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R-945
4. EH

Benzenesulfonic acid,4-hydroxy-,tin(2+)salt @ 0 (X}BREE) . 12, 60, K U300 mg/kg
%, Sprague-Dawley & SPF 7 » b OREICIIAHEIRT 14 B IR OREHIFE %28 L THKR
B (42 BR) £ T, MEITIIZEAT 14 B R OTEH I O ERHE 28 L TR
FA4BET (Q1~51 HF) #E L, KERSEXEROEFEBEBEERET L, EiZ,
0 %1300 mg/kg F|EBEIZOWTIZ 42 BE#& S L7-t%. 14 BEIOEIERMZRT. &
HELDO R HEHEZ R LT,

1) REESSEHE

FEM—BRIREBOBE, BEBERE, BHHE,. BREHEOHE. KE, BEE,
RBRE (BAEZED) RUOMBLERECERYERSICLI2BEBEIRD LR
o7,

—RRHETIX, 300 mg/kg B EFH OB TS 4 BRI 5% OB b LT,

MEFERE T, HSHRRTEREICBV T, 300 mgkg REBHOHT~ES 1
BRI N7 Uy MEDIEERA G,

MEEFRETIE, BREHMBTRREICBW T, 300 mgkg B#E5BEOHET ALT ©
BERA LT,

JRERERE TIE. BSHBMKETRREICBWT, 300 mgkg REHEOMHHETERO
5, HOBERBRORER O 2B OME FRAROIERBRD bR,

MEFRER VRBEFRE TR LR, WFhbREIC LY EE LT,

2) AERESFM

HEH, REFTRRELEZBE, RBE, BRERUZEBRICIEBRDERSOE
BIIROonehroTz, Eiz, HER, HRHM. BEK, FRREER. FRE, XE
IR, HAERK, HAERROHLCERDEREOREIIR O LI T, BAHETO
BIARBIZHLEE. Kb dohidol,

HAR TR, SREE, HAEBRRUOAR 4 BOKER AR 4 BHBRFTRROERE
RIHEBRYEREICLIDIELERD LN o T,

b DFERD B, Benzenesulfonic acid,4-hydroxy-,tin(2+)salt D KB #5412 %t

T HEREEITMERE S I 60 mg/kg/day, EFERAEFMICK LIRS EM R CR
B xT T 2 EEEREITVTILS 300 mg/kg/day & HEIEr L7z,
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5 #

EEFBEEXRRALRFETER LEDHEREHAREOERICLY,

Benzenesulfonic acid,4-hydroxy-,tin(2+)salt #J v b ZHW=ZROBEIZ L ZRERS
BHE-ATEREBEFERREER L 20OT, TORBEERET D,
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6. BEMHRUAE
6.1 HERME
Benzenesulfonic acid,4-hydroxy-,tin(2+)salt iX
LTRSS Ebicissh GREERD .

B ‘: Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
CAS & : 70974-33-3

BEASUIRERX (CsH4(OH)S03),Sn

SFE : 465.05

LR : 96.0%

Rl (R D OHEEE)
: Benzenesulfonic acid,2-hydroxy-,tin(2+)salt<2%
Benzenesulfonic acid,2,4-hydroxy-,tin(2+)salt<2%

PR : BaEREOHR

WA : 300°C LAk

AF ) —NVER (1-20)

: 2%LL ETHE

LEM : BERBRKE TRICHPEREE CTHELZRR L
R, REMICEBEII o7 (BATEE2) .

REFE : WEEET (BBREN., FFAME : 1~10°C, EHIE : 2~8°C)

TAEGET : BB HBRDERGTEROE | FEH 2 B
By ERME

BEOWLE : WRME 5g ZRERE & U THBRENEHT HRYE
REZEZRFL, BRBRKTROREIZTNTKA
LR EHITRAI LT,

6.2 HERADHER

6.2.1 BERBEORHURURESE
BEZLCLEEOHEBMELTEL., BEHAK GREEXERETS, oy b
FE : 6A80) IKHRAITMAZTRHIBEL C24, 2KV 60mymLEEZFAM L, RAEUL7
BRI 1 L EOSEETITV, FRRE TEXEZE (Bl 72 ITARTHIER
(BREA. EHE : 3~6°C) TREL. EARNCERIZE Lz, BRKIIRAED X
WD ETBRK, R— =A%) TR E & CTERLS LT,
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6.2.2 BERRDOREN

AEBRWE O 2 KT 200 mg/mL BREIK (LA : EH K 1, EXRAR THREERT (W
BREERN) 8 HEMRERRE 4 BHRIRETHDL I LAKEREER S VY —F & —
THERIN TV (RIFER 3, RBRES : A-1905) .

6.2.3 BERBEDRE - — 1R

HOBREGE 18 LBEGREEBICBVAERERIZONVT, BR&SHEA Y I —F &
v E—HBRGET CRIEEEIC LV T L, TR, FREKE bIZRTE
WX DR E OFIE X 94.5~107.5%, C.V.MHIX 0.0~23%THV, TN HFEFE
FN (BE : HREIZRT 5EE+10%, C.V.: 10%ELTF) Thotz (BRFEE4, 5),

[t AR HEME ]
EE : RF{bpk =4t
£ : Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
7y hES : 060501
REFIE : INEERT (IMEREN. FAME : 1~10°C, EBIE : 2~8°C)
RSB : HEBEHZET HROEREFEERCEFBEEDE
RIS AT
[53#7 7 1]

PTORIZHE> TH R L, REEZAREBZHAM L, 2B 1 KAERTEIT 7L
Fe77 %, 2RFREV 3 RHFRTIEAT 7 Fa7 I /&EK 9:1, wW) %
RAOTHR LUz, MERBORBRIZI< 7R F v 7 AF—F —THAELRBDL n=1 TIT

277,

N 1 KRR 2RER 3RAR
(mgml) HBE EFE BRE EFR 2 GBRE ErE FRE
(mL) (mL) (mL) (mL) (mL) (mL)
2.4 1 10 2 10 - - 50
12 1 10 1 25 - - 250
60 1 10 1 30 2.5 10 1200
[ Ak 2R]
4R SEEE R U-1100 (BX&t: B SL8/ERT)
[53 e BT E 1]
HEEE : 271 nm
pay:cEaw ot : FRhIe Rn7I /78K (9:1. vv)

14
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[HEEDOEH]

BERBBKROBEE 3E, BEZUREOEXELZZLEN 1EFTOHEL,
PTFoRIZ & 9 BIESRFEH O Benzenesulfonic acid, 4-hydroxy-, tin (2+) salt J8E % R
7o

1
x AxFx

I E R Benzenesulfonic acid, 4-hydroxy-, tin (2+) salt BB (mg/mL) = 5 1000
s

Qt : HIEEAFE D Benzenesulfonic acid, 4-hydroxy-, tin (2+) salt O S

Qs : EHEREBIANK D Benzenesulfonic acid, 4-hydroxy-, tin (2+) salt D ¥R E

A EHEFREHENE B 0 Benzenesulfonic acid, 4-hydroxy-, tin (2+) salt & B
(ng/mL)

F o AR

6.3 HEREIM

Sprague-Dawley 52 SPF 7 » b [Crl:CD(SD), BAF ¥ —/ R - U N—path, E
AREAEE ¥ —) MRS 70 5% 8 BE THEA (ARILH : MERES 73L) L. 15HE
DRFE - BULRE 21T o7, TOM, —RREOBE, FEAERCHASRE (&
B THO 9 B 2RIC, BEX—RIRE, I —RREBRUCERRICENLN
BENRL, BEENNBEHF 2 SSILERIRL, 10 BlHCREICERA L, RER
haEE O (R BT I HE C 340~409g. X 205~257g TH o 7=,

BB, BoORESTYE (BEHGAONB) OFEREICLVEREL., FHEOYEY
BERTXDETHEL 2D L) FRICEH YT, BEoftiTiiarEa—2%
Awle7 oy 7BEBERVEELHMBEORASG DY (o y JEBIETLERES
B L., RBRERUCENOEGES 2 BEAICEHE TE) TiTok, ool
SO S H, HIIEABEHME LT 4IEEZHEGRFAT LZ. ZO o (15 [L)
BEOWEHEEZR UM Q 6) o —F VIEREET CREFR ST, B, ik
5 L ELBESY 14 LR RLICE ) RRTREFERVARVELRRD 5
NPT led, REMEKRTE T —T VIEREET CTEEFE I,

6.4 WREEHE

gL, IBE 21~26°C, FEXNBE 38~63%. HAK[E%k 1 65/ 10~15E, MBI 1A 12
B¥R (07:00~19:00) OEHFAEE (FABEEES 301 X)) T/ 7/ v FX&BHH
77— (W 250xD 350xH 200 mm : BA— A at) CTEINC, ASEEHRE S It
R 1O 2CE2IRAE Lz, 2B, HiR17E1HBHU S BE TR, K& (RUA b
TV—7  BEAF IR - YR—HBAEH) 2PANETSIFTRAF v I-za r—v
(W 340xD 400xH 185 mm : BAZ L THAEH) ICEHNCINAE L, fFEHL NMF
B GERE: AV = X VBB TIERKNSHE, vy &S 060315, 060523, 060714)
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EAT U VABSISRE AVTEBICERS S, SREbKISKEK (EHBSETEKE
K RAKEMER) 2BHICERIETE,

AR DRBAHEZIZHOWVWTIE, FHLZay MZOWTHEEABERELSITE
VE—TEBLEGTTREREAFR LE, £, FRIZSOW T, MEEABERERS
ey —CEHH (FE6E) IEBLE-OWEREAF L, KEKIZOWTIE,
AKERICEM L 2K EORT 2 HEWMBREY V¥ —KKASHICEHR (F4E) 2
KHEL, BREAFELE, IR0 TF—2I2L 0 EE SREBIKEROKREFORAME
PRBRBICEEB LS DTMEEORV LEHEAL . OMREEDOE L2 RE L,

6.5 Eitpn#ER

B O BRI AT RN EES O TiTo Tz, BENTHRIZ, @/ —7
KB LB T Ly —U e, RBRES, BERK, R5E. 4. 9P
EBE, BEES. JIRTER (EROERCEEROMRE) | ZZRMARTSHH
(EBOM) 2HELL,

6.6 HRERR. BSHMRUBRSEHAETICEEREE T SDORREH

B 58 ¥ 1Y OECD Guideline for Testing of Chemicals 422 IZH#EL, O EZFIR L
7o BEHEITIEROBR CEIEFHOMERE CRRELRT 14 A, ZEHH 14 BRARTR
BLEARIRE T 14 BRI 42 B, EREOMECRABLRT 14 B [E. EEHH R CERHF &
BLCERAL4BETD41~51 BRI & LTz,

EEHRIIEEROME T, REKTH 4 BME L, TORKRELL,

6.7 {EAHE

BEFEL, TomEOROBRESEZEL TR MERORE L LE, BREFE
XS5mL/kgEHEL L. 7 VXV TAEY T 2AWVCHRAREORS L (08:22~11:38,
7L, BERIIOBRP THoEWIX, SRETHRD 15:24~16:53 1T 5 LT2) .
FTEREICIIEA (K 2REICERE Lz, BEAZLOREREIREFOKEL
EICEH LU, 2B, HOERE 7T BUBRIZ O W TIHER 7T BOBREZEBIZEHL
72

6.8 IHREERUHEERK

BERITI12, 60 RON300mgkg & L, THICHBEEZMZ 4 B8R E Lz, 18Y
720 OBMEIXEHOLH THBES 12 T, BEERITHREROEHERH CHES 5
ILE Lz, BEEREREE 1LITR LT,

16
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R1LBBEE
g | ROE | BRERE | L. T B
(mg/kg) | (mg/mL) B BMES B BMmEE
\ ®| 12 1001~1012 5 1013~1017
X R B 0 0 M| 12 1101~1112 5 1113~1117
\ | 12 20012012 — =
KR ER 12 2.4 e 12 2101~2112 - -
\ | 12 3001~3012 - -
RiiR -t 60 12 e 12 3101~3112 - -
N | 12 20014012 5 20134017
mRREE | 300 60 W | 12 4101~4112 5 4113~4117

6.9 HEEORTHENL

SEIZE M L7z Benzenesulfonic acid,4-hydroxy-,tin(2+)salt ® 7 v b % v 7z 14 A
RERAFLSEERR (THAR) | GF5E 100, 300 XU 1000 mg/kg, HRARHT
RSV —FEF— RBREE : C-R052) TiX. 100 mgkg CTHDOEFNEDOIEEH
HERE 2/5 BIZ., 300 mg/kg A EOBREHTRBEOBERBROEERVEBOIEENIZES
B A DA, BT 1000 mg/kg BV T, REFIHNICHEDEER CHHEDEEEE DK
., ASTRUN ALT DML ERA LN Y, Lzl->T, ARBRCTIIEHEETO
HILE~DOEBRWEREICLIFERTRIN, ETOLRIIRWEHEIND 300
mgkg ZEmAEE L, UTALLSTRLT60 KU 12mgkg D3 AEEZRE L,

6.10 BMBRUKREDHZE
REBRBOEEIITROEY & L,

B 5-FR4EH REHE1H

R H RO H
TRETIZELE-AEL  RELBRSRAZ 0 H & LTER
SRR T H :#&FL.0H

EERAsEE (REHFEKTORERA) EEF1HA

6.10.1 —RREBORE

EEEIZONT, REHRFIIER 3 | (REHT, REERR RSN 2 KR |
EEHRTEER 1| (FaTH) | ThehEnR, REBERE, £%. TBHRCHEE
MORERED—RRELBE LT,

6.10.2 HHT—RREBEOHE. BEERE. BARUVBREDEDME

AR —RRIREOBEIT, RERBINC 1B, £FEIZ > NWTITo, iz, £HE
OREFHRGHFETEE | B, HIREMESHRYRORESEPIEIEA 1 B &R
HEF ROEILMEPIIEEINZE (ER1, 7. 4MERQR208, #3A.48) Z&h
EATo e, EEFRIIREHMTROCEREMMFTER 1 BiTo72, HMERE. Bk

17
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VEREHNEOREIIEHOBETREKTE (536 B) I, EHOMETEA 48 (B
5 42, 43 B) o F1 REBZIC, EEHOMEECTREKTE (&5 36 B) RUEE
HTHE (EES8H) ICIHEHZD SEIZONTITo T,
FROBE, REERVCHIEIX, BRECH L TREELROBEHREZHR (71
FE) L. 8% 7 0% ACEEB LZRETITo, 28, Fll—RREoBEK
UHEREILX, EHT—YHBLUMIR a7 Lz REEZ AW,
1) FHM—RREOBE '
s A—AT—UNEBE
RE RE BRETH

o FIXEH-TOEE
BB —UNbOBROVHBLE S, A FY VT ARG, BE - B
W (EOBEN, BHE, SME. KEORKRY) | B (RERZELH. REBOH
XEE) . R 205w, FIEMEE, BEPREE (R, WE, 2E, &
LR, FER)

s =77 4—/V FREE
HERREE, 17, B8, K&, =8, x5 Ly E, Skttt GEEEK. $:R) |
ERITE (F&EV., EEZE) . BRETE (B, BHFRERY)

2) BRERE
WRERIS, #8ER0G, SRS, BRRG, BILRS ., ZPEmRE. &HFEEE
3) EBAHE

BEEREICE & &, CPU#'—Y MODEL-9502A (7 A a—x=> =7 J V7KK
St ZRHOTRIEEO®BEORDZHE L,

4) BREHEROHE

BAOBIEICS Eki%, ZRYYAERESH LI —NS-AS01 (HXE&HE=a—nH
ATVR) FRAVWCEHREBEZHE L, BEX 1RMAE L, 10 HERBET 0~60
SOEHEIToT,

6.10.3 KERE

EHOMIIHEEE 1, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39, 42 RU¥IK%A
2. EEHOHRIZEHOEORIERICMIEES 1. 4. 8. 11, 14 RUOFEIHRBIZ,
EHOMIITEEE 1. 4. 8, 11, 15 B CRREESWIILRESE 18, 22 BIZHHEIE) |
HEHR O, 4, 7. 11, 14, 17 R V20 BXNCRAL O RV 4 BECNWCHR B ICEE LS RIE
Lz, BB, FROSHBERICOEOK TREREINEFEOEH 0 B OBERE
ZFRE 08:19~10:32 OREIZfTo 72, FIRBIZIIENBEEEREH OO, ATENLH
16 FFM#ER SR OKEZRIE L,

