EXp. No. 9892(115-211)

Table 5. Chromosome aberration test in CHL cells treated with 2,2’,3,3" -tetrachloro-4,4’-diamino diphenylmethane
(Additional study) [Continuocus treatment : 24 h]

-I€-
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Relative Number Number of cells with Number of Number of Number of
Compound Conc. Time of cell of structural aberrations cells with cells polyploid
(g /mL) exposure growth cells aberrations analyzed cells
(h) (%) analyzed gap ctb cte ecsb cse oth -gap (%) for polyploid (%)
DMSO a) 0 24 100.0 : 200 1 1 0 o] 0 0 1 ( 0.5) 200 1 { 0.5)
2,27 ,3,37- 31.2 24 85.1 200 1 2 1 0 V] 0 3 ( 1.5) 200 1. ( 0.5)
Tetrachloro-
4,4’ -diamino 44.6 24 83.2 200 0 1 1 o] 0 0 2 ( 1.0) 200 1L {( 0.5)
diphenylmethane )
63.7 4) 24 55.4 200 2 1 1 0 0 o0 2 ( 1.0) 200 3 ( 1.5)
91.0 d) 24 48.5 200 1 0 0 0 0 0 0 ( 0.0) 200 4 ( 2.0)

MMC b} 0.05 24 71.6 200 6 31 81 0 0 0 95 ( 47.5) 200 0 ( 0.0)

Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, oth: others
-gap: total number of cells with aberrations except gap

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)

b): Positive control:Mitomycin C -

d) : Visible precipitation was observed at the end of treatment period.
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Appendix 1. Chromosome aberration test of 2,2',3,3'-tetrachloro-4,4'-diamino diphenylmethane
(additional study) [Short-term treatment : -S9]
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Relative Number Number of cells with Number of
Compound Conc. Time of cell of structural aberrations Only Total cells Polyploid
(pg/mL) exposure growth cells - gap (-gap) analyzed cells
() (%) analyzed gap ctb cte csb c¢se oth (%) (%) for polyploid (%)
DMSO a) 0 6 100.0 100 0 1 0 0 0 0 0.0 1.0 100 0.0
6 100.0 100 1 0 0 0 0 0 1.0 0.0 100 1.0
2,2",3,3"- 68.6 6 68.4 100 0 0 0 0 0 0 0.0 0.0 100 0.0
Tetrachloro- 6 89.2 100 1 0 2 v} 0 0 1.0 2.0 100 1.0
4,4’ -diamino
diphenylmethane 98.0 d) 6 62.7 100 1 0 1 0 0 0 1.0 1.0 100 4.0
6 59.5 100 0 0 1 V] 0 0 0.0 1.0 100 0.0
140 d4) 6 47.6 100 kN 1 2 0 0 0 1.0 3.0 100 1.0
6 45,2 100 0 0 1 0 0 0 0.0 1.0 100 1.0
MMC Db) 0.1 6 78.8 100 7 25 53 0 0 0 0.0 58.0 100 1.0
6 92,9 100 5 23 47 1 0 0 1.0 54.0 100 1.0

Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, oth: others
-gap: total number of cells with aberrations except gap

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)

b): Positive control:Mitomycin C

d) : visible precipitation was observed at the end of treatwment period.
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Appendix 2. Chromosome aberration test of 2,2 ,3,3' -tetrachloro-4,4' -diamino diphenylmethane
(Additional study) [Short-term treatment : +89]
Relative Number Number of cells with Number of
Compound Conc. Time of cell of structural aberrations Only Total cells Polyploid
(ng/mL) exposure growth cells gap (-gap) analyzed cells
(h) (%) analyzed gap ctb cte csb cse oth (%) (%) for polyploid (%)
DMSO a) 0 6 100.0 100 0 0 1 0 0 0 0.0 1.0 100 0.0
: 6 100.0 100 0 0 0 0 9] 0 0.0 0.0 100 1.0
2,27 ,3,37- 63.7 6 82.6 100 0 0 0 s} 0 0 0.0 0.0 100 3.0
Tetrachloro- 6 85.7 100 0 0 0 0 0 0 0.0 0.0 100 0.0
4,4' -diamino
diphenylmethane 91.0 4) 6 74.8 100 0 0 0 0 0 0 0.0 g.0 100 0.0
6 78.0 100 0 0 0 0 0 0 0.0 0.0 100 1.0
130 4) [ 42.7 100 0 0 2 0 0 0 0.0 2.0 100 0.0
6 38.7 100 0 0 1 0 0 0 0.0 1.0 100 1.0
CP b) 12.5 6 125.0 100 2 7 18 0 0 0 1.0 24.0 100 0.0
&6 120.3 . 100 1 8 30 0 1_ 0 1.0 35.0 100 0.0

