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25C, BK23C, BEOEAEIIZS5T%, &IESS2% TH-o, ARITEERIMAL
HUZERERWF, AV IVBEBTERRRM) %, SRKITKRBEERET MYV A
AHEME 2 ppn) LA-FFKEBBIRKEREICLY ZNTNEHITENI Y, AR
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5U7%. #588IF10 nl/kgd U, EHRIEOBRERBIIRFOKRESHIZEHL -,
MREIIES HAKE RRIZRE U /-,

EIERBRICHL 28, REMERTRICYAMBLETHEL .

5. HBYMELBALORAYHALE
HEBEVMBE*SRESLILERNEL, BHAKCERXE, 1.0, 3.0%T10.0 W/V
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BATERRETFTSHEMEZETHEI I LBWERINT B (HHER3).

6. B2, RE, PHROCPUEOHERTH L
D —BRBO#HLE, RERCEHEORAE
REPHEPIZBEHR S, RERHP00FTRURSERN 4RI, RESBMPIE
BHFMRUFRII—BRBRURCOAELBE LU, -, RERVEHELHR
EHMRUEEAMNZEL TE2ROMETHEL, EiZ, AERXRSHAEBORSE
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EERHUTCHREEEMYER) 2 AETI L LI, SREBDOKRELBITAELSE
BEE(HENEE)*EH L, EERESRE WA, TEK, &4, BRIk, PARR
(Eg/MEEED), HE, B, B, KEE(EHEE2E0) RURRARY M % HRE
ULTI0%HEE ALY VIBSHICEZE L2, B8, 10%FHEEHRLVY VBKIC
FBERIIKKE T, RERIF2.5% TNV A —NVTIVFe RIBKT, £/, HRIZT7
VBTENETNEEZE L, BREHHKTRONBERUSHEROLE, T, 5
g, B, AIBERCTRTORBHBERMICOVTIE, BEI->TNRFI 71 /Y]
FRERL, AT MF2) Y - ZATVVHE)REBEEL THEEMBET THEL /-,

. BEEH AR

hE, HBE, RREEERERERLS), MEEMKRE, OEEENKRE, BEH

BRUKELBEERIIOVWT, FRTLICEELIERFEE %KD, BartlettiFiZ &

Y

DO —HEREL -, TP —2EE& 3 unnettDZ BB KREX BT, &

BRI —RIBEIEStecl DL BEHBRE*BAVWTHBHLOEEBEX T/~ KB, O
THhOBELEEKEIZS %L L, 2R L, WEAKRENREICOVWTE, BEHE

IEXRBRINSE-TBETH 727280, FHatZMLBE I fThaho /2,
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WHORSISHET, MTREMHPOERE8HETHEOD D WDITBRNIZA LN/, F
BB OBRBIIHE T3, BTAMTH 7, LAL, OTNERE5HK4 ERE OB
B I L TV A, D&, 100 ng/kgfi i 1 I TRE2TA M b A B A HED S
SRR A HS, ATBBEORE 1 HITHR 5120 2 5 AR ICIRA RN Tht 3 5 1R
THETAHALNESY, MOBIZRALNTELT, BRENELEEZ LA,

E ISV TIE, 1000 ng/keht DMERETIRE(LIZAD LMD 572,

2. KE
hEHFS #Fig. 1 U2, Table 2ifi0FiZAppendix 3 RTF4i1Z7R U 7=,
BREMEXIIEERRYEL T, SEBRMERSRIITBA L ZIFARLEBREYRL
7.

3. Bfig

BfE¥Fig. 3 /U4, Table 33 UFiZAppendix 5 R 6ITRL 7=,

300 mg/keBEDHET, HEURIIIKWEOEMBALNED, — AU THDI LK
1000 mg/kgBEIZIZELIZR LA TV RVWI 0D, FEUZMBROLZVWELLELEXD
N, BEIFEYEETIE, 1000 mg/kgBfidd BEF & IFITERRHER 2R L 7.

4. [RRAE

BE54AEORERE #Table 4 R UAppendix 7 KU 812, HME2BEHDOKRELSE
#Table 5 KR U'Appendix 9 KRTFI0IZRL 7=,

BE4BEBORETIE, 300 ng/keBfOHETHKEZDOHEMAED LN, BREERUHLE
DOWIPEROLN, £/, BEEDEAIXI00 mg/kgB¥DHEIZE AL NAH, FFO
fift K OF1000 mg/kgBt TIXE LIZALN LN/ L0 h, LEDOB{LIZIXEHEFHNER
BrweEZo07-,

[ 2 BH ORAETIX, 1000 mg/keBf DM TEALILRO NN D 7,

5. MEZEMKRE
BEHMKR THOBMBEEE ~Table 6 i UiZAppendix 1 KX 1212, @EE KK T I
OKRBEEER % Table 7 i M1z Appendix 13K T I4ITRL 7=,
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BREHMRKTROBRATIE, 100 ng/kgll EOFFOHETUCVDHE ALK UF1000 ng/kegkf b
HTMCHCOBM A BEO L NH, WTFhE SRR LEBBEN(FR)DOEILTH Y,
RIMERE, NEJOEVERUAT N7V Y MEIIZELRRO N 22l 0 b,
BHEYHIIBZRORVELEEZ LNK,

[ E R T R DORAE TIX, 1000 mg/kgBE DU TEIZRD LN LD > 1=,

10:B#®Crj:CD(SD) T v FOERFT—4

e IH H EIiLEd SEH{E BHERE B/ME BAE
HE MCV(f1) 78 59 3 52 64
H MCHC(%) 78 31.5 0.6 30.1 32.8

6. MEE/LEHRE

BEHIRBRTROKREZ R ¥ Table 8 i UFiZAppendix 15K T L1612, [EIEAARIK T 0%
DKEFEE % Table 9 ¥ iz Appendix 17TRTI8IZRL -,

REHRKR TIROKATIX, 100 ng/keBOMTY VIEE DA HS, 100 mg/kghf o Mt
THNYDLDBALHRRD LN DY, 300%T1000 mg/kgf iz iZA LNl 2
L, BEFHIIERO VAL B LA, £/, 100 mg/kgA EOBDHTF MU D
LADBAMBED LN, VT EBENREBTEHAN(TR)OZLTH > 7,

EEMARE TRRORAETIE, 1000 ng/keBfOHETA/GLLRT b Y 7Y £ 5+ KD
NEHLNAD, BEHFIRKTRIZERDOLNTELT, FA0ThEEB2NLRLE
HWEAN(TRIDELTH - /-,

