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TRI TN AAD O (BBMEDEETHLB/HFA ) THOLES) . 4. 20, 100
B L U500 mg/kg/day %, 1 BEMERER 128D SD R T » MZ, RECBRLA 2 @RI 5.
ML 42 AR, MIIOREEEF 4 HEITRAKE L, TOREREZEEL L UOERERE
BMERI, i BIZOWTIIHNEBER L U500 mgkg H#OE 121 5FNEFh
5 ILEEA L, MIZHONWTIRYT 74 MELLTHNT 1 8 5 LRI LT 500
mg/kg BEA BT B KT % 14 B LM L  BEOREKIZ VLT ORI L,

1. REEEEE

B O—fiIRiRR L UBEM R BRARBLE, BRI BRERE, B, AREDE, FHE
BLUEEROAE, RK\E, MBRERE, MRECFRE, TR, BEEEOHEE
CICREABRFREICWT, HBROEOREICLAFEIBO Lok, ik,
EEEICBW T, EROLEHEZEBIIRD bR o T,

2. AFERAFM

BEMORE (). RERIHIMA., ZRE, ZHE, SERHAM. Bk FKE.
ERE, HER, 5%, kB OMEREBICERZED bhizd ok, REMIC
LTH, MHEREK, HERK, Mk, HAER KH, BESIUHE 4 HEFRIZ,
WHROEOREIZEE T 2EEIRBD b o o7,

UEDERDL FRREFHTICBITLT M7 7 2= VXA XORBY~DORER LS

Y ICEREREFHICET 2 ERER (NOEL) BXUGESHEENOAELNT, i
& % 500 mg/kg/day &HEE L7,
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B &
TEI 7= VAR e Ty MICRERAKRE L, AHEORER S BB L UEMHES
ABEEERIT LI,

BB X UG
1. #BMHE

BBHETHDBT FTF 7 = =2 X(CAS No. 595-90-4)%, KIZFET, BHMIZH
BEATHINREIIRERAR~MEEHERTH D, RRITIL,

AX ( HiEE 97.9% : 2008
£2H7HHW) ABEAL. GEEFT (2~6C). ERTCRELTEA L, AWK
BYEIRERTRICOW L, ERAPRPRETH -7 Z & R L7 (Appendix 1),
EE ORI, Appendix 112757,

BE®IIAY 70 (BF. vy bES NA-15, /DMRBIFEERSH) 28EL L, BiE
DEREAR L RIBEOCRBRICAM L., AU LA-RERKT. 1 BOERARI LT/
43} U, AR E THET (2~6C) AT TR U TRE L, REBRT OHEBMEIL,
BIERXRT O LS 7T BMRRETHHZ LR &N (Appendix 2) DT,
AR 7T BEANIZEER L7-, FIEICAM I N REBZOWTHW L., BIEDORE TH
HMENTHWBHZ L ZHR L. (Appendix 3),

2. B LUEREENE

8%, SD#% [Crl: CDED)Z v FEAWVE, Ty M, BEF¥r—/LR - J—
St EAFT 7 — (HFNREARTTER 795) 5L 8 BEOLOEHA (H
68 L, # 80 L) L. 14 BRABRRECH LI, BB P iTER LUz >
WX 10 BEROHERBLE b HETITV. BFB I C—RIBRIRES REF T, HTI
HAICEEORBD BN L DI ST, HE5FHERICEEZRIEL., EES
HHEEIC K Y BV 60 U, MEF 70 [LAS@UY, 10 @& TRERICAHV, 1 #OBYEIT
BERES 1200 L, MEZOW TS DI BB L S ARBHORERL LTS ENLL
3% 2BOYT T4 MEERIT. EEAHHEBICK VST RITo 7, 2B, HoEE
BIZOVWTRREZTOR 2o, HORBERIZOWTIL, &Y 42 BITHBH LIRS
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AEHOTIHLERIC L ZEEAMBEEICIVZERETR S LR R L, EERKLE L,
% 5-BARERE O PR E(R B IX, #E 388(357~42Dg. M 243(218~278)g ThH o=,
7 v ME. BB 22+£3C, BE 552 10%, BREEK 10 L L F(E—A1T7 Ly a
7 —FR). B 12650, B (a1 74T, F# 7REDICREL =AY T -V R
7 AEE(E 19T, BEBICAT L X BEeBY — (260Wx380Dx180 H(mm))
WAL, 2hEAT UV LRAMSBROT v JIZEBLTHE L, =L, RERORIL
L7-MfEix, $83R 0 BICBRIEVMEERD A b7 L—27 BAF ¥ —L R« U "—HXE
HEANTZRY H—ARFx— bl — (266Wx426Dx200H(mm)) AL, 2%
REMERES T, FR (BRGEZ AR MR X by 7, BERBETEKRNNSH.
1y &5 20080371, 20070459, 20080855) L UEEIK (B lum OH—RY
9 VT 4N —TIRBERBIRBHE L-REAEK) B, 2 ThRERE X TEBR
KREBELITBKR (R I—RRX— r—T0FE) 12X, BRIZERI R,

B OEERINIL, T v 7 BEOr— O~OEEILOREM, WONZE A FBIZLY
To7,

FAEHE P . BMEORE L 20.7~24.9C BE I 456~63% DFiH TH (Appendix
4) LTz, £, FRB I UREVMEOFELDEDO TR (Appendices 5. 6) I,

kERERETEEDERFEOSAEL LUCREOHRHERE (1979)) $%228%
I U CHBFREERTASERE L7 8r BEHEMNIZH 0 | SRBKIIAKERRICE S KEEEILE S
T2 (Appendix 7) Z LRI, Lo T, BHOFRAEHIMEZE L T, #ER
BREDEEEICEEERET LEDNWIREEROE(IL. o bD LY LT,

FRBL. P ERZFFOE R L OMRENRERO TICEET 5 - DICHT T
SERELXED-. (MEEA %Eim%ﬂr"‘%“iéﬁf%ﬁﬁ@@%%ﬁiﬁﬁﬁﬁz’i WHEV,
FHBROBYERBRERBXOERRBLHTITo 7,

3. REBEORE. RRBHOMKL LUREFE

FHED 500, 1000 ¥ LT 2000 mgke/day Z MRS 1 LT » Mz 3 BERKER
ARELEER, WThoARCHLERIERED N2 ok,

#ZC, 50, 100, 200, 500 ¥ L UF 1000 mg/kg/day (B 1) T 14 BRIRERD
BhE LR, 60 mgkg THEREOEENROLNIH, EHIC 15, 3, 6, 12.5,
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25 3 L U 50 mg/kg/day TOEMAER FRRI) 21To7, FRRE S, —RREBOE
£ AEBIUCEERORE, MEFELCLEELFRE., HRECICHEEROH
EEITol, TORER. HVL 3 me/ke A EORIERE, #EX 6 mgkg B3 L Uf 25 mg/ke
ULEOHEBR CIFIENEROFERRMENRD bz, &5HIT, 1000 mgkg BT
Bz ALT EHOFELRRENREO LN, —f&KIKIE, FH, #HE, RRE. [
REREB L UEIRIZBVWTIR, #BHEOREIERTIEEIRDENE2hoT,
ULOER?D, FRBRICBITAREAREL LTI, ARL2EENR SN T3 500
mg/kg/day ZEmARE L, Ak 5 T, LLF 100, 20 B LU 4 mg/kg/day DF 4 A&
RE LI,

RIBEOWRIL, ORAREHE GIT. B . OBBRIKO 4 mekeiday 51
(4 mg/kg #). @R 20 mg/kg/day ¥ 58 (20 mg/kg B) . @F 100 mg/kg/day #:&
B (100 mg/kg #¥) & X U'GIR 500 mg/kg/day # 58 (500 me/kg 8) D 5RE L,
BEFEL, REREZFE kg Y4720 5mL L L, T 7L MBY L FREELE
EHEERAWT, BREBEPENCEE U, SRBEZZ, kL LTRWERFAY Y
MmERKRCRS L, #ERORSRER. BREAOAEFELZEICEH L, 54
i, HERE L HATECRRSE 14 HRA O, BT 42 B, ME3ASER S L ORI 248 C
DGHOBHE 4 BET, HE 42 A~K&E 54 A, 1 A 1B, FAi$. (8: 50~12: 00)
28BS L, L, MOEBERIL, #LEKIC 42 BRRSE L,

4. BRBIURE
1) B#micBE¥ 5HE

BEWONWT ROEHZBEDL D VIIRE L, 28 MERABERE., B,
HEEBHE, RRE., MKRFRE, MKRELERE, FEEERLS LOVRERABEREIC
DT, MRS 35 HIZ, MEIAENE T RHIC A3 O BIEARIRIEIC X 0 ML 5
BERY, REOHRL L,
(1) —REEE

BERHRTER, REEENLRE% 1 REIIC. BHOESE, B, TEZIZONT
BEL, L2 B 2EIL, BMOERCHBIERBEOFEIZ DN THR L, £k,
PR, HE, WEORBICOVWTIE, EEERCEBELE,

-4- Study No.07-110



(2) FHHHIRERIREIES

BERBIABIVEO®RITA1E, ¥ — V%A NTCOBRIZINZT, 892 r—o
PoBRYVHIRBRBLIVGVTIF—PHOTAVIRF -T2 74— F
(370Wx560Dx40Hmm) T, 7—Ynb0HLEE, r—IU 0 bHTBEOHRNE &,
FREERGEE~RE). K& (&), £MA, LE, ROWY. IRBHASUIKE, IREKZE
H, iR, A&5iWy (Fh), i, TERREORIZL 5150, ILFAABOMEIZ X
S5, RF, PRk, BF, ¥ RE. BRTH (KEE). B4, ERES (5
Bith) . BT (KA &), RETE (BR, R5mEHTE). BRTE BEOERE
WV, REEEESS) . BRAE (B3R, 4 V7o —, B, NEGREE. RE
LUHEEIZOWTHBEL, BOLN-E(LEF R (Appendix 8) TRH L7, Bpiz
EEAETRERS M. BEFUNOERHESCBNES 2R R LI —V0
BRI BERSOARTLIERILCE 2 BEEIBRRERIRCBEER2ITI Z LI
L0, BENERTHARIKRETHE L,
(3) BERAHAERE

HEIHRE 42 B, HI3WE 3 B, I-EEHOMEBIIRS 42 BB I UEHE 14 B,
BEHES (Erty hTBL 7 — VR FICRT2BI850N) . RERS (HmichE
ST TREOEERIR) . MERG (EMIChHEORIE) . BERIE (BB
Uy PTHAZRAEORRE, REEORS) ., ML G LAICH D VS
Fric® LR OELOKH) BLCERRS (L THMEEFMIC LEBROEEE
BIb L BRM) B, BOONERIEZTA (Appendix9) CRE LT,
(@) BHBIUCARESE

BE3iE 41 H, $I3WE 3 B, E-EEBEOMEIIRE 42 B (BERER) BX
UEH 13 BIZ, BT 30 BL T 60 77/, M 30 2RO HRERE (BEREHEATE
4f8, SUPERMEX, EHTHBHRR S, BMRRT 2 BRARE B —2BA L,
REEENOXEROMIZIST 2 BB HE) L ICHIRB LUOERBOBRH (7>
b v U R ARIEEE, MK-380R/FR. ZREMKRSI) 2HIE L, BEEED
MO HRREBRIZ, 30 B LT 60 HRITE L,

(5) FEBLIVEEE

FEIZ, BTV TIIRE 1 (RER%E, REERD. 7. 14, 21, 28, 35 BLT
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A2 BXCTEET FE5E49H) BIV14 8 (556 0), HIIRE 1, 78XT 14
H., 380, 7. 14 BXV20 BAWCHF 0B L4 HIZ, £/, 771 PHELL
TERITHMOEEEIC OV TIRIREZ{ThRW-D, BERLCBICAELE, TbHIZ,
HEE bERBIZAIE L, BERX, FEAERIZEGLET, F—YZLicBAET
D 24 BEEFAEHER B ZRE L, 272U, BEEOEKRIERIL, #TIIHE 41 B,
HCIHIHEES B EERTIXE®R 13 A L L REMBTORE 21 LR 28 AT,
RO L TWARVIEEDO TR RIZRTE L 2d o7z,

(6) HEDERMIMRE

HEIZDWT, Bllfk - BREHIRMICE &6 & | RERTO 2 B 2 & CRRE MM DR RIHE
FAINBET, Giemsa R L 2BHRBHREALER L, SRICI D ERBBEROH
ExEITol, 7o, BREMABANOREMMED E TOMBYMBEROHENCEABEZER
HUK, 1A, BFH (D 83538506 B 6ROMBEZRIRD bh/-f/ia
FTLL, MHEHEIERLZBRIZ. BYONMMEEIRBDOLNTEILER L,