18
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6.10.4 £2:3.1: 6§

2BEEICONT, EHOBIIHREE 1, 11, 15, 32, 36, 39 Rt 42 AT,
@@ﬁ@%%ii#@%@ﬂma_mKﬁﬁﬁlz1s11&UME . EEOMIX
BEFE 1, 4, 8, 11 RIS H, FR1, 4, 7. 11, 1 \W&UQOEiUuW%zﬁ
V4 BICBRHEEZREL, ATROKREEIS 1IEY Y0 1 BEFEZEH L, &
FEER OBREEDHEX 08:36~12:10 DREIZITo -,

6.10.5 BR A 7RE

EHOMOEFEEIZOWVWT, REMKBEIOREVPRBOONDIETEHERAAT %2
BEL, $f L7z, RERRSHFTIIER A T7TSRE2REME. BREHN. BERHAK
UREREFIZSREL, BEHNGRRAREROCRFEADLOROEFERETORE
A 2Tz, REHMEPIIERA A THNORFOREELR~,

6.10.6 REFHE

RELRIR S HRK T %, EHOR—REHEOHHES 1:1 TREREZY. ¥, &
RIS DVIIBA A THIZCEF 2R LELORREBRM AR L, REETIZ
E L BERIRERERZ 0B LREE LR,

6.10.7 PHERVIRILBRE

1) BEWMOBE

R R ma%iémE%A%éﬁ SRREBEORFOFREBE L, FHET
OWERITEEIR 21 BN OEE 25 BOFATFETI1 B 20 (1. FH®) 1TV, ERE
Mz 0.5 BEMTEH L, DBBFER SEBICKTLTWES, 202 0H
& L7z, 1R 25 HOFRT 10 E TIC ot Lieh oz 12 mgkg 583D 1 5l (BHE
5 :2112) L 300 mg/kg BEHD 25 (BHES : 4107, 4110) X, =— T VHET
fﬁk@%@% XD BB S BEBEITV., FEOFELHR L, Z0O/K

ERPBOONRNV ED, REEEHET L, ERMIE T O T — FIIHEHLE D
6%%Lto\%m%TLtl@%mmi DRBD, BEROCEEORBOFES
BERL, PHKTE2EI 0B EL, B4 ETCHAREZFLSE, BED, BEE
RUOBHAEHEEL L TRILREZBE L,

SR U BEITIRL 4 B2 5 —K (89 16~20 FFf) EEIEFA S BIZ, &8
5@mmﬁ%ﬁﬁﬁom&m%ﬁémtbmﬁmﬁk\%@@@ﬁ%wl~7w%m
T CHEXEIARGIBTIC L LB LSS, BABRROEREEZH -,

2) HEROHE

HABICAERRE, REREEZE X, HERIINAREFOFELZBEL. Hilz
HELTHREZRE L%, BEPELIEE, HERREROBREREZ4EKR 4B E
TEA1EfTo7, B, BERKRUFECIRITIEEL T,

A% 4 BIZEEZRE L%, 202 = —T VEREE T CHRIMEIE S & THRZTV,

19
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B - ES - A BT OBRE -HABROREOFELA ., B, HAEROE
HIZEENHAEZRE L, SEEA CHERNICERELZED L,

6.10.8 RizE (BKEBAEE2EL)

O[Sz VT, B#E&EKE (%5 37-38 B) RUOEEXRTE (E1E 9~10 H)
ENENRRBEEY PLIZFr—VIINAEL, BA - BEEBAKTT4EEREZ, K
WTEBER BHBATTZEORD® 20 FMRE2ER L, REEBIXLLTO@EY T
Hb, 2B, BRLEEND 4 BEERICOVWT pHUTIREE TORELRER, £
DOBIZE/ELNZ 20FHREZAVTEZEERCREOREZITV., REIX4FERORE
EO20KEORE*AH L CEH L BARIRRSBE Ly LS —VIKIRAL
7ZIREET, RIALD 1| HOBEBREEZBABEZAWTRE L,

mE®RE B o' FOE

pH A-YaVAF {9 IA-TEA B [7— 27 LA BRRSH] »
~ABE F-YavAT {9 )A-TEA B [7—27 LA BA&4] »
btk F-YavAT {9 )A-TEA B [T —2 LA BRRa4E] »
Fha—2R A=YavAFy)A-TEA RER#E [7— 2 LA BRRSE] ©)
=i A=VaVAT19)A-TEA RBRIE [7— 2 VABRREHE] »)
EYAE Y A=yav274y)A-TEA BB (7 — 2 VA A &4] »
vaey ) —Fr A=va/2F () A-TEARBRR [7—7 V1 HRlatt]
&3 Wﬂﬁﬁg

i SRk

RE (4FRHE) HEMAC Yy YEERWERENE (B : mL)
BEE KEBTEY (BAL : mOsm/kg)

RE (Q0KRHME) AAVY v —RWEEENE (BAL : mL)
BAE QARKHE) HEHE

R EH#ES

a) : AUTION MINI™ AM-4290 (7 —7Z L A BRk&4t)
b): BBIBEBERTEEE F— T FAFZ v k OM-6030 (77— 27 LA KRX&H)

6.10.9 m&RERE
BEEREZARUOEHEHEKRT BIZ, BTANL—K (§ 16~20 ) EEI V-4
BMEHES SITED (oW T, =—T VEREETIZBRRE L. B KBRS © EDTA-2K AN
#B (SB-41: VAR v 7 ZARREH) ICMEEHEBRL, UTOEBIZOWTHIE LT,
2B, 2FIZOVWT, May-Grilenwald-Giemsa $e@¥kI1Z X 2 MK BHRERZER LT,
L, Iu ke, BEERS bR T FAFURARCTZ 470 ) —
FUBIZOWTIE, 3.8% 7 =BT MY U ABEKIMARE (MK 9 Bk L 1 BOH
A) WCERUZmEEELSBE (3,100 rpm, 1,690xg, 1243/) LTH LM
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AWTHEIE L,

WA EH

R i BREK
NEJubr R
~< 7 Uy MiE
X IR MRS R
AR ER i fa 58 B
I FR M BR 65 38 IR B
MR Bk

JiIRANY i

H i BR %%

B ML ERE 5> 3

% A I BRAIAR D e 5= D

A =3 N s D 4 =i |

o oE 5 & B
2AELV—Y—Tua—H A b XY — 10%/uL
VT URAINESREVEEY g/dL
FRIERE B N EH R M ERATE > S B H <) %
2L —F—Tua—H A bAFY—IES fL
FRMERBERONE S e ENLER PE
NETSREVEBRUAT 7Yy MEaMLEHS g/dL
RNAR@IC LB L —HP—Ta—% A b X bY—§) %
2AEL—Y—To—Y¥ A F A Y-S 10%uL
2AEL—Y—Ta—Y A FRX Y —E 10%/uL

R_NFFVE—PREILDZV—Y—Ta—HA b
APy —ERAEL—F—To—% 4 PR PY—E %
NN FFE—BREAIZL D V—F—Ta—F A b
APY—ERAFEL—Y—Ta—H% A b X MY —#E 10YuL

EHEALER Sy b e R T X F R

T4TV I)—F B
55 Bl B H e

sy pEY s
ruay hbEY s
fr v RFTAF o HEY mg/dL

c): A MK FEHREIERE 7 F U« 7 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA,
IH#14 : Bayer Corporation, New York, USA)

d) : Mm¥KEERE H BhBIELEE ACL 100 (Instrumentation Laboratory)

ED . EROREXNREHMRES STIXLTOME L,

# e
1001~1005 1101, 1102, 1103, 1105, 1112
2001~2005 2102, 2106, 2107, 2110, 2111
3001~3005 3104, 3106, 3109, 3110, 3112
4001~4005 4101, 4104, 4105, 4111, 4112

B2 APhER, AFERER. AFHEIEER. U LoSER. BBRR OVARIFEYL IR

6.10.10 MAILFHRE

MEFRERRE L FRICER L iR 2 EERERA DV RRE (N V=7 M-
F— ey 7 TAERRSH) TRV, ELSHE (3,100 rpm. 1,690xg, 12 43fH)
LTHELNEZOEZAVWTUTOEBIZOWTHEIELZ, 7272 L. AST. ALT, LDH
B y-GTPIZ DWW T, ~/NY VIRBRE (MR | mL %72 94 20 BALDO~NY )
IR Lg% OoBE (3,100 rpm, 1,690xg, 1247/ L<CHLNZMmEEEH W

THIE L7,
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HREEH B OoE F Ok B {7
AlP Bessey-Lowry %’ IU/L
WavzFo—L CEH-COD-POD #:°’ mg/dL
Y ZVETFAR LPL-GK-GPO-POD #:°’ mg/dL
U VIBHE PLD-ChOD-POD #©’ mg/dL
Beyrrey YA rF RV F—EiES) mg/dL
Tha—=R INha—R7e Fayh—¥ike mg/dL
RBER Urease-LEDH %’ mg/dL
sV F=v Creatininase-creatinase-sarcosine-oxidase-POD i ©’ mg/dL
FTRIUTA A FRIREREES mmol/L
HY A A F U RIRBEIE mmol/L
b A F RN EME S mmol/L
I T A OCPC #°’ mg/dL
MY v Y IF UBRES mg/dL
wi-ABE Biuret 35 ©) g/dL
TSI BCG ik’ g/dL
A/G K BIZARABROTALTIVNDER
AST(GOT) UV-rate i’ IU/L
ALT(GPT) UV-rate 35’ IU/L
LDH UV-rate i%°) IU/L
y-GTP L-y-7" W3 3IN-3-DVE ¥y-4-=hu7=) b &) IU/L
16 AR I B 2%

e) : MEFRILFZEBNIEERE TBA-120FRE (BRN&HLEZ)

6.10.11 REERE

1) FREVCHBREEELNE

Z2FFEIZONT, BEREEFARCEEHMET Bic, MK - LEREFEREDZD
ICERM U 72 Bhd (& BEMERES S D) IXBmEIc, TOMOEMIZ=—T LFREET T
KENREIBTIC X 0 BUMBPE S &7, FhEhENER - B8 - 58 - B2 2ea
HOHRE - MBRORRIC L MR ERETN 21TV, BREEHR L, . HEY
(BE%) 3B S BICEBEE R CERER & 2 -,

MEFRE R CME(CFRE ORM 21T - 7= S BEMEE SITIc oW T, UTIRT
FE (BERERUCEELERZEF) 0FE (EHEE) ZRIETI L EBIC, BUHEERE
EHIRREDEEDHEE 100g X720 O EEZEH Lz, B, *HZ 27 =mAl
HEOREBEIZOWTIREFR A IZHIEL., ZOEFHECEHM L=,

R, BB (BEE/MEZETe) | BB, (O, AFEE. MR, TR, BB
FEER*, KRR Lik*
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2)

MM RE

EBMIZONT, LTIRTEHRE - %2 U VEBEE 10vol%dh < Y VK THEE.
BRIELE (ZF L BEEUEEMKIT 7T VIR CTEE L% Y VBEEE 10vol% kL
Y URTHRELE)  IRWT, RIT7oaBLER, 1IFE L (THREELZSE
B-HEBIIEE - REFEOAL LKL, ) A~ bXT Vv -4V (H-E) BEAZITV,
Z0HHBERVCEAEHOLK - MK{LFREICH LS 5 R ICE8Y
OHIRHREWAIZOVWTER L (FARMOBEIZ DWW TImEMZHHL, Az
B . TORKE, HEOT —HBICEBRMERSORENRBO LN, EHK
VEIE#H#OE2FICSVWTER L. EERVCREEFRROREZNZEERE LI

6.11
1)

2)

3)

KA, /MR, T, T () | LEHR. FRE. ER/ME, BIR. MR,
RN, BT U »o~E BRI Y o 8, DI, i (REX 22T B+
W, =85, G, BB, B, BB, AT, BhE. BEbt. R, HR LA SRR,
FE. BE. WE (BRZzET) . KBRE (BH2E0) . RIRNEFEBAL,
B B (FT)

HEEHAEAR
UTFTORIZLVENRFA—FEFEH LT,
REER%)= (ZRBME/FEESHE) x100
ZHRBR%)= (FRLUI-MOB/ZR LI-HOEK) x100
BEER%)= (FEL-EOB/ZR LD %100
EIRIIF(R)=% 0 B2k 0 A
HER%)= (HAERHESE/ITIRIER) %100
ERB(%)= (FEREL/EEFEH <100
FEEIRFR (%)= GEERZ/MBHERE) x100
HAER%)= (HAERBUMBHERE x100
ARRFEE%)= SNREERB/HERE) %100
PR =1 (eSS0
HAERAEFER%)= (£#% 4 BAETFRE/ER 0 HHARE) <100
FE, BiEE, BKkE, RXEHGERBEEL, A, BRECKELLZBE &
RHIE., B, EREER. HERK, 774NV FHBAE BEER
HENDEE) | HERE (GHENE [ BEAKVCEREDE. RREOEER
MIEE ., MEFERE, MRIEFEFRERCHRBEERRIKICRTERIROFEIZE >
TRE LT, B, HHAERGEE (MR I2o0»TiX, B8 Z L OFHEL R
Dk, BEERT- -9,
BIRE, FERE, HER, ARBEER, HEREFERIBIH T LITEREZRD
7e#. Bartlett REIZ LV EoBMEEREL (FEKE 001, @A) . L8O
HE X Dunnett RE. FEESEDBEE X Dunnett R EZ1To 72 (FEKAE 0.05
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R1r0.01, D PP,

BHOLHEHERERE
=2
B #C/
>3
Bartlett 3 € FRE*
W E FE
p20.01, L5y H p<0.01, FEE 5y 0 p>0.05, L43H p<0.05, FE& 45
Lotk S5
Dunnett Dunnett B Student ASPiH'WCICh
BRIE mean rank test DLRIE DtRE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
MR E IR E AR 2 R E

*: F=g,%/s,?