Abbreviation: ctb; chromatid break,
-gap: total number of cells with aberrations except gap

cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, oth: others

a): Negative control (Dimethyl sulfokide, 10 pL/wL)
b): Positive control:Cyclophosphamide

d): Visible precipitation was observed at the end of treatment period.
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Appendix 3. Chromosome aberration test of 2,27,3,3’-tetrachloro-4,4-diamino diphenylmethane
(additional study) [Continuous treatment : 24 h]
Relative Number Number of cells with Number of
Compound Conc. Time of cell of structural aberrations Only Total cells Polyploid
(pg/mL) exposure growth cells gap (-gap) analyzed cells
(h) (%) analyzed gap ctb cte c¢sb c¢se oth (%) (%) for polyploid (%)
DMSO a) 0 24 100.0 100 1 1 0 0 0 4] ‘1.0 1.0 100 0.0
24 100.0 100 0 0o o0 0 0 0 0.0 0.0 100 1.0
2,2",3,3"- 3.2 24 81.3 160 1 0 1 0 0 0 1.0 1.0 100 0.0
Tetrachloro-~ 24 88.9 100 0 .2 [¢] 0 0 0 0.0 2.0 100 1.0
4,4' -diamino
diphenylwmethane 44 .6 24 80.4 100 0 1 1 0 0 0 0.0 2.0 100 0.0
24 86.0 100 0 0 0 0 0 0 0.0 0.0 100 1.0
63.7 d) 24 54.5 100 1 1 1 0 0 0 1.0 2.0 100 3.0
24 56.2 100 ° 1 0 0 0 [ 0 1.0 0.0 100 0.0
91.0 4) 24 50.4 100 1 0 0 0 o 0 1.0 0.0 100 2.0
24 46.5 100 0 0 0 0 0 0 0.0 0.0 100 2.0
MMC b) 0.05 24 77.0 100 3 17 44 0 0 0 0.0 53.0 100 0.0
24 66.1 100 3 14 37 0 0 0 1.0 42.0 100 0.0

Abbreviation: ctb; chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, oth: others

-gap: total number of cells with aberrations except gap

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)

b) : Positive control:Mitomycin C

d): Visible precipitation was observed at the end of treatment period.
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B L OB E R AT 5729, 22°33-F T un4 407 I )Y
T2V AZ L0 (EED 0.5 whY% A F B0 — RERROSEE, *TRED, 100, 300
klUlmmmew%Cﬂcmﬁnﬁ7/ﬁ®%ﬁ%5@ 28 BIRERORS L
7o, Fz, BRI IUN,000 mgkg 121X, ML S EOREIEREZERT, 28 HEDOXIE
BEHTH, 14 BREOKEIZ L A2FHORIEMHIZ OV CHLRET L.

RRHH 2B U TARREBOBE, BEBSReRE (FOB), KERIUREED
BB 21TV, % E5HER & OREHEE TRICERRE (WRFHRE, MREEERE,
MEEVFERE, MEEEERKBRER JURBRE) BIOFEEEHRE (REEER
F, PIREIESE L OSBRI ML

ZORRIE, ROBEY ThD.

HEDOXEBREC Day 41 (ISR 13 B B) 12 1 FIOREARD b, FEFRH R
R DOIGRAZER L T ICRERE L7 28 RIBOBE(Ic LA bD EE X b,

—ARIREE, RERS L QBRI E R S ORBNIRD bT, FHEREEE,
RIS, BAHRLOBRER bRLEIRD bk ok,

MRFRE T, HPHERESOREIRD bhieh o7z,

MIREEFERERE CIE, FHEFHICEROD DEMIRD bigh ok

MRAACFRRE CIX, 0O 300 3L 1,000 mgkg BETHREAMET L, HED 1,000
mg/kg BECHEARIIA LR Lz, |

M358 BRERKEMRE I, HED 300 BX UV 1,000 mgkg T o 727 U UAEME
L. ‘

RIRETHE, HRMEREOFEIRD bherotk.,

TREFHRATIE, D 1,000 mgkg # THABFEXIEROEMMERD b, ST 57
R & LT, TREERMFEC AR/ N L LB AP HIRRAE A SIERED 300 33 & U 1,000 mgkg
HTRO LN

Sk, WMERBREETIZRWT, 22°33-T 77 0044-PF7 I ) VT 2= A E
VORERDBEICRE T HEMWEDS, MRS B2 300 mgkg/day S EDKRSTRD
bz Lk, MEEMER, MEES G 100 mgkgday &HBETSNE. F0, HERDY
BEBTROONIEE, WD 14 BROKIIC L Y BHEESRBO v,
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BL USRS 2R L CEESR 13 BT LR, ZOBidxtBEOSHTH Y,
R E R G LIRS RVMERNRET LAl Sz, LEEdio T, ZogmoikE
25 ALEDOT — & BXtBEEOT —4 L UCEEI TRV ST L, FEHETd 20
SOOI BB ERA LTz

15. HBER

15.1.

