulfonic Acid by oral administration

Group : Control 2-Amino-1-naphthalenesulfonic Acid

(mg/kg) 0 40 200 1000

Number of dams 12 11 12 12 12

Body weight (g) 310.6 %= 13.4 309.9 =+ 20.0 317.9 = 20.9 316.6 * 18.2 315.1 = 16.8

Thymus (mg) 221.62 = 70.45 201.30 = 70,54 225.48 * 72,02 233.65 = 48,54 189.17 *  54.61
(mgZ) 71.26 = 22.2 65.35 = 23,64 70.76 = 21.91 73.6Y £ 20.13 60.04 * 17.20

Liver (g9) 13.236 £ 1,409 12.549 £ 1.539 13.101 ® 1,908 12.2917 = 1.045 13.042 = 1.429
(9%) 4,259 = 0.377 4,051 = 0.442 4.105 = 0.380 3.881 = 0.259 4.145 = 0,476

Kidneys (9) 2.225 * 0.219 2.000 = 0,388 2.103 = 0.32¢6 2.274 = 0.331 2.202 * 0.244
(g%) 0.716 = 0,063 0.444 = 0,107 0.668 = 0,127 0.720 = 0.102 0.700 = 0.07$

Ouaries (mg) 104.47 £ 14.06 99.80 = 14.25 98.69 £ 15.03 108.0% = 16.09 102.92 = 17.18
(mg%) 33.461 =+ 4.00 32.27 * 4,52 31.24 =+ 5.78 34.26 % 5.57 32.62 * 4.96

-6{-

Each value shows meanxS.D.
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Table 14. Histopathological finding of dams (P) in combined repeat dose and reproductive/developmental toxicity screening test of
2-Amino~l-naphthalenesulfonic Acid by oral administration

Group Control 2-Amino-1-naphthalenesulfonic Acid
(mg/kg) 0 8 40 200 ‘1000

Finding Grade - + + # # -+ +HH -+ HH —F+ HH#H — £+ H# #
Liver

Focal necrosis 10 2 0 0 0 12 0 0 0 0
Heart

Cell infiltration 12 0 0 0 O : 11 1 0 0 O
Kidney NE NE NE

Calcium deposition of urinary tubules 12 00 0 ¢ 11 1 0 0 0
Spleen

Extramedullary hematopoiesis 1 9 2 0 0 0 7 5 00
Grade: —: No abnormal detect (NAD), L: Slight, +: Mild, t: Moderate, Ht: Marked.

No remarkable changes were recognized in following organs.: Thymus, Ovary, Adrenal gland and Brain.
NE: Not examined.
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Table 15. Number of estrous cases and reproductive performance of male and female rats (P) in combined repeat dose and reproductive / developmental

toxicity screening test of 2-Amino-1-naphthalenesulfonic Acid by oral administration

Group Control 2-Amino-1-naphthalenesulfonic Acid

(mg/ke) 0 8 40 200 1000

Number of females 12 12 12 12 12
Number of estrous cases before administration (7 days)

Mecan+S.D. 1.8 +04 1.940.3 1.8+0.5 1.94£0.3 1.8+04
Number of estrous cases before mating (14 days)

Mean=®S.D. 3.3 +0.5 32404 34105 3.3 +05 33 *05
Number of pairs 12 12 12 12 12
Number of pairs with successful mating 12 12 12 12 12

Copulation index (%) a) 100.0 100.0 100.0 100.0 100.0
Number of days till copulation

Mean*+S.D. 30%1.1 25+12 2.8+1.9 1.7+1.0 29+1.2
Number of pregnant females 12 12 12 12 12

Ferdlity index (%) b) 100.0 100.0 100.0 100.0 100.0
Number of pregnant females with live pups 12 11 12 12 12

a): (Number of pairs with successful copulation / number of pairs) X 100.

b): (Number of pregnancies / number of pairs with successful copulation) X 100.




Table 16. Observation of pups (F1) in combined repeat dose and reproductive/developmental toxicity screening test of 2-Amino-1-naphthalenesulfonic Acid

by oral administration

Group Control 2-Amino-1-naphthalenesulfonic Acid

(mg/kp) 0 8 40 200 1000
Number of dams 12 12 12 12 12
Length of gestation (days)

Mean *S.D. per dam 22.173:0.39 22.25+045 22.251+0.45 22.17+0.39 22171039
Number of corpora lutea

Total 207 212 211 213 225

Mean *+S.D. per dam 17.3x21 17.7+23 17.6 2.1 17.8+2.1 18.8+2.2
Number of implantation scars

Total 181 188 196 191 200

Mean+S.D. perdam 15.1%3.5 157435 163+1.6 15.94+2.6 16.7+2.4
Implantation index a)

Mean% £ S.D. per dam 86.8+16.6 88.6+16.9 934182 89.3+9.2 88.8+7.7
Gestation index (%) b) 100.0 91.7 100.0 100.0 100.0
Number of live pups bom

Male 91 74 85 87 83

Female 76 81 89 87 97

Total 167 155 174 174 180

Mean % S.D. per dam 13.943.6 12.9%5.1 14.5+2.1 14.5%+25 15.0+2.]