10;BEmCrj:CD(SD) 5 bOERT—4

# H H YR PHE RERE B/ IME BRIE
HE Na(meq/1) 78 146.8 1.4 143.3 150.5

12;8#Crj:CH(SDY 5 v hODTERT—X

3 H H LkYIb 4 A R RE iz /IME BAMH
tE A/GH 54 2.58 0.39 2,00 3.82
i M2 Ye7{ b (mg/dl) 54 22 18 9 141
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RS HHETHEORERE R % Table 1036 X IZAppendix 19/ 02042, @4 HIRHK T8
DOBMELER 2 Table 1136 U2 Appendix 21ITR U 7=,

BE MK TROKRATIE, 1000 mg/keBfDHE 1 Hl T DB R SA5, 100 mg/kghf
O 1PITEBMMNEOEREFIZAENZO LN/, £/, MEBEOUE 1§ Tl IR Bk
KBEAELA(AETRRBEV)NED LN,

BRI T OMETIE, MRBEEZR V1000 mg/kgdt X £ 122 (LIXED LN 5 /-,

8. HEER
B 5 WK T OMAERER % Table IZﬁfzKFt:Appendix 22K U230z, [MMEHARIIR T 0
O AFEE % Table 133 UFiZAppendix 24K U252 U 7=,
£ 5 R TRROMATIX, 300 mg/kegtDHE THRIARO MM RO HEED AR
DA, EEOMKRTI000 ng/kgf TIIXEMIZALNT N RWI LN LHEHPZNE
#II2vEeBbht,
AR TR ORA TIX, 1000 mg/kefF O TRIBOHENEEDRS VRO LN,

9. WEHEKZHRA

RS TIRORERR 2 Table 14A(J L — NHHBERFIBO R O Table 14B(#dBL
FIBO A iz Appendix 26 R U 2TITR L 72,

#E5HERTROMNRANIZE VT, #EENELIZRRNZEEIZ L TED LN,
Tabb, Tk, REBEDO DM R THMAREEA1000 ng/kghtDiE 1 #1112, REKTIE,
i QU DR TR TR L AS IREEDUME 1 Blic D b, 72, EHEBDOUT S ADI00
ng/keBFDHE 1 HLIZFED b /=,

== E3

FT7 P =T RNF VB RBRERDOREERPELET LY, TOVTAIIDOWTEME
BYERVCEBEERBRBRE AT RY, S0, 2-F 7 —N=-3, 6 -VANKY
PNV LDOREEICETIERKBRO-RL LT, XEBEWEODO, 100, 300KV
1000 mg/ke# MEMES v MIC2BHMKEROKRE L, ZOHRERTEEEICOVTHREL /-,



PPLE M W& & : 29633

>

WTNDOETERTHIIRBDOO N o7, —RIKEBOBIETIX, 1000 ng/kght o itk
THENZOOLN, BRYELSICHEBEL 2L EZZ 60, KIERIE, HTHEDH

LHEREISHET, MTREMNHPORESHETHH DD WVIEBEMIIALNAY, &
S%ABRIZIERTSIELTH o 1,

RE, BHE, RKRE, MEEUKRERTMEELCFHRETIE, ERYERS IZEHE
THLEZLNDIEITED LN LN o7,

WHYHMETE, JRTEKEHERAKTRICISDHEIOM, BEKkdD 2 VIZEN{HED
SHE R TR LA A LGN, HRERIIZEMEILTIEANA LN, b i
BREEZ Y ESUVRBENRETE S L ELIRALN LI - 12,

EEAB T, 1000 ng/keBF DM CRIFHENEZORINED ONH, BEMMKT
ROMBETRIEEL M RUTHAMENLLZEADN AP > eh b, BEENERIZRY
LR, £/, TOMOFEREDOIVIIWEIIS VT, BEOVTNIZEL(IZA
Lbhigh»rolz,

PEDEHIT, RFABTILI000 ng/kefF THEEN RO O N/ b, MEE R I
£ 1300 mg/kg FE A b,
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Fig.1 Mean body weight changes in male rats treated orally with sodium 2-naphthol-3,6-disulfonate
for 28 days followed by 14-day withdrawal period.
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Fig.2 Mean body weight changes in female rats treated orally with sodium 2-naphthol-3,6-disulfonate
for 28 days followed by 14-day withdrawal period.
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Fig.3 Mean food consumption in male rats treated orally with sodium 2-naphthol-3,6-disulfonate
for 28 days followed by 14-day withdrawal period.
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Fig.4 Mean food consumption in female rats treated orally with sodium 2-naphthol-3,6-disulfonate
for 28 days followed by 14-day withdrawal period.
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Table 1 Clinical signs in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period
Group Days
Sex and Clinical sign
dose 1 2 3 4 5 6 17 8 9 10 11 12 13 14 15 16 17 18 18 20 21
Male Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100mg/kg Number of examined 6 8 6 ] 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 B 6 & 6 6 6 6 6 6 6 6 6 6 6 6 ] 6
Trauma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300mg/kg Number of examined 6 8 8 6 ] 6 6 6 6 8 6 6 6 8 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 B 6 6 6 6 B 6 6 6 6 6 6 6 6
1000mg/ke Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality o 10 11 1 11 12 1 12 12 12 12 11 12 12 11 12 12 12 12 12 12
Mydriasis 2 2 1 1 1 0 1 0 0 0 0 1 0 0 1 0 0 o 0 0 0
Female Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 122 12 12 12 12 12 12 12 11 11 11 11 11 11 11 11 11 11
Intraocular hemorrhage 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
100mg/kg Number of examined 8 6 6 6 6 6 B 6 6 B B 6 6 ] 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 &6 6 6 6 6 6 6 6 B 6 6 6 & 6 6 8
300mg/kg Number of examined B8 6 6 6 6 6 6 6 6 8 6 6 6 6 6 6 6 6 6 6 8
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 8 6 6 6 6 6 6 6
1000mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality g 10 10 1 10 10 11 11 12 12 12 12 12 12 12 12 12 12 12 12 12
Mydriasis 3 2 2 2 2 2 1 1 0 0 0 O 0 0 0 0 ¢ 0 0 0 0
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Table 1 - continued Clinical signs in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period
Group Days
Sex and Clinical sign
dose 2 23 24 % 26 27 28 29 30 31 32 33 34 I 3B 37 38 39 40 41 42

[y
no
S
(s
—
(3
—
oo
P
ne

Male Control Number of examined

12 12 6 6 6 6 6 6 6 6 6 6 6 6 6 8
No abnormality 6

i2 12 6 6 6 6 6 6 6 6 6 6 6 6 &6

janry
]
[am—
oo
—
no
St
no
—
[§%]