15.2.

15.3.

15.4.

154.1.

154.2.

LB LI U—RIREE (Table1, Appendix 1)

HEDORFREET Day 41 (BIEHIR 13 B E) 1141 @HEE 1010) ORCHBDO N
7. B UTZEMICIY, Day 28 D2HEIE, Day 36 2> bIEEIEARISEIE I N TV, £
OHOENTIE, TH5R I UEEHFZE L TRECE L U—BREOTWITFED bR
Hotr,

{KE (Figure 1~2, Table2, Appendix 2)

BETIIR G LOEERM 28 U C, SR LRI 5 &8 L O OB EIZER
B N Y

HED 1,000 mg/kg BETHS 42 AL 14@@%‘%&1&?7%“@ D bIVIEDS, B EHAR I
BIRD oNT, T LARERRAONBHOREN —AICE» o7 Z LILEDHHD
EEZ BN

fEfEHE (Figure3~4, Table3, Appendix 3)
HERE & BTGB L OEESM A E U T, SR LR AR GEH L OMOREEE
;ﬁ‘?%aimu B LI,

HIEBRRARE (FOB)

PEMIZMEIREIZR (Table4, 5, 6, Appendix4, 5, 6)

BEHIR TR L OEESRT OBREIROT, ML bICHEBRMER SRR 5%
{EIIFBD DR oTe. e, P FOPEREIC Y, XREE L HBRMEREETEL
DEEBEEIRDLND o T2, fxis, EVEHIRICFET U7 REED 1 B A RRIR
DIETAES 4 BB I OEE 1 BRI, HEAENDEE 1 ERICRESLE.

RUGHERZ (Table4, Appendix4)
#5418 B L UMEIE 2 8 BICEME U SUMERZEIZIWT, Ml & b IR E R
BICERT 5B UGITRD bhRd T
#5438 B OFUGHERE TIL, MREGHRET MRV Y, ERIZEUL) 23 100 mgkg
HOBET 16, BENGRET Fﬂﬁfﬁ%m%ﬂsbf & 5 LRTHITHRL ) A% 300 mg/kg BED
HET1HIZEBD LN, Zhbid, ﬂﬂﬁﬁi@b& LNTWARILTH Y, FHABDHE
FEBOOLNTWRWRISTH S Z L2 b, HBRME L IIBEEREDRMERNRE L
-17 -
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1543.

1544.

15.5.

155.1.

155.1.1

155.1.2.

1552,

155.2.1.
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EZz bhi.

EI1E 2 8 B OFRMERETIY, BEPUSKRET (H2EL< 35 251,000 mgkg HD
BT 1AICRD bes, B5 4 BB ICEA LRARBO b TR LT, FAROKICE
O DNRWEISETH D Z LD, ?&?ﬁ%g& IIBREEDRVMBRILRELEEZEL DN
Tz,

B BTk (Table7, Appendix 7)
MRS Y, B#E4BRRBIOMEIE2EB @Wrnmﬁé ZRWTH, TR 5
B 5EAEE L ORI TR L OBREOEBICERRD b o T,

B¥EENE (Table8, Appendix8)
BT, 54 BEBLUERE 2EBOWTHOREIZBW TS, SRR EWERME
BEEBEL ORICEIRD DRI T ,
BETIE, 5 4 BB OREICIOT, 100, 300 35 LT 1,000 mg/kg BT 10
~20 53D BIEEENEDS, 100 mgkg FETILE HIZRIERLAE 40~50 50D B R EZE
EFNENEERREER LR, T b —REDELTH Y, 1 R OFES)ITIC
B L AZEERO R o7z, BIE 2BEORE T, XREL 1,000 mgkg Ei): D
B TEIIRD bNRD o T

ERPRIREE .
MR
B EHMM TR (Table 9-1, Appendix 9-1)

HETIE, WThoREERIZRBWT %ﬁﬂgﬁi&wﬁ%mﬁff%ﬁ& DN HEERZEIX
EC )oY (RAVIE Y

HETIE, 1,000 mgkg BETHMBEAERICHEM UL, 161 @WES 2304) HE
HEfEER LI LI BB Th o7 Fiz, 100 mgkg FETMCV BEEICIET L
=03, HETIIERD bNRT, AREEFEEDRWNELTHY, HRERE O L 1T H T
L7ghoTz,

[EIE AR THF (Table 9-2, Appendix 9-2)
HETIE, 1,000 mgkg B CHPEEOBTERETHNRD B
HETHS, 1,000 mgkg BECRBARMERE AR RAIASED b,

MAREEE R
5 HARIE THF (Table 10-1, Appendix 10-1)
HERE & HICWTROREEB IZB W T b R L R E R 5 L ORICEER

%&imu &) Eﬂ’biﬁi))’) 7LC.
-18 -
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1552.2.