(7) ZEER L S PREER

ZRECAT 2 BRI OB EEZKET (&5 156 BOFHR) L-HEHEER—FNT 14 1 0EH
ELEEEY., 2BMEXREL LTREIER SN D E CTHEERE S ¥, REHEF
TEF—ERL (9:30)) KRBOERETV., RBE (%) [ ZR#HE FHE
BWE) X 10012 B H L7, R BRERS D IIBET OB FOREZ L VHERL.
BRINBEFER0 B L Ui, SREBOBE LR URLICITV., 2805 T 255R
SNBEWE OB L Lt RERB I URHEOBEERNL FHIZ OV T ZHE(%)
[ (Zhes  ZRAMER) X100, ERHM (3R 0 B O 0B OETHRERI R
EETORE BLUHEE (%) [ (ERHESEE AERESR) X 100128 H L,
(8) HEORBRE

BIZoWT, #5 39 BRI UEERICOWVWTIIETE 8 BiZ, BMEH 3 BERAHY
—VIRAEL., BONEZRIZOWVWT, ABOBER, RBEE (FV T4 RXT 4 v I R,
NAZNAT 4 VAR 12k pH, Bln, #37 8 o8& EIAE
YREBEUOavrY ) =S OEERRERCICIEEDORZE (URI-CELL &, 77V
vV IAAT Ly M THRELTER) 21Tok, 26T, 18 BRRAL TH
BRTRICONWT, RE, HE (BFF. A <XERRSH) WiV vas
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OB Y oA (BREABOWER, NAKL-132, E&EF 4 —7—r—KkX&) 28
E L7,
(9) mKFRE

EREBEDBE HIVIIEEMEKRT OB A OFHIERNIC, =—7 VKRBT CREL
THERBARE VRO L7, BB OT%RBLVRIEL. KOHZERE LT, I
L=t 3 &L, £0—id EDTA-2K CTEEMIEAE L, $EE 88k
B (XT-2000iv, ¥RA* v 7 ZAFEREM) 2LV, Rkl (BEREREBE) . Lé
RFE SGUVINVEBT NI VA~ESIRE AR, ~~ b2 Uy ME (IR VR
WERHIE) . PHRMKAE, FHRLRDERE, FHRLKROLERRE (UL,
SHEME) . AmERE, WRAMERE, BMERESR ClE, 7u—44 X bY—§k)
BIOM/MMRE (BREREE) Z2RELE, 72, LBO—8% 3.8% 7 = BT
N U U AR CEEERA LR U TSR R4S, MEE E B E SR (STart 4, 2 ¥ o
TIIATF 4 v X HFREW) kY, 72 buer el (Quick —Bik) BLUYE
RS Fa R TRAF URR (7 F oBENAE) ZREL, k. LBITS
CTRETEZD X OIC, MIRBHIEAZER LT,
(10) MmMRAELFERE

HRL-MEO—H1oMEL 5B L., ELFBBIIER (JCA-BMS8E Y VT 5
4 HF—, BABFHISH) L0 BF LT (Fa—Ly bE), TAHT I (BCGY
). AIG b (BPEME). m#E (GluK? -G-6-PDH® ). R VAT u—/L (BERIE,
CES¥ -COD% -POD® %), tUZU%k54 K (BEHiL, LPL? -GK? -GPO® -POD®
). BeIEy (D7VE, REER (VLT —E-UVE) ., 7L 7F=r (Jaffe
#). AST. ALT. v-GTP, ALP (bLE. JSCCW #). LDH (SFBC i ) . ChE

(BTC12-DTNB® i), Y o (BEFRiE, PNP¥ -XODW -PODP %) BIUAIN
YU Ah (OCPCY #) %, ¥-EfHEEBSTEE (NAKL-132, RET 1 —7—F
—HRASH) L&Y, FhNITA AV TABIUER L, A AVERE 2AIE
Lz,
D:7absr =N F Y=, 2) Zhaxir—HE, 8) Fia—2-6Y VERARER O 3LAFD—AIR
FI—=H, 8) aLAFa—AFFTF =¥, 6) VAFY—E 7 VT uFAL Y —¥, 8) SVeo—si—t,

9 L-a- 7)oy X ¥ —E, 100 BAREKILES, 1D 75 2BREDFESR, 12) FFINF42Y 185, 5
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-UFFER2-= b uRBER. 14) SYLRIVAVRERTA YT 15) ¥ YU F AR —¥ 1807 LY —A T
rrraryFvyyy

1) HRBLUHBEER
BOHBEEZDWIIKRS 42 BOBH, MIIMES B, £/, BEEHICSWTIEE

14 BOF R, £hth=—7 VBT CHRIOLEZ L. F&K. BRREEEL L CHEH

HETTNIRMICERE L, £/, SEMES 5 ICOfFI. BiR. BI%. MR, B,

B, D, TEE FRBEBLIUCBELTGCC2TOROBRBIUCHERELEALHE (&

MER) L. ERAOKEIZESWTHERERL (HAER) 2EH L. B, #HE
BEAZ—ELT, TEABLIURRBIIEER IR L, #EIZ oW T, SIROK

EBEBLUCFEOEFRKREZR FRE (%) [ GFRE/EBESH X10012EH L,

(12) /REHBFRE
2B OVWTTRETLZHEIL, 10% TR Y VEiEER L~ U UK BR. BELE
7T THIEE) TEEL. R’RFLE,

(f, TEGE, FRE R, SF 5 (EERPEARED. H. B, LW, )
PR, Pechet. R, BT, BERL. MR, R LA, AiSiR. FER. IR, 7E,
FEE (TR, M. B, LEHR. B (KBRE). UV 8 @ERY o2

| #, BBROEEY ). SLBR )
RS EREIY, MBEE L U500 mgkg BEOMEHE 5 ILIZOWT, LREAES

FIZOWTER LR, BRIZOWTIE, BFERYA 7 AVRE (X7—Y10 -1, V,

VIBLUXO) $1To7, TORR, HROEOREIZLIEBIIRO oMb oD

T, EEHEELTOMOBICONTIIRE Lish oo, REIT. BECH->TRT 7
A VIR EERL, HE REEHLTER L, £, BFERYA 7 LVREDD

ICHEEE D PAS ReB B AR B ERI LT,

2) FARICEYT5HE
(1) ER%K, HEEBITARRE

DPTET ORERE. FEOERK (AR LECROEE) 2@ 25RO (B
HERE/ERE X 1001 %, 7ML EMERMOREIC LV HRZHEL., #Z
LOMEEEH LR, &bIC, FERICOWT, OBERNZSDARORELEE L,
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(2) —fRIEBR

BH, —BRERSIUCEFREZRRB L, HAEE (%) [ (HERERERY REER
) X1001BLUME 4 BEFE (%) [ (MF 4 AOERE HERERERE) X
10012 B H L7,
(3) k&

FAERICONT, HEORBIO4 Bz, HEFICET L OFELRIEL, 1ES~2Y
OEHEEEREH L7,
(4) REFRE

FETHIZE OME, AEFITHEE 4 BTt —FT LBEL T CHRINE S, BWEB XU
HIZBITATEREICO>WT, NIEMIZBIE L.,

5. BERHARAT

BONEFEHED DVITEEIZONWT, RHBHLOFEEERE 5%UT)E, KO
FETRE Lz, B, HERICET7— 21X, 1EOEHE 1ELRLE L,

(1) RFAPY o5 —4

ZER DO HLBIZ DUV T, Bartlett DO BRE LT o 7. BB —RARBEIT—TE
BOSBEIITEITV. TOEREEEEZRDHE . Dunnett HEIZ L 0 SREICHT S
BHOUBRELIT o7, FBB—RTRVWEEE. /R FA N v 77 —FIZAN
BREEE-Te (FE. FEHENE, FEE #BH. BREDE. RRECBITILE
BT —%, MRERET —F, MIRELFRET —F . BEEE. B FXRE.
RRAOLHAM. ERAA. ERE, £RE TR, 2 HEROEBIZS>VW TR, F
BREEITV. TOKRSBHE—F2HEIL Student D t REE, FEB—RTRVE
A Aspin-Welch @ t BEZ{T > 7=,

@) )R RA Yy TF—%

SHMOHBIC SV TiE, Kruskal-Wallis OWEIREZ TV, FORREEZEER
D76, Dunnett FOMEEIC L Y BB L SHL B L (ALKESR, RRE
BT HEMMT — 7, BIHEY A 27 VRE, BRE, HAER, SR, HEH. &
AIRAEFR), 2BEROLERIZ OV T, Mann-Whitney @ U BE 1T 7=,

-9- Study No.07-110



@) BT IYINT—¥

Fisher DEHREREL AV - GEHALERABE, BRELFHERE, —RREOBE
BIUOREERECBIT2EREFAORBER, TRR, TR, HER), 2B, HEE
BERETRO > B, 7 L— Fa L7 — #1220 T Mann-Whitney ® U RE, K&
YIOHELIZOWTIE, x2REZ VW,
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1. RER/ERME
1) —REER L UBELT (Tables 1~4, Appendices 10~13)
BEHMBLUCEESHMEZE L T —BRREBEOE(BIUFECIIRO bR,

2) MM/ FESR#BIZE (Tables 5, 6. Appendices 14, 15)
BE5HBBLIUREHMFL b, FREEEEICHFERELIIED O b7,

3) RERFHEERZE (Tables 7, 8. Appendices 16, 17)
REHEFE L VCREHMTOREIZRBNT, FREEBIZE{LIIEO BN -
77

4) #HP X UH K EEE (Tables 9, 10, Appendices 18, 19)
BREHHEFOREICENT, BEBOBIIEER IOFRLZEBESRD b, &
MR TREZBDICIIFERLRELREIRD oN2h o, BEHRATOREIZBS
T, BTEHREHROFELFEIED N,

5) 5E (Figures 1, 2, Tables 11, 12, Appendices 20, 21)
HEMRIZRB VT, 20 megke B CHICHENB P AEEMEOH B REENSRD H
iz, FREHFROEEIIT. HFELRELEABD SRk, BEHRIIZBOTIE,
HRERRAOKRERS LCRESFFEEENRIC. FEREMERD RNk,

6) FEEE (Figures 3, 4. Tables 13, 14, Appendices 22, 23)
BEHEICIHBWV T, 500 mgkg BTHORS 14 BOBRERICAFELEENRD L
e, BIEHMIZBW T, FERELIEIRD bEdor,

7) BEDORBEE (Table 15, Appendix 24)

BEHETBICEESFRFOREICBWNT, EREERICEELTLIEIRE D Hh
o,
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8) MK M7 (Tables 16, 17, Appendices 25, 26, & &7 —4# : Appendices 42, 43)
BEHBETROREICBVT, 4, 100 BXT500 mekg Botfo i/ Mz HE
REEER L, &5, 500 mg/ke B CHEICERFRMRBOFEREEIRBD LN
7. EEHERTROREICBWTL, HBIneRZEBLU~ 7Y v MEDAER
REME, MEIEMELES e AT T AF Ui LU HILERE 5 RIZB1T 5 BEEkE
OFELRABEIRD LN,

9) MFELFHBE (Tables 18, 19, Appendices 27, 28, &5 —4# : Appendices 42,
43)

BREHEETROREIZBV T, 20 mg/keg BECREC AST OF B2 EME, MECH\i%Y
YORBRBEIED LN, EEMARETRERSHCEOTEL, T2z
77—¥, RERERBLUER ) ORERRE, #HICALP BITCIL VY LAOFER
IMEEX NN U U LADOFRELREENED LRI,

10) ##& (Tables 20, 21. Appendices 29~30)
BREHFETHRESREDBS L UEEHMMAR TREREY L b, EIRDHoih

27,

11) BBEER (Tables 22, 23, Appendices 32~35)
BEHRRTRERBMIZEV T, 4 mghkg B CHIC TEEGHEROARERBE
BLOLBHEHMEROFERMEMEL, 72, 20 mgkg HCHICPRBESEROH
EREESRBO LN, EEMERTREREMICE VTR, BiIBD LR
72e

12) RIEAARFRA (Tables 24~26, Appendices 29~31)
BREHRKTREZEMIC VT, #BROEORSICEETIRLIIRB DL,
oz, 2P, HBEICOAL, FFEOM/IRIFE (B) BLURIRERE (). BEo
BERILE (M), BROMFEELMEREE (), REY N REE ), ¥ELEK
B () 33X OIrEEm () WONCBEBRoMn () B83BDohi-, £,
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xtEBEEFS L 10500 mgkg BEIZ, MOISRMIRGER (HR), REOBTERILE (8).
BROEAREE LM TE () TCHBOAEL () BIoBatit
& () ABH O, BREBIOBOBEZBWC, MEMIZEIRDS
hipholz, EHiT, 500 mglkg BEZDH, DBROLHEN - @M () B3IUE
BOFREEMRME (M) PRHONLDS, Zhbi3E 1 EORBT, LhbT v b
BT HERRAREL LTHONTHDIELY THD, LEB->T, ZhHEWT
NOLEBRYEORE L IXEERLBBOEL LTSI, £, BFRERYA 70
REZBWTH, BhidBdoikdol,