100mg/kg Number of examined 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 5 5
Trauma 0 0 0 0 0 1 1
J00mg /kg Number of examined 6 6 & 6 6 6 6
No abnormality 6 6 6 6 6 6 6
1000mg/kg Number of examined 12 12 12 12 12 12 12 6 6 6 B 6 6 6 6 6 86 B8 6 6 6
No abnormality 12 12 12 12 12 12 12 6 6 6 6 6 8 6 6 6 6 8 6 6 B
Mydriasis 0 0 0 0 0o 0 0 O 0o O 0 0 0 0 0 0 0 © 0 0 0
Female Control Number of examined 12 12 12 12 12 12 12 6 B 6 6 6 6 6 6 6 6 6 6 ] 8
No abnormality 11 11 11 1iro1r 11 11 6 6 6 6 6 8 6 6 B 6 6 6 8 6
Intraocular hemorrhage 1 1 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100mg /kg Number of examined 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6
300mg/kg Number of examined 6 6 6 6 6 6 8
No abnormality 6 6 6 6 6 6 8
1000mg /kg Number of examined 12 12 12 12 12 12 12 6 6 6 6 6 6 5 6 6 6 6 6 6 5
No abnormality 12 12 12 12 12 12 12 6 B8 6 6 6 6 6 6 6 6 6 6 6 6
Mydriasis 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0




—
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Table 2 Body weights in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period
Group Body weight (g) on day
Sex and
dose 1 3 7 10 14 17 21 24 28 29 31 35
Male Control N 12 12 12 12 12 12 12 12 12 6 6 6
Mean 202.0 217.7 249.6 212.2 296.0 312.9 335.6 345.4 364.7 3K1.7 370.5 386.1
S.D. +3.0 +11.1 +14.3 +17.7 +21.9 +27.8 +31.3 +34.1 +35.7 +42.0 +44 .7 +43.6
100mg/kg N 6 6 6 ] 6 6 6 6 6
Mean 202.4 220.9 252.7 276.9 301.2 319.5 340.8 354.0 372.1
S.D. £10.3 +11.7 +13.4 +14.6 £17.2 +22.0 +25.5 126.6 +29.1
300mg/kg N 6 6 6 6 6 6 B 6 6
Mean 205.0 222.2 259.6 286.7 313.6 335.3 356.8 371.8 390.4
S.D 3.0 9.7 14,7 +21.6 +24.9 +27.8 +33.4 +35.2 +38.7
1000mg/ke N 12 12 12 12 12 12 12 12 12 6 6 6
Mean 203.1 221.6 255.8 279.5 306.4 325.9 351.0 362.8 382.2 370.0 378.6 395.5
S.D. 9.4 t12.1 +14.8 +18.6 +22.8 +26.9 +30.5 £30.7 +34.5 +39.1 +37.4 +41.6
Female Control N 12 12 12 12 12 12 12 12 12 6 6 6
Mean 154.9 160.4 174.8 185.1 196.0 206.2 215.9 220.0 230.0 233.0 234.8 243.2
S.D. +7.5 +8.0 9.5 +13.5 +13.5 +13.9 +14.4 £12.5 115.4 +16.6 +]12.8 +10.9
100mg/ke N 6 6 6 6 6 6 6 6 8
Mean 156.9 165.2 181.7 183.7 207.2 214.9 227.0 231.5 239.5
S.D 8.5 9.5 £10.8 +13.9 +14.8 +14.8 +16.9 +16.9 £15.7
300mg/kg N 6 6 b 6 6 6 6 6 6
Mean 156.8 162.1 177.2 188.2 200.4 206.5 217.3 218.5 229.1
S.D +7.9 9.9 +£10.7 9.5 +10.7 £10.8 +12.0 +]4.8 +]5.2
1000mg/kg N 12 12 12 12 12 12 12 12 12 6 6 6
Mean 154.9 159.3 173.7 186.6 197.4 207.9 216.8 219.9 229.8 228.7 231.4 240.0
S.D. £5.9 6.2 7.4 7.8 9.1 +10.8 £11.4 +10.6 +11.3 £12.3 t13.9 +]4.9

Not significantly different from control.



Table 2 - continued

Group Body weight (g) on day
Sex and
dose 38 42 43
Male Control N 6 6 6
Mean 395.7 412.9 380.2
S.b +45.0 +45.0 +42.8
100mg / kg N
Mean
S.D
300mg/kg N
Mean
S.D
1000mg/kg N 6 6 6
Mean 404.3 422.6 392.4
S.D +40.6 +42.9 +40.7
Female Control N 6 6 6
Mean 245.5 2953.4 233.1
S.D. +16.6 £19.0 £14.7
100mg/kg N
Mean
S.D.
300mg/kg N
Mean
S.D.
1000mg/kg N 6 6 6
Mean 238.9 249.9 231.7
S.D. +13.3 +17.8 115.7

Not significantly different from control.

Study No.28633
Body weights in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawa! period
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Table 3 Food consumption in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period
Group Food consumption (g) on day
Sex and
dose 3 i 10 14 17 21 24 28 31 35 38 42
Male Control N 12 12 12 12 12 12 12 12 6 B B 6
Mean 22.4 23.5 24.3 24.9 24.8 25.3 23.9 25.0 24.3 21.1 5.8 26.14
S.D. +].8 2.5 2.6 +3.3 3.5 +3.9 3.5 2.7 $3.1 4.4 +3.7 +3.6
100mg/kg N 8 6 B 6 6 6 6 6
Mean 22.6 24.0 4.7 5.7 26.0 26.0 25.2 25.8
S.D. £1.8 2.4 2.7 +3.5 2.8 +3.7 £2.4 +3.8
300mg/kg N 6 6 6 8 6 6 6 8
Mean 23.9 25.6 21.9 28.2 28.3 28.0 28.1x 28.5
S.D. 2.1 £1.7 3.8 3.2 3.9 +3.6 £3.5 3.6
1000mg/kg N 12 12 12 12 12 12 12 12 6 6 6 6
Mean 23.9 25.0 26.6 21.2 27.9 28.1 26.9 21.5 26.0 25.8 26.0 25.4
S.D. +1.5 2.8 +3.4 +3.1 3.1 +3.8 £3.1 +3.1 £3.2 3.4 +3.1 +3.9
Female Control N 12 12 12 12 12 12 12 12 6 6 6 6
Mean 15.8 18.1 16.9 17.2 17.9 19.1 18.5 19.1 16.4 20.1 18.4 18.0
S.D. +1.3 +1.9 +1.7 2.3 2.1 3.0 £1.9 2.5 2.5 +3.4 1.5 3.5
100mg/ke N 6 6 6 6 6 6 6 6
Mean 16.5 17.0 17.5 17.5 19.4 19.0 17.5 18.2
S.D. £1.5 1.8 2.1 2.0 +].8 £1.9 +1.8 £1.5
300mg/kg N B 6 B B 6 6 6 6
Mean 15.2 16.9 18.1 17.7 18.8 19.1 16.8 19.8
S.D. 2.4 2.8 2.2 2.6 £2.4 2.1 +3.1 3.6
1000mg/kg N 12 12 12 12 12 12 12 12 6 6 6 6
Mean 15.6 16.6 18.1 17.9 18.1 20.2 18.4 20.7 18.7 20.5 18.2 19.1
S.D. t1.8 2.1 2.2 £].6 2.6 2.1 2.9 2.5 3.3 2.6 1.9 2.6