155.2.3.

155.2.4.

155.25.

1553.

15.53.1.

1553.2.

1554.

1554.1.
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[EIEEARIATHF (Table 10-2, Appendix 10-2)

BT, WTFhoREBEEBIZBWCHORREES 1,000 mgkg B & DR} Jﬁ IRFEITER
oo,

METIY, 1,000 mgkg B CPT BEEICEM L.

MRELFRE
B HARIME THF (Table 11-1, Appendix 11-1)

HETH, 300 BXTV1,000 mgkg B TREADEEZFY, 1,000 mgkgFETHY v A
DEEBRBNMABD bz, £z, 100 mgkg HTH R UL, DY VLB otwﬁﬂ%ﬁ:
BRICHEM LN, AREREMEORVWELTH Y, WRPERGOHEL ITHETL 2
T,

METIE, 1,000 mg/kg B CHMERRIIIERIC LR L.

EMESARIHE T (Table 11-2, Appendix 11-2)
HERE L HITOTNOREBEEBIZBWCHRERE L 1,000 mgkg B & ORICEEREX
iy D) Bniﬁb") 7.

MmiEEEEXIKERE

RS HARI TR (Table 12-1, Appendix 12-1)
HETI, 300 8XT01,000 mgkg BT o 707 ) UHSELERBIOMRENEEIZIET
L.
HETIE, 300 mgkg BT o/ 07 Y UHECES SOMENERICHEN Lz, A&
ERAFEDIRWEAL T H O BRI 5 DR L TR Lo Tz,

EHIRTE TS (Table 122, Appendix 12-2)
BT, WTENOBREIEBIZBOTHXIERE L 1,000 mgkg B & OICEEREITR
B oot |
HETIE, 1,000 mgkg B Tay 707 U U SEREENERICEM LY, BHREAT
By, EEFHERITELHHBTL.

RiRE

B S HARHA THF (Table 13-1, Appendix 13-1)

BT, WTNORERBICBWTO X REE L R E R EEE & ORICEIRD
niphotz.

METIX, 100 mgkg BECTH U U A, B ULBIUHERBIREEDEE2EL, 300
mgkg T MU U AR EDFE2EY, 1,000 mgkg BT Y 7 AR L OMERRHE
MWEDORBRBDPFRD bivk.
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1554.2. EIEEARI# T HF (Table 13-2, Appendix 13-2)
HETIE, 1,000 mgkg B CEEENABEIET LR, FRHEOFEE TIIBRWREDH
IS TZBAETH Y, HWRMERSOREL T L 2do7c. Fie, TRI DA,
VT ABIERBEENFEIZED Loy, REEHEICZ im0 bhinZ &b,
HRYE R G- D& L iTHMWT L Rd>o7e.
HETIE, WTNOREBEEBIZBWCTHXREE S 1,000 mgkg B & ORIZZEITRO b
RhoTz,

15.6. RERERE
1561. WEER

156.1.1. BEHMME T (Table 14-1, 15-1, Appendix 14-1, 15-1)
BETIE, WPhOREREICIW T O REE L R HIREG AR & ORMICEITRD
nansoiz.
METIE, 1,000 mg/kg B CATIROAER E IO E AN L OGS E it DI HNER1H3F
Do, Fiz, 100 B&ET300 myke B THEROMET I LU EROF ERE T,
100 mg/kg B CHPR O ER OB BRIE TR0 bR, ARKEEORWEILTH
D, BRI EORL THBT L 2h o7

156.1.2. EIEARTHE THF (Table 14-2, 15-2, Appendix 142, 15-2)
HETHE, WThORIERBEICBWTHRREE & 1,000 mg/kg B & ORICEITFRD bR
oz,
HETHE, 1,000 mgkg BECOMES & USUEDMR EROGEAREINED Shis, [
B COBENRERRICER LB E B 2 bh, WRmE RS O L iTHET L2
7.
1562. EHRETA
156.2.1. B EHRE TR (Table 16-1, Appendix 16)
BERHE R SRR\ T, RREIC L LR BN L 72T RIZER® b
ol WRMER G TRODNIZATRIE, WTINbERED D WITEEEORET

HY, Fle, Ty MCUTLITBERRETDIFHRTH L Z L b, HRMERSIZLD
BB Z N> T

156.2.2. EHEHIMHE TEF (Table 16-2, Appendix 16)
KPR LU 1,000 mgkg BETHESNIFTRIE, WINbEREEORAETHY, B
ARBAEMOELEEZ BN,
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15.6.2.3.