SHEREEN TNZ 100 B LT 500 mg/kg BETERY LI EHRA RIS DE T N *t
BETHBIRD b ho iz oV T, BETIE, TEE, HE, HE A fx
BRE L UHBZICEMITR S, -, #IHL TERE, IRBIUTESRICELIEED
bihvt, ZORA LD LI RFRITED bhigholz,

2. HAMEEESM
1) HEmicRISTEE
(1) HEHRE (Table 27. Appendices 37, 38)

ERYEREEHL b, HRELEATHRRHCHEFELEIIRD b o Tz,
(2) ZREBLUVZME (Table 27. Appendix 38)

REMMYE TICET LS. RERBIUCZBRICHFEREITRD AN,
WENRORER L bRBARIERD T, etBEIFUNC 100 3B LT 500 mgkg 8
TENEN 1. 1 BRU 2 GIOEIRARIBABBD bhviz, £, BB CREMRLE
TIZ12BBLRI3 AZEL7=H] (No. 003 & 508 3L T No. 004 & 504 D7) O
BEIL, WTR S RECANINEFR 2R B 2R L Cue )y, ECRRSET. 2 A 2B RIFIRILH
(V) BpfeE. ZCELBRAH 11 BB LW 12 HIZHERH (1) BAE»oh, £h
FhBE A, BEY (I RLBBFRBIVEREBOON, REVKERENTZZ &b
b, BIFREFREZ LT b oLl ST,

(3) Ak, BB LUHEKRE (Table 27, Appendix 38)

BEK, EREBIOCERRCHEEREIRD bhishot,
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(4) HEERR L USRI (Table 27, Appendix 38)

HERE L IRHARMICEERERETRD bz h o T,
(6) 53t L UMEEIREE (Table 27, Appendix 38)

SEIRA BRI B & 1B, REREED 1T (No. 512) TREBED LN, ZOFI
DFENIIEIA FEEMEL 2RISR 1 EDHZRD b, ZERERIIRD bhiedo
7o EOMOIBEHOMEIZ /7HE L UHEREORE IR D oW AR o7,

2) FERCRIETRE
(1) £AFMHER X UHEE (Table 28. Appendix 39)

—fRY ) ORHERE, SR WE ARSIV 4 BOFE R, HAeSR, ik,
WE 4 BOEFRTCCHERFRIAERRERIBOONT . TERO—RREIZH
BHEEARD AR DT,

(2) HH& (Table 29. 30. Appendices 40, 41)

ARBRETIR., WThOBRSHIBWTHLARRELZF T2 RBMIIRD LM
o, AIBRE TR, WThOBREERIZBWTHLHRBEEIEDONT, NBERL L
T, EfBIREZRE 272 R8I AMBH T 1ML (0.6%) L0500 mgkg BT 1 T
(0.7%) ., ROIHZREZET 2 REWH 4 mgkg #H T 1L (0.6%) B LD,
bk, WIS BT OOBEWERETHY, BRBENTERO L O L L=,
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Z £
1. REREREMECONT

BREHR T H 2 VIR EHRK TROBER L TREICEW T, BIIO—RE, 5
MR EER, RERFNMERES L VCERERHRICELIIRD oo 7,

BEHMPOBRE T, EEBEOHHIED N RREHOEEICOVWTIE, SEEE
DEFRFOERT —FICBT 2 EEME (T 421, 199~644g) ADETH Y, &kE
MR TREZSD TIIRNCELEIBDONTWARZI L BIUEETIELLLRD
biviehoToZ kinh, BE LIZEREGRLRBRMEL L RIS,

BEBLOEERIC, BBRVEORS LI IBMEBOLNR 1o T,

20 mg/kg BFEOME TR LN -HERIME T A ERMBEOEMEICOVWT, HEMEEDR
WELTHY B0 BDEENETHETH- LI LIZL2BROLEL Lk Eh
7. E7=. 500 mg/kg BEDOMETROOLN-EBHEEOHEMERT., #E 14 BOADOELTH
D, HEBIUWERMZEL THRELRROBHERELTLTBY, YK HE OXRE
DOBAENPCRBEETH D DBRAOBLLHET SN,

RRETIR, BHERBOLAARD T,

I R T, 4. 100 33 LT 500 mgrkg BEDHED M /MREUC RIEHRR D b,
ZhoDEEFEEIZVTRLERT —ZICi3iT 2 X %(E (Appendix 43 28) AOE T,
e LAXMBHSEEERAEICH Y . BRAELL B ENT,

EHIZ, 500 mgkg BEDOREITRD O BRFRMERBOEAEIZ OV T H, EMICEDL
FTRRELB/BFEBOELERD ONT, ERMEIIHERERT — 2 BT 5 EHEE

(Appendix 42 Z2#) NOETH Y , HBRHEORE L BHEMT L2 DRFE TRV EE
Zbhd,

MEECFRETED b 20 mgkg BHOMED AST DEfERL L UMEOEE ) D
BEYCCBEEETRH O 4 BIV 20 mghke BHOMO TEER L UCRRRO
Mot EEOEE, 4 mgkg FHEOMO LIBENFEROEMEICZOVWTH., AEMBEMEIIRD
LT  BEEERCELOBD ON-HBEICERMEORE I L 2RBEBRFNELD
BOonLhol, LIz oT, ZHoMBEELFREBIUVBEERTROONLE
EIZ2NTH, HRUEORE LT EBRLBROENL LR E T,

EEHEOREMER TRHRORETRD A EO AR EHROBHMEIC OV T, &E

W
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FEXPERT —F BT 2 EME[E (FH) 10869, 4311~17427 Count/60 min) % 1 4
(18115 Count/60 min) AEMNZ EE-7=L4ME, W HEEFAOE T, 1ZhiC
BET R bRD O -7, &L, MEFRER L OLEELERETHRD L
ngoOmERE, ~< 27Uy Mi, 2) 2R 75—EPEkE, REEXRER IV
HH Y LB OREL CICHEOTERALERS b r YR T X5 R, BMERE S RICH
FARAEREBIVLY U ARBEORE, AL U AREOEEIZOWVWTS, 28O0 Y
7 ABEN EREENIC LB S EME, Wb EOBESEITEEE (Mo B -
Ei5 2.1, 0.5~3.7%. ZOHMDIEH : Appendix 42, 43 ZR) NOETH Y, BRA
REAESLT IR IEZ R, &5 LITEBRRIERNEL L BTN,

—REAIC, AR XL EMIT B R (LA & L THBHA HLRIRE 3L, EITH
BTETAFNMMEBIOBT UV Ak Eh, ZO—H34E. FCFRICEE L., S48
BERTIENMONTND 2,

T I 7 2= AR, ECABAX(LEYOERFREL LTAVWLRTEY,
RSP, BREETH LD, B—RERILEVMHEIEEIRTWIMETH D,

ARBRTIE. 20T FF 722V R XZONWT, REBEEREZRMN L., HER
BIBED LI RN T,

BEAERERR (FHARR) 2BV T, #iX 3~1000 mg’kg O FAERE, M 6,
25.50.500 35 & 18 1000 mg/kg 0 B CHEIBAI R B R OHE 2B EATED bATA,
INHDOEMT, WTNLEBEICBWTHBEOEO—FIRBEDO LD Th T, &&
BIZEBWTHHBRHE RS T BEOEO—FREOFRESEEOMNBRD b
DR, HHFHFERIRD O ho7-, ZOFED—>E LT, FHERRIZEA
THFBRRTIIHBH LD TRERESKEVVEMICH Y  BEED AT Y X ORER
MHAFOREEICRB I N AEENE L GRS, ZOEEEDO AT Y FICBEL T,
FHREBOREROTRE FHRAR TIX 12 B, ARBRTIX 16 BV LERLE
TITPRTWHZLRBEEL TS bDERbRS, £, ZOFREERCE(IL. B
YRHIBEFTELOBERELELX LN, 14 HRIBREDO FHRAR L 42 AU LOFBEOFK
BBETI, DR OTEGHHOBRECEVRELLIBDLEEZ LN, TRHEARRT
FRERICAEEVPEL R I—HEHBEIND, =72 L., THRAR L ARBR TOR
BEEICBIT AR FHEEZOFEICSVT, AohR2ERIIRATH T,
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2. AMEEAFBMHIZOWT

HEREREY DL T 2RBIZOVWT BB LEEREL bIBRB L HTHE
RENITIRDONR o7, T2, REMIZH L TH, BAERCET ABERIIRBWTE
BOEORE L IEBIRD ORI T,

LR S, 500mg/kg/day ZREmAR L L TEE LI-ARREFTIZHBWVT,
WTNOERDEREHIIBVTHREIRO NP D. T 772
A X DB ~DRER GBS T AR AEEMEICET 5B ER (NOEL) B8LU
EEMHBINOAEL)X, MEHE L b 500 megkg/day &HEE LT,

X @R

1) BREHREZRR, SHREERY, 2000.

2) Environmental Health Criteria 15: Tin and organotin compounds, International
Programme on chemical Safety (1980),

http//www.inchem.org/documents/ehc/ehc/ehc015.htm
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Fig.1 Body weight changes of male rats treated orally with tetraphenyltin in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test
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Fig.2-1 Body weight changes of female rats treated orally with tetraphenyltin in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test
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Fig.2-2  Body weight changes of female rats of the satellite group treated orally with tetraphenyltin in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test
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Fig.3 Food consumption of male rats treated orally with tetraphenyltin in the combined repeated

dose toxicity study with the reproduction/developmental toxicity screening test
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Fig.4-1 Food consumption of female rats treated orally with tetraphenyltin in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

* : Significantly different from control at 5% level of probability.
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Fig.4-2  Food consumption of female rats of the satellite group treated orally with tetraphenyltin in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test



Table 1 Mortality rate of male rats treated orally with tetraphenyltin in
the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test

Dose (mg/kg/day) 0 4 20 100 500
No. of animals examined 12 12 12 12 12
No. of animals that died 0 0 0 0 0
Mortality (%) 0 0 0 0 0
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Table 2 Mortality rate of female rats treated orally with tetraphenyltin in
the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test

Satellite group

Dose (mg/kg/day) 0 4 20 100 500 0 500
No. of animals examined 12 12 12 12 12 5 5
No. of animals that died 0 0 0 0 0 0 0
Mortality (%) 0 0 0 0 0 0 0
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Table 3 Clinical signs of male rats treated orally with tetraphenyltin
in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test
Administration period Recovery period
General Dose (mg/kg/day) 0 4 20 100 500 0 500
conditions No. of animals 12 12 12 12 12 5 5
Abnormality 0 0 0 0 0 0 0
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Table 4-1 Clinical signs of female rats treated orally with tetraphenyltin
in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test

Administration period

General Dose (mg/kg/day) 0 4 20 100 500
conditions No. of animals 12 12 12 12 12
Abnormality 0 0 0 0 0
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Table 4-2 Clinical signs of female rats of the satellite group treated orally with
tetraphenyltin in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test

Administration period Recovery period
General Dose (mg/kg/day) 0 500 0 500
conditions No. of animals 5 5 5 5
Abnormality 0 0 0 0
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Table 51  Incidence of clinical signs in detailed observation of male rats treated
orally with tetraphenyltin in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test
{ Before administration period )
Dose(ing/kg/day) 0 4 20 100 500
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Not detected 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 11 11 8 11 12
2 or more 1 1 4 1 0
Color : Pale yellow 313 212 4/4 11 -
Defecation Not detected or 1 12 12 10 11 12
2 or more 0 0 2 1 0
Appearance : Normal 3/3 - 2/2 11 1”7
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Table 5-2  Incidence of clinical signs in detailed observation of male rats treated
orally with tetraphenyltin in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test
{ On week 1 of the administration period )
Dose(mg/kg/day) 0 4 20 100 500
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Not detected 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 11 12 12 9 12
2 or more 1 0 0 3 0
Color : Pale yellow 4/4 3/3 11 5/5 171
Defecation Not detected or 1 11 12 11 12 12
2 or more 1 0 1 0 0
Appearance : Normal 3/3 3/3 2/2 - -
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Table 5-3  Incidence of clinical signs in detailed observation of male rats treated
orally with tetraphenyltin in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test
{ On week 2 of the administration period )
Dose(mg/kg/day) 0 4 20 100 500
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Not detected 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 9 12 12 12 12
2 or more 3 0 0 0 0
Color : Pale yellow 5/5 2/2 4/4 2/2 1/1
Defecation Not detected or 1 11 12 12 12 12
2 or more 1 0 0 0 0
Appearance : Normal 212 11 11 -
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Table 5-4  Incidence of clinical signs in detailed observation of male rats treated
orally with tetraphenyltin in the combined repeated dose toxicity

study with the reproduction/developmental toxicity screening test

{ On week 3 of the administration period )