*x. P<D.05 (significantly different from control).
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Table 4 Urinary findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days
Group Number Urine volume Osmotic Specific
Sex and of pressure gravity
dose animals  (ml/24hr) (Osm/ke)
Male Control 12 12.0 1.494 1.045
4.0 +0.394 10.014
100mg /kg 6 18.0 1.016%x 1.037
+4.8 +0.184 +0.010
300mg /kg 6 18.8x 1.008xx 1.031x
5.9 +0.265 10.008
1000nmg /ke 12 15.0 1.233 1.040
+5.3 +0.225 +0.008
Female Control 12 8.1 1.488 1.047
5.1 +0.623 10.021
100mg/kg 6 6.0 1.785 1.059
+3.4 +(0.366 +0.014
300mg/kg 6 10.4 1.127 1.035
P 3.8 +0.150 +0.005
B 1000mg/xg 12 9.0 1.623 1.053
6.7 +(0.771 +0.027

x. P<Q.05, xx: P<Q.0]1 (significantly different from control).
Values are meantS.D.
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Table 4 - continued Urinary findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days
Group Number Color pH Protein Glucose Ketone body Bilirubin
Sex and of
dose animals
PY Y Y¥YB 6.06.57.07.58.08.58.0 -+ o+ w - - -
Male Control 12 1 11 0 0 0 0 0 9 3 0 0 9 3 0 12 12 12
100mg/kg 6 2 4 0 0 0 0 0 3 3 O 1 5 0 0 6 [ 6
300mg/kg ) 3 3 0 0 0 0 2 1 3 0 3 2 1 O 6 6 6
1000mg/kg 12 4 8 0 0 0 1 1 7 3 0 6 5 0 1 12 12 12
Female Control 12 2 9 1 1 1 1 3 2 4 0 10 1 1 0 12 12 12
100mg/ke 6 0 6 0 0 610 3 2 0 5 1 0 0 6 6 6
- 300mg/ke 6 3 3 0 0 0t 0 3 2 0 4 2 0 0 6 B 6
1000mg/kg 12 3 7 2 0 2 0 3 ¢ 2 1 7 3 1 1 12 12 12

Abbreviation: PY, pale yellow; Y, yellow, YB, yellowish brown.
Grade sign. -, none; %, trace, +, slight; #, moderate, #, severe, w, very severe.



Table 4 - continued

Urinary findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days

Study No.23633

Group Number Occult blood Urobilinogen
Sex and of (mg/d1)
dose animals
- + <]
Male Control 12 12 0 0 12
100mg/ke 6 5 0 0 6
300mg/kg ] 5 1 0 B
1000mg/kg 12 9 3 0 0 12
Female Control 12 11 1 0 0 12
100mg/ke 6 6 0 0 6
N 300mg/kg 6 6 0 0 0 6
1000mg/kg 12 10 1 1 0 12

Grade sign:

-, none;, %, trace, +, slight; », moderate; w, severe, w, very severe.
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Table 4 - continued Urinary findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days
Group Number Urinary sediment
Sex and of
dose animals Epithelial cells Erythrocytes Leucocytes Casts Crystals
-+ - 4+ - - -+ e
Male Control 12 1 1 12 0 12 12 g 2 1
100mg/kg 6 6 0 6 0 6 8 6 0 @
300mg/ke 6 68 0 6 0 6 8 5 1 0
1000mg/kg 12 12 0 1 1 12 12 10 2 0
Female Contro} 12 12 0 12 0 12 12 12 0 0
100mg/kg 6 6 0 6 0 6 6 6 0 O
300mg/kg 6 6 0 6 0 6 6 6 0 O
1000mg/ ke 12 12 0 12 0 12 12 11 1 0

Grade signs are as follows.

Epithelial cells: < 3/tield; +, 3/field =<and < 10/field; », 10/field <and < 20/field; », Z20/field.

Erythrocytes -, < 10/field; +, 10/field =and < 30/field; #, 30/field =and < 100/field; », countless.
Leucocytes T -, < 3/field; +, 3/field =and < 20/field; », 20/field =and < 40/field; #», =40/field.
Casts > -, none; +, =1/all field.

Crystals -, < 10/field; +, 10/field =Zand < 20/field; #, 20/field Zand < 30/field; », countless.



Study No.29633
Table b Urinary findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period

Group Number Urine volume Osmotic Specific
Sex and of pressure gravity
dose animals (ml/24hr) {0sm/ke)
Male Control 6 13.5 1.415 1.044
4.7 £0.408 +0.013
1000mg/kg 6 16.0 1.350 1.043
6.7 +0.475 +0.016
Female Control 6 11.7 1.3% 1.041
5.1 +0.350 £0.011
1000mg /kg ] 14.2 1.282 1.038
5.7 +0.591 +0.017

Not significantly different from control.
Yalues are meantS.D.

[N



Table 5 - continued

Study Ne.28633

Urinary findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period

Group Number Color pH Protein Glucose Ketone body Bilirubin
Sex and of

dose animals

PY ¥ 7.07.58.08.5 - 1 - - -

Male Control 6 0 6 0 3 3 ¢ 1 2 6 6 8

1000mg /kg 6 1 5 0 0 5 1 3 2 6 6 6
Female Control 6 1 5 1 2 1 2 6 0 0 6 6 6

1000mg /kg 6 1 5 0 2 2 2 6 0 6 6 6

Abbreviation: PY, pale yellow; Y, yellow.