AT
(7"@2‘3\ Sl2>522)

4) REE, BHEE ZHE, HESR, HEROM, BRI, BIRR, iR
IS, BREE, BAKFARCZERERRR T, EFEOXEEMER. L dRs
REEV R, IRV S, AT R HEMS . HAETRK. MAFREK E
ERHOBLNE-EMEDOEH 2RO, A =— YV OEHEEEIZL S YREEZIT-
7= (FB/AKY 0.05 RN 0.01, WD , =720, BIHERS SUTOEBLEADL
NAEEIZ1X Fisher DEERRHBEECIVREZTo7= (FEKE 0.05 XV
0.01, W) .
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7.1 —f&ikHE (Table 1-1~1-8, Appendix 1~24)

FEBETIL, 300 mg/kg BEFHOHETEEZDOMELKRE 4 BLEIZE 6 flicAH bR
7o

ZOMDEFHRVCEEFHROBMICIIRE XA OIRI o,

7.2 FHHLT-RRKEBOHE. BERE. EHAERUVEREDHEDUE
(Fig. 1~6. Table 2-1~2-108, Appendix 25~327)
1) H—hr—TRNBIE (Table 2-1~2-30, Appendix 25~109)

FHEOEEHEOWTNLOBMICLREIZA LRI 2T,

2) FiZEEo TOEE (Table 2-31~2-60, Appendix 110~194)

FHROEEHOWTHLOBMIZLREIIA DRI 2T,

3) A—F 74—V FNBIE (Table 2-61~2-90, Appendix 195~279)

FEHROEEHOWVWTIOBMIZ L EEIAON b o7, Eo, AH RV EEK
ROBBIZHRBH L EERMERSH L OMICAEEIRO ORI 27,

4) FEFERRE (Table 2-91~2-96, Appendix 280~295)

300 mg/kg X EFEDOME TR 4 BICEHBIHBORREREES L LN, fHiZiZE
HEROEHEFOWTIWOEMICLRF XA N ehoTe, £, BPERRSFICIT
RELEERYERSH L OMIIARZIRD N2 T,

5) #EBABE (Table 2-97~2-102. Appendix 296~311)

FEHEVOEEHROWTNOBYIZ bR L EERYERSH L OMICEREIRR
oot
6) BRESHEOHE (Fig. 1~6, Table 2-103~2-108, Appendix 312~327)

FHTII, ARELEERDERSHLOMIIAREZRIRDO NN 2T,

EIE#ETIX. 300 mg/kg B EBHOHETHRE 6 BORERL 0~30 7O B R EHRICH
BEREERAZ NN, RARHOEHOREBEIZE(MITAONRP 222 LN LEEDN
L &l LT,

7.3 {&E (Fig. 7~10, Table 3-1~3-8, Appendix 328~351)
FHROEEROMESL bICFERCEFERMEICIINBHELZRGHLEOMICHE
BEERD Mo T2,

7.4 {EEHE (Fig. 11~14, Table 4-1~4-8. Appendix 352~375)
FHEOEEFHOHHE S HICEERICIIERYERSICIIFEIRD LN 1o
Yl
728, EITE#E TIX, 300 mg/kg B 5B DR C—RFICA R RELBRD HiL7225,
BEHEB~DOEENLONRN &L AERMTEIZERNOLEL L HEF LT,
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7.5 REE (BKEEAEZEZEYL) (Table 5-1~5-8. Appendix 376~393)
EREHIZOWTIX, E#HO 60 mgkgREH TRBEICEERBENH LN,
BREBICEELEZELTRERP 2T, FOMOBREEE TIX., XEHELSERDER
5B L OMICEEZIRD bR o7z,

EMEBIZOWTIR, ERHERVEEROWTRLOBMICLREERXALh o T,

7.6 MAEFHRE (Table 6-1~6-8, Appendix 394~401)

1) HBEHMETRRE

300 mg/kg BHEHOMWET~EI BRI~ M7 Uy MEODFAEREERA S
Nic, B, RAEOETIIFHROLRMAREOFRELEMENS LN, BERE
ETHY . MOFRMERRE B IZELBRH ORI L EBRNETBFTENOE(L L
EZbhic, 72, 60mgkg REHOETIINE RV EOFELBEIRD LN
e RBRICHAE L OBER N 05 AT BHEANOEL & HlF LT,
2) [EMEHEETRRE

300 mg/kg HEFHOMET~E VBRI~ M7 U y MEOREREE, WHFR
m%%mﬁ%&ﬁﬁﬁﬁanto&ﬁ\mﬁ%TMﬂ%ﬁ&mmmygﬁﬁﬁ&mﬁ

BEEEIRD R o7,

7.7 MELEHEE (Table 7-1~7-8. Appendlx 402~409)

1) BEHMKRTRRE

300 mg/kg REBHDOHET ALT DA EREE, HECTREZABBEOFEREEIRD O
Nic, ZOM 12 mg/kg BEBHOHET I 7 VT4 FOBEREENRD b2,
HERRICHE L OBER W &0, ABMEBEHEROEL L Hlr Lz,

2) [EEHRETRRE

300 mg/kg T GHOMET AIP OFEREME. T L7 F=VOFEREERTR
TABEOREREBENIRD N, BEMFMKTRICALRRWETHDLZ L
6, ABPEEEHANOE L & WLz,

7.8 FWEEE (Table 8-1~8-8. Appendix 410~439)

B 5 HIERTRRE T RO EEORFICBWT, AEIEELZE—F
MO BEMXTED) ZHohdolz, BB, UTOREICHEBRH L OMICE
BERHZONTEDS, WTNHHENEECAOBRERE(TH Y ABAOTHHRHANOE
fbEZ2 5N,

1) BEHMKTRRE

i)} : MR BEEOHEELREMED 60 mgkg REFHDBEIZADL
iz,
2) [EMEHIMKTERE
g : X EEOER/LEMED 300 mg/kg BERO MR A
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b,
= g : Xt EEOAREREMED 300 mg/kg B & OMRHEIC A
bivie,

7.9  EI#RPTR (Table 9-1. 9-2, Appendix 440~555)
D BREHMETRRE
ERMWEBREICL DB DNAEMNHECEBROVOEICH DI,

B : PERRAS 300 mg/kg B 5-BED#E 8 7 & #E 2 PlicH DTz,
= : BERBZOEED 300 mg/kg 5B OHE 4 Fil & #E 2 FillC
H bz,

iz, UTFTOHE - HBICHTARA N0, HEBRE R OYREERERD? O B3
MELEZZ DT,

s : BED 12 mg/kg BEBHOHE 1 HlIcH DT,

B : HEED 12 mgkg REHOHE 1 flicH b,

R : A 300 mg/kg T EFE O 1 FlizH DT,

= : EREOREHEIN 60 mg/kg B 5-BEOHE 1 i & 300 mg/kg 2
BEEEOME 1 Bz, IRE O REED S REEOHE 1 §liC
H oLz,

RiE : FEBINS 12 mg/kg B EEH O 1 FlICH DIV,

2) [EHEHAMETIRRE :

=1 : RENKREORE 1 HlIA b,

= g : EIIBXRBEOHE 1 FlicH bz,

P figk : FEfC B DS 300 mg/kg B 5-BEDHE 1 BlicH b7,

710 JRIBMALHFERE (Table 10-1~10-4. Appendix 440~555)
1) BE5SHMKTRRE

HBRYWEREIZ LD LB ONAEB+EBBICA LN, RIENELERADR
EBROBIZIIERYEREDEEIIA LN Mo,

+ %G : B 7RG R AR D AR KDY 300 mg/kg BEBEDOHE 6
] & 1 5 BlicH bz,

oM, DATOREANRAZ N, HEREBR RERARZOER» CBRRE L

EZzbhi,

R L& : R 72 VB M ARIZ I S e BRBE D 1 Bliz A BTz,

Lol : BRI DA RER DS RHREE & 300 mg/kg TGS BHEDOHES
1Bl H BTz,

[E10% : BRERREEDN 12 mg/kg REHOHE 1 fllzH T,

15 : R SR B A R 0D I B R TR 03 ot FR B D MEREE S 1 51

& 300 mg/kg |G HFHDOHE 3 FlizH b,
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B sk

P

i (REXZET)
TEE

fEEfigk

=

R
FR AR

5 Bt
RiE
2) [EEHIRRTRRE
(51 3%
B ligk

FER R

BRI BARME B REEORE 3 1L 300 mgkg &5
BEOKE 1 fliC, B REMERME(LA 300 mg/kg R E
HoOM 1 flicia bz,
BRMARMUNASEEN X RBEORE 4 fl L8 1 . 300
mg/kg REFEDHE 3 Bl & W 2 FlizHr BT,

B2 AR LR A 3 FREE KR UF 300 mg/kg 58
DR 1 FlicH Bz,
BELRAEOERD 300 mg/kg WEREDOME 1 FIIZHD
iz,

R BE S I AS ek FREEORE 3 Il & ME 5 FIR TR 300
mg/kg B 5 BEDHE 1 I L M 5 FlIZH DT,

BRI TE B 72 BB OBERADS 60 mg/kg B 5-BE DHE 1 51
& 300 mg/kg #H-BEOME 1 HIIC, BHLIRE O BEM
SHRBEOHE 1 Bl A Dz,

BRI OZEMED 300 mgkg EBED 1 FlITAHAD
iz,

R BEBEOBRS I REOHHES 1 HlIcA bR
7o

BRI T OMRZES X REOH 1 flicbhi,
B e AER D 12 mgkg B EBEOME 1 HlICH DTz,

RELBEENBREOR 1 I LN,

R 2 IRAE O BRIRILES T REEORE 1 flic A b
7o

BREE 72 N EFEIE DS 300 mg/kg i 5-BEDORE 1 HlICH Iz,

711  t£EH (Table 11. Appendix 556~559) :
HEHEROBMIIA NS, FHMEM AT R L FERDERSHL O
FICAEZERD oo tz,

712 EH#E (Table 12. Appendix 560~563)

ZECBASATE 4 B E TIZ 12 mg/kg REBHO 1 AN DHEALEHE T, BS 1L 10
AERIZREBRIZL, 2EAGDbE TRERRD N, B, FETHoERE
DEIX 12 mgkgBERED 1L 300 mgkg B EHO 2HDOHATholk, L >T,
REETICELZEE, RBE, BRERUZRFRICIINBHLERERLOMICHE

BEEARBO ORI 2T,
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713 SBEER USSR -1ZELIKEE (Table 13, Appendix 564~567)

DERIREE TIL, FIR 21.5~22.5 BIZE2FIBREFICHE L., HER, FEHE., &
B BRRE, BRE, EERE, HARKRCHAERICIIAFRETRD bhR»o
77,

HERETE, WThoBEHIZLEEY, REDRUOBATHICEERALNAR
Doiz,

714 HERDERE (Table 14, Appendix 568~571)

b, HEREERUAREERIIIHBE L AERMEREH L OBICERERX
ROLNRPoT, B, FARBEICBOT, EHRED 300 mg/kg |EFHIC 1 HlHL
neh, HEHEERUNREEOEENLBARBEICLLZ bOEEZ DN,

715 HWERDEHEFE (Table 15, Appendix 572~575)

BRAHEF O T RITBET 141, 12, 60 RV 300 mg/kg BERET 4, 2 R 2
FlHOENTZOHATHY, £% 4 BEFRITHBHLEREHLOBMICEEZREIRD
bR oz,

7.16 HERDHEKE (Table 16. Appendix 576~579)
HAERR AR 4 HOMEFEICIINBHLABREHLOMICEFREEIRD LN
Nol,

717 HERDER 4 ABIEARA (Table 17, Appendix 580~583)
WTNOHAERIZSEFEIZAZA DN b o7z,
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8. #EE

Benzenesulfonic acid,4-hydroxy-,tin(2+)salt @ 0 (XfEREE) | 12, 60, KXTF 300 mg/kg
% . Sprague-Dawley 52 SPF 7 v b OREIZIIZER] 14 BRI R OREHIE 28 L THIR
BIE (42 BRE) £T, HEIZIIZREAT 14 BEROREHMY CNICERAZ 8 L TR
FL4HET @1~51 BHE) 5L, RERSSEHERCEERESHEELRE LT, BT,
0 X300 mg/kg BEBEICOWTIX 42 BEFBE L%, 14 AEIOEEHRAEZRIT. &
HEL DR ERER LT,

1) RERESEH

MR —RREOBIE, BEERE., BAHRE. BREBHEORE, AE, BHEER
CRRE BAELZEL) CHERVERSICIIEEBIRD N7, RE. 300
mg/kg B EFHOM TR 4 RICEHBMEBEOREREEIA LN, BERENT
L OMEEREBR B ICELB A LRI & LBEAEL & HET LT,

—HREETIX. 300 mg/kg BMEBOHTRE 4 BLIRICHRE® ORI A DIV,
UL, 2 —EREOEELZMD & LI-EBEERE CRERADNARNSZ
L, FREOEI TR, — @O (FRFER 6B THHILbHHK
BRE OB E S Bl EHEESNT,

MEFHRE TIZ 300 mykg BEHOMET~ES oLtV ERI~< F2 U v MEDIK
EXA LN, BROBEIZLIBLNTIERENZ, ~E/u bV EBRUO~N 2 Uy b
EIXEERTRICEIRERREG L, @RMLREOREL AN, Zh bERITER
DEFBIZESI BB EEZ bz,

ML FERE Ik, BREYMKR TEREICBWV T, 300 mgkg 58O T ALT ©
BERHRLNIZE, ZORRIIFHTH o2, 0, REOH TIIRIZABEDE
BERBEONTN, TLVT I VERTAG RIZERRNT &b AR E B
NOELEEZ BT,

JREERE CIL, RESMK TEREIICR VT, 300 mgkg HEHOMMETEB D
EREOE OBERBEOIEER L b, BB TOELITBNMEROCEREZ, ETO
LI EBRIE OB EZ RO DB TH o7z, + 2B CRIE LMD IERD
300 mg/kg BEFFOMMETIRD vz, ZOEIX, HE~DED TREREEERM
X ARISEEILTH B FREERE X bz,

MERFRER VHEFRE TR ONZEIT, WTIBHREICX VEEERERAZ LN
Tl ENLWTROLAHMOELEEZ bR, 2B, BEHEKTHRE CHIBEROCE
JREEDORMED 300 mg/kg B SBEOMEREIC A D2, BIRO X 5 I DE(ITRE
WWEDEERALNTNDZ &, BEKTRIZIIE TR, MEEDOHDOBEER
FTHDZENDBENLRELEEX DN,
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2) EERESH

HEY, REETICEL-R#K, RBE, BEERUCZREBCIIERHDERSOR
B3RO N ol, BICHER, FIRHM, BHEK, FRER. FRE, EER
R, HAERE, HEFRROHILICEBRDEREOEEIRD AT, BAHMFOR
LIRBIZHEEBRRD NN LD, 300 mg/kg BHEFIZBW T HHEESHH O
B, REERUXZIERE, BHYOEIRER, SR OWETER EOEFEBE~D
BRI rWEEZ LR,

HAERTIX, SREBE, HERRUAER 4 BOBERVAER 4 BERFTRARGER
RIZIIERYER G L HAEEIR DN o T,

I DRERD G, Benzenesulfonic acid,4-hydroxy-,tin(2+)salt O RKE#5-F M0t

T HELERIIMRE L $I1Z 60 mg/kg/day., EFEFBAEBMHEICH L I ERSIH K R
Bk 2 EEEEIIWV TR D 300 mgkg/day & BT L7,
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9. Xk

1) Benzenesulfonic acid,4-hydroxy-,tin(2+)salt ® 7 v b Z H\ /2 14 B[
RERORESFERR (FHERAR) HERESHERY VI —Fwr 77— ABRES
C-R052, 2006 £F)

2) Shayne C. Gad and Carrol S. Weil (1994) : Chapter 7. Statistics for Toxicologists, In

Principles and Methods of Toxicology (A. Wallace Hayes, ed.), 3rd ed., pp.221-274,
Raven Press, Ltd., New York.

3) fE/AREE (1981) : FKZHFFME— FHE & 434711, pp.23-27, 387-389, IR KEZEH RS,
I,
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Activity (Count)

o——o 0 mg/kg
A~ — A 12 mg/kg
&~ O— —m 60 mg/kg
400 &—-—& 300 mg/kg
300
200+
100+
O | | ] | | J
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid, 4-hydroxy-, tin (24) salt
Motor activity of male rats (Main group, Week 6 of administration)
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500
o———o 0 mg/kg
A — A 12 mg/Kg
O— —m 60 mg/kg
400+ &—-—¢ 300 mg/kg
S 300}
S
kS
o 200+
=2
100F VM
AL T~ I
O \@:’\‘_'_F‘
\A_ . ﬁi\-\‘
oL I 1 i L — E$
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid, 4-hydroxy-, tin (24) salt
Motor activity of female rats (Main group, Day 4 of lactation)
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Activity (Count)

500
o——o 0 mg/kg
&—-—o 300 mg/kg
400+ Gx\\\\\\\_
S~
.
300}
200
100+
O | | 1 | | |
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid, 4-hydroxy-, tin (24) salt
Motor activity of male rats (Recovery group, Week 6 of administration)
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Fig.4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid, 4-hydroxy-, tin (2+)salt
Motor activity of female rats (Recovery group, Week 6 of administration)
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Fi1g.5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid, 4-hydroxy-, tin (24)salt
Motor activity of male rats (Recovery group, Week 2 of recovery)
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Fig.6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid, 4-hydroxy-, tin (24) salt
Motor activity of female rats (Recovery group, Week 2 of recovery)
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Fig.7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid, 4-hydroxy-, tin (2+)salt

Body weight changes of male rats (Main group)
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Fig.8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid, 4-hydroxy-, tin (24)salt

Body weight changes of female rats (Main group)
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Fig.9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid, 4-hydroxy-, tin(24) salt

Body weight changes of male rats (Recovery group)
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Body weight changes of female rats (Recovery group)
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Fig. 11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfenic acid, 4-hydroxy-, tin (2+)salt

Food consumption of male rats (Main group)
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Fig.12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid, 4-hydroxy-, tin (24)salt

Food consumption of female rats (Main group)
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Fig.13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid, 4-hydroxy-, tin (24)salt

Food consumption of male rats (Recovery group)
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Table 1-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Clinical signs in male rats (Main group)