Dose(mg/kg/day) 0 4 20 100 500
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Temporally in handling 0 0 0 0 1
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Not detected 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 11 12
2 or more 0 0 0 1 0
Color : Pale yellow 3/3 2/2 2/2 mn 11
Defecation Not detected or 1 11 12 11 12 12
2 or more 1 0 1 0 0
Appearance : Normal 1/1 171 . -
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Table 5-5 Incidence of clinical signs in detailed observation of male rats treated
orally with tetraphenyltin in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

{ On week 4 of the administration period )

Dose(mg/kg/day) 0 4 20 100 500
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Not detected 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 11 12 12
2 or more 0 0 1 0 0
Color : Pale yellow 3/3 3/3 4/4 3/3 11
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance : Normal -
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Table 5-6  Incidence of clinical signs in detailed observation of male rats treated
orally with tetraphenyltin in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

{ On week 5 of the administration period }

Dose(mg/kg/day) 0 4 20 100 500
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage .
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Not detected 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 10 12 10 11 12
2 or more 2 0 2 1 0
Color : Pale yellow 5/5 313 4/4 4/4 2/2
Defecation Not detected or 1 12 12 12 11 12
2 or more 0 0 0 1 0
Appearance : Normal - n 111 -
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Table 5-7  Incidence of clinical signs in detailed observation of male rats treated
orally with tetraphenyltin in the combined repeated dose toxicity

study with the reproduction/developmental toxicity screening test

{ On week 6 of the administration period )

Dose(mg/kg/day) 0 4 20 100 500
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal i2 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 11 12 11
Temporally in handling 0 0 1 0 1
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Not detected 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 10 11 9 12 12
2 or more 2 1 3 0 0
Color : Pale yellow 2/2 111 4/4 11 1/1
Defecation Not detected or 1 11 11 12 12 12
2 or more 1 1 0 0 0
Appearance : Normal n 1/1 - . -
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Table 5-8  Incidence of clinical signs in detailed observation of male rats treated
orally with tetraphenyltin in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test
{ On week 1 of the recovery period )

Dose(mg/kg/day) 0 500

Items No. of animals 5 5

Reactivity on removal Normal 5 5

from the cage

Reactivity on handling Normal 5 5

Muscle tone Normal 5 b

Skin Normal b 5

Fur Normal 5 5

Piloerection Not detected 5 5

Eye discharge Not detected 5 5

Palpebral closure Not detected 5 5

Exophthalmos Not detected 5 5

Lacrimation Not detected 5 5

Smudge around mouth-nose Not detected 5 5

Salivation Not detected 5 5

Blotted fur in the lower Not detected 5 b

Blotted fur around anus Not detected 5 5

with feces

Vocalization Not detected 5 5

Breathing Normal 5 5

Body position Normal 5 5

Convulsion Not detected 5 5

Tremor Not detected 5 5

Exploration Normal 5 5

Alertness Normal 5 5

Locomotor activity Normal 5 5

Walk Normal 5 5

Abnormal behavior Not detected 5 5

Stereotypy Not detected 5 5

Failure of consciousness Not detected 5 5

Limb tone Normal 5 5

Urination Not detected or 1 2 5

2 or more 3 0
Color: Pale yellow 3/3 -
Defecation Not detected or 1 5 5
2 or more 0 0
Appearance:Normal 171 -
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Table 59  Incidence of clinical signs in detailed observation of male rats treated

orally with tetraphenyltin in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

{ On week 2 of the recovery period }

Dose(mg/kg/day) 0 500

Items No. of animals 5 5
Reactivity on removal Normal 5 5

from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected ) 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
Blotted fur around anus Not detected 5 5
with feces

Vocalization Not detected 5 5
Temporally in handling 0 0

Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal b 5
Urination Not detected or 1 2 5
2 or more 3 0

Color: Pale yellow 3/3 -

Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-1-1 Incidence of clinical signs in detailed observation of female rats treated
orally with tetraphenyltin in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

{ Before administration period )

Dose(mg/kg/day) 0 4 20 100 500

Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12

from the cage
Reactivity on handling Normal 12 12 12 12 12
Mauscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces

Vocalization Not detected 12 12 11 12 12
Temporally in handling 0 0 1 0 0

Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Not detected 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Color : Pale yellow - - - 2/2 11

Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0

Appearance : Normal

0
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Table 6-1-2 Incidence of clinical signs in detailed observation of female rats treated
orally with tetraphenyltin in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

{ On week 1 of the administration period )

Dose(mg/kg/day) 0 4 20 100 500
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected i2 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 11 12
Temporally in handling o 0 0 1 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Not detected 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 11 12 12 n
2 or more 0 1 0 0 1
Colar : Pale yellow in 4/4 11 . 171
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Appearance : Normal 11 - - -

.22.

Study No.07-110



Table 6:1-3 Incidence of clinical signs in detailed observation of female rats treated
orally with tetraphenyltin in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

{ On week 2 of the administration period )

Dose(mg/kg/day) 0 4 20 100 500
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convuision Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Not detected 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 11
2 or more 0 0 0 0 1
Colar : Pale yellow - 3/3 - - 11
Defecation Not detected or 1 12 12 12 12 12

2 or more 0 0 ] 0 0
Appearance : Normal - - - . -
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Table 6-1-4 Incidence of clinical signs in detailed observation of female rats treated
orally with tetraphenyltin in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

{ On week 3 of the administration period )

Dose(mg/kg/day) 0 4 20 100 500
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Not detected 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 11 12 12 12 12
2 or more 1 0 0 0 0
Colar : Pale yellow 11 11 - 272 2/2
Defecation Not detected or 1 12 11 12 12 12
2 or more 0 1 0 0 0
Appearance : Normal - 171 . - :
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Table 6-1-5 Incidence of clinical signs in detailed observation of female rats treated
orally with tetraphenyltin in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

{ On week 4 of the administration period )

Dose(mg/kg/day) 0 4 20 100 500
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage

Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 i2
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Not detected 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12

2 or more 0 0 0 0 0

Colar : Pale yellow 171 171 1/1 . i
Defecation Not detected or 1 12 12 12 12 12

2 or more

Appearance : Normal

0

0

0
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Table 6-1-6 Incidence of clinical signs in detailed observation of female rats treated
orally with tetraphenyltin in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

{ On week 5 of the administration period )

Dose(mg/kg/day) 0 4 20 100 500
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Not detected 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Colar : Pale yellow 2/2 - 1/1 11 2/2
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Appearance : Normal - 11 - - -
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Table 6-1-7 Incidence of clinical signs in detailed observation of female rats treated
orally with tetraphenyltin in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

{ On week 6 of the administration period )

Dose(mg/kg/day) 0 4 20 100 500
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk _ Normal 12 12 12 12 12
Abnormal behavior Not detected 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Colar : Pale yellow - 111 . - 11
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance : Normal . - - . -
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Table 6-2-1 Incidence of clinical signs in detailed observation of female rats of the satellite

group treated orally with tetraphenyltin in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

( Before administration period )

Dose(mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Neormal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal B b
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow - 171
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance - Normal

-28.

Study No.07-110



Table 6-2-2 Incidence of clinical signs in detailed observation of female rats of the satellite

group treated orally with tetraphenyltin in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 1 of the administration period }

Dose(mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected ) 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 b
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vacalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance : Normal
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Table 6-2-3 Incidence of clinical signs in detailed observation of female rats of the satellite

group treated orally with tetraphenyltin in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 2 of the administration period )

Dose(mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected il 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance : Normal
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Table 6-2-4 Incidence of clinical signs in detailed observation of female rats of the satellite

group treated orally with tetraphenyltin in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 3 of the administration period }

Dose(mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 59 5
Breathing Normal 5 5
Body position Normal 5 b
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance : Normal
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Table 6-2-56 Incidence of clinical signs in detailed observation of female rats of the satellite

group treated orally with tetraphenyltin in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 4 of the administration period )

Dose(mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected b 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow - -
Defecation Not detected or 1 5 b
2 or more 0 0

Appearance : Normal
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Table 6-2-6 Incidence of clinical signs in detailed observation of female rats of the satellite

group treated orally with tetraphenyltin in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 5 of the administration period )

Dose{mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal b 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow 171 -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance - Normal
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Table 6-2-7 Incidence of clinical signs in detailed observation of female rats of the satellite

group treated orally with tetraphenyltin in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 6 of the administration period )

Dose(mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow 11 11
Defecation Not detected or 1 5 9
2 or more 0 0

Appearance : Normal
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Table 6-2-8 Incidence of clinical signs in detailed observation of female rats of the satellite

group treated orally with tetraphenyltin in the combined repeated dose

toxicity study with the reproduction/developmental rtoxicity screening test

{ On week 1 of the recovery period )

Dose(mg/kg/day) 0 500
Ttems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected ) 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow 11 111
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-2-9 Incidence of clinical signs in detailed observation of female rats of the satellite

group treated orally with tetraphenyltin in the combined repeated dose
toxicity study with the reproduction/developmental rtoxicity screening test

{ On week 2 of the recovery period )

Dose{mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected & 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 3 5
2 or more 2 0
Color:Pale yellow 2/2 i1
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 7-1 Incidence of responses in the sensory/reflex function test of male rats treated

orally with tetraphenyltin in the combined repeated dose toxicity study with

the reproduction/developmental toxicity screening test

<On week 6 of the administration period >

Dose(mg/kg/day) 0 20 100 500
Items No. of animals examined 5 5 5 5 5
Hearing reaction Normal 5 5 5 5 5
Eye sight reaction Normal 5 5 5 5 5
Sense of touch reaction Normal 5 5 5 5 5
Pain reaction Normal 5 5 5 5 5
Pupil reflex Normal 5 ) 5 5 5
Righting reflex Normal 5 5 5 5 5
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Table 7-2  Incidence of responses in the sensory/reflex function test of male rats treated
orally with tetraphenyltin in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

<On week 6 of the administration period >

Dose(mg/kg/day) 0 500
Items No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5

-38- Study No.07-110



Table 7-3  Incidence of responses in the sensory/reflex function test of male rats treated
orally with tetraphenyltin in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

<On week 2 of the recovery period >

Dose(mg/kg/day) 0 500
Items No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5]
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5
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Table 8-1 Incidence of responses in the sensory/reflex function test of female rats treated
orally with tetraphenyltin in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test

<On week 6 of the administration period >

Dose(mg/kg/day) 0 4 20 100 500
Items No. of animals examined 5 5 5 5 5
Hearing reaction Normal 5 5 5 5 5
Eye sight reaction Normal 5 5 5 5 5
Sense of touch reaction Normal 5 5 5 5 5
Pain reaction Normal 5 5 5 5 5
Pupil reflex Normal 5 5 5 5 5
Righting reflex Normal 5 5 5 5 5
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Table 8-2 Incidence of responses in the sensory/reflex function test of female rats of the
satellite group treated orally with tetraphenyltin in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

<On week 6 of the administration period >

Dose(mg/kg/day) 0 500
Items No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 )
Righting reflex Normal 5 5
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Table 8-3 Incidence of responses in the sensory/reflex function test of female rats of the
satellite group treated orally with tetraphenyltin in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

<On week 2 of the recovery period >

Dose(mg/kg/day) 0 500
Items No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal ) 5
Righting reflex Normal 5 5
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Table 9-1 Mean value of grip strength and motor activity of male rats treated orally
with tetraphenyltin in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test

( On week 6 of the administration period )

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day)  animals Forelimb Hindlimb 0~30.in. 0~60,,;,

0 5 1107 519 7591 11171
+ 71 + 108 988 + 3006

4 5 954 491 8069 12141

+ 134 £ 111 657 + 3514

20 5 910 446 8557 11364
= 141 + 98 883 + 2032

100 5 936 566 6863 9071
+ 140 + Bl 1711 + 3503

500 5 969 590 8666 14000
+ 142 + 74 440 + 2760

Each value is exprssed as mean+S.D.
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Table 9-2 Mean value of grip strength and motor activity of male rats treated orally
with tetraphenyltin in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test

( On week 6 of the administration period )

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day)  animals Forelimb Hindlimb 0~30min. 0~60,,;,,
0 5 955 438 7283 10841
+ 124 + 43 1787 + 2890
500 5 790 346 * 7882 12102
+ 272 + 62 2163 + 4151

Each value is exprssed as mean+S.D.