15.63.

15.6.3.1

156.3.2.

15.6.3.3.
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FETEh (Appendix 16)
EREHAR I LTk fREED 1 ) @& 1010) Tid, EREOME, FEHB X

- NEIBBDOWNEELRR, BEMOREEE, g0/ 1L, BROZEN, #EBEOEHRLUEs

DHIEAFRD DT,
HREET R

BE5IRHE TR (Table 17-1, Appendix17)

WBRMEIR 5 DB S RGN LTI 52 b,

g <y, /NERLERFHRAER (Photo. 1, 2) 23D 300 38 L T8 1,000 mg/kg B
RO, MRS BIC 1,000 mgkg BECRARDERICHN Uiz, FRARIERE, #
KB DIFEEEAL B fE > TV, 7038, FTMRSEARERIEDS, R 1,000 mgkg BEC 1 4%
A LT

FOM, BRECEEOEIN BHEE D ERICBER S NS, ARcEE L
REHOEFELRO O, WTRbERRERELEX DRk,

EIfEHARIAE THF (Table 17-2, Appendix 17)
B EHARE TS, MERED 300 38 KL UN 1,000 mgkg BEIZERD DAL TR DIE R &
OBRIBSEI TR SN ho Tz, ‘
FOM, BREENTIRE DZALHSH FREERS L T 1,000 mgkg BECBEE S R, £ DFE
BB LUOREHI VTS BRRERE LB L b,

T (Appendix 17) _

BT R LR RRED 1 61 (@55 1010) Tid, ZEBE S OEGONEE
L3R, RO S o, KIER JOEMIGRN, FRBOIEX, ERGOMFE, 18, RE
DR LR L UCHMmAZR DI, EEDOEREZBZ LN, ZOM, BHED S MBI
EEOEMKT, Mg SO 2 EEOER, U HoRMEEREL IO

TFHEREBRIE, MOIEIRMIGETE, FHIROITHISEIREES, BIRORMEFHEEL, Bt

DL, RISCES SJUREEDOZERE, SMOREI RS, “ iy —RREOEL L
REEENHER SN, FRIIEHREDOBAETH D LT L.
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16. BEBLIU%ER

BRMHEBG BRI RALD, BEABREEOFIRIZERY b, 1,000 mgkg #ED
M CHHREEDOHEINMEED b, ST 3ETR & LT, REERERI/NERLE O
ﬁ@iﬁ%&ohﬁﬁﬂ@%kwammygutoﬁom%fmbant.%%%m
FHBEOREGIZL Y, IBE/MBEOEIRT 7 0—5P450 OIEMH ERE2 &L,
BEFRNNEERLE OFERME LR o PR DIERFEZ T Z & BMbRTWA =
EMB DD Eh L FIRIE ALY, FREOHF ORAE LT FTREMESE X b
FERIRAEA 1L, HRWE RSB DI RAENLBIND = L hsh, WERMER 5B L
TERETH D B x bz, FHERROERESDS, 1,000 mgkg BEORE 1 FIIZFRD B
To. BUREETIY, FHO—@ERrOAMIRB LIEFTRTHY, FROEZNEM L
ATABIADBREEFEI, BAREREYL L CERIBERSNS Z L b b, AFTRILERN
RETAT, #RERE L IIBRORVENTH D LB X B
MFEAELFREICBNT, FMERREREED 300 38 LTV 1,000 mgkg BEDORETREAIME
T Lz, MFEAERKERERRETIE, FROBC o /07 ) U AEOIKTAR
BRTEY, REEDIETIX o 707 ) U HEDEFICERLZZLTHE LELD
niz. LU, o Z7u7 ) o OEOETO#MFIIRAThH . iz, EHRBRED
1,000 mgkg BEOMETHPMERERSN EH U7z, FERBRSD LRI, B L X7 o— g
IbZELRVEMOEILTH Y, MOEREREORMIFED bNETHS. Lizhio
T, ZThbOELDOBEHFNERIITHATH LY, WRYHOEHS « fFERIRICRTT
DEENR SN

RPBEEOLE 1 FIASEESRM PR Lz, Z08ML, #4525 HURBRERER LOE
FHENED L, —RRERB I FOB IZBWT, 2 REBOE/IZBTE Uiz ER1 B
Shic. REHEREERE TIL, FROBAENRRO L, ZhBNKREE X bk,
BBEAZEIY, T v MZBWTEDRAITZ LWVA, MBREACRAE L Z L0 b, BREAE
RETHDHELEZ DI,