Day of administration

Dose Signs

mg/kg 1-7 8-14 15-21 22-28 29-35 36-42

0 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 4] 0 0 0 0 0

12 No. of animals 12 12 12 12 12 12

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

60 No. of animals 12 12 12 12 12 12

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

300 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 2 4 4

Salivation 0 0 0 2 4 4
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Table 1-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid.4-hydroxy-,tin(2+)salt

Clinical signs in female rats during the pre-mating period (Main group)

Administration
Dose Signs

mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15a)

0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings (4] 0 0 0 0 0 0 o] 0 0 0 0 0 0 0

12 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 ¢}

60 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 Q 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 4] 0 0 0 0 0 0 0 0 0 0 0 4] 0 0

a): Day of administration
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Table 1-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Clinical signs in dams during the gestation period (Main group)
Administration
Dose Signs
mg/kg 0 1 2 3 4 5 6 7 8 g 10 11 12 13 14 15 16 17 18 19 20 21 22a)
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 6 4]
No. of dams with abnormal findings 0 0 4] 0 0 0 4] 0 0 0 0 0 0 0 0 0] 0 0] 0 0 0 0
12 No. of dams 11 11 11 11 11 11 11 1% 212 11 11 11 112 11 11 11 11 11 11 11 11 6 0
No. of dams with abnormal findings 0 0 4] 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0
60 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 0
No. of dams with abnormal findings 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 No. of dams i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0
No. of dams with abnormal findings 0 0 Q 0 0 0 0 0 0] 4] 0 0 0 0 4} 0 0 (4] 0 0 [¢] 0
a): Day of gestation
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Table 1-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Clinical signs in dams during the lactation period (Main group)

Administration
Dose Signs

mg/kg 0 1 2 3 4a)

0 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 0

12 No. of dams 11 11 11 11 11

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

60 No. of dams 12 12 i2 12 12

No. of dams with abnormal findings 0 0 0 0 0

300 No. of dams 10 10 10 10 10

No. of dams with abnormal findings 0 0 0 0 0

a): Day of lactation
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Table 1-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Clinical signs in male rats (Recovery group, administration period)
Day of administration
Dose Signs
ng/kg 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0
300 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings (4} 0 0 0 0 ¢
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Table 1-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Clinical signs in female rats (Recovery group, administration period)
Day of administration
Dose Signs
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0
300 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 V]




R-945

Table 1-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Clinical signs in male rats (Recovery group, recovery period)
Day of recovery
Dose Signs
mg/kg 1 3 5 6 7 8 10 11 12 13 14
0 No. of animals 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 4] 0 0 0 0 0 0 0 0
300 No. of animals ) 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 (4] 0 g 0 0 0 4] 0 Q
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Table 1-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Clinical signs in female rats (Recovery group, recovery period)
Day of recovery
Dose Signs
mg/kg 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 4] 0 0 Q 0 0 0 4] 0 0
300 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 2-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Detailed clinical signs in male rats: home cage observations (Main group, Week 1 of administration)
Dose (mg/kg) 0 12 60 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Detailed clinical signs in male rats: home cage observations (Main group. Week 2 of administration)
Dose (mg/kg) 0 12 60 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Detailed clinical signs in male rats: home cage observations (Main group, Week 3 of administration)
Dose (mg/kg) 0 12 60 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Detailed clinical signs in male rats: home cage observations (Main group, Week 4 of administration)
Dose (mg/kg) 0 12 60 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Detailed clinical signs in male rats: home cage observations (Main group, Week 5 of administration)
Dose (mg/kg) 0 12 60 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12




R-945

Table 2-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Detailed clinical signs in male rats: home cage observations (Main group, Week 6 of administration)
Dose (mg/kg) 0 12 60 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12




R-945

Table 2-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Detailed ‘clinical signs in female rats: home cage observations (Main group, Week 1 of administration)
Dose (mg/kg) 0 12 60 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Detailed clinical signs in female rats: home cage observations (Main group, Week 2 of administration)
Dose (mg/kg) 0 12 60 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: home cage observations (Main group, Day 7 of copulation)

Dose (mg/kg) 12
Parameter No. of animals 1
Posture
Normal 1
Convulsion
None 1

Abnormal behavior
None 1
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Table 2-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Detailed clinical signs in female rats: home cage observations (Main group, Day 1 of gestation)
Dose (mg/kg) o] 12 60 300
Parameter No. of animals 12 11 12 10
Posture
Normal 12 11 12 10
Convulsion
None 12 11 12 10
Abnormal behavior
None 12 11 12 10
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Table 2-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Detailed clinical signs in female rats: home cage observations (Main group, Day 7 of gestation)
Dose (mg/kg) Q 12 80 300
Parameter No. of animals 12 11 12 10
Posture
Normal 12 11 12 10
Convulsion
None 12 11 12 10
Abnormal behavior
None 12 11 12 10
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Table 2-12 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4~hydroxy-,tin(2+)salt
Detailed clinical signs in female rats: home cage observations (Main group, Day 14 of gestation)
Dose (mg/kg) 0 12 60 300
Parameter No. of animals 12 11 12 10
Posture
Normal 12 11 12 10
Convulsion
None 12 11 12 10
Abnormal, behavior
None 12 11 12 10
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Table 2-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Detailed clinical signs in female rats: home cage observations (Main group, Day 20 of gestation)
Dose (mg/kg) 0 12 60 300
Parameter No. of animals 12 11 12 10
Posture
Normal 12 11 12 10
Convulsion
None 12 11 12 10
Abnormal behavior
None 12 11 12 10
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Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Detailed clinical signs in female rats: home cage observations (Main group, Day 4 of lactation)
Dose (mg/kg) 0 12 60 300
Parameter No. of animals 12 11 12 10
Posture
Normal 12 11 12 10
Convulsion
None 12 11 12 10
Abnormal behavior
12 11 12 10

None
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Table 2-15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-.tin{(2+)salt

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None S 5

Abnormal behavior
None 5 5
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Table 2-16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 ) 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-17 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 3 of administration}

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5




R-945

Table 2-18 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 4 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-20 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 5 53
Posture
Normal 5 S
Convulsion
None 5 5

Abnormal behavior
None

3]
al
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Table 2-21 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-22 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 2 of recovery)

Dose (mg/kg) [V} 300
Parameter No. of animals 5 5
Posture
Normal S 5
Convulsion
None 5 5

Abnormal behavior
None 5 5




R-945

Table 2-23 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-24 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 5 53
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5




Table 2-25 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 5 S
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 3
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Table 2-26 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 4 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 S

Abnormal behavior
None 5 5
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Table 2-27 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-28 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-29 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-30 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None S 5

Abnormal behavior
None 5 5
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Table 2-31 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 1 of administration)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 11 i1 12

Some resistance/avoidance 0 1 1 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 i2 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 10 10 9 9

Soft 2 2 3 3

Reactivity to handling
Easy 12 12 12 12




Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin{(2+)salt

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 2 of administration)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 12 12 12

Soft 1 0 0 0

Reactivity to handlin
Easy Y & 12 12 12 12
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Table 2-33 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid.4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 3 of administration)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin .

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12

Palpebral closure

Normal 12 12 12 ' 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None i2 12 12 11

Soft 0 0 0 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-34 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 4 of administration)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 11 10 11

Some resistance/avoidance 0 1 2 1
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 11 9 10

Soft 0 1 3 2

Reactivity to handling
asy
Slightly awkward 1 0 0 0
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Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 5 of administration)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions~-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 9 11

Soft 0 (4] 3 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 6 of administration)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 11 11 11

Some resistance/avoidance 0 1 1 1
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 i2
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 10 10 10

Soft 1 2 2 1

Moderate 0 0 0 1
Reactivity to handling

Eas 12 11 11 11

y
Slightly awkward 0 1 1 1




R-945

Table 2-37 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Main group, Week 1 of administration)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 11 12 12

Some resistance/avoidance 0 1 4} 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 i2 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 11 12 11

Soft 0 1 0 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-38 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Main group, Week 2 of administration)

Dose (mg/kg) 0 12 60 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition )

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-39 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 7 of copulation)

Dose (mg/kg) 12

Parameter No. of animals 1

Ease of removal from cage

Easy 1
Fur condition

Normal 1
Skin

Normal 1
Secretions-Eye, Nose

Absent 1
Exophthalmos

Absent 1
Palpebral closure

Normal 1
Mucosal membranes

Normal 1
Lacrimation

Normal 1
Piloerection

Absent 1
Pupil size

Normal 1
Salivation

None 1
Abnormal respiration

Absent 1
Vocalization

None 1

Reactivity to handling
Easy 1
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Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin{2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 1 of gestation)

Dose (mg/kg) 0 12 60 300
Parameter No. of animals 12 11 12 10

Ease of removal from cage

Easy 12 11 12 10
Fur condition

Normal 12 11 12 10
Skin

Normal 12 11 12 10
Secretions-Eye, Nose

Absent 12 11 12 10
Exophthalmos

Absent 12 11 12 10
Palpebral closure

Normal 12 11 12 10
Mucosal membranes

Normal 12 11 12 10
Lacrimation

Normal 12 11 12 10
Piloerection

Absent 12 11 12 10
Pupil size

Normal 12 11 12 10
Salivation

None 12 11 12 10
Abnormal respiration

Absent 12 11 12 10
Vocalization

None 11 11 11 9

Soft 1 0 1 1

Reactivity to handling
Easy
Slightly awkward 0 0 1 1
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Table 2-41 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 7 of gestation)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 11 12 10

Ease of removal from cage

Easy 12 11 12 9

Some resistance/avoidance 0 0 0 1
Fur condition

Normal 12 11 12 10
Skin

Normal 12 11 12 10
Secretions-Eye, Nose

Absent 12 11 12 10
Exophthalmos

Absent 12 11 12 10
Palpebral closure

Normal 12 11 12 10
Mucosal membranes

Normal 12 11 12 10
Lacrimation

Normal 12 11 12 10
Piloerection

Absent 12 11 12 10
Pupil size

Normal 12 11 12 10
Salivation

None 12 11 12 10
Abnormal respiration

Absent 12 11 12 10.
Vocalization

None 11 11 11 8

Soft 1 0 1 2

Reactivity to handling
asy
Slightly awkward 1 [¢] 0 1
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Table 2-42 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 14 of gestation)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 11 12 10

Ease of removal from cage

Easy 12 11 12 10
Fur condition

Normal 12 11 12 10
Skin

Normal 12 11 12 10
Secretions-Eye, Nose

Absent 12 11 12 10
Exophthalmos

Absent 12 11 12 10
Palpebral closure

Normal 12 11 12 10
Mucosal membranes

Normal 12 11 12 10
Lacrimation

Normal 12 11 12 10
Piloerection

Absent 12 11 12 10
Pupil size

Normal 12 11 12 10
Salivation

None 12 11 12 10
Abnormal respiration

Absent 12 11 12 10
Vocalization

None 12 11 12 10

Reactivity to handling
Easy 12 11 12 10
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Table 2-43 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 20 of gestation)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 11 12 : 10

Ease of removal from cage

Easy 12 10 12 10

Some resistance/avoidance 0 1 0 0
Fur condition

Normal 12 11 12 10
Skin

Normal 12 11 12 10
Secretions-Eye, Nose

Absent 12 11 12 10
Exophthalmos

Absent 12 11 12 10
Palpebral closure

Normal 12 11 12 10
Mucosal membranes

Normal 12 11 12 10
Lacrimation

Normal 12 11 12 10
Piloerection

Absent 12 11 12 10
Pupil size

Normal 12 11 12 10
Salivation

None 12 11 12 10
Abnormal respiration

Absent 12 11 12 10
Vocalization

None 11 10 12 9

Soft 1 0 0 1

Moderate 0 1 0 0

Reactivity to handling
Easy .
Slightly awkward 0 2 0 1
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Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 4 of lactation)

Dose (mg/kg) 0 12 60 300
Parameter No. of animals 12 11 12 10

Ease of removal from cage

Easy 12 11 12 10
Fur condition

Normal 12 11 12 10
Skin

Normal 12 11 12 10
Secretions-Eye, Nose

Absent 12 11 12 10
Exophthalmos

Absent 12 11 12 10
Palpebral closure

Normal 12 11 12 10
Mucosal membranes

Normal 12 11 12 10
Lacrimation

Normal 12 11 12 10
Piloerection

Absent 12 11 12 10
Pupil size

Normal 12 11 12 10
Salivation

None 12 11 12 10
Abnormal respiration

Absent 12 11 12 10
Vocalization

None 12 11 12 9

Soft 0 0 0 1

Reactivity to handling
Easy v 12 11 12 10
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Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 5

Soft 1 0

Reactivity to handling
Easy 5 5
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Table 2-46 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal ) S
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 5

Soft 1 0

Reactivity to handling
Easy 5 S
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Table 2-47 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 4 of administration)

Dose (mg/keg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 4 5

Some resistance/avoidance 1 0
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 5

Soft 1 0

Reactivity to handling
Easy 5 5
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Table 2-49 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-.,tin(2+)salt

Detailed clinical signs in male rats: in-the-hand observations {(Recovery group, Week 5 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection .

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 S
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-50 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 S
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 . 5
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Table 2-51 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 S5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-52 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5

Palpebral closure
Normal 5 5

Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 54 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 5

Soft 1 0

Reactivity to handling
Easy 5 5
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Table 2-53 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 54 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 S
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-54 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-55 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 4} 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 3

Some resistance/avoidance 0 2
Fur condition

Normal 5 5
Skin ’

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy
Slightly awkward 0 3
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Table 2-56 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 4 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 3

Soft 1 2

Reactivity to handling
Easy
Slightly awkward 0 1
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Table 2-57 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal S5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal S 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None S 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal S 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 54 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Puplil size

Normal 5 5
Salivation

None 5 S
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-59 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-60 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5

Palpebral closure
Normal 5 5

Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-61 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: open field observation (Main group, Week 1 of administration)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 i2 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 3+ 2 4+ 2 3+ 2 5+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 1 0+ 1
Urination

None 12 12 11 12

Small amount 0 0 1 0

No significant difference in any treated groups from control group.



Table 2-62 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: open field observation (Main group, Week 2 of administration)

R-945

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal i2 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+*S.D.) 2+ 2 3+ 2 3+ 2 3+ 2
Defecation count (Mean+S.D.) 0+ 0O 0+ 0 0+ 0 0+ 0
Urination

None 11 10 12 10

Small amount 1 2 0 2

No significant difference in any treated groups from control group.
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Table 2-63 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: open field observation (Main group, Week 3 of administration)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 4+ 2 3+ 2 4+ 3
Defecation count (Mean+S.D.) 0+ 1 0+ O 0+ 1 0+ 0
Urination

None 12 9 12 9

Small amount 0 3 0 3

No significant difference in any treated groups from control group.
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Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: open field observation (Main group, Week 4 of administration)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 4+ 2 4+ 2 4+ 2
Defecation count (Mean+S.D.) 0+ 0O 0+ O 0+ 1 0+ 0
Urination

None 10 10 11 9

Small amount 2 2 1 3

No significant difference in any treated groups from control group.



Table 2-65 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: open field observation (Main group, Week 5 of administration)

R-945

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None . 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 1 3+ 2 4+ 2 3+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ O 0+ 0 0+ 0
Urination

None 11 10 10 10

Small amount 1 2 2 2

No significant difference in any treated groups from control group.



Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: open field observation (Main group, Week 6 of administration)

R-945

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None ) 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean#S.D.) 4+ 2 5+ 2 5+ 2 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 8 8 10

Small amount 1 4 4 2

No significant difference in any treated groups from control group.



R-945

Table 2-67 A combined repeated-dose/reproductive-~developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: open field observation (Main group, Week 1 of administration)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy :

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 6+ 1 5+ 2 5+ 1 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 1

Urination
None 12 12 12 12

No significant difference in any treated groups from control group.



Table 2-68 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: open field observation (Main group, Week 2 of administration)

R-945

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 6+ 1 6+ 2 5+ 2 6+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ O 0+ 0
Urination

None 12 12 i2 12

No significant difference in any treated groups from control group.



