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Figures and Tables

Fig. 1-1 Results of the cell-growth inhibition test in cultured Chinese hamster cells
treated with Tetraphenyltin [short-term treatment: +S9 mix]

Fig. 1-2 Results of the cell-growth inhibition test in cultured Chinese hamster cells
treated with Tetraphenyltin [short-term treatment: -S9 mix]

Fig. 1-3 Results of the cell-growth inhibition test in cultured Chinese hamster cells
treated with Tetraphenyltin [continuous treatment: 24 hr]

Fig. 1-4 Results of the cell-growth inhibition test in cultured Chinese hamster cells
treated with Tetraphenyltin [continuous treatment: 48 hr]

Fig.2-1 Results of the chromosome aberration test (retest) in cultured Chinese
hamster cells treated with Tetraphenyltin [short-term treatment retest: +S9
mix]

Fig. 2-2 Results of the chromosome aberration test (retest) in cultured Chinese
hamster cells treated with Tetraphenyltin [short-term treatment retest: -S9
mix]

Fig. 2-3 Results of the Confirmation test in cultured Chinese hamster cells treated
with Tetraphenyltin [Confirmation test: +S9 mix]

Fig. 2-4 Results of the Confirmation test in cultured Chinese hamster cells treated

with Tetraphenyltin [Confirmation test: -S9 mix]

Table 1-1 Cell-growth ratio in the cell'growth inhibition test in cultured Chinese

hamster cells treated with Tetraphenyltin [short-term treatment: +S9 mix]



M-1286

Table 1-2 Cell-growth ratio in the cell'growth inhibition test in cultured Chinese
hamster cells treated with Tetraphenyltin [short-term treatment: -S9 mix]

Table 1-3 Cell-growth ratio in the cell-growth inhibition test in cultured Chinese
hamster cells treated with Tetraphenyltin [continuous treatment: 24 hr]

Table 1-4 Cell-growth ratio in the cell-growth inhibition test in cultured Chinese
hamster cells treated with Tetraphenyltin [continuous treatment: 48 hr]

Table 2-1 Cell-growth ratio in the chromosome aberration test (retest) in cultured
Chinese hamster cells treated with Tetraphenyltin [short-term treatment
retest: +S9 mix]

Table 2-2 Cell-growth ratio in the chromosome aberration test (retest) in cultured
Chinese hamster cells treated with Tetraphenyltin [short-term treatment
retest: -89 mix]

Table 2-3 Cell-growth ratio in the confirmation test in cultured Chinese hamster cells
treated with Tetraphenyltin [Confirmation test: +S9 mix]

Table 2-4 Cell-growth ratio in the confirmation test in cultured Chinese hamster cells
treated with Tetraphenyltin [Confirmation test: -S9 mix]

Table 3-1 Chromosome aberration in cultured Chinese hamster cells treated with
Tetraphenyltin [short-term treatment retest: +S9 mix]

Table 3-2 Chromosome aberration in cultured Chinese hamster cells treated with
Tetraphenyltin [short-term treatment retest: -S9 mix]

Table 3-3 Chromosome aberration in cultured Chinese hamster cells treated with
Tetraphenyltin [confirmation test: +S9 mix]

Table 3-4 Chromosome aberration in cultured Chinese hamster cells treated with

Tetraphenyltin [confirmation test: -S9 mix]
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E 8

FhI Tz NAXDREBHEREEREDAEEZRNT IO, FrA=Z—X NARF—
EEARAIE (CHLAU) #AWTHaEEES R AL -,

NDIZ. mEABREBERBTT R YiCED SN 10mM IZIEYU T 2 4300 pg/mL &L
T MBHFET BB R R L. £ OR5R. GRS RALEEO RFIE ML T 1075 pg/mL. 3
RENEME T 134.4 pg/mL, EHEOAEED 24 BRELE T 67.19 pg/mL. 48 FFRLETIX
33.59 ug/mL T 50% %48 2 2 MERIHEAR SN, HRMEO 50% MIEnaiphiiReE K
BAAE) VSRR O REREM(L T 1043.4 pg/mL. FESEHE (LTI 109.8 pg/mL.
ML 24 FRIAVE T 44.0 pg/ml. 48 BELETIE 33.69 pgmL B F EEHENE, Th
0., Bk RERROERMLEZORIEE Mt TIE 2150 pgmL 2REHAEELT. UT
N2 THRR L2465 B AR Z . JEABNEEL T 134.4 pg/mL, EFEARED 24 FiLE
T 67.19 #EHABELT, DRk 2 THRARLEZE4BAEERELURAEFRAEFERE
EREL . 7B, BGALEE O 48 LS TR ANE AR TRE L RIERR O 33.59
pg/mL BV TH, 0% EZBABWHIHEANFZ R TRABMARD oNT, 50%HiEBMBEINH
M EIEE) ZEHT DR N /. LALRAS, 33.59 ug/mL 2BV 5 MEH
FERDHIE 56% &. 50%ITEVWETH o2/, HEEIC 50% %82 HHI e sl &2 RT & i
25 67.19 ng/mL % 48 FHUEHORBARE LT, UTAK 2 THRLUAZ RRARE
RE L7

LEARTRROERBLERE (BB OABIEMHLTE. 2150 pg/mL THEZFEO LD
BEEOH B ENBRTELn oA, 1075, 537.5. 268.8 KT, 134.4 pg/mL O H:AE KRS
EREOIEETHIHIF vy 7EEFVEARFTHIROHEREE (TA @) 13, THEN 3.0, 0
20 BU20%ERL, WTNb 5% RETHo B S HE L7z, £z, ERFEAEY (F
R OIEMRINEELTIE, 1844 pg/ml THIRFEEOZDBRELOARIIZRIBRRTELS
Mo, 67.19. 33.59 KUK 16.80 ng/mL DREFEBERFDEFETHA2F vy v T2EHERL
BEEMROLTEE (TA M) X, TNFN20. 0.5 KUV 0% ERL, WTNb 5% KWTH
ofzieoiEtt S HEL 2.

ek SRR B OERRAEE (Bl ofR, REEHECEUCIGEE(LEBIC. &
BRETHEFOMBEEBREHE RO, BHEOHIEENERNIZH DB ANEREHE
EoRmiEn S, £ RERRLTORE TS EmInERN 0% U TERLET
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Ems, T A1 FI4 o oR@IBeUAERS . BBEIARITHAEEL SNE.,
FIT, FHERBREAA BRI CRUBRBREHEED 12-5- LHAOHEICNH>T, HEEOHR
KRENIHEIRE] 2R 20 cmRdR (ERFAEE) 2EML 2. TOBR, AH
{ETEETIL 2000 pg/mL THIEE OO BREH O S RPHRPBE TE M- 7245 1800,
1600. 1400 R 7K 1200 pg/mL OREEEREDIEETH 2 ¥+ v T2EELVWEREHRD
HWIEEEE (TA @) 3TN 52.6. 17.5. 3.5 U 2.0% T, 1800 BT 1600 pg/mL THED
HEBETHD 10%ULERLELDBEEHEL L, £, FFABEMEA T 120, 110,
100. 90 KX 80 pg/mL ORAEGERFOEETH 2y v TESERVLWERFEMBEOHE
EE (TAE) RTNEFN11.0. 65, 0.5, 1.0 R05% T, 120 ug/mL THHEOHIEREET
H5 10%LA L2, 110 pg/mL TEREBHEOHIRRELETH S 5% L 10% KM ERL. MRIKFE
REDoNOBEENEL. 8, SRt HERITNWTNOHRIIBNTD 5%
KM THoliz®d, BfelHEEni. —F, BEMERETE RAcEREOMEELHER
RRDoNE, £l BEMBRICBTA2REHKDOMERE RMERAOHRBEES X BED
HEREMNIIHD, BELHBEROERELFAKTH oz, Lichi- THEBRIIEYICEM =N
EbDEFEA SN,

DLEDERENS, FFI 722V ARE, ZEHBREATICBWTHRAKOH SEREHREIEE
HE APMEEESERERGS Wb EHEL =,
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EERHEEERLREEETHE LFEPHERENRZORBEICLY . 7 b7 7 2=V AZAD
FZEHFMO—EE LT, FLE0ERME (CHLIU) 2HW A kR ERBAEBE L-0
T, TORBERET D, 2B, ARRIIUTORELZMT L, VA K74 /ICB8EH L TER
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HBHAHRUAE

BAFEHERERMHRBBEEETER (LEWHELZSNRE

FhF7xZ)VA X, tetraphenyltin
595-90-4

2o

Moo $E > E
ﬁmniﬁlﬂ%m%

&
& + <N
BA

" # 4 OB
" & B W

A OO
2) IR
# B

oy b&ES

99.0%
15g
HEHR
427.13

REBR THRIIEEZBCBVLWTHEZRIEL. TORBREAFL
THREMEZEWR L (Attached Data 2) .