—fRIREE, RER X OBHRICHERY AR 5 OFEIIRD bR, SEMRERELE,
FUSHERE, BRIV EREHEIC bHREEENET D EITFRD bhvigh o T,
ZFOM, FEMEERICBOT, MKRFRETIL, 1,000 mgkg BHOM 1 5] @HES
2304) OHEMBESEEE T Lz, LL, Z0O8MMEEH T AEOREEBTRET
FEROBILIRD LT, BRWERS L IBBEOR ML W L. e, MK
AR TIE, 1,000 mgkg BEOHETH ) T AN ER L, RBE T 100, 300 -k
1,000 mgkg BEOMTRIEMEIMET Liss, ZLOBRESARICE-TELT, B
%%’%Eﬁéi&#ﬁﬁ@ﬁki@%@@@ﬁﬁéﬁﬁm%ﬁﬁm&<,ﬁﬁ#@ﬁ
BOWTHBOREFEEIRO ONRWZ L0, HBRMERE L IIBEORVWEEE X
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bz, [EHERERERIZIVT, 1,000 mgkg BHEORETHFEREDNBA L, 1,000 mg/kg &
OMETHEFRMERRAHI L, PT NEMR L. b0 biL, HE5HRK TRIZIIEE
HENTELT, WPFRLEMARETHE 20, EEENERITENLEZ DN

Sk, WERBREHTICENT, 22°33-7 b5/ 0044073 ) VT =)V A F
v DRERGICRERET HEMEEAE, WS $12 300 mgkg/day A LD ETRD LN
Tl ehb, MmEMERE, ML HIT 100 mgkgday LEBTENL. Eio, BHERBEE
TROOLNZEALIE, Wihvh 14 BEOKREEIZ L Y BEIEEDFEH bitiz.

17. ZEW
1) GREZREE, BFEEREY, FILUEE : 158(1994)
2) BABMRETSRE SHEREERSE, T2y :182(2000).
3) Haschek MW, Rousseaux GC, Fundamentals of toxicologic pathology, Academic press: 139
(1998).

18. RBRBERREIORTF

LEZEIRD TR RN, T & v ¥ —BEHRTFIBRR IO TR EEE R 10 R
FINDG. ZOBRDRFONTL, RREREE LTV & —TH#HOL, BIBE
5. Fio, FHEEEAERBIREENI OV TIL, #REH AR EZEETIC T
10 EERYRIFEND. TOHRDRIFIOWTIE, RBREFEE LT 4 — R LK

ANt MERRR SRR CHRRED L, BRED 2.

o HREGHEE (EX)

o WHHE (Bnovh, 2g

o WRWHEIZETOEE (FARIURRMEE, € D)

o B L UMERRIZBEd 0%

o ETF—& (—RIRREMIEREE, KERIEHE, BEEHERDE, BRRETSE 2
BEEEEDRE, WEERENRTE O

o BEEAME (Tnm v /R REARES, BES mMREHKER, Zofh)

o JREMERMEAERIBIRER (REEMMEAFRETEEDE L, IR ERR
HFEDEL, EAMEEREEENTL, TOfh)

o FHBEE (BEX), WEWEEERIERLFER (BEL)
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Table 1. ¢linical observation Exp. No. 9934 (115-213)
Sex: Male
Group No. Day of exper1ment
Dose Finding Je-ssr-=>  2m-a----- > e > 4------- > L > 6-----=-= >
mg/kg Part 1 2 3 1 2 3 1 2 3 1- 2 3 1 2 3 1 2 2
01 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1o
econtrol Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 190
Emaciation - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1 10
o 0 o "0 o o [} 0 [} 0 [} [} 0 [+] [+] [ [+] 0
Total 10 10 10 1¢ 10 1¢ 10 10 10 1¢ 10 10 10 10 10 10 10 190
02 normal - S ] S S 3 S 5 5 S S 5 S S 5 s 5 5 s
TCDAM Total 5 S 5 s 5 S 5 S S 5 5 5 5 S 5 S S 5
100
03 normal - 5 5 5 5 5 S S 5 5 5 5 5 5 5 5 5 5 5
TCDAM Total E] S 5 S 5 5 S S 5 S 5 S S 5 5 S 5 S
300
04 normal - 10 10 10 10 10 10 10 10 10 ¢ 10 10 10 10 10 16 10 10
TCDAM Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
TCDAM: 2,2’,3,3’'-Tetrachloro-4,4’-diamino diphenylmethane
Table 1. -continued Clinical observation Exp. No. 9934 (115-213
Sex: Male
Group No. Day of experiment
Dose Finding YRR > Bommmmm- > 9-r-mmmm > 10------- > 1l------~- > 12----w-- >
mg/kg Partc 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal - 10 10 10 10 i¢ 10 10 10 10 10 10 10 10 1 10 10 10 10
control Total 1¢ 10 10 1¢ 10 1¢ 10 10 10 10 10 1o 10 10 10 10 10 10
Emaciation - 10 i¢ 10 10 10 10 10 10 10 1¢ 1o 1o 10 10 1¢ 10 10 10
0 [} 0 0 [} 0 [ 0 [} [} 0 Q0 [ 0 [} 0 [+] [}
Total 10 10 10 10 10 10 10 10 10 i 10 10 10 10 10 10 10 10
02 normal - 5 S S 5 S S 5 5 S 5 5 S 5 5 S S S 5
TCDAM Total S 5 5 5 5 5 S S S 5 5 5 S S S S S S
100
03 normal - 5 S 5 S 5 5 S S S 5 S 5 5 S 5 5 S S
TCDAM Total S S S 5 5 S S 5 5 S s S 5 s S S S 5
300
04 normal - 1 1o 10 10 i0 10 ¢ 10 10 10 10 10 10 10 10 10 10 10
TCDAM Total 10 10 10 10 10 1¢ 190 10 10 10 10 10 10 10 1 1¢ 10 10
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2/