R-945

Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: open field observation {(Main group, Day 7 of copulation)

Dose (mg/kg) 12
Parameter No. of animals 1
Arousal
Normal 1
Convulsion
None 1

Abnormal behavior
None 1

Stereotypy
None 1

Gait
Normal 1

Posture
Normal 1

Grooming
None 1

Rearing (Mean+S.D.) 7+ 0
Defecation count (Mean+S.D.) 0+ O

Urination
None 1




R-945

Table 2-70 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: open field observation (Main group, Day 1 of gestation)

Dose {(mg/kg) 0 12 60 300

Parameter No. of animals 12 11 12 10
Arousal

Normal 12 11 12 10
Convulsion

None 12 11 12 10
Abnormal behavior

None ) 12 11 12 10
Stereotypy

None 12 11 12 10
Gait

Normal 12 11 12 10
Posture

Normal 12 11 12 10
Grooming

None 12 11 12 10
Rearing (Mean+S.D.) 6+ 2 6+ 2 6+ 3 7+ 2
Defecation count (Mean+S.D.) 0+ 0O 0+ 0 0+ 0 0+ 0
Urination

None 12 11 12 10

No significant difference in any treated groups from control group.



R-945

Table 2-71 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Detailed clinical signs in female rats: open field observation (Main group, Day 7 of gestation)
Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 11 12 10
Arousal

Normal 12 11 12 10
Convulsion

None 12 11 12 10
Abnormal behavior

None 12 11 12 10
Stereotypy

None 12 11 12 10
Gait

Normal 12 11 12 10
Posture

Normal 12 11 12 10
Grooming

None 12 11 12 10
Rearing (Mean+S.D.) 6+ 6+ T+ 7+ 1
Defecation count (Mean+S.D.) 0+ 0+ 0+ 0+ 0
Urination

None 11 10 11 10

Small amount 1 1 1 0

No significant difference in any treated groups from control group.



R-945

Table 2-72 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: open field observation (Main group, Day 14 of gestation)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 12 11 12 10
Arousal

Normal 12 11 12 10
Convulsion

None 12 11 12 10
Abnormal behavior

None 12 11 12 10
Stereotypy

None 12 11 12 10
Gait

Normal 12 11 12 10
Posture

Normal 12 11 12 10
Grooming

None 12 11 12 10
Rearing (Mean+S.D.) 6+ 2 6+ 2 6+ 2 7+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 11 12 10

No significant difference in any treated groups from control group.



R-945

Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: open field observation (Main group, Day 20 of gestation)

Dose (mg/kg) 0 12 80 300
Parameter No. of animals 12 11 12 10
Arousal

Normal 12 11 12 10
Convulsion

None 12 11 12 10
Abnormal behavior

None 12 11 12 10
Stereotypy

None 12 11 12 10
Gait

Normal 12 11 12 10
Posture

Normal 12 11 12 10
Grooming .

None 12 11 12 10
Rearing (Mean+S.D.) 6+ 1 6+ 2 8+ 2 7+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 10 12 10

Small amount 1 1 0 0

No significant difference in any treated groups from control group.



R-945

Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: open field observation (Main group, Day 4 of lactation)

Dose {(mg/kg) 0 12 80 300

Parameter No. of animals 12 11 12 10
Arousal

Normal 12 11 12 10
Convulsion

None 12 11 12 10
Abnormal behavior

None 12 11 12 10
Stereotypy

None 12 11 12 10
Gait

Normal 12 11 12 10
Posture

Normal 12 11 12 10
Grooming

None 12 11 12 10
Rearing (Mean+S.D.) 6+ 1 T+ 2 8+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 11 12 10

Small amount 1 0 0 0

No significant difference in any treated groups from control group.



R-945

Table 2-75 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: open field observation (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None . 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 4+ 2 4+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 4 4

Small amount 1 1

No significant difference between treated group and control group.



R-945

Table 2-76 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: open field observation (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal : 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 3+ 1 3+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0O
Urination

None 4 5

Small amount 1 0

No significant difference between treated group and control group.



R-945

Table 2-77 A combined repeated-dose/réproductive—developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: open field observation (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 4+ 1 4+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0

Urination
None 4 5
Small amount 1 0

No significant difference between treated group and control group.



R-945

Table 2-78 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: open field observation (Recovery group, Week 4 of administration)

Dose {(mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 4+ 1 4+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 4 5

Small amount 1 0

No significant difference between treated group and control group.



R-945

Table 2-79 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: open field observation (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None S 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 4+ 1 4+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 3

Small amount 0 2

No significant difference between treated group and control group.



R-945

Table 2-80 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: open field observation (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 6+ 2 5+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 4

Moderate amount 0 1

No significant difference between treated group and control group.



R-945

Table 2-81 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: open field observation (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S$.D.)} 56+ 1 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 3 4

Small amount 2 0

Moderate amount 0 1

No significant difference between treated group and control group.



R-945

Table 2-82 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in male rats: open field observation (Recovery group, Week 2 of recovery)

Dose (mg/kg) [} 300

Parameter No. of animals 3 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 5+ 1 5+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 4 4

Small amount 1 1

No significant difference between treated group and control group.



R-945

Table 2-83 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: open field observation (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) T+ 2 5+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-945

Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: open field observation (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 )
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 7+ 3 7+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0O
Urination

None 5 5

No significant difference between treated group and control group.



R-945

Table 2-85 A combined repeated-dose/reproductive-~developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: open field observation (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 2 9+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 ’ 5

No significant difference between treated group and control group.



R-945

Table 2-86 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: open field observation (Recovery group, Week 4 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 2 8+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-945

Table 2-87 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: open field observation {(Recovery group, Week 5 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 9+ 3 9+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-945

Table 2-88 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: open field observation (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 _ 5
Grooming

None 5 5
Rearing (Mean+S.D.) 9+ 4 8+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-945

Table 2-89 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Detailed clinical signs in female rats: open field observation (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None S 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 9+ 3 9+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



Table 2-~90 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-.tin(2+)salt

Detailed clinical signs in female rats:

open field observation (Recovery group, Week 2 of recovery)

R-945

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 9+ 3 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group

and control group.



Table 2-91 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Manipulative test of male rats (Main group, Week 6 of administration)

R-945

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 5 5
Approach response

Normal 5 5 5 5
Touch response

Normal 5 5 5 5
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean*S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 87+ 9 66+16 74+14 78+20

No significant difference in any treated groups from control group.



R-945

Table 2-92 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Manipulative test of female rats (Main group, Day 4 of lactation)

Dose (mg/kg) 0 12 60 300

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 5 5
Approach response

Normal 5 ) 5 , 5
Touch response

Normal 5 5 5 5
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean#*S.D.) 0+ 0 0+ O 0+ 0 0+ O
Landing foot splay (mm: Mean+S.D.) 74+15 63+ 8 55+13 53+13#D

+ : p<0.05 (Significant difference from control group)
D : Dunnett's test



R-945

Table 2-93 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Manipulative test of male rats (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Auditory response

Normal 5 5]
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay {(mm: Mean+S.D.) 87+10 73+17

No significant difference between treated group and control group.



R-945

Table 2-94 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin{(2+)salt

Manipulative test of female rats (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 3 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex )
(Total score: Mean+S.D.) 0+ 0O 0+ 0
Landing foot splay (mm: Mean+S.D.) 59+ 9 67+20

No significant difference between treated group and control group.



R-945

Table 2-95 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin{2+)salt

Manipulative test of male rats (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 96+15 81+21

No significant difference between treated group and control group.



R-945

Table 2-96 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Manipulative test of female rats (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 300

Parameter No. of animais 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
{Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 67+16 75+14

No significant difference between treated group and control group.



R-945

Table 2-97 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-.tin(2+)salt
Grip strength of male rats (Main group, Week 6 of administration)
Dose Fore 1imb Hind limb
mg/kg g g
0 No. 5 5
Mean 1480 957
S.D. 186 145
12 No. 5 5
Mean 1338 863
S.D. 204 98
60 No. 5 5
Mean 1529 912
S.D. 244 221
300 No. 5 5
Mean 1388 973
S.D. 186 137

No significant difference in any treated groups from control group.



R-945

Table 2-98 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Grip strength of female rats (Main group, Day 4 of lactation)
Dose Fore limb Hind limb
mg/kg g g
0 No. 5 5
Mean 1347 767
S.D. 145 60
12 No. 5 5
Mean 1377 840
S.D. 134 147
60 No. 5 5
Mean 1178 723
S.D. 88 109
300 No. 5 5
Mean 1232 772
S.D. 121 91

No significant difference in any treated groups from control group.



R-945

Table 2-99 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Grip strength of male rats (Recovery group, Week 6 of administration)
Dose Fore limb Hind limb
mg/kg g g
0 No. 5 5
Mean 1449 890
S.D. 285 227
300 No. 5 5
Mean 1196 746
S.D. 210 136

No significant difference

between treated group and control group.



R-945

Table 2-100 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Grip strength of female rats (Recovery group, Week 6 of administration)
Dose Fore 1imb Hind 1imb
mg/kg g g
0 No. 5 5
Mean 975 758
S.D. 151 110
300 No. 5 5
Mean 948 662
S.D. 92 177

No significant difference

between treated group and control group.



R-945

Table 2-101 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Grip strength of male rats (Recovery group, Week 2 of recovery)
Dose Fore 1limb Hind 1limb
mg/kg g g
0 No. 5 5
Mean 1549 735
S.D. 219 123
300 No. 5 5
Mean 1304 787
S.D. 169 214

No significant difference between treated group and control group.



R-945

Table 2-102 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Grip strength of female rats (Recovery group, Week 2 of recovery)
Dose Fore limb Hind 1limb
mg/kg g g
0 No. 5 5
Mean 1216 792
S.D. 175 139
300 No. 5 5
Mean 1207 663
S.D. 141 82

No significant difference

between treated group and control group.



R-945

Table 2-103 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4~hydroxy-,tin{(2+)salt
Motor activity of male rats (Main group, Week 6 of administration)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
4] No. 5 S5 5 5 5 5 5
Mean 371 303 248 129 129 40 1220
S.D. 41 138 91 116 119 34 405
12 No. 5 5 5 5 5 5 5
Mean 423 389 154 43 142 81 1234
S.D. 10 14 55 7 130 89 245
60 No. 5 5 5 5 5 5 5
Mean 361 227 138 48 128 101 1003
S.D. 96 1086 119 77 112 104 433
300 No. 5 5 5 5 5 5 5
Mean 383 236 179 71 153 32 1055
S.D. 34 109 128 81 89 13 323

No significant

difference in any treated groups from control group.



R-945

Table 2-104 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Motor activity of female rats (Main group, Day 4 of lactation)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5]
Mean 348 209 124 131 93 84 989
S.D. 93 139 143 181 143 128 795
12 No. 5] 5 5 5 5 5 5
Mean 315 152 162 78 23 9 738
S.D. 53 85 75 93 18 8 231
60 No. 5 5 5 5 5 5 5
Mean 341 190 184 103 64 76 958
S.D. 44 95 121 105 60 83 385
300 No. 5 5 5 5 5 5 5
Mean 332 134 93 63 58 15 694
S.D. 58 121 101 92 46 10 343

No significant difference in any treated groups from control group.
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Table 2-105 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Motor activity of male rats (Recovery group, Week 6 of administration)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total{0-60)
0 No. 5 5 5 5 S 5 5
Mean 444 421 339 240 160 109 1714
S.D. 16 46 72 150 148 150 493
300 No. 5 5 5 5 5 5 5
Mean 403+ 353+ 209u» 175 153 102 1396
S.D. 37T 32T 46T 84 129 70 326
# : p<0.05 ; =« p<0.01 (Significant difference from control group)

T: Student's t-test
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Table 2-106 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Motor activity of female rats (Recovery group, Week 6 of administration)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total{(0-60)
0 No. 5 5 5 5 5 5 5
Mean 346 234 147 165 139 140 1172
S.D. 62 127 91 105 134 91 522
300 No. 5 5 5 5 5 5 5
Mean 370 270 201 150 255 220 1466
S.D. 19 90 175 110 134 112 209

No significant

difference between treated group and control group.
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Table 2-107 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Motor activity of male rats (Recovery group, Week 2 of recovery)
Interval (minutes)
Dose
mg/ke 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 416 389 332 312 187 118 1753
S.D. 22 28 86 150 136 159 462
300 No. 5 5 5 5 5 5 5
Mean 409 390 298 310 339 238 1983
S.D. 46 25 77 134 82 125 306

No significant

difference between treated group and control group.
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Table 2-108 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Motor activity of female rats (Recovery group, Week 2 of recovery)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40~-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 329 235 239 207 169 176 1356
S.D. 93 47 33 37 124 124 368
300 No. 5 5 5 5 5 5 5
Mean 345 229 235 180 192 150 1330
S.D. 52 87 66 93 124 100 307

No significant

difference between treated group and control group.
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Table 3-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Body weight of male rats (Main group)
Pre-mating period Mating period Post-mating period
Dose Gain
mg/kg 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 365. 380.4 393.8 406.8 419.8 426.1 443.9 454 .4 467.4 478.5 489.8 492.4 498. 132.8
S.D. 15. 18.6 21.7 24.5 26.5 23.0 24.7 27.7 29.0 31.4 32.1 35.6 34. 22.3
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
12 Mean 367. 381.0 393.3 404.8 419.3 425.3 442.6 455.0 469.2 476.4 490.2 494.9 497. 130.0
S.D. 17. 19.0 21.8 22.9 25.2 24 .7 24.5 26.1 26.9 29.5 28.6 30.3 27. 22.0
No. 12 12 i2 12 12 12 12 12 12 12 12 12 12 12
60 Mean 365. 379.8 395.7 407.0 418.1 427.3 443.9 454.3 468.8 476.8 489.8 491.8 500. 135.7
S.D. 17. 18.3 20.3 23.6 25.5 27.2 26.9 28.6 30.6 31.2 33.2 32.5 32. 22.3
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 Mean 366. 375.2 389.8 399.8 413.8 421 .4 435.3 442 .8 457.0 466.3 478.5 478.6 481. 115.3
S.D. 15. 15.0 16.6 16.2 17.4 20.3 18.1 19.7 18.7 21.9 22.5 22.3 24 . 18.1
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 3-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Body weight of female rats during the pre-mating period (Main group)

Administration

Dose Gain
mg/kg 1 4 8 11 15a) 1-15

No. 12 12 12 12 12 12
0 Mean 231.2 239.8 247.8 254.3 256.8 25.6
S.D. 13.3 11.2 11.3 11.6 12.7 7.7

No. 12 12 12 12 12 12
12 Mean 232.8 242.3 249.8 257.3 263.4 30.6
S.D. 11.7 12.3 13.7 15.6 16.3 10.6

No. 12 12 12 12 12 12
60 Mean 232.6 238.8 245.7 253.2 258.5 25.9
S.D. 13.7 12.5 12.7 9.3 10.4 8.5

No. 12 12 12 12 12 12
300 Mean 230.3 236.5 245.5 250.9 256.5 26.2
S.D. 13.7 13.6 15.5 15.8 17.8 8.4

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 3-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Body weight of dams during the gestation period (Main group)

Administration

Dose Gain
mg/kg ] 4 7 11 14 17 20a) 0-20

No. 12 12 12 12 12 12 12 12
0 Mean 266.2 285.1 297.9 319.3 331.1 362.7 409.1 142.9
S.D. 13.5 14.2 15.2 17.0 16.8 19.1 25.9 27.6

No. 11 11 11 11 11 11 11 11
12 Mean 268.6 291.2 303.6 324.9 339.6 368.3 418.4 149.7
S.D. 14.1 15.7 16.5 16.4 16.3 17.3 17.7 14.9

No. 12 12 12 12 12 12 12 12
60 Mean 264.6 287.8 300.9 322.1 337.1 368.1 416.4 151.8
S.D. 13.6 12.7 12.6 14.5 14.0 12.6 12.0 11.4

No. 10 10 10 10 10 10 10 10
300 Mean 263.3 284.5 296.8 317.2 333.4 363.0 408.1 144.8
S.D. 18.9 21.1 20.0 26.6 24.3 23.0 24.3 13.1

Unit: g

No.: No. of dams
a): Day of gestation
No significant difference in any treated groups from control group.
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Table 3-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Body weight of dams during the lactation period (Main group)
Adninistration
Dose Gain
mg/kg 0 4a) 0-4
No. 12 12 12
0 Mean 324.3 333.8 9.6
S.D. 19.8 15.1 14.1
No. 11 11 11
12 Mean 326.8 339.5 12.7
S.D. 20.1 15.7 16.3
No. 12 12 12
60 Mean 326.3 342.1 15.8
S.D. 19.5 15.1 12.6
No. 10 10 10
300 Mean 320.4 338.3 17.9
S.D. 29.8 28.9 17.3
Unit: g
No.: No. of dams

a): Day of lactation

No significant difference in any treated groups from control group.
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Table 3-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Body weight of male rats during the administration period (Recovery group)
Day of administration
Dose Gain
mg/kg 1 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0 Mean 369.2 383. 397.8 412.0 426.6 435.0 452.0 460.6 473.2 485.0 497.2 492.8 500.2 131.0
S.D. 22.5 21. 22.7 25.6 26.5 28.6 29.3 30.4 34.4 35.2 36.3 35.8 42.0 22.0
No. 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 Mean 362.8 373. 388.2 398.6 412.6 420.0 434.6 444 .2 458.0 462.8 475.4 477.4 482.0 119.2
S.D. 12.8 15. 11.8 16.1 18.6 19.5 26.4 24.9 26.3 27.7 27.6 27.4 30.7 21.4
Unit: g

No.: No. of animals
No significant difference between treated group and control group.
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Table 3-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Body weight of female rats during the administration period (Recovery group)
Day of administration
Dose Gain
mg/kg 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0 Mean 228. 238.0 246.2 252.4 258.6 262.2 265.8 276.0 278.8 278.8 283.2 286.8 289.0 60.2
S.D. 13. 14.5 13.9 12.0 15.8 18.0 15.2 23.7 23.4 17.5 18.5 27.5 24.1 15.5
No. 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 Mean 231. 237.4 246.0 249.0 254.4 261.2 285.0 264.4 271.4 276.6 283.8 281.6 285.2 53.6
S.D. 13. 10.5 12.4 17.0 14.9 16.7 10.5 16.4 18.9 15.9 14.6 11.2 14.9 9.8
Unit: g
No.: No. of animals

No significant difference between treated group and control group.
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Table 3-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Body weight of male rats during the recovery period (Recovery group)
Day of recovery
Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 504.8 511.0 523.2 520.2 527.6 22.8
S.D. 46.9 46.3 49.1 48.0 50.4 4.9
No. 5 5 5 5 5 5
300 Mean 486.4 491.2 501.8 507.4 518.4 32.0
S.D. 30.5 30.5 32.7 29.8 29.9 7.8
Unit: g
No.: No. of animals

No significant difference between treated group and control group.