=Zif (REHETOEHIEE : 15C~247C)

WRCOEAT HRMEATESE FRAEERTE 1 HEME
BMEANE BRHEGEE

HRYEOERAYNT, WEEENTRTRIELE,

DMSO
SDP6175
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] B RERH
B % T AL T A
B’ B F =iE

®oF B A MERBWER EEEHEARE

B OEIRE S ¢ HREARITICERDEOBEICH T 2BREORREERL
R EHBKZIE 50 mg/mL TAE. DMSO {213 500 mg/mL
THBIT 5 EDRER I Nz, DMSO 2 & L THERMLU
i

2. HIEEDTIR
1) Ak
(1) #Hfe R Bk

@

3

HEBME 08600g £ 2mL AR TS ATICHERLE. BHRTHRELHIZ. AT
w 7 U TS REE D 430.0 mg/mL B (71— MZ 0.050 mL 0 L 72 B0 Bi& iR
BE 1 4300 pg/mL) ZHELE. KNWT. 430.0 mg/mL BHKE A 2 (HFREOKE
1 mL: B 1 ml) TERTBEEFRL. 2150, 107.5. 53.75. 26.88, 13.44.
6.719 K. TX 8.359 mg/mL @ 8 EEBYBE D #ERIR & FE L /2.

BeafkRERR

B EOEE (MR Tl B YWE 08600 g 2 2 mL AR 75 A JICFFHIL /=,
B TEBLEIC. AATy TUTERREBED 430.0 mg/ml BEE (FL—
0.050 mL #N L 7= B2 BHEIRE © 4300 pg/mL) ZHM L=, KWNT. 430.0 mg/mL
SRR Z AN b 2 (BB E O SR 1 L R 1 mL) TR 8 BEBERIR L. 215.0, 107.5,
53.75, 26.88. 13.44. 6.719. 3.359 XX 1.680 mg/mL @ 9 JHEE&PE 0 4 B % 37 4
Liz. 2035, ST 2150, 107.5. 53.75. 26.88 &N 13.44 mg/mL @
bMEE, JERBIEM(LTIE 13,44, 6.719, 3.359 K TF 1.680 mg/mL @ 4 REZEAR
iAW,
TesR B

WeaRidEr (EFFRIALENE) T, #BR¥ME 1.0000g £ 5mL AZX 7 7 AJITFFRL
Too BHTEHELARIC, AAT v 7L THRE&BED 200.0 mg/mL 5K (71— k
12 0.050 mL iR U 7= RO B #IEE : 2000 ug/mL) ZHEL 2. KT, 200.0 mg/mL
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WEE R EEREETHRL.
180.0 mg/mL (200 mg/mL #i8# 0.90 mL : A 0.10 mL)
160.0 mg/mL (200 mg/mL #&E#K 0.80 mL : /A 0.20 mL)
140.0 mg/mL (200 mg/mL #E# 0.70 mL : & 0.30 mL)
120.0 mg/mL (200 mg/mL ##&#¥ 0.60 mL : 7% 0.40 mL)
DFaET 5 IBEBROKBRE LMW Lz, ABEMHEETHE 200.0. 180.0. 160.0. 140.0
KU 120.0 mg/mL O#HE#KRZ AW, EAMIERLTIE 200.0 mg/ml #EH#EL O
20.00 mg/mL B 2 R (200.0 mg/mL BEHE 0.50 mL : B 4.50 mL) L., FEiZ
12.00 mg/mL (20.00 mg/mL ¥ #&# 0.60 mL : &L 0.40 mL)
11.00 mg/mlL: (20.00 mg/mL Y& 0.55 mL : & 0.45 mL)
10.00 mg/mL (20.00 mg/mL &4 0.50 mL : 4 0.50 mL)
9.00 mg/mL (20.00 mg/mL $/B#k 0.45 mL : ¥4 0.55 mL)
8.00 mg/mL (20.00 mg/mL $&## 0.40 mL : &% 0.60 mL)
D 5 IERPO RIS W L, HRERITIE. 12.00. 11.00. 10.00, 9.00 KX 8.00
mg/mL DO ZE Wiz,
2) FRSGEEE
B AR AR L 7.
3) wEME
HBRYHEICEREEHRMULERC, RBiE. B8 &R FASZ0TLoFEEZAIBN R
UMHANIC THREL, RREOREMHHE L.

3. EEME
1) FEtExdhR
W E LRV S DMSO #[&ikxt @i & Uiz,
2) et
(1) BEMEMEELT. RS ETE 707422772 FE, JHRBHENLTIX
VA R CEAVE,

# B 20742773 F (LATCP LRRET 3)
O v k&5 : SDP4062

W& T FEMEIEHKLSH

#l o (LR (97.0%L 1)
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B OF A% mE It

B® H B O HEREERN EEHNEARE REEDERREEE

=4 B w14k 122C (LLFMMC &B8FET 5)

o w b #F S . 481AEL

® & ko BEREEIEHRSH

V! fli : 2mg (Gl K

"R HF A5 &% BRIt

B F B T MERSEWAFT EEFEHRE BEEMEZBREER
(2) YA

e AR ERBOEMNELERE (FHR) T, CP 00140 g 27 5AF v/ BUE

(50 mL) IZFFR L7z, CHICEERER (BFFERH . SR ERETH, K6GT71)
% 20 mL A CTIAMEL 0.70 mg/mL HE (B339 4.900 mL iZ 0.100 mL ZNZ 7=kF0
BACHEE 14 pg/mL) 2Lz, MMC @ 2 mg FENA 7 EBEHE (HEE
M. SR REHETIE, K6GT71) 2EHE T2 mL MATHERF L (1 mg/ml) .
KIZZ OB %N 20 TIEXK 2 B FERIR (A1 0.250 mL : MWK 4.750 mL) L,
0.050 KA 0.0025 mg/mL DEHEHWL 7= (B53%H 4.850 mL i 0.0025 mg/mL B#
Z 0.1560 mL MA 7=, ZORFOZEREL 0.075 pg/ml) .

WRERTIE, REAERFAR ENMAEYE (FRB) SRS FECXDEEE
Foiz.

2B, METAREL., BRAeMRIETXTHEL LS L.

(3) RE Aot AR B D 3R 2 ey
e (EERBIEA A RS A ) OFMMBIET A R o4 VICERAMERENTNS
T &, BRUKBETHENKENSE S THD I &ns CP RUTMMC 28R Uz,

4. {EFRHRaRK
| DI 1] 2473
F A4 Z—ZANL AT —ONf hRFHIEHE (CHLAU) ZAWe, il ba—<>
BA LY AHREBN P SATF (20044 11 A 2 H) L, #EREOILHHOEEE
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WD AFIANEF S R (DMSO : SRR 99.0%LL . b TEKAEH) % 10vl%
WML EEFRPTREL, Ihef@lBREEL-boe#AL L. EARKOHIR
AT, HIEEAEMGELRTIE 11 #R. RafcRERRTIIENMAEE @il T
19 f64%, FERRAART 28 M TH o7z, Fio, IR Y275 ARETHHZ &
EAFROFRTHERLZ.
2) flaoRINEH
BARERAERYOREBNENW &, BICHEL OLFWEICH L TERZHENE <.
Ny o 75T RF—SNEETH D ESOMAD S AMIREZRNL I,
3) FEEH
REGEA AEREBZ AWV, CORE 5%, BE 37C, BEELHTTREL L. HRIZ
1~4 HZ & IfTo 7,
4) MEOHRRE
FBRICHERT SRR REFEP SHEHEL. 30 REEA L WERATHRAREZEZT-o T
5HDITDONT, REAKDE— RE, SNNHMREYA 375 XVEROFREDOENMEIC
DNTEMMICREZERBL., ELWEHEETH I LR L.

S9 mix B NI
1} 89 mix
FULHNERTERS2ELD 89 & BFFRET- 27 7 7 ¥ -2 BFIORE
LTSI mix 2B L. FHERITAWE SI DERLSABICREINER. RESERD
ERMREI77 75 —ORESRME. ERAERY S9 mix OMEMRILITOBO TH S,

(1) s9
% F : 89
Oy hES : @ 06121510, @ 07021612
W% A : @ 2008412A15H, @ 200742H 16 H
i G : Iy bh-SDR
g .
A e 7 Ak
FEYH P 7/ NNVES—I (PB) RU5, 6/ 7T (BF)
8 5 & D lEERNER S
HEHARCRER



(2)

(3) S9 mix DHIK

BT
£ A1 59 FR
= 5

]

% i3
Oy &S
# & H
hEHE
5 A # R
#* 7= % Pr

89
HHRER

4.7 mL

. PB 4 HME

BF 1H

A7 Pl
;070209
: 20074 2H 98

DB (BRI T Y —Y )

: 20074 8 H 8H (&% 6A)
D HERBVR EEEtEREE 8RETY -

M-1286

30+60+60+60 mg/ke body weight

80 mg/kg body weight

. G GEIKIE 7 —Y—)
: @ 2007 6H14H,. @ 2007448 H 150 (W% 6@EAH)
o HBRIENTIERT

HEEEARE BEER7U—v—

20mmol/l. HEPES iEfl#(pH 7.2) 1.34 mL
50mmol/L. L7 &/ R ATKIEHE 0.67 mL
330mmoVL H{kh U 7 LKBE 0.67 mL
50mmolVL 7 )a—A-6-1) VERAKEH  0.67 mL

40mmol/L, LR —_3IF T IR-TFZr
R LFAF R EEWNADP)KEGH  0.67 mL
K 0.67 mL

FERITIE, WEERIIKEICHUZTIEDIT. BREACHERLR LEEEFRIZRD XD
ERSOBERZFTRU ., EHAKICEME pHRM, 28BELLBRICHE RELLE
FETTRELL. ERCERLTE, AOBREZEAGWRET, 4EROMIME MR

LTIz L .