,3,3’-Tetrachloro-4,4’'-diaminc diphenylmethane
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Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Male
Group No. Day of experiment
Dose Pinding 13---o--- > 14------- > 15------- > 16----v-- > 17------- > 18-=----- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal - 10 10 10 10 10 10 10 10 10 i¢ 10 10 10 10 10 10 10 10
control Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
.0
Emaciation - 10 10 10 10 10 10 10 10 1¢ 10 10 10 10 10 10 10 10 10
[+] [¢] 0, [¢] 0 o 0 [+] 0 o 0 [¢] ] 0 ] 1] 0 0
Total ¢ 10 10 10 1o 10 10 10 10 10 10 10 10 10 10 10 10 1¢
02 normal - 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
TCDAM Total 5 s 5 5 5 5 5 5 5 5 5 5 5 5 5 5 s 5
100
03 normal - 5 5 5 5 5 5 5 5 5 5 5 S 5 5 5 5 S 5
TCDAM Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 N
04 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1o
TCDAM Total 10 10 1o 1¢ 10 10 10 i¢ 10 i 10 10 10 10 10 10 10 10
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
TCDAM: 2,2',3,3’-Tetrachloro-4,4’-diamino diphenylmethane
Table 1. -continued Clinical observation EXp. No. 9934 (115-213)
Sex: Male
Group No. Day of experiment
Dose Finding 19------- > 20------- > 2l------- > 22------- > 23------- > 24------- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal - 10 10 10 10 i¢c 10 10 10 10 10 10 10 10 10 10 16 1¢ 10
control Total 10 10 10 10 10 10 10 10 10 10 10 10 1¢ 10 10 10 10 10
Emaciation - 10 ¢ 10 1¢ 10 1¢ 10 10 10 i¢ 1¢ 10 10 10 10 10 10 10
+ [ 0 1) 0 [} [+] [ [} 0 0 o] [} [+] 0 [+] bl [} [+]
Total 10 10 i¢ 10 10 10 10 10 10 10 1¢ 10 1o 10 1¢ 10 10 10
02 normal - 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
TCDAM Total 5 5 5 s 5 5 5 5 5 5 5 5 5 5 5 S 5 5
100
03 normal - 5 5 5 s 5 S 5 5 5 5 5 5 5 S 5 5 5 S
TCDAM Total s 5 5 5 s 5 5 5 S 5 S 5 5 5 5 5 5 5
300
04 normal - 10 10 10 10 ¢ 10 10 1¢ 10 10 10 1o 10 10 10 10 10 10
TCDAM Total 10 10 iec 1¢ 10 10 10 10 10 10 10 10 10 10 1¢ 1¢ 10 10
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2‘,3,37-Tetrachloro-4,4’-diamino diphenylmethane
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Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Male
Group No. Day of experlment
Dose rFinding 28 .-----=- 26-----~~ > 27------- > 28------- > 29
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3
01 normal - 10 10 io0 10 lo 10 10 10 10 9 9 9 5
control Total 10 10 10 10 10 10 10 10 10 9 9 9 S
Emaciation - 10 10 10 10 10 10 10 10 10 9 9 El 5
+ 0 0 0 0 0 0 0 0 0 1 1 1 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 5
02 normal - 5 S S S S 5 S S 5 S S 5 S
TCPAM Total 5 s 5 5 5 5 5 5 5 5 5 s 5
100
03 normal - 5 S S 5 5 5 5 S 5 5 5 5 S
TCDAM Total S H 5 H 5 5 H s 5 H 5. 5 5
300
04 normal - ] 10. 10 10 10 io 10 10 10 10 10 i0 5
TCDAM Total i0 10 10 10 10 10 10 10 10 10 10 10 5
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
TCDAM: 2,2',3,3’-Tetrachloro-4,4’'-diamino diphenylmethane
Table 1. -continued Clinical cbservation Exp. No. 9934 (115-213)
Sex: Female
Group No. Day of experiment
Dose Finding vmmmeme 2- 4amm-m-- >
ng/kg Part 1 2 3 1 1 2 3
01 normal -~ 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total 10 10 10 10 10 10 10 10 110 10 10 10 10 10 10 10 10 10
02 normal - H 5 5 H 5 H H 5 H 5 S 5 H 5 H H H H
TCDAM Total H 5 H 5 S H S H 5 5 5 5 5 5 H 5 5 5
100
03 normal - H 5 H H 5 H 5 S H S 5 5 H 5 H 5 5 5
TCDAM Total H s 5 H 5 H 5 5 H 5 5 5 5 5 H H 5 H
300
04 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
TCDAM Total 10 10 i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after desing