R-945

Table 3-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Body weight of female rats during the recovery period (Recovery group)
Day of recovery
Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 289.8 290.0 295.0 295.6 301.2 11.4
S.D. 23.2 23.2 20.4 23.7 22.5 3.8
No. 5 5 5 5 5 5
300 Mean 284.6 285.0 294.2 294.6 299.4 14.8
S.D. 7.8 17.0 18.9 18.1 18.7 11.8
Unit: g
No.: No. of animals

No significant difference between treated group and control group.
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Table 4-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Food consumption of male rats (Main group)
D Pre-mating period Post-mating period
ose
mg/kg 4 8 11 15 32 36 39 42a)
No. 12 12 12 12 12 12 12 12 12
0 Mean 26. 28.7 26.9 28.8 26.3 31.3 28.1 29.1 32.9
S.D. 2. 2.0 2.2 2.9 1.9 1.8 2.8 3.7 4.0
No. 12 12 12 i2 12 12 12 12 12
12 Mean 25. 28.6 26.1 27.9 26.4 32.3 29.4 30.5 31.1
S.D. 1. 2.2 3.3 1.2 1.6 2.3 1.8 2.5 3.1
No. 12 12 12 12 12 12 12 12 12
60 Mean 24. 28.7 26.8 28.2 25.3 30.2 27.7 28.8 32.1
S.D. 2. 1.9 2.1 2.2 2.1 1.3 2.5 1.8 2.9
No. 12 12 12 12 12 12 12 12 12
300 Mean 27. 27.1 28.2 26.3 27.3 31.1 29.3 29.3 30.8
S.D. 2. 3.1 3.0 5.1 3.1 3.3 2.7 2.3 3.2

Unit: g/rat/day

No.: No. of animals

a): Day of administration

No significant difference in any treated groups

from control group.
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Table 4-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-.tin(2+)salt
Food consumption of female rats during the pre-mating period (Main group)
Administration
Dose
mg/kg 4 8 11 15a)
No. 12 12 12 12 12
0 Mean 17. 21.7 20.3 20.3 19.5
S.D. 3. 1.4 2.2 2.6 2.2
No. 12 12 12 12 12
12 Mean 16. 20.8 19.8 21.6 20.4
S.D. 3. 2.7 2.2 2.3 1.9
No. 12 12 12 12 12
60 Mean 17. 20.6 19.1 20.3 19.1
S.D. 1. 2.5 2.2 2.9 2.7
No. 12 12 12 12 12
300 Mean 17. 19.6 19.2 19.8 20.2
S.D. 3. 2.2 2.1 3.2 3.1

Unit: g/rat/day
of animals
a): Day of administration

No.: No.

No significant difference in any treated groups

from control group.
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Table 4-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Food consumption of dams during the gestation period (Main group)
Administration
Dose
mg/kg 1 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
0 Mean 21.3 24. 25.7 27.0 25.3 29.4 23.9
S.D. 3.3 1. 3.4 2.6 2.3 2.7 2.9
No. 11 11 11 11 11 11 11
12 Mean 21.5 26. 26.0 28.0 26.0 27.6 25.0
S.D. 3.6 2. 2.2 3.0 2.0 2.6 2.1
No. 12 12 12 12 12 12 12
60 Mean 22.0 24. 26.0 27.1 25.9 28.3 24.0
S.D. 2.3 2. 2.3 1.7 2.2 2.7 2.2
No. 10 10 10 10 10 10 10
300 Mean 21.8 24. 25.9 26.1 24.4 27.9 22.7
S.D. 1.5 3. 3.1 3.9 2.7 3.1 2.9

Unit: g/rat/day
No.: No. of dams

a): Day of gestation
No significant difference in any treated groups

from control group.
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Table 4-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Food consumption of dams during the lactation period (Main group)
Administration
Dose
mg/kg 2 4a)
No. 12 12
0 Mean 22.8 42.9
S.D. 6.4 6.8
No. 11 11
12 Mean 25.5 42.7
S.D. 5.2 5.3
No. 12 12
60 Mean 26.2 45.0
S.D. 4.3 3.1
No. 10 10
300 Mean 28.4 44 .7
S.D. 7.7 3.9

Unit: g/rat/day
of dams

No.: No.

a): Day of lactation

No significant difference in any treated groups from control group.
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Table 4-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Food consumption of male rats during the administration period (Recovery group)
Day of administration
Dose
mg/kg 1 4 8 11 15 32 36 39 42
No. 5 5 5 5 5 5 5 5 5
0 Mean 27.4 29.6 26.6 29.4 27.4 30.6 29.2 28.4 31.6
S.D. 5.0 2.7 3.2 3.1 4.0 3.1 3.6 2.3 3.8
No. 5 5 5 5 5 5 5 5 5
300 Mean 24.6 26.6 28.0 28.4 27.6 29.2 28.2 32.4+» 31.8
S.D. 2.3 2.3 2.2 2.3 4.0 2.3 1.6 0.9AT 2.2

Unit: g/rat/day

No.: No. of animals

#: p<0.05 (Significant
AT: Aspin-Welch t-test

difference from

control group)
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Table 4-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Food consumption of female rats during the administration period (Recovery group)
Day of administration
Dose
mg/kg 1 4 8 11 15 32 36 39 42
No. 5 5 5 5 5 5 5 5 5
0 Mean 15.6 22.0 20.0 21.0 8.6 20.6 19.0 20.4 21.2
S.D. 4.2 1.2 2.1 1.7 3.1 1.9 3.7 5.0 4.0
No. 5 5 5 5 5 5 5 5 5
300 Mean 18.8 19.8» 20.0 20.2 9.0 20.6 20.6 18.8 22.6
S.D. 3.6 1.1T 2.0 4.1 3.3 1.9 3.0 1.6 4.2

Unit: g/rat/day
of animals
«: p<0.05 (Significant difference from

No.: No.

T: Student's t-test

control group)
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Table 4-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4~hydroxy-,tin(2+)salt
Food consumption of male rats during the recovery period (Recovery group)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 28.6 29.0 30.8 29.8 31.6
S.D. 3.0 3.4 4.3 2.7 2.5
No. 5 5 5 5 5
300 Mean 29.0 30.2 29.6 30.4 32.6
S.D. 4.6 3.3 3.0 2.2 1.1

Unit: g/rat/day
of animals

No.: No.

No significant difference between treated group and control group.
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Table 4-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Food consumption of female rats during the recovery period (Recovery group)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 9.8 19.8 18.6 20.0 24.2
S.D. 3.2 2.2 4.2 3.4 3.2
No. 5 5 5 5 5
300 Mean 9.4 22.4 22.6 22.8 24.0
S.D. 4.0 5.3 3.7 4.3 2.9
Unit: g/rat/day
No.: No. of animals

No significant difference between treated group and control group.
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Table 5-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Urinalysis of male rats (Week 6 of administration)

1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/keg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 — += 4+t 4+ H4+4 - += 4 4+ H++4 b4+ — 4— 4 44 4+t 4
0 17 0 0 0 1 2 1 3 9 1 3 6 8 0 O 0 9 5 3 0 0 0 17 0 0 0 O 0
12 12 0 0 0 0 4 1 2 5 0 0O 8 4 0 0 0 6 5 1 0 O 0 12 0 0 0 O© 0
60 12 0 0 0 4 3 0 5 0 0 1 3 8 0 0 0 4 4 4 0 O 0 12 0 0 0 0 0
300 17 0 0 0 6 5 2 3 0 1 0 116 0 0 0 0 512 0 O 0 17 0 0 0 O 0
1) -~ : <10 mg/dL +- 1 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ 1 >600 mg/dL
2) - : <5 mg/dL +- : 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL +++ : T1 - 125 mg/dL ++++ : >125 mg/dL

3) - : <30 mg/dL +- : 30 - 60 mg/dL + 1 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ 1 >750 mg/dL



R-945

Table 5-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Urinalysis of male rats (Week 6 of administration)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg - 4= + 44 A+ - + 44 tdd b4 +- + ++ +++ ++++ LY Y DY
0 17 16 1 0 0 17 0 0 O o] 16 1 0 0O 0 017 ©
i2 12 9 3 0 0 12 0 0 O 0 12 0 0 O 0 012 O
60 12 11 1 © 0 12 0 0 O 0 11 1 0 0 0 012 O
300 17 16 0 0 0 16 1 0 O 0 12 5 0 O 0 017 O
4) - <0.03 mg/dL - 0.03 - 0.05 mg/dL + 0.06 - 0.15 mg/dL ++ 0.16 - 0.75 mg/dL +++ >0.75 mg/dL
5) - <0.5 mg/dL + 0.5 - 1.5 mg/dL  ++ 1.6 - 5.0 mg/dL  +++ 5.1 ~ 10.0 mg/dL ++++ >10.0 mg/dL
6) +- : <2.0 mg/dL + 2.0 -~ 3.5 mg/dL ++ 3.6 - 7.0 mg/dL +++ 7.1 - 12.0 mg/dL ++++ >12.0 mg/dL
7) LY : Light yellow Y Yellow DY : Dark yellow
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Table 5-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Urinalysis of male rats (Week 6 of administration)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg - - + ++ 4+ - - + 4 4+ - 4= + 44 4+ - +=- + 4+ +++ ~ +- +- + 4+ +++ - +- + ++ 4+
0 17 17 0 0 0 O i6 1 0 0 O 17 0 0 O 17 0 0 0 O 17 O 12 1 0 O 17 0 0 0 O
12 12 12 ¢ 0 0 0 12 0 0 0 O 012 0 0 0 12 0 0 0 O 12 0 6 1 0 0 12 0 0 ¢ O
60 12 i2 0 0 0 0 12 0 0 0 O 012 0 0 O 12 0 0 0 O 12 0 7 0 0 0 12 0 0 0 O
300 17 17 0 0 0 0O 17 0 0 0 O 017 0 0 O 17 0 0 0 O 17 0 11 0 0 O 17 0 0 0 O
SEC Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- @ Slight
PS : Phosphate Salts + : Mild
Cco Calcium Oxalate ++ : Moderate

+++ : Severe
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Table 5-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Water intake and urinalysis (Week 6 of administration)
Male
Water Urine Osmclality
Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
0 17 Mean 45 18.9 1860
S.D. 7 5.8 346
12 12 Mean 46 16.3 1960
S.D. 5 5.3 361
60 12 Mean 42 14.8 2194+
S.D. 8 7.8 461D
300 17 Mean 44 14.9 2129
S.D. 7 2.9 257

# : p<0.05 (Significant difference from control group)
D : Dunnett's test



Table 5-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Urinalysis of male rats (Week 2 of recovery)

R-945

1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/keg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 B T - 4 + okttt A+ — 4= 4 4 A+ At
0 5 0 0 0 0 0 3 2 0 0 g 1 3 1 0 0 1 2 2 0 O 0 5 0 0 0 0 0
300 5 0 0 0 1 0 3 1 0 0 0 1 4 0 O 0 0O 1 4 0 O 4] 5 0 0 0 O 0
1) - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +44 251 - 600 mg/dL FRFIFEN >600 mg/dL
2) - : <5 mg/dL +~ : 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL 4+ 71 - 125 mg/dL e+t >125 mg/dL
3) - 1 <30 mg/dL +- : 30 - 60 mg/dL + : 61 - 125 mg/dL ++ : 126 - 250 mg/dL +4+ 251 - 750 mg/dL v >750 mg/dL
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Table 5-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Urinalysis of male rats (Week 2 of recovery)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg - - + 4 44 - 4+ 4+ 4 +- L T LY Y DY
0 5 3 1 0 0 1 5 0 0 O (4} 4 1 0 O 0 0 5 0
300 5 5 0 0 0 0O 5 0 0 O 0 3 2 0 0 0 0 5 0
4) - <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + 0.06 - 0.15 mg/dL ++ 0.16 - 0.75 mg/dL +++ >0.75 mg/dL
5) - <0.5 mg/dL + : 0.5 - 1.5 mg/dL ++ 1.6 - 5.0 mg/dL +++ 5.1 - 10.0 mg/dL ++++ >10.0 mg/dL
6) 4+~ <2.0 mg/dL + 1 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ 7.1 - 12.0 mg/dL ++++ >12.0 mg/dL
7) LY Light yellow Y Yellow DY : Dark yellow
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Table 5-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Urinalysis of male rats (Week 2 of recovery)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Dose No.
mg/kg - 4 + 4+ 4+ - += + ++ +++ - + +4+ +++ - 4= + ++ +++ - +- - +- + 44 e+ - +- + 4+ +++
0] 5 3 1 0 1 0 5 0 0 0 0 0 4 1 0 O 5 0 0 0 O 5 0 0 4 1 0 O 5 0 0 0 0
300 5 5 0 0 0 O 5 0 0 0 O 0O 5 0 0 O 5 0 0 0 O 5 0 1 4 0 0 O 5 0 0 0 0
SEC Squamous Epithelial Cell - Negative
SREC Small Round Epithelial Cell +- Slight
PS Phosphate Salts + Mild
co Calcium Oxalate ++ Moderate

+4+

Severe



R-945

Table 5-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Water intake and urinalysis (Week 2 of recovery)
Male
Water Urine Osmolality
Dose No. intake volume
mg/kg mL/24h mL/24h moOsm/kg
0 5 Mean 42 16.8 1923
S.D. 9 4.9 296
300 5 Mean 50 18.6 1885
S.D. 7 4.6 330

No significant difference between treated group and control group.