2) IR

Invitrogen Corporation &£ ¥ BfA L7z Minimum Essential Medium (MEM. GIBCOTM,

Cat.No.11095-080)

Z. Invitrogen Corporation & ¥ A L 3EMME (56°C, 304 Lk
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i (BS) % 10 vol%@ ML TS L =153 (BS-MEM) #fWk. #HMEO
BS-MEM i@ BER7EL /2.
(1) His
0w b~ #F : 571834
4 & 3¢ : Invitrogen Corporation
£ F FH H . BE (—80CHRTEDOHHE)
" 7 B B WERBUWER BEtaBE 8ER7 ) -—Y-
(2) Minimum Essential Medium (MEM)
ow h&FS . 1380929
#  # 7t : Invitrogen Corporation
" FEHE . BE
#f 7 B A - BRGNS #CEMREBRE nEE
HEAE Y
BEIILL TORTFT—PIRICERL /=,
1. YR HEREEIE e S B L RSt
FEfRETE AL
HGTALER 24 FrEJLE
48 FEILE
2. RARE R » . 3
(BRI O BRI PN
AR ERE L) D HRBE A
3. BaEEEHAR ERFMLEE (BER) AL
JEIRERE AL
4. FERRAER S IRF LB B RAHEMEE
FERBHE ML

) HRDOREZHERE (MEM) fEALLED, BBREzPELE.

1) BRI

(n

2)

e sEFE SR

SERFRLE B TS L E T+, FERBMEMELEE T—) LA, FiZZhick
VB HE R (Negative Contro) D4 [NCl %, #BHEARHOBERIBEOR
Whins M1y, 21, 18], - OEBBEHRELEFT NI THEABMS 2L 7=,

REEEREER
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MBI ERRICEBBEZHE L2 THI Uiz, 2750, B
(Positive Control) I PCl &L=, ZEEEXRD. ARESEUENS R T 5 A

IZad— Rl Toll ~ 199) £ETO2HOFESRULRASA FEESEZHTLZ LTI
T M % 35 L .

3

TERE B
REARERBREFAKRICBESZHALE TN TR L. REHFESRD. RBRES

EMERNEE S F LIZI—RELE ToL) ~ 199] ETO2rOBFRURA T P
FEFZWE L2 T TEAEM S 2B L7,
2) MEORK

oy

2

HH A S T T AR

BEEHEZ% 4300 pg/mL (10 mM f%) &U. BUFAL 2 THERL & 2150, 1075.
537.5. 268.8, 134.4. 67.19 K7\ 33.59 pg/mL DEt 8 ARZEZE L,
FEGREER

i a0 R, BERREOAEROARBNEMETIE 1075 pg/mL T, JERHM
EMEETIZ 184.4 pg/mL, EHFHNEEO 24 KREGE T 67.19 pg/mL T, HEEUE
HEO 48 BRI T 33.59 pg/mL TENTN 50% B A 2 Mgz o n
7= 50 % AN A REIN $ i BE (BEEE) 12 E RS T AL B VL O A BHE L T3 1043.4 ug/mL,
FECEIETE{L T1d 109.8 pg/mL. EHUEED 24 IFELE T3 44.0 pgmL TH - /=,
NS OEENSERAFRRFRABRICBI2REARTZ. ERMAEEZEORMEELT
td 2150 pg/mL. FJEARHE AL T3 134.4 pg/mL, HEFNEED 24 FBEYLETIE 67.19
ugml IKZNENEDZ, 5. HELEED 48 RELE Tl MmN HRS T
BE U REARO 33.59 pg/mL I2BNTH, 50% %88 A W HIREREANH %51 A
mARD ST, 50%MREAEMGIRE BRE) 2RHTS I &AMk, o7k,
L U775, 33.59 pg/mL i B0 2 Ml EmHNHENT 56% &, 50% I EVMETH - 7=
et HEEIC 50% 1B A DHIMIENH %R T SHER X ND 67.19 pg/mL % 48 B
MBOFEBRRICTEDZ. RV ThOSEES TNICRERRRERUBES B3
itize 72d, ERRLEERICE VLT, o AlRElE AW T &b S HIO HAENTE
U<EL, BB L EHETL 27z, ERMNLEE S AL RRE THER
BRETO .

(3) HeaBalEn
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R RFRABROEHFMAEE (F%) ofE RS EROIERBEELE
HIZ, REHETHEOHMRIEKIZ DOWTOMENHET UR (unreliable) EHESN
oo LALIRMNG, BEFMERFEEE (TA) 3. KHMERLETIE 41.7%. ERBHE
LTI 44.8% &, BiEOYBEYELZBZ 2B VEEERLE, & BHERER
DRI L BIC, BERARCRSARTRAZ OMREIC DWW TOBRNE
ARETH oM, AFICER S /- EEEHNFHRORE BN T, A#iEHeT
50%. FEARBHEMLTIE 29% &, MIKREAEIIHIRAME D o 2. T D HA K51 >
IZBWTIE,  THIEMERENH S M 50%A Ll h 2 AEEREEARETS) &8
FINTHY, HREENHRMEVLARTORGHREETEIRToEEI S NB T
ENS D, REBETFKRILTHD LN, TET, SHEARETA RS0 RN
AERETEED 12-5- L HAOBREITHE > T, HIIHEIEAET 5 M 50%2L EMfil =, BE
ORRECOVWTORBABRSHEI AREZEEARE LT, [HEROMBKS
MXIIERE) 2HRET -0 HRRR (ERNMLEE) 2ERTHLEL. &
EREEEREAEYE (B8 TROAARSETHEEORNNREDshZEFEDOR
BRICED, HEERD T, REEN(E T 2000, 1800, 1600, 1400 KT 1200 ug/mL
D5 ARE, FRBMFELRLTE 120.0. 110.0. 100.0, 90.0 KT 80.0 pg/ml @ 5
BERELL. EiT, THicERrEx ek UM L &,

3)  HEMIEFEHGIAER

REARFEHROHRERET H0IC iR E L TERL /2,

(1) i LT s

@ RBEHAC L FERBERCOFNENCKS D E AR, BIEMERZRY . 7
L—hagHeHeEl, 752F v 77—+ (BE60mm) ZRHWE.

@ TL—b%in 2X100EOMIE (F5EK 6.0 mL) EEMLA. K% 3 AR, K
HE L T3 538 0.883 mL ZH DR E. S9 mix 0.833 mL IZ#E & Rk HERE T
VAL 0.050 mL %, HBYELERTIEE&REOHKRIE 0050 mL ZAik.
IEACRITE ML TIAHE38HE 0.050 mL M O B, BRI HERE TI3¥51E 0.050 mL %,
HER I B BRI A TME OWIRIE 0.050 mL 2 A 7. WFNOBEEL, TOH6
IFfIE3E L /2.

@ %% 6 lfizic, AR THRMEOHIHOA BRVEBROBEBRT 2L LBI2,
BISLALAH ZE SRS T THIIR D IREZ R L /oo KNT, Ml % £ 1 I T L,
B U WS R 5.0 mL 2MAEIC 18 MHRHEE 2L 2.
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@ KT HR AEEEREHETHES L T 10%RILT) JETEEL. 01%7 1) A
FNWNAF Ly MNETRAEL =, EEBRENREES (BE/ 2L—%. U /18R
HFTEKAERA) ZRVTHREEZMEL, BEMHEOEZ 100%E LT, 1
BHE AL R OFEREHE ML D FNFRIC D W THREBRME D 50%H1 T HE R0 5 8 5

(IEREME) ZRK®iz.
(@) WHNEE

@ 24 WAL & 48 BB QFNFENICHERY AL, BRESERE®TE. 7
L—bME&#E2MEL, TI9AF 97T L—b (ERE60mm) &HhE.