Grade sign:

-, none; *, trace, +, slight, #, moderate, #, severe, », very severe.
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Table 5 - continued Urinary findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period
Group Number Occult blood Urobilinogen
Sex and of (mg/dl)
dose animals
-+ oW ow <]
Male Control 8 4 0 0 2 6
1000mg /kg 6 8 0 0 O 6
Female Control 6 3 1 1 1 6
1000mg/kg B 6 0 0 O 6
Grade sign. -, none, %, trace, +, slight, #, moderate; #, severe, », very severe,



Table 5 ~ continued

Study No.29633
Urinary findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period

Group Number Urinary sediment
Sex and of
dose animals Epithelial cells Erythrocytes Leucocytes Casts Crystals
- - + - + - - - + "
Male Control 8 4 2 5 1 6 6 5 1 0
1000mg/kg 6 5 1 6 0 6 6 5 0 1
Female Control B 6 O 5 1 6 6 g8 0 O
1000mg/ke 6 6 0 6 0 6 6 6 0 0

Grade signs are as follows.

Epithelial c
Erythrocytes
Leucocytes
Casts
Crystals

3/field; +, 3/field =and < 10/field; #, 10/field =and < 20/field; », =20/field.
10/field; +, 10/field =Sand < 30/field; », 30/field =and < 100/field, », countless.

ells: -, <

N <

, < 3/field; +, 3/field =and < 20/field; «, 20/field =and < 40/field; », =40/field.
, N

, <

one; +, =1/all field.
10/field; +, 10/field =and < 20/field; », 20/field =and < 30/field; #, countless.
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Table 6 Hematological findings in rats treated orally with sodium 2-naphthol-3,6-disulfconate for 28 days
Group Num?er Leucocyte Erythrocyte Hemoglobin Hematocrit Platelet MCV MCH
Sex and 0
dose animals (102/e1) (10%/u1) (g/dl) 63 (104 /u1) (f1) (rg)
Male Control 8 93 792 15.1 46.6 101.2 59 19.1
21 +30 0.4 1]1.6 8.8 +] 0.9
100mg/kg 6 71 743 14. 45.6 92.7 B62xx 19.6
t14 +28 0.3 1.0 8.5 t] 10.4
300mg /kg 6 86 51 14.9 48.6 108.6 62xx 19.7
+36 45 +0.6 2.0 8.3 +] 10.5
1000mg/kg 6 87 766 14.9 46.9 99.4 B1xx 19.5
+29 +29 +0.5 1.3 +4 .7 12 10.6
Female Control 6 60 1 14.8 45.4 101.7 61 19.7
+15 +29 0.4 £].2 +8.5 ] 10.4
100mg/kg 6 70 752 14.6 45.4 102.4 60 19.4
+19 +32 0.6 2.5 5.4 +2 0.5
300mg/ke 6 64 781 15.2 16.4 103.9 60 19.5
+10 132 0.5 £].1 +10.2 12 0.7
1000mg/kg 6 57 738 14.7 M9 100.9 61 20.0
+g +31 +0.6 +1.9 18.0 +2 £].0

xx: P<0.01 (significantly
Yalues are meantS.D.

different from control).
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Table 6 - continued Hematological findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days
Group Number MCHC Prothrombin APTT
Sex and of time
dose animals ) (sec) (sec)
Male Control 6 32.4 13.3 25.2
0.5 +2.9 £]1.7
100mg/kg B 32.0 13.4 24.3
0.3 £1.7 £2.0
300me/ke 6 32.0 12.4 23.2
0.2 £]1.3 3.2
1000mg/kg ] 31.8x 12.3 23.3
0.4 £].2 0.9
Female Control 6 32.5 10.5 18.7
10.5 (.2 +].1
100mg/kg 6 32.1 10.5 19.7
: +0.8 +0.3 +].7
300mg/ke 6 32.7 10.6 18.5
0.3 0.4 0.9
1000mg/kg 6 32.8 10.5 20.1
_ 10.6 0.4 +].0

x. P<0.05 (significantly different from control).
Values are meantS.D.
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Table 6 - continued Hematological findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days
Group Number Differential leucocyte count
Sex and of
dose animals Eosinophil Neutro-Stab. Neutro-Seg. Lymphocyte Basophi | Monocyte
%) ) ¢3)] 9] €3] %
Male Control 6 0.5 0.0 13.0 85.8 0.0 0.7
0.5 0.0 2.8 2.7 0.0 0.5
100mg/kg 6 0.5 0.0 13.3 85.7 0.0 0.5
0.8 +0.0 5.8 5.4 0.0 0.5
300mg/kg 6 0.5 0.0 4.2 84.8 0.0 0.5
0.5 0.0 6.2 +8.5 0.0 0.5
1000mg/kg 6 1.0 0.0 11.5 86.7 0.0 0.8
+].3 +0.0 +4.4 +3.9 +0.0 1.2
Female Control 6 0.7 0.0 14.3 84.3 0.0 0.7
+1.0 +0.0 13.3 +3.3 +0.0 0.8
100me/ke 6 1.0 0.0 10.5 88.3 0.0 0.2
7 +1.3 +0.0 3.5 4.5 +0.0 0.4
= 300mg/ke 6 1.0 0.0 9.5 88.7 0.0 0.8
0.9 +0.0 £3.8 4.3 0.0 +1.0
1000mg/kg 6 1.5 0.0 10.5 87.2 0.0 0.8
2.3 0.0 5.3 7.7 0.0 0.8

Not significantly different from control.
Yalues are meantS.D.



Study No.29633

Table 7 Hematological findings in rats treated orally with sodium 2-naphtho!-3,6-disulfonate for 28 days followed by 14-day withdrawal period
S Grgup Num?er Leucocyte Erythrocyte Hemoglobin Hematocrit Platelet MCY MCH
ex an o
dose animls  (10%/¢1) (10%/ul) (g/dl) ¢9) (104/u1) tn (rg)
Male Control 8 94 862 15.1 47.9 100.9 56 17.8
+30 131 0.6 +1.8 +10.2 ] 0.4
1000mg/kg 6 103 844 15.0 47.3 98.3 56 17.8
+30 142 10.6 +].8 +10.2 x] x0.8
Female Control 6 64 795 14.7 5.9 103.3 58 18.5
+14 128 0.4 1.7 7.7 t] 0.4
1000mg /kg 6 8 780 14.3 4.8 107.1 58 18.4
+14 132 0.2 t].4 +14.7 £l 0.5

Not significantly different from control.
Values are meantS.D.
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Table 7 - continued Hematological findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period
Group Number MCHC Prothrombin APTT
Sex and of time
dose animals (¢9)] (sec) (sec)
Male Control ] 31.6 13.3 24.2
+0.2 +0.9 £1.8
1000mg/kg 6 31.7 13.1 22.4
+0.6 +].6 +2.6
Female Control 6 32.1 10.3 17.7
0.5 +0.6 +1.2
1000mg /kg 6 32.0 10.2 16.2
0.6 0.7 2.7

Not significantly different from control.
Yalues are meantS.D.
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Table 7 - continued Hematological findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period