R-945

Table 6-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Hematology (Week 6 of administration)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X10*/ 1L g/dL % L pg g/dL % X104/ 1L, s s mg/dL
0 5 Mean 846 15.7 42.0 49.7 18.5 37.3 2.2 121.7 14.5 20.5 292
S.D. 20 0.5 1.4 0.9 0.4 0.4 0.3 15.9 1.3 3.5 30
12 5 Mean 867 16.2 43.3 50.0 18.6 37.3 1.9 106.1 14.7 21.3 288
S.D. 36 0.3 1.0 1.1 0.5 0.3 0.3 12.8 1.8 2.9 38
60 5 Mean 871 16.4# 43.6 50.0 18.8 37.6 1.9 108.7 14.4 20.9 275
S.D. 30 0.3D 1.4 0.5 0.5 0.8 0.4 7.2 0.9 1.6 17
300 5 Mean 872 15.5 42.1 48.2 17.7# 36.9 1.9 119.3 13.9 19.5 268
S.D. 33 0.5 1.1 1.5 0.4D 0.5 0.1 14.7 0.8 3.3 21

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

D : Dunnett’'s test



R-945

Table 6-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Hematology (Week 6 of administration)
Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X102/uL)
Dose No.
mg/kg X10%/#L.  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 78.86 72.5 22.6 1.5 0.3 2.6 0.5 58.9 15.9 1.1 0.2 2.0 0.4
S.D. 30.9 8.5 8.0 1.0 0.2 0.5 0.2 29.4 2.9 0.6 0.2 0.7 0.2
12 5 Mean 88.2 79.3 15.6 1.6 0.2 2.4 0.9 69.7 14.1 1.4 0.2 2.1 0.7
S.D. 21.1 5.4 6.2 0.5 0.0 0.4 0.6 16.4 8.4 0.2 0.1 0.4 0.5
60 5 Mean 102.1 79.0 17.3 0.9 0.3 2.1 0.4 80.5 17.9 0.9 0.3 2.1 0.5
S.D. 26.8 5.4 5.8 0.2 0.1 0.6 0.1 22.1 7.3 0.3 0.1 0.7 0.2
300 5 Mean 89.4 75.3 20.0 1.5 0.2 2.3 0.7 68.8 16.6 1.1 0.2 2.1 0.7
S.D. 33.1 7.2 6.4 0.8 0.1 0.4 0.3 29.2 4.2 0.5 0.2 0.9 0.6

LUC : Large unstained cells

No significant difference in any

treated groups from control group.



Table 6-3

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Hematology (Day 4 of lactation)

R-945

Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X10*/ 1L, g/dL % fL pe g/dL % X10*/ L ] s mg/dL
0 5 Mean 700 13.7 37.1 53.1 19.5 © 36.8 5.7 152.2 11.9 15.3 311
S.D. 26 0.3 0.9 1.0 0.5 0.5 1.3 16.8 0.6 2.9 67
12 5 Mean 701 13.6 37.1 52.9 19.3 36.6 5.5 140.4 11.8 15.5 337
S.D. 53 0.8 2. 1.5 0.5 0.2 0.9 22.2 0.8 1.6 95
60 5 Mean 686 13.6 37.3 54.5 19.8 36.4 7.5 148.1 12.2 17.3 257
S.D. 47 0.7 1.1 2.3 0.5 1.0 1.8 15.4 0.7 2.6 28
300 5 Mean 663 12.4+« 34.3# 51.8 18.8 36.3 6.6 145.1 11.9 15.6 242
S.D. 35 0.5D 0.9D 3.3 1.2 0.5 1.2 18.9 0.4 2.0 18

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

D : Dunnett's test



R-945

Table 6-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Hematology (Day 4 of lactation)

Female
‘WBC Differential leukocyte counts (%) Differential leukocyte counts (X102/xL)

Dose No.
mg/kg X10*/#L.  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 116.0 56.8 39.1 1.0 0.2 2.2 0.7 64.7 46 .6 1.0 0.2 2.6 0.8
S.D. 30.0 7.2 7.8 0.6 0.1 0.7 0.2 13.3 18.4 0.3 0.1 1.2 0.2
12 5 Mean 141.9 59.6 36.6 0.8 0.2 2.3 0.6 83.2 53.3 1.0 0.3 3.2 0.8
S.D. 43.5 7.0 6.7 0.6 0.0 0.4 0.2 22.0 23.6 0.5 0.1 1.2 0.5
60 5 Mean 143.3 53.0 42.3 0.9 0.2 3.0 0.6 75.4 61.2 1.3 0.2 .3 0.9
S.D. 36.2 5.0 5.3 0.4 0.1 0.5 0.4 18.1 19.3 0.4 0.1 1.4 0.5
300 5 Mean 120.0 61.4 34.0 0.8 0.2 3.0 0.6 74.1 40.4 1.0 0.2 3.6 0.7
S.D. 27.7 3.9 3.9 0.3 0.1 0.8 0.1 20.0 7.7 0.3 0.1 1.4 0.3

LUC : Large unstained cells
No significant difference in any treated groups from control group.



R-945

Table 6-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Hematology (Day 14 of recovery)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X10%/ 1L g/dL % fL rg g/dL % X104/ 1L s s mg/dL
¢] 5 Mean 892 16.1 42.6 47.9 18.1 37.8 2.0 108.7 14.5 22.1 307
S.D. 30 0.4 0.8 1.6 0.8 0.5 0.2 6.6 0.6 2.3 54
300 5 Mean 906 16.0 42.2 46.6 17.6 37.8 2.0 109.5 13.9 21.0 355
S.D. 24 0.8 1.9 1.2 0.5 0.6 0.2 13.3 0.4 3.6 143

No significant difference between treated group and control group.



R-945

Table 6-6 A combined repeated-dose/reproductive—developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Hematology (Day 14 of recovery)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X102/xL)

Dose No.
mg/ kg X10%/ 1L Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 118.1 80.6 14.86 1.3 0.3 2.2 0.9 96.4 16.0 1.5 0.4 2.6 1.1
S.D. 31.1 5.9 5.7 0.2 0.1 0.7 0.3 30.3 2.2 0.3 0.2 1.1 0.4
300 5 Mean 131.3 77.7 17.4 1.3 0.4 2.1 1.1 102.5 22.4 1.6 0.6 2.7 1.6
S.D. 43.7 8.7 8.9 0.6 0.2 0.8 0.6 35.3 11.8 0.6 0.5 1.0 1.5

LUC : Large unstained cells
No significant difference between treated group and control group.



R-945

Table 6-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Hematology (Day 14 of recovery)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/Kg X104/ 1L g/dL % fL pg g/dL % X104/ 1L s s mg/dL
0 5 Mean 812 15.5 40.6 50.0 19.1 38.2 2.0 114.3 12.6 17.0 211
S.D. 18 0.3 0.5 1.3 0.3 0.7 0.2 7.6 0.6 2.3 10
300 5 Mean 846 16.3% 42.7+% 50.5 19.3 38.3 1.6# 121.8 12.4 17.6 204
S.D. 34 0.6T 1.6AT 1.7 0.4 0.5 0.2T 13.2 0.4 1.4 18

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

T : Student's t-test
AT : Aspin-Welch t-test



R-945

Table 6-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Hematology (Day 14 of recovery)

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10?/xL)

Dose No.
mg/kg X10*/#1. Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LuC
0 5 Mean 61.5 75.2 20.0 1.6 0.2 2.3 0.6 46.2 12.3 1.0 0.1 1.5 0.4
S.D. 13.8 6.4 7.0 0.5 0.0 0.7 0.3 10.2 5.4 0.3 0.1 0.6 0.2
300 5 Mean 70.2 74.6 20.6 1.7 0.2 2.2 0.7 52.9 13.9 1.2 0.2 1.5 0.5
S.D. 20.4 6.7 6.4 0.5 0.1 0.7 0.2 17.0 3.9 0.6 0.0 0.8 0.2

LUC : Large unstained cells
No significant difference between treated group and control group.



R-945

Table 7-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Blood chemistry (Week 6 of administration)
Male
AST ALT LDH v —GTP AlP T.cho TG PL T.bili- Glucose BUN Crea-
Dose No. (GOT) (GPT) rubin tinine
mg/kg IU/L 1U/L 10/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 75 31 63 0 390 43 18 80 0.1 133 13 0.29
S.D. 13 5 10 1 44 6 5 9 0.0 13 2 0.05
12 5 Mean 67 30 51 1 433 41 33 81 0.1 149 14 0.30
S.D. 7 2 9 1 94 5 8D 8 0.0 14 1 0.03
60 5 Mean 65 26 54 1 400 35 22 71 0.1 138 13 0.28
S.D. 6 3 14 1 87 9 8 9 0.0 10 2 0.04
300 5 Mean 75 45% % 57 1 441 51 21 88 0.1 130 16 0.27
S.D. 8 9D 13 0 109 7 10 8 0.0 10 2 0.03
% : p<0.05 ; == p<0.01 (Significant difference from control group)

D : Dunnett's test



R-945

Table 7-2 A combined repeated-dose/reproductive-developmental toxicity study im rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Blood chemistry (Week 6 of administration)

Male
Na K C1 Ca P TP Albumin A/G
Dose No.

mg/kg mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 143 4.8 108 9.3 6.1 5.9 2.6 0.81
S.D. 1 0.2 2 0.3 0.9 0.2 0.1 0.086
12 5 Mean 142 4.9 107 9.5 6.5 6.0 2.6 0.78
S.D. 1 0.5 2 0.2 0.2 0.1 0.1 0.05
60 5 Mean 142 4.8 108 9.5 6.4 6.1 2 0.76
S.D. 1 0.4 1 0.1 0.5 0.2 0.1 0.03
300 5 Mean 141 5.1 107 9.3 6.4 5.9 2.7 0.83
S.D. 1 0.2 2 0.1 0.4 0.1 0.1 0.05

No significant difference in any treated groups from control group.



R-945

Table 7-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Blood chemistry (Day 4 of lactation)
Female
AST ALT LDH v —GTP AlP T.cho TG PL T.bili- Glucose BUN Crea-
Dose No. (GOT) (GPT) rubin tinine
mng/keg IU/L I1U/L IU/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 85 55 54 1 294 58 28 120 0.1 126 15 0.31
S.D. 27 18 14 0 97 16 15 31 0.0 17 3 0.05
12 5 Mean 94 59 50 1 258 57 40 120 0.1 122 14 0.32
S.D. 26 11 12 0 120 11 11 17 0.0 9 3 0.04
60 5 Mean 86 53 44 1 286 59 39 122 0.1 136 15 0.33
S.D. 12 12 6 0 100 11 14 14 0.0 21 3 0.04
300 5 Mean 87 50 43 1v 303 55 36 115 0.1 135 17 0.31
S.D. 8 8 7 1 129 13 12 23 0.0 17 4 0.06

No significant difference in any treated groups from control group.



R-945

Table 7-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Blood chemistry (Day 4 of lactation)

Female
Na K Cl Ca P TP Albumin A/G
Dose No.

mg/kg mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
¢} 5 Mean 140 4.6 107 10.0 7.1 6.5 2.9 0.79
S.D. 2 0.7 2 0.2 Q.6 0.3 0.2 0.03
12 5 Mean 140 4.8 109 10.0 7.1 6.4 2.9 0.84
S.D. 1 0.3 1 0.4 1.0 0.1 0.1 0.03
60 5 Mean 140 4.3 107 9.7 7.3 6.3 2.9 0.82
S.D. 2 0.7 2 0.2 1.6 0.2 0.2 0.04
300 5 Mean 141 4.4 107 9.8 7.3 5.0%# 2.7 0.81
S.D. 1 0.5 1 0.3 0.7 0.2D 0.2 0.03

%% : p<0.01 (Significant difference from control group)
D : Dunnett’'s test



R-945

Table 7-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Blood chemistry (Day 14 of recovery)
Male
AST ALT LDH 7 —GTP AlP T.cho TG PL T.bili- Glucose BUN Crea-
Dose No. (GOT) (GPT) rubin tinine
mg/kg IU/L 1U/L 1U/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 69 30 48 1 332 43 40 84 0.1 153 14 0.29
S.D. 11 4 9 0 40 6 26 10 0.0 2 2 0.03
300 5 Mean 71 35 52 1 462+« 41 38 80 0.1 149 16 0.29
S.D. 16 11 13 0 77T 4 8 5 0.0 15 1 0.02

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

T : Student's t-test



R-945

Table 7-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Blood chemistry (Day 14 of recovery)
Male
Na K Cl Ca P TP Albumin A/G
Dose No.
mg/kg mmol /L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 S Mean 142 4.7 106 9.5 6.0 6.1 2.6 0.76
S.D. 1 0.2 2 0.2 0.6 0.1 0.0 0.04
300 5 Mean 142 4.7 107 9.7 6.4 6.1 2.6 0.74
S.D. 1 0.4 3 0.2 0.5 0.2 0.3 0.10

-

No significant difference between treated group and control group.



R-945

Table 7-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Blood chemistry (Day 14 of recovery)
Female
AST ALT LDH v —GTP AlP T.cho TG PL T.bili- Glucose BUN Crea-
Dose No. (GOT) (GPT) rubin tinine
mg/kg 1U/L I0/L 1U/L IU/L 10/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 61 25 44 1 170 65 11 128 0.1 141 16 0.40
S.D. 6 5 8 0 49 7 4 13 0.0 9 3 0.03
300 5 Mean 70 30 44 1 257 61 11 122 0.1 132 17 0.35+%
S.D. 11 7 4 0 101 16 5 24 0.0 10 2 0.04T

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

T : Student's t-test



R-945

Table 7-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Blood chemistry (Day 14 of recovery)

Female
Na K Cl Ca P TP Albumin A/G
Dose No.

mg/kg mmol /L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 142 4.5 111 9.6 4.2 6.4 3.0 0.87
S.D. 1 0.3 1 0.1 0.4 0.2 0.1 0.06
300 5 Mean 142 4.2 111 9.8 4,2 6.6% 3.1 0.86
S.D. 2 0.3 1 0.2 0.6 0.17 0.1 0.05

# : p<0.05 (Significant difference from control group)
T : Student’'s t-test



R-945

Table 8-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Organ weight of male rats (Main group)

Body Brain Thyroid Thymus Heart Liver

Dose weight (R+L)
mg/kg g g(g/100g B¥W) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
0 Mean 471 2.13 22.2 289 1.32 12.02
S.D. 29 0.08 3.7 55 0.12 1.21
No. 5 5 5 5 5 5
Absolute 12 Mean 472 2.07 20.2 294 1.34 12.39
S.D. 19 0.11 3.3 47 0.06 1.16
No. 12 5 5 5 5 5
60 Mean 467 2.12 23.1 385 1.35 11.55
S.D. 31 0.13 5.3 88 0.07 0.55
No. 5 5 5 5 5 5
300 Mean 452 2.03 21.7 266 1.37 11.99
S.D. 22 0.03 1.6 46 0.15 1.61
No. 5 5 5 5 5
0 Mean 0.45 4.7 61 0.28 2.55
S.D. 0.03 0.6 9 0.02 0.16
No. 5 5 5 5 5
Relative 12 Mean 0.44 4.3 62 0.28 2.62
S.D. 0.03 0.8 10 0.01 0.19
No. 5 5 5 5 5
60 Mean 0.45 4.9 82» 0.29 2.48
S.D. 0.03 1.0 17D 0.02 0.10
No. 5 5 5 5 5
300 Mean 0.45 4.8 59 0.30 2.65
S.D. 0.02 0.5 10 0.03 0.23

#: p<0.05 (Significant difference from control group)
D: Dunnett's test



R-945

Table 8-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Organ weight of male rats (Main group)

Spleen Kidney Adrenal Body Testis Epididymis

Dose (R+L) (R+L) weight (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g g(g/100g BW) mg(mg/100g BW)
No. 5 5 5 12 12 12

0 Mean 0.80 3.20 66 465 3.16 1212
S.D. 0.13 0.24 5 33 0.38 117

No. 5 5 54 12 12 12
Absolute 12 Mean 0.74 3.16 66 468 3.23 1238
S.D. 0.10 0.08 7 29 0.21 60

No. 5 5 5 12 12 12

60 Mean 0.79 3.33 69 467 3.20 1239
S.D. 0.11 0.07 9 31 0.49 116

No. 5 5 5 12 12 12

300 Mean 0.70 3.28 59 450 3.34 1257
S.D. 0.09 0.33 9 20 0.25 53

No. 5 53 5 12 12

0] Mean 0.17 0.68 14 0.68 262
S.D. 0.03 0.04 1 0.10 35

No. 5 5 5 12 12
Relative 12 Mean 0.16 0.67 14 0.69 266
S.D. 0.02 0.04 2 0.06 21

No. 5 5 5 12 12

60 Mean 0.17 0.72 15 0.69 266
S.D. 0.02 0.04 2 0.11 30

No. 5 5 5 12 12

300 Mean 0.15 0.72 13 0.74 280
S.D. 0.01 0.04 2 0.07 13

No significant difference in any treated groups from control group.