@ Tl—bP%zb 2X10¢EOHINE (%MK 5 mL) £{BMLU 7z, 538 3 BRICHEER
0.050 mL =R O FRE. B BN TIEER 0.050 mL 2. #RWHERARF TII&HE
DN 0.050 mL ZHA /2. WTNOHEAD. FOH% 24 BRI K TN 48 ML
L.#%;

@ 24 BRI 48 IFfOEEKTEHIC. ARTHRMEOTHOFEROEEROA
ERETAHEEDIT, BINRERMS T THIRORBEEZMELZ. K0T, S
B & ERRIC, Y, B, RERUHREEOHEZIT., 24 BERUY 48
RN B 2 HERYE O 50%MRNAGNRIEE (B E) %Rkl

4) REERERAR
() (SRR

O REFEHCRUERBMBEHICOFTNFNICHERDEAER. BB R Ot
BRERTE. TL—MIgH4EL. 759 2F 927 L—F (EE60mm) %
iz,

@ Tl —bY%keb 2X104EOMlE (%% 5.0 mL) #BALE. E#3 AR, A
BHE AL TIXB53EHE 0.883 mL ZER DR E, S9 mix 0.833 mL iZFE SRR T
1A 0.050 mL %, #RMEA AR CTHESREOHEH 0.050 mL ZMA /. B
X BEBE T2 29K 0.933 mL ZH D [ &, S9 mix 0.833 mL 12§ % CP 0.100 mL (&
IREE © 14 pg/ml) WAz, EREHERCTIINER 0.050 mL 2B DKRE, &
X R T3 0.050 mL %, Y S A B T3 & ME O # B 0.050 mL 20
Zlze Rt BB Tl 0.150 mL ZIL D BRE, MMC 0.150 mL (BHIRE
0.075 pg/mL) Z#MA7. WTFNDBEH. TO% 6 FFFEE L=,

@ %3 6 MEBIC, WIRTHRBYEDITHOFERUKEEROBEZHET S EEBIT,
BN AR EEME T CHIROIREZHRL /L. RO T, Ml e BRIl Tos L.,
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1L WS 5.0 mL 2 NAEIZ 18 MFMIET R & Fiv /e,

@ BH2BOTL—FMEDOWT, RAKBRAFEAENODOREK TR 2 MR
IZalEI R (PAINY BEE, 10 pg/mL. FXHETEHERXSH) 201 mL
ATz, WEEETE. 0.25% 1) 72 M (Trypsin 0.25%. Invitrogen Co.) T
MEZ#HAL ., BEOAHHT & > THEDMIEZ 0.075M Hifb A U 7 LB TR 154
FMESRAAEE L. AFI T BifE=3: 1 MTEEL-. EEL-HEEZAS
A RASZ1RIZOE 2 ERICHT L. BAKRERRZTL— b4k 2 BEML
o MIMERTE. $01 AERERL. 2% T AYHTH 156 %6 L TR akEE
EEBL 7,

® B2EH 2807V — M. HIRBANHRBRICEC I UZAZIN1F Ly M RE
LiziRA 2Rl ., BEREHREES AW THIREE2HE L .

b) HEREMER
(1) SEMFRAALEE

O REEMHCERCIERBBELCOFENENICERYE AR, B BB U
BEzZzRTE. 7L— b MIE&B4aEL, PSAFvI7L—b (EE60mm) &
R,

@ Tl—bh%ke0 2X10¢@EOME (%MK 5.0 mL) EWELL. 5% 3 A%, X
BIEME(L TI3 53896 0.883 mL #H DR ZE. S9 mix 0.833 mL IZHE EFEMEM AR T
VLB 0.050 mL %, #ERMEA RN TIHSBREOHRIW 0.050 mL ZiNA /. Bk
FEBEETIIH 3K 0.933 mL £HR DR E. S9 mix 0.833 mL 12§ & CP 0.100 mL (&
FEUREE @ 14 pg/ml) ZIA . JEABIEIE(L CI3EEK 0,050 mL WO ERE, &
PEXFHRRE TIZALE 0.050 mL 2. R EA R TS BE O 0.050 mL %
ATz. G REHE TIIIE R 0.150 mL ZE D FRE. MMC 0.150 mL (EH&IRE :
0.075 ug/ml) &MATz. WTHhOHEED, TOH 6 REEIEEL .

® 553k 6 BEIERIC. AR THRYEOH HOTERIERROBEERTHLEBI.
BISLATFEZEFRME T CHIRORBEMR L /2. KT, iRz & B el Tikd L.
B UV 5.0 mL ZINATEIZ 18 RIS R Z R .

@ 18 HEE ORI T, AR THEMEOHHOFTERUEEROBEZEETL L L
Bz, BN AHEBERET THROREZHR L. ROT, REKRERROE
RERALEE & jEBRic U TR A REAEER L 2.

® %52 K07 L—ME, HIREHEENMGERHBRICEC IV ZAI N1y M ELE
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RAZERL., BEEEEER €MV TSR E[E L .

6) EADEZE

SMETTT L— b8/ D 100 {8, SRESHYD 200 AORBENR B L 2SR
FHRIRIZDWT, MERMEOME L AW 2R OO e & L. FRHCEAEE 46
~b4 AEFHOMREREAEL, TOHBRRERELL. b, ZRNICEENTHON
BHEDICT RS, REFFEFITNTEREICK > THRELE. BERETER, 7L —
PEZD 1 RORBKFREZAN-HIATHAL, RERBELE.

T BEFEAFOSE

BREAREIIHBERT EENARICRIIL., MERFRECUTOLSICESE - 048

| % ol
(1) HERY

REEAREOMBEMTOLIICERLFEL .

Fr v Tg

e a o (R TG (cth)

Hufs oy (A RIS Hi(cte)
o5 (R R 8 (esh)

Bt AT Hi(cse)
ZD{blother)

@) BHIRE

REMER (et RURAEE R s 2EDF v v 7T &R
e IR E A D RE EICBT At 5 GEREE
SUVREHMEDORM LIZH3) bOTH->T. TOE
SARESMEOELLT THEZIERERMIIED SN
HHDEFERLE.

YT LA SRE SO LN S IRThTHS D
OECIERERIPREMEORAM EICH > THED
RENRAESEDOEU LICEN TS b D EEFEL .
R A &
BBk EEl RS S I3 TN TB D BEENED
SRV b ORUFERER AR AEDOFE LICH -
THZTOEINERAMEORLL LN TWEH0 %
ReeaRRIYIIT S EHL .

“HRAREA, RIRGEERE,

Wikt (frg) fih.

RBEEN. TORMREERSG > THDEHOK (ZfHE) LRLDFEELEESE

ZRRIRE EEELL.



M-1286

=B :  polyploidy (BXNEM{A : endoreduplication % &41)

8) HlERAE
HEICER L TR 2FERZANT, GiES OB VIZHEWEAKOREEIE DN EH

BEEHDHROBEER (%) Ko TUTFOXIITHEL I,
BEHPO TR ) v

5% i e (=)
5% AL 10% R SR (X)
10% LA Lk B (+)

REAMERTOARHARE., Fryv 728086 (TAG) LFHLVEE (TA) &K

. BREHERBREICEL > TIFo 7.
Rt o HER A EEFE X IERENRH SNBSS 2B & HEL 2.
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EHRiER

B S RE TR ER
1) IR R
B RNIERIC BT B RBHE L OERZ Fig. 1-1 RO Table 1-112, JERBHEHALO
ER%Z Fig. 1-2 U Table 1-2 IR L iz,
(1) 509 KR EREHN P 5
MR AE IR ARENE ML TIX 1075 pg/mL B L O T 50 % MIFEREAGHI 520 5
. 50 %M MAEMBIIREIL 1043.4 pg/ml THolz. ELIEMRBIEELTIE 1344
pg/mL Ll EOWET 50% MEAEMNGH 7RO 541, 50% MM HIRER 109.8
pug/mL THo 7z,
(2) HBRWHELEKTROEEHMBOBREZ
R EILE R O OREZENIHAARME T THEL. BENEECIL®RT S
&, REHEHIETIE 134.4 pg/mL BL EOPREET, FERIIEEL TIE 33.59 ug/mL LA ED
BE THEOAREEENRD S, EEEMEED 2150 pg/mL Bl EOBE TIIMRD
Hgk - FERMEDH S TOX tHE L, BRICE2ERBEOBHOBERE TR, &
B R IR L & BIZBRARLEED SN - k. HIBICE 3B YED
P OB TR, AEE R OERBHEE L & B 12 33.59 pg/mL BL_E OEEETHrHAS
R bz,
2) MEEREMIEL
EFAEREIZ BT 5 24 BRHLEE O 2% Fig. 1-3 R0 Table 1-31Z, 48 BRI O#
2% Fig. 1-4 KU Table 1-4 1277 L 7=,
(1) 509 Hil T e e 90 il 2 B
HIRE ]S 24 FERIALEE T2 67.19 pe/mL Ll EOMREET 50 % HIN R Nl 3520
5. 50 % MR AEHN R RS 44.0 pg/mL TH o Fz. T 7= 48 FFE14LE T 33.59 pg/mL
IHNWTDH, 0% EBARVHIREENFHZRTAERARD SNT, 50% Ml EmENH
MM (RE) ZHHT 5 &Mk -7,
(2) BB IR TR ORI O BRE
AN EFEOMBOREBEZE A AEERME T THEL, B RREE®RTS
&, 24 FEFEI LA TIE 38.59 ug/mL LA BB THI O AELEMENGED 531, 134.4 pg/mL
Ll L oWl ECIIMiE 0 FIEE - FERAED 5N TOX LHELZ., 48 BFREIMIETIL 33.59
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ug/mL EA kDR TR ORHEBMEMNERD 5, 67.19 ug/mL B EDORE TidilizoH
B - FEWARD 5N TOX SHE LR, AIRICLZBEROERHOHRTIL, 24 ML
IR R TN 48 REHIALEE & B AFELITFED s N am o . AIRIC L 2B E ot B0 #l
LTIE. 24 IR R TX 48 [RFRALER & H1T 33.59 pug/mL LA L OB E THHAGEDH 5N
s

2. FREEREHER
SERFAALER: (FHEER) OKE% Fig. 2-1. 2-2. Table 2-1, 2-2, 3-1. 3-2 IZ/RL %,
1) #ERMENIERTROBEENRO RS

R AR OMIRE O REZ BN THZRME T TREL. BEMBIR ST S &
REIEME(L T 537.5 pg/mL LA L OBE THROFHEGEENED bhiz. £, JERBE
PEAE T 33.59 pg/mL LA E O THIREORELENED Shk, ARICX 3 EEROA
MOBETIE. RMEECEUIERMEE LD ICEBRE LERD N ok, -,
ARICE B EBRMEOFTHOBRE T, ABIEHE(ETIE 1834.4 pg/mL B ET. JERBHEE
{E T 16.80 ng/mL Ll EOBREE THHAMED s hiz.