Group Number Differential leucocyte count
Sex and of
dose animals Eosinophil Neutro-Stab.  Neutro-Seg. Lymphocyte Basophil Monocyte
3 §3) ¢y %) » ¢))
Male Control 8 0.2 0.0 6.3 92.5 0.0 1.0
0.4 0.0 2.3 2.6 0.0 +]1.1
1000mg/kg 6 0.2 0.0 8.7 90.2 0.0 1.0
0.4 0.0 5.0 5.2 0.0 0.9
Female Control 6 0.7 0.0 13.8 85.0 0.0 0.5
+0.8 0.0 5.4 +6.3 0.0 +(.8
1000mg/kg 6 1.3 0.0 17.3 80.2 0.0 1.2
+1.5 0.0 +10.7 +10.8 0.0 0.4

Not significantly different from control.
Values are meantS.D.
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Table 8 Biochemical findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days
Group Number T.protein Albumin A/G ratio T.bilirubin ~ GOT GPT 7-GTP ALP
Sex and of
dose animals (g/d]) (g/dl) (mg/d1) (1u/1) {1/ (/D) (1u/1)
Male Control 6 5.0 3.6 2.60 0.0 88 19 0.3 281
0.1 0.1 +0.41 0.0 +]13 +3 0.2 +42
100mg/kg 6 4.9 3.5 2.48 0.0 82 18 0.2 302
0.2 +0.1 +0.26 0.0 £10 +3 0.2 +53
300mg/kg 6 5.1 3.6 2.39 0.0 95 17 0.4 246
0.3 0.2 10.15 0.0 +17 +3 0.3 176
1000mg/kg 6 5.1 3.6 2.42 0.0 86 17 0.2 256
0.2 10.1 +0.16 +0.0 +14 2 (.2 +67
Female Control 6 5.2 4.0 3.14 0.0 87 15 0.3 172
+0.3 0.3 +0.42 0.1 +20 +3 0.3 +26
100mg/kg 6 5.2 3.8 2.7 0.0 81 15 0.2 162
0.4 0.2 +0.13 0.0 +19 £3 $0.2 24
300mg/kg 6 5.5 4.0 2.86 0.0 18 14 0.2 188
) 0.3 +0.2 +0.17 +0.0 +10 +2 0.2 63
1000mg/kg 6 5.3 3.9 2.71 0.0 88 15 0.2 133
0.2 0.2 +0.17 +0.0 +11 2 +0.2 +41

Not significantly different from control.
Yalues are meanzS.D.



Table 8 - continued

Biochemical findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days

Study No.29633

Group Number Cholin- Acetyl T.cholesterol Triglycerides Phospholipids Glucose BUN Creatinine
Sex and of esterase chol inesterase
dose animals au/n {(apH) (mg/dl) (mg/dl) (mg/dD) (mg/dl) (mg/dl) (mg/dl)
Male Control 6 50 0.00 58 47 97 107 16.7 0.4
16 +0.00 +13 +16 +18 +14 2.2 0.0
100mg/kg 6 51 0.00 55 60 98 107 16.1 0.4
+13 +0.01 +8 +17 +9 +10 +].6 0.1
300mg/ke 6 52 0.00 57 55 100 118 16.3 0.4
+]14 +0.01 +8 +24 111 +21 2.7 +0.1
1000mg/kg 6 58 0.01 57 65 101 108 17.3 0.4
=10 +0.01 +6 +28 +]12 +6 2.1 £0.0
Female Control 6 489 0.39 67 24 132 32 24.9 0.5
+80 +0.07 5 +8 +]13 +14 2.9 0.1
100mg/kg 6 382 0.28 54 20 105x 92 25.1 0.5
+]119 +0.10 +12 +5 +18 £15 2.0 0.1
300mg/kg 6 433 0.32 60 27 121 95 23.8 0.5
+94 +0.09 +12 +8 +23 +13 +3.9 0.1
1000mg/kg 6 515 0.41 96 22 110 90 24.8 0.5
+127 +0.12 +7 +3 +]12 +]] 6.3 +0.1

x. P<0.05 (significantly different from control).

Yalues are meantS.D.
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Table 8 - continued Biochemical findings in rats treated orally with sodium 2-naphthol-3,6-disuifonate for 28 days
Group Number IP Ca Na K Cl
Sex and of
dose animls (mg/dl) (mg/dl) (mEq/1) (mEq/1) (mEq/1)
Male Control 6 7.7 9.5 147.8 4.22 107.8
+0.5 10.1 +0.7 10.18 0.8
100mg/kg 6 7.4 9.3x 146.4xx 4.24 107.5
+0.6 +0.1 +0.4 £0.17 £].1
300mg/kg 6 7.4 9.5 146.5%x 4.36 106.3
+0.2 0.3 +0.6 +0.14 2.1
1000mg/ke 6 1.7 9.5 146. 1xx 4.32 106.2
0.4 +0.3 +0.6 +0.12 +]1.3
Female Control 6 8.6 9.7 146.5 41.44 109.1
+0.6 0.2 0.7 (.36 t].1
100mg/kg 6 8.2 9.6 146.6 4.44 109.8
t1.1 0.4 0.7 +0.23 t1.1
300mg /ke 8 1.7 9.8 146.2 4.48 108.4
T 0.7 0.3 0.8 +0.29 1.0
rvw
1000mg/kg 6 7.8 9.8 145.8 4.29 108.8
0.7 +0.3 0.7 +0.16 +1.3

x. P<0.05, xx! P<0.01 (significantly different from control).
Values are mean+S.D.
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Table 9 Biochemical findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period
Group Number T.protein Albumin A/G ratio T.bilirubin GOT GPT 7-GTP ALP
Sex and of
dose animals (g/dl) (g/4d1) (mg/dl) (1u/1) (/) (/1) (/1)
Male Control 6 5.1 3.5 2.24 0.1 99 19 0.4 235
+0.1 0.2 10.23 0.1 24 +2 £0.2 +37
1000mg/ke 6 5.1 3.5 2.20 0.0 100 21 0.3 227
0.1 10.1 +0.10 0.1 £]8 +3 0.2 +53
Female Control 6 5.4 3.9 2.48 0.1 109 19 0.3 144
+0.4 +0.3 +0.10 +0.0 +20 +2 +0.2 +48
1000mg /kg 6 5.5 1.0 2.73xx 0.1 103 17 0.3 152
0.2 10.1 +0.16 0.0 +13 +4 0.3 +18

xx. P<0.01 (significantly different from control).
Values are meantS.D.
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Table 9 - continued