* : Significantly different from control at 5% level of probability.
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Table 9-3 Mean value of grip strength and motor activity of male rats treated orally
with tetraphenyltin in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test

{ On week 2 of the recovery period )

Dose No. of Grip strength(g) Motor activity (counts)
(mg/kg/day)  animals Forelimb Hindlimb 0~30.,, 0~60,:n
0 5 868 536 7907 10641
+ 193 + 135 £ 995 = 2747
500 5 782 467 8910 16275 **
+ 95 = 102 + 441 + 1177

Each value is exprssed as mean+S.D.
** : Significantly different from control at 1% level of probability.
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Table 10-1 Mean value of grip strength and motor activity of female rats treated orally

with tetraphenyltin in the combined repeated dose toxicity study with

the reproduction/developmental toxicity screening test

( On week 6 of the administration period )

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day)  animals Forelimb Hindlimb 0~30,;,.
0 5 473 427 6012
+ 100 + 106 1185
4 5 606 403 6687
+ 135 + 42 1618
20 5 635 457 6350
+ 130 + 78 1662
100 5 505 425 5738
+ 77 + 73 1874
500 5 487 421 5724
+ 88 + 78 536
Each value is exprssed as mean£S.D.
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Table 10-2  Mean value of grip strength and motor activity of female rats of the satellite

group treated orally with tetraphenyltin in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

{ On week 6 of the administration period )

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day)  animals Forelimb Hindlimb 0~30,n. 0~60,,;,.
0 5 636 256 6864 9062
+ 98 + 54 + 1885 + 1573
500 5 528 267 6607 10389
+ 95 + 93 + 2132 + 4314

Each value is exprssed as meanS.D.
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Table 10-3  Mean value of grip strength and motor activity of female rats of the satellite
group treated orally with tetraphenyltin in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 2 of the recovery period )

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day)  animals Forelimb Hindlimb 0~30.,in 0~60,,;,
0 5 669 414 9239 16005
+ 150 + 83 + 471 + 1031
500 5 539 370 8797 14784
+ 69 + 63 + 609 + 1404

Each value is exprssed as mean+S.D.
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Table 11 Body weights of male rats treated orally with tetraphenyltin in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test
()
Administration period Recovery period
Dose Gain Gain
(mg/kg/day) Day 1 7 14 21 28 35 42 1~42 42(0) 49(7) 56(14) 42~56
0 391 420 446 473 499 526 545 154 546 554 568 22
+ 18 + 23 + 27 £ 32 + 34 = 35 = 38 =+ 27 = 53 £ 45 x 45 + 19
(12) (12) (12) (12) (12 12) (12 (12) 5) 5) 5) (5)
4 391 415 441 464 492 518 535 144
+ 15 +£ 19 £+ 24 = 27 = 32 + 37 = 40 + 27
(12 (12) (12 (12) (12 (12 (12) (12
20 386 413 440 463 490 514 527 141
£ 17 £ 22 £ 26 = 27 x 32 +£ 35 = 41 <+ 32
(12) (12) 12) (12) (12) (12 (12) (12)
100 387 415 442 466 491 517 531 144
+ 14 £ 19 £ 20 + 19 + 18 = 22 £+ 24 <+ 17
(12) (12) (12 (12) (12) (12) (12) (12)
500 386 419 452 477 506 539 553 167 562 568 576 14
£ 11 + 17 +£ 21 + 23 = 29 + 34 = 40 £ 33 + 47 £ 46 + 50 = 6
12) (12) (12) (12) (12) (12) (12) (12) ®) 6)) (5) )

Each value is expressed as mean+S.D.

(n) : No. of animals
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Table 12-1  Body weights of female rats treated orally with tetraphenyltin in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test
(g
Premating period Premating period Lactation period
Dose Gain Gain Gain
(mg/kg/day) Day 1 7 14 1~14 0 7 14 20 0~20 0 4 0~4
0 241 251 263 22 277 310 346 429 152 314 344 30
+ 12 £ 17 x 18 + 7 £ 16 = 15 £+ 17 + 28 + 28 + 25 = 22 =+ 17
(12) (12) 12 (12) G8)) an an 1n (1D (10) (10) (10)
4 241 256 265 24 273 311 349 430 157 330 351 21
+ 11 £ 12 = 12 = 7 £ 11 + 12 £ 14 =+ 22 £ 20 + 26 + 18 + 12
(12) 12 (12) (12) (12 12 (12) (12 12 (12 12 (12)
20 244 255 267 23 277 312 351 436 159 339 354 15 *
+ 10 £ 17 £ 19 £ 9 + 17 £ 20 = 24 = 38 = 27 + 26 = 22 x 15
(12) (12) (12 (12) (12) (12) (12 (12 (12 (12) (12 (12)
100 243 257 268 25 276 310 347 442 166 316 350 34
£+ 9 x 13 + 15 = 9 £ 16 £ 17 £ 17 £ 22 + 13 =+ 22 + 15 = 13
(12 (12) (12) (12) (11) 1) v (11) (1D an (11) (11)
500 241 259 271 30 284 319 357 447 163 327 353 26
+ 12 £ 12 £ 14 = 8 + 13 £ 23 £ 21 £ 26 « 15 + 24 x 21 x 7
(12) (12) (12 (12) (10) 10 10 (10 (10 10§ (10) 10

Each value is expressed as meantS.D.

(n) : No. of animals

* : Significantly different from control at 5% level of probability.
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Table 12-2  Body weights of female rats of the satellite group treated orally with tetraphenyltin in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

(@
Administration period Recovery period
Dose Gain Gain
(mgfkg/day) Day 1 7 14 21 28 35 42 1~42 4200  49(7) 56(14) 42~56
0 247 256 267 277 283 294 303 56 303 307 308 5
+ 18 + 24 +£ 26 + 25 * 26 = 30 + 29 == 14 + 29 * 27 £ 29 + 4
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
500 245 260 275 287 293 304 316 70 316 325 322 7
+ 16 +£ 22 + 28 £+ 28 + 30 £+ 39 x 40 == 26 + 40 = 4 * 41 £ 5
5) 5) (5) (5) (5) 5) (5) (5) (5) (5) (5) (5)

Each value is expressed as mean+S.D.
(n) : No. of animals
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Table 13 Food consumption of male rats treated orally with tetraphenyltin in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

(g/ratiday )
Dose Administration period Recovery period
(mg/kg/day) Day 1 7 14 21 28 35 41 42000  49() 55013
0 34 31 29 31 30 30 29 26 34 36
+ 3 + 4 + 4 + 3 + 3 + 3 + 4 + 3 £ 3 + 4
(12 12 (12 (12 (12 (12) (12 (6] (5 (5)
4 34 30 29 30 30 28 29
+ 3 + 3 + 4 + 3 + 3 + 4 + 3
12 (12) (12) (10 (§11)) (12) 12
20 33 29 28 29 30 30 29
+ 4 + 3 + 4 + 2 + 3 + 3 + 4
12) (12) (12) (11) (11) (12) (12)
100 33 30 29 29 29 29 28
+ 4 + 2 + 3 + 3 + 2 + 3 + 3
(12 (12 (12 (1D ay 12 (12)
500 32 32 30 30 31 30 30 28 32 37
+ 3 x 3 + 3 + 3 + 3 + 3 + 5 + 4 x 2 + 2
(12) 12 (12) 12 (12 (12 (12) (5) 5) (5)

Each value is expressed as mean+S.D.
(n) : No. of animals
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Table 14:1  Food consumption of female rats treated orally with tetraphenyltin in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

(g/rat/day )
Premating period Pregnancy period Lactation period
Dose

(mg/kg/day) Day 1 7 14 0 7 14 20 0 3
0 21 21 19 18 24 25 24 15 48

+ 4 + 4 + 4 + 4 £ 5 + 2 z 3 £ 7 + 9
(12) (12) (12 (11 (11) v 6R) 10 10)

4 22 22 22 19 27 25 25 17 46

+ 3 + 4 + 4 + 3 + 4 + 3 + 5 + 6 £ 9

(12) 12 (12) 12 (12) (12) (12) (12) 12

20 21 21 22 19 26 25 28 20 49
+ 4 + 4 + 3 + 3 + 6 + 3 + 4 + 6 + 13

(12) (12) (12) (12 (12) (12) (12 12) (12

100 21 21 22 19 25 25 26 21 57
+ 3 + 3 + 4 + 3 + 4 + 1 + § + 6 + 5

12 (12) 12 an an an an Qv (11)

500 21 21 23 * 18 26 25 26 18 54
£ 3 + 4 + 2 + 2 + 3 + 2 + 7 + 10 £ §

(12) (12) (12) (10) (10) §10) (10) (10 (10

Each value is expressed as mean+S.D.
(n) : No. of animals
* : Significantly different from control at 5% level of probability.
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Table 14-2 Food consumption of female rats of the satellite group treated orally with tetraphenyltin in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test

(g/rat/day )
Dose Administration period Recovery period
(mg/kg/day) Day 1 7 14 21 28 35 42 42(0) 49(7) 55(13)
0 21 20 20 22 23 21 18 18 24 24
+ 2 + 4 xx 4 *x 2 +* 2 £ 3 = 3 + 3 = 3 £ 4
(5) (5) (5) (5) (5) ) (5) (5) (5) 5)
500 23 20 20 23 23 18 21 21 26 23
+ 3 £ 2 xx 3 = 2 =+ 5 £ 4 = 3 + 3 £ 2 £ 3
5) (5) (5) 5) (5) (5) (5) (5) (5) 5)

Each value is expressed as mean%S.D.
(n) : No. of animals



Table 15 -1 Urinary findings of male rats treated orally with tetraphenyltin in the combined repeated dose toxicity with
the reproduction/developmental toxicity screening test
< On week 6 of the administration period >
Dose  No. of Color Cloudy Volume*’ Specific®’ Na*’ K°*’ pH Protein
animals gravity
(mgkg/day) PY C — 1+ {(mL/18hr) (mEq/18hr) (mEq/18hr) 60 65 70 175 B0 85 — £ 1+ 2+
0 5 5 5 9.8 1.064 2.00 4.08 1 2 2 2 3
+ 28 += 0.006 + 0.82 + 1.53
4 5 5 5 8.8 1.071 1.58 3.38 1 1 3 1 4
+ 24 + 0.008 + 0.26 + 0.46
20 5 5 5 7.1 1.070 1.43 2.88 1 1 3 1 4
+ 36 = 0.008 + 0.27 + 0.80
100 5 5 5 8.8 1.072 1.63 3.34 2 3 3 2
+ 25 + 0.012 + 0.27 + 0.59
o 500 5 5 5 6.8 1.074 1.48 2.88 3 2 5
o + 15 + 0.006 + 0.26 + 0.43
Dose  No.of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals — + 1+ 2+ — I 1+ 2+ 3+ — + 1+ 2+ 3+ 01 1 2 - 1+ 2+ 3+
1] 5 5 5 5 5 5
4 b 5 5 5 5 5
20 5 5 5 5 5 5
100 5 5 4 1 5 5 5
500 5 5 3 2 5 5 5
a) : MeanzS.D.

Color :PY(pale yellow), C{colorless).
Cloudy : —(negligible), 1+ (cloudy)

OT1-L0°ON Apnig

Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible), 1+ (slight), 2+(moderate), 3+(marked).

Protein : —(negligible), (15~ 30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).
Glucose : —(negligible), £(0.1g/dL), 1+(0.25g/dL), 2+(0.5g/dL).

Ketone body : —(negligible), +(6mg/dL), 1+(15mg/dL), 2+(40mg/dL),3+(80mg/dL).
Occult blood : —(negligible), +(trace), 1+ (slight), 2+(moderate), 3+(marked).
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Table 15 - 2 Urinary findings of male rats treated with tetraphenyltin in the combined repeated dose
toxicity with the reproduction/developmental toxicity screening test
< On week 6 of the administration period >
Crystals
Dose  No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg/day) animals  — 1+ 2+ 3+ — 1+ 2+ 3+ 1+ 2+ 3+ — 1+ 2+ 1+ 2+
0 5 5 5 2 5
4 5 5 5 2 5
20 5 5 5 2 5
100 5 5 5 3 5
500 5 5 5 1 5
Epithelial cells Casts Fat
Dose No. of Sq R S G H globules
(mg/kg/day) animals  — 1+ 2+ 3+ — 1+ 2+ — 1+ 2+ - 1+ — 1+ — 1+ 1+ 2+
0 5 4 1 5 5 5 5
4 5 5 5 5 5 5
20 5 3 2 5 5 5 5
100 5 4 1 5 5 5 5
500 5 4 1 5 5 5 5

— ; Not observed, 1+ A few in some fields, 2+ ; A few in all fields, 3+ ; Many in all fields.

Crystals ; Mg (ammonium magnesium phosphate), Ca (calcium carbonate), Ams (amorphous).
Epithelial cells ; Sq (squamous), R {round), S (spindle).
Casts ; G (granule), H ¢(hyaline), W (waxy).