2) WERE

s R OMEE (TA) &, RMEELTIE 21650 pg/mL THREZOMBAREINT
UR (unreliable) &HIE SNz, 7= 1075 pg/mL T 3.0%. 537.5 pg/mL T 0%. 268.8
pg/mL T 2.0% K& Tf 184.4 pg/mL T 2.0% L BEOHIEEETH 5 5% KimaExr Uiz T/,
FEABHEIEE T 1344 pg/mL TREHOHEIHEENT UR LHEZ N 72 67.19
pg/mL T 2.0%.33.59 pg/mL T 0.5% &\ 16.80 pg/mL T 0% Lt OHERETH S5 5%
iR Uiz,

HBE & DI IERER OB BRICB T 2 REERBEERFOHERII& < B
RUBHEOHEEENIZH D, E-AREEROYTRME (Attached Data 2) EIFIERETH
o IENSHBRIIBYICER SN EEX SN,

3) BRE

ER RO BRRIT, REEEETIE 2150 wy/mL THEXROHMRBEZINT UR & ¥
JE &Nz, £/ 1075 pg/mL T 0.5% . 537.5 pg/mL T 0%, 268.8 pg/mL T 0% R 134.4
pg/mL T 0.5% LBRHOHEEETH S 6% RKHZERLE, iz, ERIEE{LETIE 1344
ug/mL THEZOHEMELZINT UR LHFES N/, £/ 67.19 ug/mL T 0.5%. 33.59
ug/mL T 0% %X 16.80 pg/mL T 0% EREHEDOHIEEMETH D 5% RiER L.
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FAERE: & B IZEE BRI B S EREOHBEREISE 4 Bt ERMENICH D, F
TRk DE BE (Attached Data 2) SFIERMETH o & oHBITFEIICEM X
Ni=&#&z 67,

HERT A ER
SERFAEE O EZ Fig. 2-3. 2-4, Table 2-3. 2-4. 3-3. 34 {Z;RLT=.

1) #RER LR 1 IRy O R il D Bl

PR B LR B O DK E & BINLALE 2SS T Tl L R EBRE S bl d 5 &,
RAHE AL T 1200 pe/ml Bl EOERE THIRRORERENZD S, Fhe, FERBIE
£{b Tl 80.0 pg/mL Ll E DR THIO AEFEEAGED Sz HIRIC X 2R EO BH
DO TIL., KBNS R IERBIERE L BICBRETLIIRD s bz, el B
BRIz X33 BWEOFHHOBRE TR, IS TIX 1200 pg/mL BLET, JEABHEMA(L
THd 80.0 ng/mL L EOEE THTHAGEED S/,

2) WERKW

HREREOHBER (TA)Y . AHEN(ETH 2000 pg/mL TREZOHEEREINT
UR &HiEE Nz, £/ 1800 pp/mL T52.5%. 1600 pg/mL T 17.5%. 1400 pg/mL T
3.5% F& TX 1200 peg/mL T 2.0% & 1800 R 7X 1600 pug/mL IZBWTIRBMHOHELETH S
10% 0 E&ERUE, F£i2, EABHEEC T 120 pg/mL T 11.0%. 110 pg/mL T6.5%.
100 pg/mL T 0.5%. 90 pg/mL T 1.0% K X 80 pug/mL T 0.5% & 1800 pg/mL THEEO ¥
THRUETH S 10%LAEE, 110 pg/mL IZBWTIIEBHOHERLLETH 5 5% L 1 10% %
WmaERLE,

B ERIc B AR aASEEYOHRERZBREOHEHERNIZH D TR
DR (Attached Data 8) LIFERIKTH o2 EMSHBRIBIICERINZEER
5. BAEXERHCH T 2 REAKNERT OHREIDL, FRBMEELICBWTIZRARE
RO EE (Attached Data 3) HIcH o7, L Liahis, RBEE BT, RE
MR DS FAE (Attached Data 3) O FREMO%IK B HEWEERUZ. REHEELICE
WT, BHEYBEROEMME<ZLZBHEREL T, BEGSEYEONE, FRECHRNFOM
0. S9mix OFMUERMEOMD, MEOBRIEHOETNEZEND, L LS,
INSDERIEICBWTIFR O > A LPFEREN ORI NE. T2, ERBHEY
ECIREROEREE AR RO EREOBRENBD SN LD, A—&4TH
FlcEs M ZRicsnTid. FTRTRES -0, AREROYREAO@ESRLE
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ZEMS, HEOBRZMICEEET Mo EEBA NS, KBHEE LBV T, Bk
FEMEORAEMERTICERICRORELEEZ 5 A 2ERIL, 89 Fizad s M
HEEFR OB THD. 4HHNE0y O S ZEAL THBEL & SO9mix 13, U TR
AAERGE R OB RBEIEN T & 6, BYRHEEHOIEEIDCEN o £ 2 &
bhd, SEAVEEREIE, %0y RESD S9 Z2AWTIThhaER TRo L
TAEMRSENTHED, TOZ LN, KHERCCBIAHREZHROTHAEHERD
—DEEZLGNS, WTNICE L, ARBICBNT, RAKMEREOHERMN, AR
BROERMEOTHREZ THS ZEEIIRHET. BERNLBRTHEEEISNS, LML
S, RHEMETHESNZ TA I 21.5% EBHONERETH S TREMIROHE
F (TA E) 10%L L) BENMCBATEY., BiZ, FUBRMEORGHEMEREHERMEIC
BL Tld. REMROMER (TAE) A 1800 ug/mL T 52.5%. 1600 pg/mL T 17.5%&
THICEWEEZ > THREL TWAEZ SN S, EBEDEOAAREERE SR+ Ed
5 ET HEETREZEEREFL TWEESAON, MBI AN >bO L XN S,
3) HEF
EEAOHIRRIT, ERFAREOABIEME(L T 2000 pg/mL TREZOHIRENER
2NY UR &HE iz, E7- 1800 ug/mL TO0%. 1600 pg/mL T0%. 1400 pg/mL T
0.5% K2 TF 1200 pg/mL T 0% ERBMOHERMETH S 5% RWTH o/, £, FJENRBE
#E T 120 pg/mL T 1.0%. 110 pg/mL T 0%. 100 pg/mL T 2.0%. 90 pg/mL T 1.0%
KT 80 ugmL T 2.0% SBREOHEEETH S 5%BRiETH o .
B BRI B A MO HRERIIRM OHERENICH D, ELEREROYRE
(Attached Data 8) &IFIERHTH- LI LM bEREBFYICEBINZLEI SR,
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z =B

Fetafk REHAROERMALEE: (Bl ofR. AAHEEERTERBEE L bIZ. &
EARTHRE ORI DWTOBZNHIET UR (unreliable) & HE SNz, LA LS,
Qe AREREHE (TA) B, S LR OIERRNEE L E I, B EENEEZEZ S
AR ER LU, e, ABEEERUERINEREILEDIC, BAERRCR<SAETIRE
OHIBEEIZ DWW TOBRNEMAETH - 48, FRFICER X W= M HRoREiz B
WT, R EREABHE L & b ICHaRaMf RN Er o e, T B H 1 RIo1 >
BT, THEBAENE SN 0% NG HBRERAEARETS) LEEINT
Bo. MREEMHEMEODARTORBFEEZTEATHEEASNDEME D, MBI
A TH D LHBrENzE, £ T, BUERRETM RI4 X RUCEHBRHEED 12-5-1.1HOHR
B> T, THEROMBKEFEEIIEDE) 2HRETL-OICHERME (ERENEE)
FEML Tz, MERABROABEELTIE, 1800 BT 1600 mg/mL T TA EABEHEOHIELLET
HB10BLLETH- DB HEEHELE. £k, ERIEE{LTIE 120 mg/mL T TA E21
B DHEHETH S 10%LL L TH o izt &, 110 mg/mL T TA &G O HIE L%
Thd5%LLE 10% KM ThH - Lo DEEHEE & HE L. BICHRRBRORBEHAROER
MEHCICBVWTREARONEBICHRKEFEESRD SN, BEMITHBESHEL .
Eio, HRAHRORBERLCICBT2REAKREEERLORIDEBEBIZDOVTIE, BRI
D 20%ITFAMENDRFENRENSAETHS D20 fE Vid 1.6 meg/mL. HELAEYZ D OREA
SERHL (cte) ZRDOHIROHBRFEEOLRETHS TR @ Vid 24 Thol. Fiz, JERBHE
HEICBT 2 RAaGREZHELEDOBEE OBEMIZDVTIE. BEHERO 20% @ ShOREN
RENZMAETHS D20 & Vi 0.14 mg/mL. BALARYE D ORAMEZH (cte) ZHFDH
ROHRBEEOHEETSH S TR E 13 79 THo .