Study No.29633

Biochemical findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period

Group Number Cholin- Acetyl T.cholesterol Triglycerides Phospholipids Glucose BUN Creatinine
Sex and of esterase cholinesterase
dose animals (/1) (apH) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl)
Male Control 6 53 0.02 54 78 103 116 16.4 0.5
+16 10.01 £]1 +31 +15 +]2 2.2 +0.0
1000mg /ke 6 o4 0.02 54 67 100 116 17.0 0.5
+]13 +(.02 +7 +18 +6 19 +]1.0 0.1
Female Control 6 510 0.45 62 19 120 93 22.2 0.6
+239 £0.23 t14 +4 +27 +10 2.7 £0.1
1000mg / kg 6 185 0.42 T1 29x 139 99 21.3 0.5
+73 +0.07 +]15 £]1 t18 19 t].2 +(.0

x. P<0.05 (significantly different from
Values are meantS.D.

control).
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Table 9 - continued

Study No.29633

Biochemical findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period

Group Number 1P Ca Na K Cl
Sex and of
dose animals (mg/dl) (mg/dl) (mEq/1) (mEq/1) (mEa/1)
Male Control 6 6.9 8.5 146.0 4.25 106.3
0.5 10.2 11.2 +0.21 +1.4
1000mg/kg 6 6.9 9.6 144.9 4.32 105.5
0.4 0.2 £0.6 +0.18 +].1
Female Control 6 6.1 9.8 145.2 4.20 108.9
+0.6 +0.3 0.5 +0.24 £1.5
1000mg /kg 6 5.7 9.6 145.7 4.25 103.0
0.6 +0.2 0.7 +0.24 £1.2

Not significantly different from control.

Yalues are meantS.D.



Table 10 Necropsy findings in rats treated orally with sodium 2-naphthol-3,8-disulfonate for 28 days

Study No.29633

Sex Male Female
Group and dose Control  100mg/kg 300mg/kg 1000mg/kg  Control  100mg/kg 300mg/kg  1000mg/ke
Organs and findings Number of animals 6 6 6 6 6 6 6 5
Respiratory system
Lung
Dark red spot 0 0 0 1 0 0 0 0
Nervous system
Eye ball
Dark red spots, bilateral 0 0 0 0 1 0 0 0
Integumentary systenm
Integument
Trauma, cervical skin 0 1 0 0 0 0 0 0

No appreciable changes in all other organs and tissues.



Table 11 Necropsy findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period

Study No.29633

Sex Male Female
Group and dose Control  1000mg/kg  Contro!  1000mg/kg
Organs and findings Number of animals 6 ] 6 6
All organs and tissues NR NR NR NR

NR: no remarkable change.



Table 12 Organ weights in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days

Study No.29633

Sex Group Final Brain Heart Lungs
and Body Weight
dose
® & (2/100gB.¥.) (&) (g/100gB.¥.) (&) (2/100gB.¥.)
Male Control N 6 6 6 6 6 6 6
Mean 339.9 2.12 0.63 1.21 0.35 1.19 0.3
S.D. £25.1 +0.08 +0.04 +0.17 +0.03 +0.07 +0.01
100mg /kg N 8 6 8 6 6 S 6
Mean 3141 2.09 0.61 1.19 0.35 1.19 0.35
S.D. +27.4 +0.06 +0.05 +0.12 +0.02 +0.08 +0.01
300mg /ke N 6 8 B 6 8 6 6
Mean 360.1 2.07 0.58 1.30 0.36 1.22 0.34
S.D. +37.4 +0.06 +0.05 +0.12 +0.04 +0.08 +0.02
1000mg/kg N 6 6 6 6 6 6 6
Mean 365.9 2.13 0.58 1.24 0.34 1.27 0.35
S.D. +26. 10.02 +0.04 10,12 +0.03 +0.12 +0.02
Female Control N 6 6 6 6 6 6 8
Mean 206.9 1.94 0.94 0.80 0.39 0.96 0.46
S.D +12.2 +0.06 +0.04 +0.06 £0.03 £0.06 +0.04
100mg /kg N 8 6 6 6 6 6 8
Mean 222.6 1.96 0.89 0.79 0.35 0.9 0.43
S.D. +19.2 +0.03 +0.07 +0.06 +0.03 +0.07 +0.02
300mg /kg N 6 8 6 6 6 6 8
Mean 213.8 1.94 0.91 0.79 0.37 0.97 0.46
S.D. +14.8 +0.09 0,07 +0.05 +0.03 +0.04 +0.05
1000mg/kg N 6 6 6 6 6 6 6
Mean 218.6 2.02 0.92 0.82 0.37 1.01 0.45
S.D. +10.9 +0.10 +0.08 £0.06 +0.02 +0.08 (.02

Not significantly different from control.



Study No.29633

Table 12 - continued Organ weights in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days
Sex Group Thymus Liver Spleen Kidneys
and
dose
() (g/100gB.%.) () (g/100gB.W.) () (2/100gB.%.) (g) (g/100gB.%.)
Male Control N 6 6 6 6 6 6 6 6
Mean 0.54 0.16 10.42 3.06 0.67 0.20 2.40 0.71
S.D. +0.07 +0.02 £1.12 +0.16 +0.05 +0.02 +0.19 +0.03
100mg/ke N ) 6 6 6 6 6 [ 6
Mean 0.53 0.16 10.78 3.12 0.69 0.20 2.44 0.71
S.D. +0.07 +0.03 +].50 +(0.22 +0.11 +0.02 +0.12 +0.04
300mg/ kg N b 6 6 6 6 6 6 6
Mean 0.70x 0.20x 11.42 3.15 0.74 0.21 2.55 0.71
S.D. +0.09 +0.01 12,22 +0.30 £0.13 +0.03 +0.28 +0.05
1000mg/kg N 6 B 6 6 6 6 6 8
Mean 0.58 0.16 11.73 3.19 0.77 0.21 2.54 0.69
S.D. +0.14 £0.03 +1.89 +(}.36 +0.12 +0.03 +0.20 £0.03
Female Control N 6 6 6 6 6 8 6 6
Mean 0.39 0.19 6.26 3.03 0.47 0.23 1.62 0.78
S.D +0.04 +0.02 £0.50 +0.21 +0.02 +0.02 +0.08 +0.04
100mg/kg N 6 6 6 6 6 8 6 6
Mean 0.48 0.22 6.62 2.98 0.49 0.22 1.62 .73
S.D +0.09 +0.04 +(.68 +(.25 +0.08 +0.02 +0.10 +0.06
300mg/kg N 6 6 6 6 6 6 6 6
Mean 0.46 0.22 6.75 3.18 0.51 0.24 1.7 0.81
S.D. +0.12 +0.07 +(.47 +0.22 +0.08 +0.04 £0.07 +0.07
1000mg/kg N 6 6 6 6 6 B 6 6
Mean 0.39 0.18 6.70 3.06 0.50 0.23 1.69 0.77
S.D. +(.08 +0.03 +0.71 +0.23 +0.06 +0.04 +0.08 +0.05

x. P<0.05 (significantly different from control).