Table 8-3

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Organ weight of female rats (Main group)

Body Brain Thyroid Thymus Heart Liver

Dose weight {R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
0 Mean 295 1.97 16.1 232 0.95 9.95
S.D. 7 0.03 2.3 88 0.03 0.21
No. 5 5 5 5 5 5
Absolute 12 Mean 302 1.98 17.6 268 1.01 10.23
S.D. 13 0.08 1.9 79 0.11 0.77
No. 5 5 S 5 5 5
60 Mean 298 1.91 18.6 234 1.01 10.31
S.D. 10 0.11 2.3 44 0.10 0.68
No. 5 5 5 5 5 5
300 Mean 296 1.93 17.8 220 0.99 10.11
S.D. 19 0.04 6.8 45 0.04 0.486
No. 5 5 5 5 5
0 Mean 0.87 5.5 79 0.32 3.37
S.D. 0.02 0.7 30 0.01 0.09
No. 5 5 5 5 5
Relative 12 Mean 0.66 5.8 89 0.33 3.39
S.D. 0.04 0.5 25 0.03 0.21
No. 5 5 5 5 5
60 Mean 0.64 6.3 78 0.34 3.46
S.D. 0.05 0.9 13 0.03 0.27
No. 5 5 5 5 5
300 Mean 0.66 6.1 74 0.33 3.42
S.D. 0.04 2.5 16 0.02 0.16

No significant difference in any treated groups from control group.



R-945

Table 8-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Organ weight of female rats (Main group)

Spleen Kidney Adrenal

Dose (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 5 5 5

0 Mean 0.58 1.98 24
S.D. 0.05 0.15 11

No. 5 5 5
Absolute 12 Mean 0.64 2.08 94
S.D. 0.07 0.16 8

No. 5 5 5

60 Mean 0.68 2.01 99
S.D. 0.10 0.26 20

No. 5 5 5

300 Mean 0.68 2.07 88
S.D. 0.06 0.10 7

No. 5 5 5

0 Mean 0.20 0.67 32
S.D. 0.02 0.05 4

No. 5 5 5
Relative 12 Mean 0.21 0.69 31
S.D. 0.02 0.05 3

No. 5 5 5

60 Mean 0.23 0.68 33
S.D. 0.04 0.09 7

No. 5 5 5

300 Mean 0.23 0.70 30
S.D. 0.01 0.04 3

No significant difference in any treated groups from control group.



Table 8-5

R-945

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Organ weight of male rats (Recovery group)

Body Brain Thyroid Thymus Heart Liver
Dose No. of weight (R+L)
mg/kg animals g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
Absolute 0 5 Mean 492 2.07 24.1 299 1.44 12.39
S.D. 46 0.08 5.7 15 0.14 1.27
300 5 Mean 477 2.12 24.1 270 1.41 13.47
S.D. 30 0.12 4.4 58 0.05 1.46
Relative 0 5 Mean 0.42 4.9 61 0.30 2.52
S.D. 0.03 0.9 3 0.04 0.07
300 5 Mean 0.45 5.1 57 0.30 2.82+
S.D. 0.02 1.0 14 0.02 0.24AT

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

AT: Aspin-Welch t-test



R-945

Table 8-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Organ weight of male rats (Recovery group)

Spleen Kidney Adrenal Testis Epididymis

Dose No. of (R+L) (R+L) (R+L) (R+L)

mg/kg animals g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g BW) mg(mg/100g BW)

Absolute 0 5 Mean 0.69 3.20 57 3.18 1300
S.D. 0.06 0.35 6 0.24 42

300 5 Mean 0.88 3.54 56 3.51 1382

S.D. 0.37 0.28 11 0.30 101

Relative 0 5 Mean 0.14 0.65 12 0.65 266
' S.D. 0.01 0.02 1 0.08 30

300 5 Mean 0.19 Q.74 12 0.74 291

S.D. Q.08 0.03T 2 0.04 28

##: p<0.01 (Significant difference from control group)
T: Student's t-test
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Table 8-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Organ weight of female rats (Recovery group)
Body Brain Thyroid Thymus Heart Liver
Dose No. of weight (R+L)
mg/kg animals g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
Absolute 0 5 Mean 277 2.00 15.7 269 0.83 6.63
S.D. 20 0.05 2.5 66 0.03 0.53
300 5 Mean 276 1.96 16.8 311 0.91 7.28
S.D. 16 0.03 2.7 93 0.08 0.46
Relative 0 5 Mean 0.73 5.7 97 0.30 2.40
S.D. 0.04 0.9 22 0.02 0.11
300 5 Mean 0.71 6.1 114 0.33 2.64+
S.D. 0.03 0.9 35 0.04 0.11T

#%: p<0.01 (Significant difference from control group)

T: Student's t-test
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Organ weight of female rats (Recovery group)

Dose No. of
mg/kg animals

Spleen Kidney Adrenal
(R+L) (R+L)
g(g/100g BW) g(g/100g BW) mg(mg/100g BW)

Absolute 0 5 Mean 0.52 1.73 72
S.D. 0.09 0.12 12

300 5 Mean 0.56 1.93 78

S.D. 0.09 0.20 3

Relative 0 5 Mean 0.19 0.62 26
S.D 0.02 0.02 2

300 5 Mean 0.20 0.70= 29

S.D. 0.04 0.05T 2

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

T: Student's t-test
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Table 9-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Gross pathological findings (Main group)

Organs Sex: M M M M F F F F
Dose(mg/kg) : 0 12 60 300 0 12 60 - 300
Findings Number: 12 12 12 12 12 12 12 12

Intestine,ileum
Diverticulum
Intestine,cecum
Dilatation
Kidney
Focus,white
Pituitary
Cyst
Stomach
Nodule, serosal
Focus,dark red,glandular stomach
Thickening,limiting ridge
Urethra
Nodule
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Table 9-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Gross pathological findings (Recovery group)
Organs Sex: M F F
Dose(mg/kg): 0 300 0 300
Findings Number: 5 5 5
Intestine,ileum
Diverticulum 1 0
Kidney
Cyst 1 0
Spleen
Focus,raised 0 1
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Table 10-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Histopathological findings (Main group)

Organs Sex: M M M M F F F F
. . Dose(mg/kg): 0 12 60 300 0 12 60 300
Findings Number: 12 12 12 12 12 12 12 12
Adrenal
Number examined 5 0 0] 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Bone+Bone marrow, femoral
Number examined 5 o] 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Bone+Bone marrow,sternal
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 (4] 0 5
Cerebellum
Number examined 5 0 0 5] 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Cerebrum
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 Q 5 5 0 0 5
Epididymis
Number examined 5 0 0 5 - - - -
Not remarkable 4 0 0 5 - - - -
Cell infiltration,interstitial 1 0 0 0 - - - -
minimal 1 0 0 0 - - - -
Heart
Number examined 5 0 0 5 5 0 4] 5
Not remarkable 4 0 0 4 5 0 0 5
Myocarditis,focal 1 0 0 1 0 0 Q 0
minimal 1 0 0 1 0 0 0 0
Intestine,duodenum
Number examined 12 12 12 12 12 12 12 12
Not remarkable 12 12 12 6 12 12 12 7
Hypertrophy,mucosal epithelial 0 0 0 6 0 0 0 5
minimal 0 4] 0 6 0 0 0 5
Intestine, jejunum .
Number examined 5 [4] 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Intestine,ileum
Number examined 5 1 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Diverticulum 0 1 0 0 0 [} 0 0
mild 0 1 0 0 0 Q 0 0
Intestine,cecun
Number examined 5 0 0 8 5 0 0 6
Not remarkable 4 0 0 5 4 0 0 6
Cell infiltration,mucosal 1 0 0 3 1 0 0 0
minimal 0 0 0 3 1 0 [0} 0
mild 1 0 0 0 0 0 0 0
Intestine,colon
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Intestine,rectum
Numbeyr examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0] 5 5 0 0 5

- : Not applicable
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Table 10-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Histopathological findings (Main group)

Organs Sex: M M M M F F F F

o Dose{mg/kg): 0 12 60 300 0 12 60 300

Findings Number : 12 12 12 12 12 12 12 12
Kidney

Number examined
Not remarkable
Regeneration, tubular
minimal
Fibrosis,focal
minimal
Liver
Number examined
Not remarkable
Microgranuloma
minimal
Lung{bronchus)
Number examined
Not remarkable
Accumulation, foamy cell
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Cyst,anterior
mild
Sciatic nerve
Number examined
Not remarkable
Seminal vesicle
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Hematopoiesis,extramedullary
minimal
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Table 10-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Histopathological findings (Main group)

Organs Sex: M M M M F F F F
Dose(mg/kg): 0 12 60 300 0 12 60 300
Findings Number: 12 12 12 12 12 12 i2 12
Stomach
Number examined 5 0 1 7 5 0 0 7
Not remarkable 5 Q0 0 7 4 0 0 6
Cyst,epidermal 0 0 1 0 0 0 0 1
minimal 0 [} 0 0 0 0 0 1
mild 0 0 1 0 0 0 0 0
Erosion,glandular stomach 0 (0] (4] 0 1 0 0 0
minimal 0 0 0 [¢] 1 0 0 0
Testis
Number examined 5 0 0 5 - - - -
Not remarkable 5 0 0 4 - - - -
Atrophy,seminiferous tubular 0 Q Q 1 - - - -
minimal 0 ¢} 0 1 - - - -
Thyroid
Number examined 5 0 0 5 5 0 0 5
Not remarkable 4 0 0 5 4 0 0 5
Cyst,ultimobranchial 1 0 o] 0 1 0 0 0
minimal 1 0 0 0 1 0 0 0
Thymus
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Urinary bladder
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 4 0 0 5
Cell infiltration,subcutaneous 0 0 0 Q 1 0 ] 0
minimal 0 0 0 0 1 0 0 0
Uterus
Number examined - 5 0 0 5
Not remarkable - - 5 0 0 5
Urethra
Number examined 0 0 0 0 [} 1 0 0
Calculus 0 0 0 0 0 1 0 0
mild 0 0 0 0 0 1 0 0

- : Not applicable
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Table 10-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Histopathological findings (Recovery group)
Organs Sex: M F F
Dose(mg/kg): 0 300 0 300
Findings Number: 5 5 5
Intestine,duodenum
Number examined 5 5 5 5
Not remarkable 5 5 5 5
Intestine, ileum
Number examined 1 0 0 0
Diverticulum 1 0 0 0
mild 1 0 0 0
Kidney
Number examined 1 0 0 0
Dilatation, tubular,cystic 1 0 0 0
mild 1 0 0 0
Spleen
Number examined 0 1 0 0
Granuloma 0 1 0 0
mild 0 1 0 0
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Table 11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Estrous cycle in female rats during the pre-mating period (Main group)
Count of estrus Mean duration
Dose No. of of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 0 0 0 6 6 3.5+0.5 4.0+40.1
12 12 0 0 0 9 3 3.3+0.5 4.0+0.1
60 12 0 0 0 5 7 3.640.5 4.1+0.3
300 12 0 0 0 6 6 3.5+0.5 4.2+0.4

No significant difference in any treated groups from control group.



R-945

Table 12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt
Mating and fertility 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)
0 12 2.8+1.0 12/12(100.0) 12/12(100.0) 12 2.8+1.0 12/12(100.0) 12/12(100.0)
12 12 2.7+2.5 12/12(100.0) 11/12( 91.7) 12 2.7+2.5 12/12(100.0) 11/12( 91.7)
60 12 2.7+1.2 12/12(100.0) 12/12(100.0) 12 2.7+1.2 12/12(100.0) 12/12(100.0)
300 12 2.4+1.2 12/12(100.0) 10/12( 83.3) 12 2.4+1.2 12/12(100.0) 10/12( 83.3)
a): (No. of copulated animals / No. of mated animals) X 100
b): (No. of males which inseminated females / No. of copulated males) X 100
c): (No. of pregnant animals / No. of copulated females) X 100

No significant difference in any treated groups from control group.
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Table 13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

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 live index corpora tation tation stillborn liveborn
mg/kg females pups % a) period lutea sites index % b) pups (%)c) pups index % d)
Total 12 12 100.0 183 173 2 163
0 Mean 21.9 15.3 14.4 93.3 ( 1.3) 13.6 98.7
S.D. 0.5 2.7 3.6 14.2 ( 4.4) 3.3 4.4
Total 11 11 100.0 172 169 -3 163
12 Mean 22.0 15.6 15.4 98.2 ( 1.9) 14.8 98.1
S.D. 0.5 1.4 1.4 3.0 ( 4.4) 1.8 4.4
Total 12 12 100.0 188 181 2 171
60 Mean 22.1 15.7 15.1 96.4 ( 1.3) 14.3 98.7
S.D. 0.5 1.5 1.5 4.8 ( 3.0) 1.8 3.0
Total 10 10 100.0 151 148 2 135
300 Mean 22.2 15.1 14.8 98.3 ( 1.4) 13.5 98.6
S.D. 0.2 1.6 1.1 3.8 ( 3.0) 1.1 3.0

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

c): (No. of stillborn pups / No. of stillborn and liveborn pups) X 100

d): (No. of liveborn pups / No. of stillborn and liveborn pups) X 100

No significant difference in any treated groups from control group.
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Table 14 A combined repeated-dose/reproductive—developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

External examination of liveborn pups

No. of No. of a) Body weight(g) External b)
Dose No. of Sex ratio abnor-
mg/kg dams males females Male Female malities(%)c)
Total 90 73 0.55 1]
0 12 Mean 7.5 6.1 6.5 6.2 ( 0.0)
S.D. 2.9 2.2 0.6 0.5 { 0.0)
Total 87 76 0.53 0
12 11 Mean 7.9 6.9 6.4 6.0 ( 0.0)
S.D. 2.1 2.0 0.4 0.5 ( 0.0)
Total 88 83 0.51 0
60 12 Mean 7.3 6.9 6.5 6.2 ( 0.0)
S.D. 1.7 2.3 0.4 0.3 ( 0.0)
Total 65 70 0.48 1d)
300 10 Mean 6.5 7.0 6.9 6.5 ( 0.7)
S.D. 1.6 1.2 0.4 0.3 ( 2.2)

a): No. of males / No. of liveborn pups

b): No. of liveborn pups with external abnormalities

¢): (No. of liveborn pups with external abnormalities / No. of liveborn pups) X 100
d): Vestigial tail

No significant difference in any treated groups from control group.
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Table 15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4~hydroxy-,tin(2+)salt
Viability index of pups
Viability
No. No. of 1live pups index on
Dose of day 4 after
mg/kg dams Day O Day 4 birth % a)
Total 12 163 162
0 Mean 13.6 13.5 99.5
S.D. 3.3 3.3 1.8
Total 11 163 159
12 Mean 14.8 14.5 97.8
S.D. 1.8 1.4 3
Total 12 171 169
60 Mean 14.3 14.1 99.0
S.D. 1.8 1.6 2.4
Total 10 135 133
300 Mean 13.5 13.3 98.6
S.D. 1.1 1.2 4.
a): (No. of live pups on day 4 / No. of liveborn pups on day 0) X 100

No significant difference in

any treated groups from control group.
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Table 16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Body weight of pups

Male Female
Dose
mg/kg 0 4 0 4a)
No. 12 12 12 12
0 Mean 6.5 10.1 6.2 9.7
5.D. 0.6 1.5 0.5 1.5
No. 11 11 11 11
12 Mean 6.4 9.7 6.0 9.1
S.D. 0.4 1.0 0.5 1.0
No. 12 12 12 12
60 Mean 6.5 9.8 6.2 9.4
S.D. 0.4 0.7 0.3 0.5
No. 10 10 10 10
300 Mean 6.9 10.3 6.5 9.7
S.D. 0.4 1.1 0.3 1.0
Unit: g

No.: No. of dams
a): Day after birth
No significant difference in any treated groups from control group.
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Table 17 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Benzenesulfonic acid,4-hydroxy-,tin(2+)salt

Gross pathological findings in pups on day 4 after birth

Dose (mg/kg) 0 12 60 300
Male
No. of pups examined 89 86 87 64
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 73 73 82 67a)
No. of pups with abnormal findings 0 0 4] 0

a): Loss of two pups during the lactation period.
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