Tin (CAS Registry No.7440-31-5) |2 CHO #lf2icB\ T DNA BEHEZRT Z &gmE s
NTWs 9, £, H{IEAX (1) (CAS Registry No.7772-99-8) . CHO Hifgic BT,
M REMERREFEHET 50, RAKRBEBERLBVIETREINTNS 7,

728, BEEREHICBIT2RAFOMIERE 2 T2 MRECEEEMEOLBEEZ, »

THOUEEKIZBNTD 5%RMGTH o, £, BHEHEWED CP 5 WWIiE MMC 2UEL
MR T, RAKREEREOHELERMRBD S, BT, 2 HO T v —LREICBIT 5%
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AERRERRONEEEICE L WERRS, BEFREOHBREORELRD ONZMN -
o NSO ENS, BRIGEVICRE= N bDEEZ SN,

LLEDFEEMNS, T 722 AXE BRBEGTIZBWTRAaKOHERE DEREE
AT N, ERAOBREZFIZVBOEHELE,
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Short-term treatment:+S9 mix

110

100

90 =

80 =

70 =

60 +

L AP S Sp Sp

Cell-Growth(%)

40

30 -

20 s

10

K T ¥ T ¥ | Y ¥ ¥ ¥ ¥ ¥ 5

NC 3359 67.19 1344 2688 5375 1075 2150 4300
Concentration of Test Article(ng/mL)

Fig.1-1  Results of the cell-growth inhibition test in cultured Chinese hamster cells treated
with Tetraphenyltin

NC: Negative control
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Short-term treatment:-S9 mix

110
100
90 «
80 ﬁ
70 4
60

L T T et T

Cell-Growth(%)

40 +

30 =

TOX

20 «

]
]

TOX
10 =

0‘_ L | L] L3 L J E | L] ] ¥ v . L] L} L L

NC 3359 6719 1344 2688 5375 1075 2150 4300
Concentration of Test Article(pg/mL)

Fig.1-2  Results of the cell-growth inhibition test in cultured Chinese hamster cells treated
with Tetraphenyltin

NC: Negative control

TOX: Most of the cells were peeled off from the surface of plates or died and there
were almost no surviving cells.
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Continuous treatment: 24hr

110

100

90 ¢

80 +

70 =

60 «

B o cm i c e e e e e e e e e e e e 2 s i

Cell-Growth(%)

40 +

30 -

20

TOX TOX TOX TOX TOX
E 1

10 =

() o L] v T v T Y T T 1] v L v 14 v L]

NC 33.59 67.19 134.4 268.8 537.5 1075 2150 4300
Concentration of Test Article(ug/mL)

Fig.1-3  Results of the cell-growth inhibition test in cultured Chinese hamster cells treated
with Tetraphenyltin

NC: Negative control

TOX: Most of the cells were peeled off from the surface of plates or died and there
were almost no surviving cells.
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Continuous treatment: 48hr

110

100

90 =

80 «

70 =

60 =

S R D et E L P BB e

Cell-Growth(%)

40 =

30 «

20 «

10 =

0'- T L] Y L 4 T ¥ L ] v L] v L] v L v L

NC 33.59 67.19 1344  268.8 537.5 1075 2150 4300
Concentration of Test Article(ug/mL)

Fig.1-4  Results of the cell-growth inhibition test in cultured Chinese hamster cells treated
with Tetraphenyltin

NC: Negative control

TOX: Most of the cells were peeled off from the surface of plates or died and there
were almost no surviving cells.
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Short-term treatment retest:+S9 mix

110 + > 100

100 T > 90
90 « = 80
80 l 70

<H>Cell-Growth(%)
<O>Chromosome Aberration(%)

0 L L | ] L] LJ k|

NC 1844 2688 537.5 1075 2150 PC
Concentration of Test Article(ug/mL)

Fig.2-1  Results of the chromosome aberration test (retest) in cultured Chinese hamster cells
treated with Tetraphenyltin

NC: Negative control PC: Positive control

UR: This value was judged to be unreliable since no sufficient number of
chromosomes could be observed due to severe cytotoxicity.
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Short-term treatment retest:-S9 mix

110 = 100
100 E 90
90 « 80
80 70 S
~—r
g
= g
X 70+ =60 @
~—
= B
5 3
g 60 4 = 50 <G
(<))
z :
© DO-----mermm e e e e e e r 40 @
(] (@]
A g
. (]
v 404 g 30 ,E
ol
A
30 - b20
20 « = 10
10 (F O-— —O— »
0 o —— T 3 i T E—
NC 16.8 33.59 67.19 134.4 PC

Concentration of Test Article(ug/mL)

Fig.2-2  Results of the chromosome aberration test (retest) in cultured Chinese hamster cells
treated with Tetraphenyltin

NC: Negative control PC: Positive control

UR: This value was judged to be unreliable since no sufficient number of
chromosomes could be observed due to severe cytotoxicity.
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Confirmation test:+S9 mix
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Fig.2-3  Results of the Confirmation test in cultured Chinese hamster cells treated with
Tetraphenyltin

NC: Negative control PC: Positive control

UR: This value was judged to be unreliable since no sufficient number of
chromosomes could be observed due to severe cytotoxicity.
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Confirmation test:-S9 mix
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Fig.2-4  Results of the Confirmation test in cultured Chinese hamster cells treated with

Tetraphenyltin

NC: Negative control

PC: Positive control
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Table 1-1 Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells

treated with Tetraphenyltin

[Short-term treatment: +S9 mix)

Cell-growth inhibition test

Study type| Treatment and | Cell-growth ratio Observation ¢
S9 | time | Concentration | Plate i Mean ”] Condition Color of Precipitates
mix | (hr) (pg/mL) land2; (%) of cells ¢ medium ¢ /Crystals ?
100 ¥ - - -
0(NC) 55 100 — — —
: 83 - - +
33.59 83 83 — == =
83 — - +
67.19 33 83 — — T
83 + = +
134.4 33 83 ¥ — 2
9 83 = = ¥
+ |6-18 £ 268.8 = 83 o —. -
= 66 ++ - +
E 537.5 A 66 — — -
49 -t = +
1075 7 49 . — =
16 +++ — +
2150 7 16 e — =
0 e+t — +
4300 5 0 e = T
Concentration of 50% cell-growth inhibition: 1043.4  pg/mL
NC : Negative Control(dimethylsulfoxide)

a)
b)
)
D

+
+4
S+

e)
f

The plate in the negative control group was regarded as a 100% growth.
The mean showed as a growth ratio against the negative control value.

Observation of plate at the end of treatment
— : Most of the cells were attached to the surface of plates and their shape was normal.

+ : Presence of precipitates

: There was discontinuity among a small number of surviving cells.

: There was discontinuity among approximately half of the surviving cells.
: There was discontinuity among most of the surviving cells.

: No changes of color

— : Absence of precipitates/crystals
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Table 1-2 Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells

treated with Tetraphenyltin
[Short-term treatment:-S9 mix]

Cell-growth inhibition test

Study type| Treatment and | Cell-growth ratio Observation ©

S9 i time | Concentration | Plate { Mean ”| Condition Color of Precipitates
mix i (hr) (pg/mL) 1 and 2 (%) of cells ¢ medium * /Crystals ?

100 ¥ — = =

0(NC) 35 100 — — —

99 + = 3

3859 |—po 99 = - -

79 ++ — +

67.19 L 69 - - -

39 +++ — -

) 134.4 = 39 — — -

= 19 +4-+ — +

6-18 g 268.8 5 19 — — -

= 19 2 e e o +

R ig 19 it - :

1075 5 19 — = -

19 TOX e +

2150 —""—i'g— 19 TOX — T

0 TOX — +

Concentration of 50% cell-growth inhibition: 109.8 rg/mkL

NC : Negative Control(dimethylsulfoxide)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
¢) Observation of plate at the end of treatment

++ : There was discontinuity among approximately half of the surviving cells.

surviving cells.

: No changes of color
: Absence of precipitates/erystals

+ : Presence of precipitates

: There was discontinuity among most of the surviving cells.
: Most of the cells were peeled off from the surface of plates or died and there were almost no

: Most of the cells were attached to the surface of plates and their shape was normal.
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Table 1-3 Cell-growth ratio in the cell‘growth inhibition test in cultured Chinese hamster cells

treated with Tetraphenyltin
[Continuous treatment: 24hr]

Cell-growth inhibition test

Study type| Treatment and | Cell-growth ratio Observation %
S9 i time | Concentration | Plate Mean ”| Condition Color of Precipitates
mix ; (hr) (pg/mL) land 2 (%) of cells ¢ medium © /Crystals ?
o(NG) = i 100 = = =
38.59 |—0 59 o — = k
6719 |—1 30 —t = !
e e
~- i 24 % 268.8 o 19 $8§ - -
E 537.5 ig 19 $8§ = s
1075 ig 19 $8§ = s
2150 = 19 $8§ = .
e R ———
Concentration of 50% cell-growth inhibition: 44.0 pg/mL
NC : Negative Control(dimethylsulfoxide)

a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
¢} Observation of plate at the end of treatment

++ : There was discontinuity among approximately half of the surviving cells.

surviving cells.