- LG -

OT1-L0'ON Apmig

Table 15 -3 Urinary findings of male rats treated orally with tetraphenyltin in the combined repeated dose toxicity with
the reproduction/developmental toxicity sereening test
< On week 2 of the recovery period >
Dose  No. of Color Cloudy Volume* Specific*’ Na*’ K pH Protein
animals gravity
(mg/kg/day) PY C ~ 1+ (mL/18hr) (mEq/18hr) (mEq/18hr) 60 65 70 175 80 85 -— + 1+ 2+
0 5 5 5 111 1.068 2.16 4.26 3 2 1 4
+ 15 + 0.005 + 0.50 + 0.36
500 5 5 5 10.5 1.070 19 4.20 2 1 2 5
+ 21 + 0.015 + 0.78 + 1.26
Dose  No.of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals - + 1+ 2+ + 1+ 2+ 3+ - + I+ 2+ 3+ 01 1 2 ~ 1+ 2+ 3+
0 5 5 5 5 5
500 5 5 2 5 5 5
‘a) : Mean+S.D.

Color :PY(pale yellow), C{colorless).
Cloudy : —(negligible), 1+(cloudy)

Protein : —(negligible), +(15~30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).
Glucose : —(negligible), £(0.1g/dL), 1+(0.25¢/dL), 2+(0.5g/dL).
Ketone body : —(negligible), +(5mg/dL), 1+ (15mg/dL), 2+(40mg/dL),3+(80mg/dL).

Occult blood : —(negligible), x(trace), 1+(slight), 2+(moderate), 3+(marked).

Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible), 1+ (slight), 2+(moderate), 3+(marked).
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Table 15 - 4 Urinary findings of male rats treated with tetraphenyltin in the combined repeated dose
toxicity with the reproduction/developmental toxicity screening test

< On week 2 of the recovery period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(ng/kg/day) animals  — 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 1+ 2+
0 5 5 5 3 2 5
500 5 5 5 3 2 5
Epithelial cells Casts Fat
Dose No. of Sq R S G H \id globules
(mg/kg/day) animals  — 1+ 2+ 3+ — 1+ 2+ — 1+ 2+ — 1+ — 1+ — 1+ 1+ 2+
0 5 4 1 5 5 5 5
500 5 4 1 5 5 5 b

~— ; Not observed, 1+ A few in some fields, 2+ A few in all fields, 3+ ; Many in all fields.
Crystals ; Mg (ammonium magnesium phosphate), Ca (calcium carbonate), Ams (amorphous).
Epithelial cells ; Sq (squamous), R (round), S (spindle).

Casts ; G (granule), H (hyaline), W {waxy).
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Table 16-1 Hematological findings of male rats treated orally with tetraphenyltin
in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of administration period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10*/uL) _(g/dL) (%) (fL) (pg) %) (%o) (sec)
0 5 875 15.4 44.5 51 17.6 34.6 24.4 14.4

+ 45 + 10 + 25 + 2 + 06 + 0.5 + 3.7 + 07

4 5 873 15.8 46.5 53 18.2 34.0 20.6 14.5

+ 40 + 0.7 + 21 * 2 + 06 + 05 + 59 + 06

20 5 861 15.6 45.7 53 18.2 34.2 19.5 14.7

% 57 + 08 + 20 + 3 + 1.0 + 0.3 + 4.2 + 0.5

100 5 858 15.6 45.3 53 18.2 34.4 21.2 15.1
+ 40 + 0.8 + 18 + 1 + 05 + 04 + 39 + 086

500 5 899 15.8 45.5 51 17.6 34.7 15.0 * 15.3
+ 25 + 03 + 11 + 2 + 05 + 05 + 4.2 + 0.7

Dose No. of APTT Plat. WBC Differential leukocyte counts (%)

(mg/kg/day) animals (sec) (10%mL) (10*mL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 19.0 120 93 0.0 1.2 15.8 81.2 1.8

+ 09 + 16 + 22 + 0.0 + 03 + 46 £+ 44 + 02

4 5 17.3 120 96 0.0 0.7 19.2 77.8 23

+ 14 + 12 + 25 + 00 + 03 + 6.0 + 6.6 x 09

20 5 18.1 134 81 0.0 1.3 13.9 82.8 2.0

x 0.9 + 17 x 22 + 00 + 0.6 + 3.2 + 32 + 05

100 5 20.3 130 89 0.0 1.1 25.8 70.9 23
+ 08 + 11 + 21 + 00 £ 05 + 5.1 + 4.7 + 06

500 5 19.3 134 83 0.0 1.1 18.6 77.9 24
+ 1.1 + 9 + 26 + 00 + 05 + 45 + 5.2 + 08

Each value is expressed as meantS.D.
* : Significantly different from control at 5% level of probability.
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Tabie 16-2

Hematological findings of male rats treated orally with tetraphenyltin
in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10*mL) (g/dL) (%) (fL) (pg) (%) (%) (sec)
0 5 886 15.8 45.4 51 17.8 34.7 29.1 15.8
+ 10 + 05 + 1.0 + 1 + 06 £ 06 + 89 = 0.7
500 5 858 15.0 * 42,7 ** 50 17.5 35.1 241 15.6
+ 47 + 05 + 0.8 + 2 + 09 + 06 + 35 + 1.0
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10%uL) (10%pL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 16.7 115 80 0.0 20 22.5 72.6 3.0
+ 31 + 25 + 15 + 0.0 + 21 + 7.2 + 61 + 0.8
500 5 18.4 138 94 0.0 1.5 23.2 72.8 2.5
+ 0.8 + 16 + 16 + 00 + 07 + 5.8 + 59 + 11

Each value is expressed as meantS.D.

* ! Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.



Table 17-1 Hematological findings of female rats treated orally with tetraphenyltin
in the combined repeat dose and reproductive/developmental toxicity screening test
< At the end of administration period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10%pL) @/dL) (%) (L) (pg) (%) (%0) (sec)
0 5 673 13.0 39.0 58 19.3 33.3 79.5 180
+ 35 + 1.0 + 31 + 2 + 086 + 05 + 15.2 + 07
4 5 689 135 40.7 59 19.6 33.1 84.9 17.1
+ 20 + 03 + 09 + 2 + 08 + 02 + 224 + 14
20 5 684 12.9 39.1 57 18.9 33.1 76.2 16.8
+ 35 x 05 + 19 + 2 + 05 + 04 + 235 + 1.1
100 5 667 12.6 376 57 189 33.5 70.8 17.6
+ 32 + 04 + 16 + 3 + 1.0 + 04 x 228 = 05
‘ 500 5 670 12.8 38.9 58 19.1 32.9 95.4 17.3
o + 57 + 11 + 39 + 2 + 08 + 05 x 170 = 1.1
ol
Dose  No. of APTT Plat. WBC Differential leukocyte counts (%)
(ng/kg/day) animals (sec) (10%pL) (10%/uL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 14.9 113 95 0.0 0.6 32.0 64.8 26
x 16 + 11 + 29 + 0.0 + 04 + 50 £ 5.0 + 09
4 5 15.6 140 * 76 0.0 0.6 29.1 67.3 3.0
= 10 + 11 £+ U4 x 00 + 04 + 109 + 108 + 09
20 5 14.7 133 83 0.0 0.7 31.7 65.3 24
1.2 + 11 + 18 + 00 + 03 + 173 + 7.0 + 10
0 100 5 16.4 142 * 79 0.0 0.8 36.1 61.0 21
& + 0.8 + 17 % 8 £ 00 + 02 + 76 + 74 = 04
o
> 500 5 15.2 140 * 65 0.0 05 37.7 59.9 1.9
o = 09 + 22 + 18 + 00 + 04 £+ 89 + 8.6 + 09
(=]
-~
,_*-"_‘ Each value is expressed as mean%S.D.
IS

* : Significantly different from control at 5% level of probability.
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Table 17-2 Hematological findings of female rats of the satellite group treated orally with tetraphenyltin

in the combined repeat dose and reproductive/developmental toxicily screening test

< At the end of recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10*puL) (g/dL) (%) (L) (pg) (%) (%0) (sec)
0 5 819 15.0 42.7 52 184 35.2 17.9 16.4
+ 31 + 04 + 1.2 + 2 + 07 + 03 + 4.7 + 05
500 5 818 14.7 41.7 51 18.0 35.3 14.4 16.4
+ 39 + 04 + 09 + 2 + 05 + 05 + 4.1 + 04
Dose  No. of APTT Plat. WBC Differential leukocyte counts (%)
(ng/kg/day) animals (sec) (10%/uL) (10°uL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 15.8 119 52 0.0 1.3 14.5 82.7 1.6
+ 0.6 + 18 + 18 + 00 + 04 + 34 * 3.6 + 03
500 5 16.7 * 130 59 0.0 1.6 15.4 80.5 2.5 **
+ 0.5 * 17 + 17 x 00 + 05 + 6.5 + 6.7 + 03

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.
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Table 18-1 Blood biochemical findings of male rats treated orally with tetraphenyltin
in the combined repeat dose and reproductive/developmental toxicity sereening test
< At the end of administration period >

Dose No. of LDH AST ALT ALP y-GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg/day) animals (Iu/L) (IU/L) (IU/L) (IU/L) quU/L) (TU/L) (g/dL) (g7dL) (mg/dL)

0 5 523 78 38 378 0.83 44 5.78 2.88 0.99 73

+ 49 + 11 + 3 + 65 + 0.13 + 21 + 0.21 + 0.20 £+ 0.07 + 7

4 5 462 66 32 518 0.68 46 5.64 2.78 0.97 70

+ 75 + 5 + 6 + 197 + (.19 + 22 + 0.23 + (.14 + 0.09 + 10

20 5 448 60 * 31 432 0.71 50 5.66 2.74 0.95 75

+ 30 + 8 + 8 + 83 + 0.15 + 14 + 013 + 0.10 + 0.09 + 17

100 5 503 76 39 411 1.01 51 5.84 2.85 0.96 78

+ 72 + 8 + 8 + 66 + 0.37 * 7 + 0.11 + 0.23 + 0.11 + 8

500 5 505 84 48 480 1.05 47 5.70 2.80 0.96 69

+* 90 + 13 + 10 + 583 + 0.25 + 7 + 0.14 + 0.20 x+ 0.09 + 12

Dose No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl

(mg/kg/day) animals (ng/dl)  (mg/dl)  (mg/dl) (mg/dl) (mg/dl)  (mg/dl) (mg/dl) (mE¢/L) (mEq/L) (mEq/L)

0 5 41 166 13.4 0.43 0.28 10.1 7.3 147 4.46 106

+ 14 + 10 + 21 + 0.03 + 0.02 + 0.2 + 03 + 1 + 0.08 + 1

4 5 61 158 13.1 0.43 0.24 10.5 8.1 147 5.00 105

+ 24 + 14 + 13 + 0.02 + 0.02 + 05 + 038 + 2 + 0.43 + 2

20 5 36 149 14.7 0.45 0.26 10.5 7.3 148 4.75 106

+ 18 + 13 + 19 + 0.04 + 0.03 + 02 + 04 + 1 + 0.42 + 1

100 5 51 153 12.1 0.44 0.25 10.1 74 148 4.56 107

+ 24 + 22 + 2.0 + 0.03 + 0.03 + 0.2 + 08 + 1 = 0.30 + 2

500 5 39 163 125 0.42 0.26 10.2 7.4 149 4.88 108

+ 17 + 10 + 1.0 + 0.03 + 0.02 + 0.2 + 07 + 1 + 0.55 + 1

Each value is expressed as mean+S.D.

* : Significantly different from control at 5% level of probability.



Table 18-2

Blood biochemical findings of male rats treated orally with tetraphenyltin
in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of recovery period >

Dose No. of
(mg/kg/day) animals

ALT ALP y-GTP
U4y QUL (U/L)

T-Cho.
(mg/dL)

50 365 0.97
14 + b4 = 0.13

39 382 0.91
9 + 168 + 0.15

78

+ 7

80

+ 19

0 5
500 5
Dose No. of

(mg/kg/day) animals

BUN Crea. T-Bil.
(mg/dl)  (mg/dL)  (mg/dL)

cl
(nEq/L)

0 5

-$9 -

500 5

21.0 0.51 0.26
+ 29 + 0.07 + 0.02

17.2 * 0.43 0.26
2.4 + 0.05 + 0.03

107

+ 1

108

Each value is expressed as mean£S.D.