’ Study No.29633

Table 12 - continued Organ weights in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days
Sex Group Adrenals Testes Ovaries
and
dose
(mg) (mg/100gB.W.) (g) (2/100¢B.W.) (mg) (mg/100gB.W.)
Male Control N 6 6 8 6
Mean 50.9 15.0 2.99 0.88
S.D. 9.2 2.4 +0.13 +0.06
100mg/kg N 6 6 6 6
Mean 50.0 14.5 2.85 0.83
S.D. 7.1 t1.4 +0.10 +0.07
300mg/kg N 6 6 6 6
Mean 49.6 13.8 3.03 0.84
S.D. 5.7 0.8 +0.23 +0.07
1000mg/kg N 6 b 6 6
Mean 58.8 16.0 3.05 0.84
S.D +7.0 $1.2 +0.18 +0.10
Female Control N 8 6 6 6
Mean 64.5 31.3 76.1 36.9
S.D 8.3 +3.8 +7.6 3.9
100mg/kg N 6 6 8 6
Mean 65.4 29.7 86.9 39.3
S.D 9.8 6.2 5.5 +3.6
300mg/kg N 6 6 6 6
Mean 60.1 28.0 86.0 40.2
1 S.D £12.7 4.8 +8.5 x2.1
1000mg/kg N 6 6 6 6
Mean 64.4 29.4 90.2 41.3
S.D 8.2 3.1 +16.6 7.8

Not significantly different from control.



Table 13 Organ weights in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period

Study No.29633

Sex Group Final Brain Heart Lungs
and Body Weight
dose
() () (g/100gB.4.) (g) (g/100gB.%.) (g) (g/100gB.%.)
Male Control N 6 B 6 ) 6 6 6
Mean 380.2 2.12 0.56 1.26 0.33 1.26 0.33
S.D. 1+42.6 +0.11 10.05 +0.25 +0.03 £0.16 £0.03
1000mg / kg N 6 6 6 5 6 6 6
Mean 392.4 2.17 0.56 1.30 0.33 1.28 0.33
S.D. +40.7 £0.12 +0.06 +0.25 +0.04 +(.08 (.02
Female Control N 6 6 6 6 6 6 B
Mean 233.1 2.02 0.87 0.88 0.38 1.03 0.44
S.D. +14.7 +0.03 +0.05 +0.09 +0.02 10.05 +0.03
1000mg /kg N 6 6 6 6 6 6 6
Mean 231.7 2.02 0.88 0.84 0.36 0.97 0.42
S.D. +15.7 +0.05 +0.06 +0.06 +0.02 10.07 +0.02

Not significantly different from control.



Study No.29633

Table 13 - continued Organ weights in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period

Sex Group Thymus Liver Spleen Kidneys
and
dose
(e) (g/100gB.%.) (g) (g/100gB.%.) (g) (g/100gB.¥.) () (g/100gB.W.)
Male Control N 6 6 6 6 B 6 6 B
Mean 0.4 0.12 11.05 2.90 0.72 0.19 2.66 0.70
S.D. +0.11 +0.03 +1.60 10.22 +0.10 +0.02 £0.32 +0.04
1000mg/kg N 6 6 8 6 8 8 6 6
Mean 0.47 0.12 11.10 2.82 0.73 0.19 2.63 0.67
S.D. +0.05 +0.02 1].42 +0.10 +0.08 +0.01 +0.34 10.03
Female Control N 6 6 6 6 6 6 6 6
Mean 0.34 0.14 6.62 2.84 0.9 0.24 1.62 0.69
S.D. +0.08 10.03 +0.69 £0.19 +0.03 £0.02 +0.14 £0.04
1000mg/kg N 6 6 6 6 ) 6 6 6
Mean 0.38 0.17 6.74 2.90 0.52 0.23 1.63 0.71
S.D. +0.06 +0.03 £0.77 £0.17 +().08 10.02 +0.08 +0.02

Not significantly different from control.



Study No.29633
Table 13 - continued Organ weights in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days followed by 14-day withdrawal period

Sex Grgup Adrenals Testes Ovaries
an
dose
(mg) (mg/100gB.W.) (g) (g/100gB.¥.) (mg) (mg/100gB.W.)
Male Control N 6 6 6 B
Mean 52.2 13.9 2.95 0.78
S.D 9.9 3.0 +0.27 +0.07
1000mg/kg N 6 6 6 6
Mean 54.0 13.9 3.14 0.81
S.D 9.7 2.5 +0.30 +0.09
Female Controt N B8 6 6 6
Mean 70.9 30.4 86.2 37.0
S.D +4.3 +].2 +10.9 4.0
1000mg/kg N 6 6 6 6
Mean 64.0 27.6x 81.2 35.0
S.D. +8.9 £2.3 3.5 3.2

x. P<0.05 (significantly different from control).



Table 14A Histopathological findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days

Study No.23633

Sex Male Female
Group and dose Control 100mg/kg 1000mg /kg Control 1000mg/ke
Organs and findings Number of animals 6 1 6 6 6
+ # + # - 4+ & + #  # - 4+ # W
Respiratory system
Lung ) ()] (n 0] (o
Hemorrhage, localized 0180
Cellular infiltration, localized 610
Nervous system
Eye ball 0 (1)) (0 (1 0
Hemorrhage, vitreous body, bilateral 0100
Integumentary system
Integument ()] (1) (0 ) o)
Erosion, cervical skin 10

Grade sign: -, none; +, mild, #, moderate, #, marked.

Figure in parentheses represents the number of animals with tissues examined histopathologically.

No remarkable changes were observed in the liver, spleen, heart, kidney and adrenal in the control group and 1000mg/kg group.
(]



Table 14B Histopathological findings in rats treated orally with sodium 2-naphthol-3,6-disulfonate for 28 days

Study No.29633

Sex

Group and dose

Organs and findings Number of animals

Male Female

100mg/kg  1000mg/kg  Control  1000mg/ke

Respiratory system
Lung
Hemorrhage, localized
Cellular infiltration, localized

Nervous systen
Eye ball '
Hemorrhage, vitreous body, bilateral

Integumentary system
Integument
Erosion, cervical skin

*. not examined.

No remarkable changes were observed in the liver, spleen, heart, kidney and adrenal in control group and 1000mg/kg group.
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