: No changes of color
: Absence of precipitates/crystals

+ : Presence of precipitates

: There was discontinuity among most of the surviving cells.
: Most of the cells were peeled off from the surface of plates or died and there were almost no

: Most of the cells were attached to the surface of plates and their shape was normal.
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Table 1-4 Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells

treated with Tetraphenyltin
[Continuous treatment: 48hr]

Cell-growth inhibition test

Study type| Treatment and | Cell-growth ratio Observation ©

S9 | time | Concentration | Plate | Mean ”| Condition Color of Precipitates
mix{ (hr) (pg/mL) 1 and 2 (%) of cells ¢ medium © /Crystals ?

0(NC) 1001 100 = = =

33.59 |—2 44 - — .

e ———

| 18 1 11 $8§ — ;

—~ i 48 :Sé 268.8 |—1g 6 o = :

;5 537.5 o 11 $8§ = ;

e e ————

2150 lé 6 $8§ — :

4300 2 11 ggi = -

Concentration of 50% cell-growth inhibition:below 33.589 pg/ml

NC : Negative Control(dimethylsulfoxide)

a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
¢} Observation of plate at the end of treatment
d) — : Most of the cells were attached to the surface of plates and their shape was normal.
++ : There was discontinuity among approximately half of the surviving cells.
TOX : Most of the cells were peeled off from the surface of plates or died and there were almost no

surviving cells.
e) — : Nochanges of color
f) — : Absence of precipitates/crystals

+ : Presence of precipitates
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Table 2-1 Cell-growth ratio in the chromosome aberration test (retest) in cultured Chinese

hamster cells treated with Tetraphenyltin
[Short-term treatment retest:+S9 mix]

Chromosome aberration test

Study type| Treatment and | Cell-growth ratio Observation ¢

S9 ! time | Concentration | Plate | Mean ¥| Condition Color of Precipitates
mix; (hr) {pg/mL) land2i (%) of cells ¢ medium /Crystals ®

oo B 100 = = =

134.4 gg 66 — ~- I

s 2688 [—22 66 = - .

+ 1618 +§, 5375 |-—oo— 66 * = :

& | 1075 2 50 = = *

e - s

PC o 83 - = -

NC : Negative Control{(dimeéthylsulfoxide)
PC : Positive Control(cyclophosphamide, 14pug/mL)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
¢ Observation of plate at the end of treatment
d) — : Most of the cells were attached to the surface of plates and their shape was normal.
+ : There was discontinuity among a small number of surviving cells.
++ : There was discontinuity among approximately haif of the surviving cells.
+++ : There was discontinuity among most of the surviving cells.
e) — : No changes of color
f) — : Absence of precipitates/crystals
+ : Presence of precipitates
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Table 2-2 Cell-growth ratio in the chromosome aberration test (retest) in cultured Chinese

hamster cells treated with Tetraphenyltin
[Short-term treatment retest:-89 mix]

Chromosome aberration test

Study type | Treatment and | Cell-growth ratio Observation ¢
S9 | time | Concentration | Plate | Mean | Condition Color of Precipitates
mix | (hr) (pg/ml) 1 and 2 (%) of cells @ medium © /Crystals ®
100 ¥ ; = b =
0(NC) gg — 100 — — —
39 = = +
) 16.80 55 9 — - =
2 i 3359 ad 107 3 - -
o 114 + . +
~ i618| & - - = -
e
Ei'ﬁ 67.19 57 71 e e 3
28 +++ — +
1354 28 D Frrfesfs — +
99 - - =
PC = 99 — — —

NC : Negative Control{dimethylsulfoxide)
PC : Positive Control(mitomycin C, 0.075ug/mL)
a) The plate in the negative control group was regarded as a 100% growth.
d) — : Most of the cells were attached to the surface of plates and their shape was normal.
+ : There was discontinuity among a small number of surviving cells.
++ : There was discontinuity among approximately half of the surviving cells.
+++ : There was discontinuity among most of the surviving cells.
e) — :No changes of color
f) — : Absence of precipitatesfcrystals
+ : Presence of precipitates
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Table 2-3 Cell-growth ratio in the confirmation test in cultured Chinese hamster cells treated

with Tetraphenyltin
[Confirmation test:+S9 mix)

Chromosome aberration test

Study type | Treatment and | Cell-growth ratio Observation ¢

S9 | time | Concentration | Plate | Mean ¥| Condition Color of Precipitates
mix | (hr) (pg/mL) land 2! (%) of cells ¢ medium ¢ /Crystals ?

''''''' O(NC) igg YL 100 — — -

1200 > 50 = = :

g | 1400 —ggﬁ 42 = - -

+ 618 g 1600 3 33 = = X

& | 1800 2 33 = = -

2000 - 16 . - -

PC o 83 - = —

NC : Negative Control(dimethylsulfoxide)
PC : Positive Control(cyclophosphamide, 14pg/mL)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
¢) Observation of plate at the end of treatment
d) — : Most of the cells were attached to the surface of plates and their shape was normal.
++ : There was discontinuity among approximately half of the surviving cells.
+++ : There was discontinuity among most of the surviving cells.
e) — : Nochanges of color
f) — : Absence of precipitates/crystals
+ : Presence of precipitates



M-1286

Table 24 Cell-growth ratio in the confirmation test in cultured Chinese hamster cells treated

with Tetraphenyltin
[Confirmation test:-S9 mix]

Chromosome aberration test

Study type| Treatment and | Cell-growth ratio Observation
S9 | time | Concentration | Plate : Mean | Condition Color of Precipitates
mix i (hr) (pg/mL) 1and 2 (%) of cells ¢ medium ¢ /Crystals ?
0(NG) {gg Y 100 — — 5l

80.0 = 83 - = -

3 | 900 gg 77 = - -

~ {618 :§ 100.0 i 77 = = -

& 1 1100 o 66 o — -

120.0 o 61 S — N

PC lgg 94 — — —

NC : Negative Control(dimethylsulfoxide)
PC : Positive Control(mitomycin C, 0.075ng/mL)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
¢) Observation of plate at the end of treatment
d) — : Most of the cells were attached to the surface of plates and their shape was normal.
++ : There was discontinuity among approximately half of the surviving cells.
+++ : There was discontinuity among most of the surviving cells.
e) — : No changes of color
f) — : Absence of precipitatesfcrystals
+ : Presence of precipitates
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Table 3~1 Chromosome aberration in cultured Chinese hamster cells treated with Tetraphenyltin
[Short-term treatment retest:+S9 mix]
S9 Conc. Cells Pelyploid Number of aberration
Time (h) Judge. TA TAG  Judge. Slide
mix (pzg/mL) observed cells (%) g ctb cte csb cse other (%) (¢A] No.
200 0.0 0 0 0 0 0 0 0.0 0.0
NC (100) (0 ) — {0 (0o ¢ 0 ¢ 0 (0 (0 (o) (o) -— 3771
(100) (0 ) (o ¢ oo o o (o o0 (o) (0 96~
48 0.0 0 15 11 4] 0 1 41.7 41.7
( 8 (0} (oo ( 3 ¢ o ( 0 ¢ 0 ( 0 (3 ) (31 73~1
2150 ( 14) (0 ) R 0 C 3 (4 0 ¢ 0o ( 1) (6) (8 ) UR 732
{ 10) (0 ) C 0 5 3 ¢ 0 ¢ 0 ( 0 (6 ) (6 10-1
{ 16) (0 ) (0 49 49 o0 oo (0 (5) (5 10-2
200 0.5 2 3 4 0 0 0 3.0 4.0
1075 (100) (1) - D C2 2 o0 0 { 0 (3) (4) — 341
(100) (0 ) ( 1 ¢ 1 ¢ 2 (0 o (0 (3) (4) 32-1
200 0.0 1 0 0 0 0 0 0.0 0.5
+ 6-18 537.5 (100 (0 ) - o ¢ 0 (o ¢ 0 o ¢ 0 (o) (0 — 74-1
(100) (0 ) Cn o0 o o o (o (o) (1) 86-1
200 0.0 0 4 0 0 0 0 2.0 2.0
268. 8 (100) (0 ) - t o0 « ®» ¢ 0 (00 (o o (o) (0 - 92—
(100) (0 ) { o ( 9 ¢ 0 (0 (o0 ¢ 0 (a) (4) 22-1
200 0.5 0 2 2 0 0 0 2.0 2.0
134. 4 (100) (o) = (o (D DD o o o0 (2) (2) - 05-1
(100) (1) ¢ 0 ¢ 0 ¢ n 0 00 0 (2) (2 49-1
200 0.0 1 16 66 0 1 0 40. 0 40,5
PC (100) (0 ) = (1 Cn (3w 0 (o0 (0 42) @) + 8-l
(100} (0 ) ( oo ( @ (30 ¢ o ¢ 1 ¢ 0 ((38) (38 ) 78-1

g' chromatid or chromosome gap, ctb: chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromesome exchange,
other: including fragmentation