* : Significantly different from control at 5% level of probability.
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Table 191 Blood biochemical findings of female rats treated orally with tetraphenyltin
in the combined repeat dose and reproductive/developmental toxicity screening test
< At the end of administration period >

Dose No. of LDH AST ALT ALP y-GTP ChE T.P. Alb. A/G T-Cho.
(ng/kg/day) animals (IU/L) (IU/L) (IU/L) (1U/L) (TU/L) (IU/L) (g/dL) (g/dL) (mg/dL)
0 5 486 81 74 428 1.02 192 5.48 2,78 1.03 73

+ 34 + 7 + 18 + 186 + 0.35 + 65 + 0.33 + 0.22 + 0.08 + 12

4 5 491 5 61 475 1.21 253 591 2.97 1.01 68

+ 132 + 8 + 9 + 318 + 0.59 + 58 + 0.46 + 045 + 0.17 + 5

20 5 550 92 68 480 0.83 214 5.64 3.03 1.17 78

+ 172 + 10 + 6 + 217 + 0.13 + 42 + 0.35 + 0.19 + 0.08 + 11

100 5 544 90 75 338 1.03 238 5.63 2.90 1.07 87

+ 107 + 15 + 12 + 100 + 0.19 + 65 + 0.32 £+ 0.30 £+ 0.14 + 10

500 5 494 86 73 402 1.08 281 5.97 3.16 1.13 90

+ 52 + 10 + 15 + 184 + 0.17 + 90 + 0.40 + 0.32 + 0.11 + 12

Dose No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dl)  (mg/dL)  (mg/dL)  (mg/dl)  (mg/dl)  (mg/dl)  (mg/dL) (mEg/L) (mEqL) (mEq/L)
0 5 105 149 23.3 0.59 0.24 10.8 8.3 145 4.86 104

+ 38 + 10 + 3.2 + 0.04 + 0.02 + 0.2 + 10 * 2 + 0.21 + 2

4 5 101 156 20.5 0.57 0.25 10.8 9.3 147 4.94 105

x 22 + 12 + 3.9 + 0.06 + 0.01 + 0.5 + 12 + 2 + 0.29 + 2

20 5 83 141 244 0.56 0.26 11.3 105 * 148 5.11 103

+ 24 + 19 + 3.1 + 0.07 + 0.02 + 07 + 09 + 3 + 0.16 + 2

100 5 130 145 24.2 0.56 0.26 10.3 81 143 4.79 102

+ 53 + 11 = 5.9 £ 0.02 = 0.03 + 02 = 15 + 1 = 0.29 + 2

500 5 107 138 24.8 0.57 0.26 10.6 88 147 4.90 102

+* 23 + 15 + 4.6 + 0.03 + 0.03 + 03 + 0.8 + 3 + 0.16 + 2

Each value is expressed as mean+S.D.

* : Significantly different from control at 5% level of probability.
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Table 19-2 Blood biochemical findings of female rats of the satellite group treated orally with tetraphenyltin
in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of recovery period >

Dose No. of LDH AST ALT ALP y-GTP ChE T.P. Alb. A/G T-Cho.
(mg/keg/day) animals (TU/L) (fU/L) (TU/L) (IU/L) (TU/L) (IU/L) {g/dL) (g/7dL) (mg/dL)
0 5 481 74 33 191 1.33 449 6.11 3.25 1.14 85

+ 100 + 19 + 15 + 42 + 0.31 + 96 + 0.24 + 0.21 + 0.14 + 20

500 5 41 72 36 142 * 0.95 568 6.39 3.60 1.29 93
+ 118 + 12 + 11 + 22 + 0.32 + 119 + 045 + 0.42 + 0.15 + 12
Dose No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dL)  (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/idl) (mg/dl) (mEgl) (mEg/lL) (mEq/L)
0 5 21 131 19.3 0.50 0.27 10.7 6.6 146 4.34 110

+ 10 + 7 + 19 + 0.04 + 0.02 + 01 + 0.2 + 2 + 0.24 + 2

500 5 26 132 18.9 0.49 0.25 10.3 ** 6.4 146 5.04 * 110
+ 13 + 14 + 24 + 0.05 + 0.02 £ 02 + 0.8 + 2 + 0.44 + 1

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.



Table 20

Incidence of necropsy findings of male rats treated orally with tetraphenyltin in the combined repeated dose toxicity study
with reproduction/developmental toxicity screening test

Organ : Findings Grade At the end of administration period At the end of recovery period
Dose(mg/kg/day) O 4 20 100 500 0 500
No. of animals 7 12 12 12 7 5 5
Abnormality 0 0 0 0 0 0 0

-19-
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Table 21 Incidence of necropsy findings of female rats treated orally with tetraphenyltin in the combined repeated dose toxicity study
with reproduction/developmental toxicity screening test
Organ ! Findings Grade At the end of administration period At the end of recovery period®
Dose(mg/kg/day) O 4 20 100 500 0 500
No. of animals 12 12 12 12 12 5 5
Abnormality 0 0 0 0 0 0 0

a - Satellite group.
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Table 22-1

with the reproduction/developmental toxicity screening test

< At the end of administration period >

Absolute and relative organ weights of male rats treated orally with tetraphenyltin in the combined repeated dose toxicity study

Dose B.W, Brain Thymus Heart Liver Kidney Adrenal Spleen  Seminal Testis  Epididy- Pituvitary Thyroid
gland vesicle mis

(mg/kg/day) ® (g} (@ (€] @ () (mg) (® ® ® ® (mg) (mg)

0 515 201 0.37 1.43 13.35 3.12 63.7 0.71 1.69 3.31 1.68 14.8 34.7

Absolute 25 +0.04 +0.05 +0.12 +1.49 #0.29 +9.5 +0.07 +0.56 +0.27 +0.33 +0.5 +3.5

D (5) 5) 16Y) 16Y) (5) (69) 6Y) (5) ¢)] 4} (5) 6]

4 504 203 0.36 1.39 14.54 3.20 72.7 0.81 1.83 3.34 1.41 13.4 356.7

+35 +0.05 +0.06 +0.15 +1.54 +0.33 45 +0.14 +).48 +0.39 +0.25 *1.2 2.5

(12) s) (5 6Y) (5) 5) ) (5) (5) (12) (12) (5) ()

20 500 2.00 0.32 1.35 14.84 3.02 69.6 0.73 1.85 3.49 1.55 14.2 36.3

+37 +0.03 +0.03 +0.12 +1.25 +0.31 +7.7 +0.12 +).56 +0.21 +0.39 +1.1 +3.1

(12} 5) ) 6Y) ) ) &) (5) (5) (12) (12) (5) 5

100 506 2.03 0.29 1.33 14.95 3.05 74.0 0.71 2.09 3.25 1.44 15.2 37.9

+22 +0.10 +0.04 +0.12 *1.12 +0.16 *15.5 +0.08 +0.61 +0.60 +0.49 +1.3 +9.6

(12) (5) (5) (5) 5 6] (5} (5) (5) 12 12 (5) (5)

500 520 2.07 0.31 1.42 14.91 317 77.3 0.79 2.15 3.14 1.63 14.9 37.1

+36 +0.04 +0.07 +0.10 +2.06 +0.17 +10.0 +0.08 +0.78 +0.77 +0.67 =1.6 +7.2

(7 5) (5) (5) (5) 5 5) 3 (5) " N {5) 6

0 515 0.39 0.07 0.28 2.57 0.60 12.3 0.14 0.33 0.64 0.33 28 6.7

Relative @ +25 +0.02 +0.01 +0.03 +0.22 +0.04 +1.6 30.01 20.10 20.07 +0.07 +),2 +0.6

n ®) 5) ) (5) (5) () 16Y) 5) &) (7) 6] (5)

4 504 0.40 0.07 0.28 2.89 0.63 14.4 0.16 0.36 0.66 0.28 2.7 71

+35 +0.02 +0.01 +0.02 +0.40 0.07 +0.8 +0.02 +0.08 +0.09 +0.06 +0.3 20.5

(12) 5) 5) (5) (5) (5) ) (5) 5) 12 12 ®) ®)

20 500 0.41 0.06 0.27 3.00 0.61 14.1 0.15 0.37 0.70 0.31 29 7.4

+37 +0.03 +0.01 +(.02 +0.12 +0.03 *1.5 +0.02 £0.10 +0.05 0.09 0.1 +1.0

12 (5) &) &) 6] (5) G), (5) 5) (12) (12) (6] (5)

100 506 0.41 0.06 0.27 3.01 0.62 149 0.14 0.42 0.64 0.29 3.0 7.6

+22 +0.02 +0.01 +0.02 +0.30 +0.03 +3.3 +0.01 +0.12 +0.11 +0.10 +(.2 2.1

(12) (5) (5) (5) (5) (5) 6)) 16Y) (5) (12) 12 (5) (5}

500 520 0.41 0.06 0.28 2.90 0.62 15.1 0.16 041 0.60 0.32 29 7.2

+36 +0.03 +0.01 +0.02 +0.30 +0.04 +2.0 +0.01 +0.13 +0.15 +0.15 +0.5 *].1

@ (5) ) (5) 5) (5) ) 6y (5 6] ¢ 5) 5)

Each value is expressed as mean = S.D.
@ ' Relative organ weight per 100g body weight.

(n) : Number of animals.
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Table 22-2

with the reproduction/developmental toxicity screening test

< At the end of recovery period >

Absolute and relative organ weights of male rats treated orally with tetraphenyltin in the combined repeated dose toxicity study

Dose B.W. Brain Thymus Heart Liver Kidney  Adrenal Spleen Seminal Testis Epididy- Pituitary Thyroid
gland vesicle mis
(mg/kg/day) (® (g (@ (@) (@ (g (mg) €4] (@ ® ® (mg) (mg)
0 527 2.08 0.29 1.43 12,37 3.10 70.4 0.72 2.53 3.40 1.49 15.3 33.6
Absolute *42 +0.12 +0.09 +0.16 +1.81 +0.41 +7.6 +0.07 +0.34 +0.39 +0.16 +1.2 %45
(5) (5) 1G] (5) (5) (6) (5) 6] (5 (5) 6Y) (5) (5)
500 540 2.10 0.34 1.44 13.79 3.32 69.4 0.80 2.75 3.42 1.57 15.5 37.6
+48 +0.13 +0.06 +0.10 +1.59 +0.25 *16.0 +0.17 +0.19 +0.21 +0.10 +1.9 +5.6
(5) (5) (6] (5) 6] 69) 6] ) (5) (5) 6Y) (5) (5)
0 527 0.40 0.06 0.27 2.34 0.59 134 0.14 0.49 0.65 0.28 2.9 6.4
Relative @ *42 +0.03 +0.01 +0.01 +0.18 +0.06 +1.3 +0.02 +0.09 +0.08 +(.03 +0.2 +0.4
)] (5 (5) (5 (5) (5) (5) 6] (5) (5) 16Y) 6] (5)
500 540 0.39 0.06 0.27 2.55 0.62 12.9 0.15 0.51 0.63 0.29 2.9 7.0
*48 +0.04 +0.02 +0.03 +0.16 +0.04 +2.9 +0.04 10.05 +0.04 +0.03 +0.2 +]1.1
(5) (5 (5) & 5) (5) (5) ) 5) (5) ®) (5) (5)

Each value is expressed as mean = S.D.
@ : Relative organ weight per 100g body weight.

(n) : Number of animals.



Table 23-1

< At the end of administration period >

Absolute and relative organ weights of female rats treated orally with tetraphenyltin in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

Dose B.W. Brain Thymus Heart Liver Kidney Adrenal Spleen Pituitary Thyroid
gland
(mg/kg/day) (g) (@ () (g) (g) (g (mg) ® {mg) (mg)
0 315 1.90 0.21 1.00 10.68 1.86 75.4 0.63 16.3 23.6
Absolute +21 +0.05 +0.11 +0.10 +1,12 +0.20 +8.5 +0.14 +2.0 2.8
(5} &) 6Y) (5 GY) (5) 16Y) (5) GY) (5)
4 332 1.89 0.27 0.94 11.87 1.96 74.8 067 20.1 26.7
*19 +0.11 +0.08 +0.06 +0.49 +0.06 =93 +0.10 *1.1 +2.0
5) (5) ) 5) 16)) 16)) 63) 6Y) 16Y) 5)
20 333 191 0.24 0.97 11.87 1.94 74.1 0.72 18.4 30.7 **
+24 +0.05 +0.01 +0.05 +].35 +0.20 +16.4 +0.15 2.3 3.3
6] ) (5) 5) (5) (6] (5) 5) ) (5
100 331 1.90 0.22 1.05 12.16 2.00 74.5 0.63 17.4 26.8
*1§5 +0.05 +0.04 +0.07 +1.26 +0.15 +14.3 +0.07 +15 %4.0
(5) (5} (5) 5) 6] (5) 6y & (5} 5)
s‘] 500 319 1.88 0.26 0.96 12.29 1.90 73.7 0.65 16.9 24.1
’_.‘ +10 +0.05 +0.08 +0.06 +0.52 +0.15 +12.1 +0.10 x1.9 +2.2
(s) (5) (5 163) (5) 6)) (5) (5) 5)
0 315 0.61 0.07 0.32 3.40 0.59 24.0 0.20 5.2 7.5
Relative @ +21 +0.04 %0.03 +0.02 +0.36 30.05 +2.8 +0.05 0.6 0.8
(5) (5) (5) 5) (3) 5) (5) ) 6Y] (5)
4 332 0.57 0.08 0.28 3.58 0.59 22.6 0.20 6.1 8.1
+19 +0.03 +0.02 +0.02 +0.24 +0.04 +2.7 +0.02 0.4 +0.2
) 6] (5) 5) (5) (5 (5) 16Y) (5) 3)
20 333 0.58 0.08 0.29 3.56 0.58 223 0.21 5.5 9.3
+24 +0.03 +0.01 +0.01 +0.20 +0.05 +5.2 +0.03 0.8 1.6
6), (5) 5) (5 (5) 6Y] 16Y) (5) 16)) (5
100 331 0.58 0.07 0.32 3.67 0.60 225 0.19 5.2 8.1
+15 +0.03 +0.01 +0.02 +0.23 +0.04 +3.8 +0.02 .3 =1.1
& (3) (8 ) (5) 5 ®) (6 () (5) 6)
o
& 500 319 0.59 0.08 0.30 3.85 0.60 23.1 0.20 5.3 76
=z +10 +0.02 +0.02 +0.02 +0.06 +0.05 +3.7 +0.03 0.5 +0.7
S &Y (5) (5 5) (5) 16)] (5) %) (5) 16y
o
= Each value is expressed as mean = S.D. * : Significantly different from control at 5% level of probability.
g @ ' Relative organ weight per 100g body weight. * * ! Significantly different from control at 1% level of probability.