Sex ratio

Mean£S.D. per dam c) 0.531+0.16 0.49+0.08 (11) 0.49£0.15 0.49+0.08 0.46+0.17

Binh index

Mean% +S.D. per dam d) 90.7+12.0 8424275 89.2+114 91.2+8.0 90.4+7.9
Number of dead pups on day 0 of lactation

Total 8 21 12 5 7

Mean +S.D. per dam 0.7+1.1 1.8+43 1.0£2.3 0.4+0.7 0.6+0.9
Number of pups born

Total 175 176 186 179 187

Mean+8.D. perdam 14.6%3.9 14.7+33 15.5+19 149427 156+22
Delivery index e)

Mean% £S.D. per dam 94.6+11.3 93.5+£79 94.8+5.1 93.7+7.3 936462
Live binth index f)

Mean% +S.D. per dam 96.0+6.4 88.7+284 9431127 97.4+4.0 96.415.1
Number of live pups on day 4 of lactation

Male 88 74 {11) 85 86 81

Female 73 80 (11) 88 84 97

Total 161 154 (11) 173 170 178

Mean +S.D. per dam 134434 14.0+3.2 (11) 144421 142425 14.8+2.1
Viability index g)

Mean% +S.D. per dam 96.716.0 99.4+2.1 (11) 99420 97.74+3.5 98.8+2.8
Number of external anomalies 0 0(11) 0 1 1

Mean% % S.D. per dam 0.0+0.0 0.04:0.0 0.030.0 05+1.7 0.5+1.7

Kinky tail 0 0(11) 0 1 0

Mean% =+S.D. per dam 0.0+0.0 0.0+0.0 0.0+0.0 0.5+1.7 0.0+0.0

Brachyury 0 0(11) 0 0 1

Mean% 1.5.D. per dam 0.040.0 0.0+0.0 0.0+0.0 0.0+0.0 0.5%+1.7

a). (Number of implantation scars / number of corpora lutea) X 100.

b): (Number of females with live pups / number of pregnant dams) X 100.
d): (Number of live pups born / number of implantation scars) X 100.

c): Number of male pups / number of live pups.

¢): (Number of pups bomn / number of implantation scars) X 100.

g): (Number of live pups on day 4 /number of live pups born) X 100.
Figures in parentheses indicate number of dams.

f): (Number of live pups born / number of pups born) X 100.



Table '7. Body weight of pups (Ft) on days 0 and 4 of lactation in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Amino-1-naphthalenesulfonic Acid by oral administration

Group Control 2-Amino~l-naphthalenesutfonic Acid

(mg/kg) 0 8 40 200 1000

Number of dams 12 11 12 12 12

Hale

Days

of lactation © 6.47 * 0.58 6.45 = 0.43 6.43 £  0.65 6.67 = 0.72 6.45 = 0.55
4 10.77 =  1.147 10.49 = 1.22 10.63 + 1.55 10.77 = 1.79 10.62 * 1.00

Number of dams 12 11 12 12 12

Female

Days

of lactation 0 6.17 = 0.80 6.12 = 0.44 §.10 = 0.58 6.25 * 59 6.18 = .50
4 10.36 £ 1.35 10.20 £  1.55 10.20 + 1.30 10.27 > 1,644 10.27 = 1.0

Each value shows mean (g9) *S.D. per dam
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Table 18. - Necropsy finding of pups (Fl1) on day 4 of lactation in combined repeat dose and reproductive/
developmental toxicity screening test of 2-Amino-l1-naphthalenesulfonic Acid by oral administration
Group Control 2-Amino-1-naphthalenesulfonic Acid
(mg/kg) 0 40 200 1000
Number of pups Male Famale Male Female Male Female Male Female Male Female
88 73 T4 80 85 88 86 84 81 97

Necropsy finding

No remarkable changes
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Food consumption of dams (P) during pregnancy and lactation periods in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Amino-1-naphthalenesulfonic Acid by oral administration.
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Fig. 5. Body weight of pups (F1) on days 0 and 4 of lactation in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Amino-1-naphthalenesulfonic Acid by oral administration.
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