TA: total number of cells with aberration excluding gap, TAG: total number of cells with aberration including gap.
NC: Negative Control (DMSO)

PC: Positive control {cyclophosphamide, 14z g/mL)
UR: These values were judged to be unreliable since no sufficient number of chromosomes could be observed due to severe cytotoxicity.
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Table 3-2 Chromosome aberration in cultured Chinese hamster cells treated with Tetraphenyltin
[Short-term treatment retest:~59 mix]
59 Cone. Cells Polyploid Number of aberration
Time(h) Judge. TA TAG  Judge. Slide
mix (ug/mL) observed cells (%) g cth cte esb cse other (%) (%) No.
200 0.0 0 1 0 0 0 0 0.5 0.5
NC (100) (0 ) = (o ( ¢ o0 ¢ o (o (o (1) 1)y - 30-
(100) (0 ) ¢ 0 { o ¢ o ¢ 0 ( o ( 0 (o) (0) 08-
58 0.0 0 21 17 0 0 1] 44,8 44 8
(11 (0 ) C o (2 ¢ 3 0 o0 ( o0 (4) (4 66-1
134. 4 ( 16) (o) UR (o (70 ¢ 6 ( 00 ¢ oo ( o (9) (93 R 66-2
( 16) (o ) (o ( 6 ( 5B 0 ( o0 ( & (6 ) (86) 64-1
( 15) (o) C 0 ¢ 6 ( 3 ¢ 0 0 ( o (7)) (7)) 64-2
200 0.5 0 2 2 0 0 0 2.0 2.0
—  6-18 67.13  (100) (0 ) - o o (D oo o 0 () (1) — 5I-
(100) (1) o (2« o o o0 (3 (3 01
200 0.0 0 Q 1 0 0 0 0.6 0.5
33.59  (100) (0 ) - (0 (0 ¢ 0 (0 ¢ 0 (0 (o) (¢c) — 391
(100) (o) (o ( oo ( 1 0 ¢ o (o0 (1) (1) 29-1
200 0.0 0 1] 0 0 0 0 0.0 0.0
16. 80 (100) (0 ) - ¢ o ¢ o ( o ¢ 0 (o ( o (o) (o) — 651
(100) (o) (o0 ¢ 00 ¢ o0 ¢ 0 ( o ( 0 (0) (0) 07-1
200 0.0 0 11 48 Q 0 0 29.0 29.0
PC (100) (0 ) - ( 0 ( 6. (2 ( 0 ¢ 0 ( 0 @t ) @¢1) + 87-1
(100) (o) ( 0 (¢ 8 (23 ( 0 ( 0o ( 0 (1) (27 ) 95-1

g: chromatid or chromosome gap, ctb: chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange,

other: including fragmentation

TA: total number of cells with aberration excluding gap, TAG: total number of cells with aberration including gap.

NC
PC
UR

: Negative Control (DMSO)

: Positive control (mitomycin C, 0.075u g/ml)

! These values were judged to be unreliable since no sufficient number of chromosomes could be cbserved due to severe cytatoxicity.
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Table 3-3 Chromosome aberration in cultured Chinese hamster cells treated with Tetraphenyltin
[Confirmation test:+S9 mix]
Bt ’ Conc. Cells Polyploid Number of aberration
Time (h) Judge. TA TAG  Judge. Slide
mix (xg/mL) observed cells (%) g cth cte csb cse  other %) (%) No
200 0.0 1 1 0 0 0 0 0. 1.
NC (100) (0 ) - ¢ 1 o ¢ 0o (0 ¢ 0 ¢ 0 (o) (1) = 0B3-1
(100) (0 ) ( o ( n ¢ 0 ( 0 ¢ 0 0 (1) (1) 055-1
65 0.0 0 17 19 0 0 1 36 36.
(13) {0 ) ( oo ¢ B8 ¢ 6 ( 0o ( 0 ( 0 (7)) (7 ) 080-1
2000 (19) (e ) UR ( 00 ( 4 ( 4 ( oo ¢ © ¢ 0 (5 ) (5 ) U 0802
( 20) (0 ) ( oo ( & ( 7 ( 0 ¢ 0o 0 (8 ) (8) 085-1
{13) (0 ) C o 2 ¢ 2y (0 0 ¢ 1 (4) (4 085-2
200 0.0 0 54 88 0 0 2 52. 52.
( 74) (0 ) ( 00 (29 (36 ( 0 ( 0 ( 0 €2) (42 ) 105-1
1800 ( 26) (0 ) = ¢ o 2 (w (o 0 ¢ 9o () (o) + 105-2
(79 (0 ) ( 0 (29 (38 ( 0 ( 0 ( 1 (47 ) (47 ) 099-1
( 21) (o) ( o ¢ 3 4 ( 0 ( 0o ¢ 1 (6 ) (6 ) 099-2
200 0.0 1 7 28 0 0 2 17. 18.
+ 6-i8 1600 (100) (0 ) - ¢ o ( 4 (13 ¢ 0 (o ¢ 2 9 ) 19 ) + 1061
(100) (0 ) ( D 3 115 (0 ¢ o ¢ 0 s ) Qa7 ) 027-1
200 0.5 Q 1 6 ] 0 0 3. 5
1400 (100) (1) - ¢ o (v 2 o o0 (o0 (3) (3) - 070-1
(100} (o ) ( o0 ( oo ( 4 ( 0o ¢ 0 ¢ 0o (4 ) (4 ) 045-1
200 0.0 (] 0 4 0 0 0 2. 2.
1200 (100) (0 ) = ( 0 ( o ( 4 ( 0 ¢ o ¢ 0 (4) (4) -— 057-1
(100) (0 ) ¢ o ¢ o ¢ o (0 0 ¢ 0o (o) (0) 091-1
200 0.0 0 9 37 Q0 0 0 21 2L,
PC (100) (0 ) - ( o0 ¢ 4 (22 ( 0 ¢ 0 ( 0 (24 ) (24 ) + 016-1
(100) (o) ¢ 0 ( 58 (18 ( 0 0 ¢ 0 (19 ) U9 ) 009-1

g: chromatid or chromosome gap, ctb: chromatid break, cte! chromatid exchange, csb: chromosome break, cse: chromosome exchange,

TA:

other: including fragmentation

¢ total number of cells with aberration excluding gap, TAG: total number of cells with aberration including gap.
! Negative Control (DMSO)
! Positive control {(eyclophosphamide, 14 u g/ml)
! These values were judged to be unreliable since no sufficient number of chromosocmes could be observed due to severe cytotoxicity.
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Table 3-4 Chromosome aberration in cultured Chinese hamster cells treated with Tetraphenyltin
[Confirmation test:~S9 mix]
S9 Conc. Cells Polyploid Number of aberration
Time(h) Judge. TA TAG  Judge. Slide
mix (pg/mL) observed cells (%) g cth cte csh cse other %) %) No.
200 0.5 0 1 0 0 0 0 0.5 0.5
NC (100) (0 ) - ( 0 ( 0 ( o ( o ¢ o o (o) (o) — 0331
(100) (1) 0 ¢ n o0 o0 o0 ¢ o0 1) (1) 102-1
200 1.0 2 5 19 0 0 0 11.0 12.0
120 (100) (1) = (22 C v 9 o0 o0 ( 0o (o) a2z )y + 021-1
(100) (1) (o0 4 (1 (o o0 (00 az ) a2 103-1
200 0.0 0 2 11 0 0 0 6.5 6.5
110 (100) (0 ) - (0 2 (2 o0 (0 ( 0 (4) (4) = 071
(100) (o0 ) C o o 9 ¢ o ¢ o0 ( 0 (9) (9 059-1
200 2.0 0 1] 1 0 0 0 0.5 0.5
- 6-18 100 (100) (2 ) i (o ¢ o ¢ 1 ¢ 0 (o ¢ 0o (1) (1) - 024-1
(100) (2 ) ( o ¢ 0o ¢ o ( 0 (( o ( 0o (o) (0 07i-1
200 1.0 0 0 2 0 0 0 1.0 1.0
90 (100) (1) - ¢ o (o0 ¢ 1 & o0 (o0 (1) (1) - 100-1
(100) (1) o ¢ o ¢ D o o 0 (1) (1) 067-1
200 2.0 0 1 0 0 0 U] 0.5 0.5
80 (100) (1) - ( oo (. D o ¢ 0 ¢ 0o 0o 1) (1) - 104-1
(100) (3) (o ¢ 0o ( 9 ( o ¢ o0 ¢ o (o) (0 101-1
200 0.0 0 9 45 0 0 0 26.0 26.0
PC (100) (0 ) - ( 0 ( 4 (249 ¢ 0 ( 0 ( 0 (7)) (27 ) + 040-1
(100) (0 ) ( 0 ( 58 (20 ¢ 00 ( 0 ( 0 () (@25) 043-1

g: chromatid or chromosome gap, cth: chromatid break, cte: chromatid exchange, csh: chromosome break, cse: chromosome exchange,

other: including fragmentation

TA: total number of cells with aberration excluding gap, TAG: total number of cells with aberration including gap.
NC: Negative Control (DMSO)

PC: Positive control (mitomycin C, 0.075u g/mL)
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