(n) : Number of animals.
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Table 23-2 Absolute and relative organ weights of female rats of the satellite group treated orally with tetraphenyltin in the combined repcated dose toxicity study
with the reproduction/developmental toxicity screening test

< At the end of recovery period >

Dose B.W. Brain Thymus Heart Liver Kidney Adrenal Spleen Pituitary Thyroid
gland
(mg/kg/day) (® €))] @ ® ® @ (mg) ® (mg) (mg)
0 288 1.90 0.28 0.85 6.91 1.86 73.5 0.61 17.0 26.0
Absolute +28 +0.06 +0.03 +0.04 +1.05 +0.11 6.6 +0.16 1.3 +5.6
(5) ) 6] 5) (8) {5) 6] 6Y) (5 (5
500 302 1.87 0.29 0.93 7.71 1.99 73.0 0.61 16.9 278
+42 +0.05 +0.03 +0.14 +1.58 +0.35 +9.4 +0.12 +2.0 +3.4
(5) (5) (5) (5) 16Y) (5) 16); () (5) (5)
0 288 0.67 0.10 0.30 2,39 0.65 25.6 0.21 5.9 89
Relative @ +28 +0.06 +0.02 +0.02 £0.13 +0.05 2.1 +0.04 +0.6 +1.2
(5) 6] (5) (5 (5) (&) (5) (5 G)] (5)
500 302 0.62 0.10 0.31 2.54 0.66 246 0.20 5.6 9.3
+42 +0.07 +0.01 +0.02 10.20 +0.05 +4.8 £0.03 +0.6 +1.6
(5) 5) (5 (5) (5) (5) (5) 5 (5) &

Each value is expressed as mean £ S.D.
@ * Relative organ weight per 100g body weight.
(n) : Number of animals,
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Table 24 Incidence of histopathological findings of male rats treated orally with tetraphenyltin in the combined repeated dose toxicity study
with reproduction/developmental toxicity screening test

Organs ! Findings Grade At the end of administration period At the end of recovery period
Dose(mgfkgiday) 0 4 20 100 500 0 500

No. of animals 5. 5 5 5 5 5 5
Heart ! Myocardial degeneration/fibrosis . 5 # # # 4 # #
+ 0 # # # 1 # #
Lung ! Accumulation, foam cell . 3 # # # 4 # #
+ 2 # # # 1 # #
Liver ! Microgranuloma - 4 # # # 5 # #
+ 1 # # # 0 # #
Glandular : Dilatation, fundic gland - 4 # # # 4 # #
stomach + 1 # # # 1 # #
Kidney . Hyaline droplet, proximal tubular epithelium - 0 # # # 1 # #
+ 5 # # # 4 # #
Basophilic tubule, unilateral - 3 # # # 5 # #
+ 2 # # # 0 # #
Cellular infiltration, lymphocyte, cortex, unilateral - 4 # # # 4 # #
+ 1 # # # 1 # #
Hyperplasia, pelvic epithelium, unilateral - 4 # # # 5 # #
+ 1 # # # 0 # #
Thymus ! Hemorrhage - 4 # # # 5 # #
+ 1 # # # 0 # #
Spleen : Hematopoiesis, extramedullary - 0 # # # 0 # #
+ 5 # # # 5 # #
Deposit, pigment, brown . 0 # # # 0 # #
+ 5 # # # 5 # #

Grade, -: Negative; +:Slight; #: Not examined.

No abnormalities were detected in the the brain, thyroid, parathyroid, lung, trachea, stomach, small intestine, large intestine,adrenal, urinary bladder, seminal vesicle, spinal cord, sciatic nerve,
bone marrow and lymph nodes from animals of control and 500mg’kg groups.
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Table 25 Incidence of histopathological findings of female rats treated orally with tetraphenyltin in the combined repeated dose toxicity study
with reproduction/developmental toxicity screening test

Organs ! Findings Grade At the end of administration period At the end of recovery period *
Dose(mgfkg/day) 0 4 20 100 500 0 500

No. of animals 5 5 5 5 5 5
Lung : Accumulation, foam cell 3 # # # 3 # #
+ 2 # # # 2 # #
Liver . Necrosis, focal - 4 # # # 5 # #
+ 1 # # # 0 # #
Glandular : Dilatation, fundic gland 4 # # # 5 # #
stomach + 1 # # # 0 # #
Kidney ! Basophilic tubule, unilateral 5 # # # 4 # #
+ 0 # # # # #
Cellular infiltration, lymphocyte, cortex, unilateral 4 # # # 5 # #
+ 1 # # # 0 # #
Cyst, solitary, unilateral - 4 # # # 5 # #
+ 1 # # # 0 # #
Thymus . Hemorrhage . 4 # # # 5 # #
+ 1 # # # 0 # #
Spleen : Hematopoiesis, extramedullary - 0 # # # 0 # #
+ # # # 3 # #
++ 1 # # # 2 # #
Deposit, pigment, brown - 0 # # # 0 # #
+ 3 # # # 4 # #
++ 2 # # # 1 # #

a : Satellite group.
Grade, -:Negative: +:Slight: ++: Moderate: #: Not examined.
NP : Non pregnant, killed on 27 days after copulation. ED : Animal with all embryonic death, killed on 27 days after copulation.

No abnormalities were detected in the brain, pituitary, thyroid, parathyroid, thymus, trachea, stomach, small intestine, large intestine, adrenal, urinary bladder. ovary, vagina, spinal cord, sciatic
nerve, bone marrow and lymph nodes from animals of control and 500mg/kg groups.



Table 26 The number of cells in seminiferous epithelia assessed by the individual examination in male rats treated orally with
tetraphenyltin in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

.Gl -

011-L0'°N Apr3g

Dose No. of Stage II-1I Stage V Stage VI Stage X II
(mg/kg/day) animals G P T G P T G R/P T G Z/P
0 5 Mean 0.53 2.02 593 0.59 2,09 6.28 0.06 326 6.33 0.06 4.76
S.D. 004 0.08 0.49 0.03 0.23 0.28 0.01 035 0.38 0 0.44
500 5 Mean 0.52 1.88 6.07 0.56 2,16 6.46 0.06 318 6.37 0.06 4.46
S.D. 0.07 017 0.46 0.02 022 060 0.01 019 0.38 0.01 0.16
: spermatogonia.

: pachytene spermatocyte.

: preleptotene spermatocyte.
. zygotene spermatocyte.

: round spermatid.
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Table 27 Reproduction results of rats treated orally with tetraphenyltin in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

Dose (mg/kg/day) 0 4 20 100 500
Estrous cycle (days, Mean £ S.D.) 40 = 0.1 43 = 0.6 40 = 0.0 40 + 0.0 40 = 0.0
No. of pairs mated 12 12 12 12 12

No. of pairs with successful copulation 12 12 12 12 12
Copulation index (%) 100 100 100 100 100
Pairing days until copulation (days, Mean + S.D.) 43 + 4.0 23 £ 1.2 21 + 1.1 23 = 12 23 = 1.1
No. of pregnant females 11 12 12 11 10
Fertility index (%) 91.7 100 100 91.7 83.3
No. of corpora lutea (Mean + S.D.) 153 = 24 16.3 £ 2.0 159 = 2.1 165 = 1.1 154 + 1.6
No. of implantation sites (Mean + S.D.) 135 + 49 16.0 = 2.3 148 = 4.4 16.1 + 1.2 150 + 1.6
Implantation index (%, Mean £ S.D.) 86.0 + 27.1 978 5.1 91.0 + 237 978 % 3.1 975 + 4.3
No. of pregnant females with parturition 10 12 12 11 10
Gestation length (days, Mean = S.D.) 226 + 05 225 + 05 223 = 0.5 227 £ 05 226 = 0.5
No. of pregnant females with live pups 10 12 12 11 10
Gestation index (%) 90.9 100 100 100 100
No. of pregnant females with live pups on day 4 10 12 12 11 10

Copulation index
Fertility index
Gestation index

(No. of pairs with successful copulation/No. of pairs mated) x100.
(No. of pregnant females/No. of pairs with successful copulation) x100.
(No. of females with live pups/No. of pregnant females) x100.



Table 28 Litter results of rats treated orally with tetraphenyltin in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test
Dose(mg/kg/day) 0 4 20 100 500
No. of pregnant females 10 12 12 11 10
with live pups
No. of pups born 13.1 = 5.2 14.2 £ 4.1 135 £ 4.5 155 + 1.4 143+ 1.9
Delivery index (%) 881 +296 885+223 921+123 960+ 43 952+ 52
No. of pups alive
on day 0 of lactation
Total 141 £ 2.7 139 £ 3.9 135 4.5 1556+ 14 141 £ 1.7
Male 58 = 2.1 76 £ 3.2 6.7 2.5 64+ 1.1 6.6 £ 2.7
Female 83+ 28 63+ 2.0 6.8 3.1 91+ 13 75+ 18
Live birth index (%) 983+ 53 985x 38 1000+ 00 1000+ 0.0 988z 26
Sex ratio(Male/Female) 0.73 1.21 0.98 0.70 0.88
No. of pups alive
on day 4 of lactation
Total 140 £ 26 12.7 £+ 4.6 13.2 £+ 45 i54+ 14 139+ 18
Male 58 + 2.1 6.8+ 3.1 66 £ 2.7 64+ 1.1 66+ 2.7
Female 824+ 26 58+ 24 66 29 9.0+ 1.3 73+ 1.8
Viability index (%) 994+ 20 9252219 943142 994+ 19 986z 3.0
Body weight of live pups (g)
onday 0
Male 7.1+ 0.6 7.0 0.8 7.2 0.8 73 05 71+ 0.5
Female 6.7+ 0.5 66 £ 0.8 6.6 £ 06 68 = 0.5 6.7+ 06
on day 4
Male 11.2 = 1.5 11.0 = 24 11.2 = 1.6 114 = 1.3 11.1 + 1.3
Female 106 £ 1.0 105 £ 25 105 £ 14 108 = 1.1 107+ 14

Delivery index = (No. of pups born/No. of implantation sites)x100.
Live birth index = (No. of live pups on day 0/No. of pups born)x100.

Viability index = {No. of live pups on day 4/No. of live pups on day 0)x100.

Sex ratio = Total number of male pups/Total number of female pups.
Each value is expressed as Mean£S.D_ except sex retio.
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Table 29  External findings of pups from pregnant rats treated orally with
tetraphenyltin in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test

Dose(mg/kg/day) 0 4 20 100 500
No. of pups examined 144 170 162 170 143
No. of pups with 0 0 0 0 0

external malformations® (0) (0) (0) 1)) (0)

# : No. of pups (Mean+S.D. of individual litter percentages).

-178 - Study No.07-110



Table 30 Visceral findings of pups from pregnant rats treated orally with
tetraphenyltin in the combined repeated dose toxicity study with

the reproduction/developmental toxicity screening test

Dose(mg/kg/day) 0 4 20 100 500
No. of pups examined 144 170 162 170 143
No. of pups with 0 0 0 0 0
visceral malformations” (0) 0) ()] 0 (0)
No. of pups with 1 1 0 0 1
visceral variations® (0.6+1.8) (0.6x1.9 (0) ()] (0.742.2)
Visceral variations®
Thymic remnant in neck 0 1 0 0 0
(1)) (0.6+1.9) (1)) (1)) (1))
Persistent left 1 0 0 0 1
umbilical artery (0.6+1.8) (0) 1)) (0) (0.7£2.2)

# : No. of pups (Mean=S.D. of individual litter percentages).
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