TCDAM: 2,2

.3,3’ -Tetrachloxo-4,4’-diamino diphenylmethane
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Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Female
Group No. Day of experiment
Dose Finding Te---e-- > B------- > 9---m--- > 10------- > ll--e-ean- > 12-----w- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
0l normal - 1o 10 1o 1o o 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total 10 1o 1¢ 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0
02 normal - 5 s 5 S 5 S 5 5 S 5 S 5 5 5 S 5 5 S
TCDAM Total 5 5 5 5 5 S 5 5 5 S S 5 S 5 S 5 5 5
100
03 normal - S 5 S 5 5 5 5 S 5 5 5 5 5 5 5 5 5 5
TCDAM Total 5 5 5 5 El 5 El 5 5 5 5 5 5 5 El 5 5 s
300
04 normal - 10 10 10 lo 10 10 10 10 16 10 10 10 106 10 10 10 10 10
TCDAM Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000
1: Before dosing 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
TCDAM: 2,2’,3,3’-Tetrachlora-4,4’-diamino diphenylmethane
Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Female
Group No. Day of experiment
Dose Finding 14------- > 15------- > 16------- > 17==-enen-- > 18------- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal - 1¢ 10 10 10 10 10 10 10 10 10 i¢ 10 10 10 10 10 10 10
control Total i¢ 1¢ 10 10 ¢ 10 10 10 10 10 10 10 1¢ 1o 10 10 10 10
02 normal - 5 5 5 5 El S 5 5 S 5 5 5 5 5 ] S 5 5
TCDAM Total 5 5 S 5 5 S 5 5 £ 5 5 5 5 5 5 5 5 El
100
03 noxrmal - ] 5 5 5 5 5 5 S E) S 5 5 5 5 S 5 5 S
TCDAM Total 5 5 5 5 S 5 5 5 5 5 5 5 5 5 5 5 5 5
300
04 normal - 10 10 10 10 1o 10 10 10 10 10 10 1¢ 10 1¢ 10 10 10 10
TCDAM Total i¢ 1¢ 10 10 10 10 10 10 10 10 10 10 10 i0 10 10 10 10
1000

1: Before dosing
TCDAM: 2,2’,3,3’-Tetrachloro-4,4’~diamino diphenylmethane

30 to 60 minutes after dosing 3: 3 to 4 hours
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Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Female
Group No. Day of experlment
Dose rinding ~ 18------- 20--~-~-~-~ > 21------- > 22------- > 23------- > 24------- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal b 10 10 10 10 10 10 10 10 10 10 10 i0 10 10 10 io0 10 10
control Total 10 10 10 il 10 10 10 10 10 10 10 10 i 10 10 10 10 10
02 normal - E S E H 5 5 5 5 5 £ S 5 E 5 5 E S 5
TCDAM Total 5 5 5 H 5 5 5 E E 5 E H 5 E E 5 E H
100
3 normal - 5 5 5 5 5 E 5 5 E E 5 E E 5 E H 5 S
TCDAM Total 5 5 5 H 5 5 5 5 5 H 5 5 5 5 5 E 5 S
300
04 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10 10
TCPAM Total 10 10 10 i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 .
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
TCDAM: 2,2’,3,3'-Tetrachloro-4,4’-diamino diphenylmethane
Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Female
Group No. Day of experiment
Dose Finding -- -> 26-c-----> 28------- > 29
mg/ kg Part 1 2 3 1 2 3 1 2 3
01 normal - 10 10 10 10 10 10 10 10 10 10 10 10 5
control Total 10 10 10 10 10 10 10 10 10 10 10 10 E
02 normal - S 5 E 5 5 E 5 S S 5 5 E
TCDAM Total E 5 s 5 5 H 5 5 5 H 5 5 5
100
03 normal - 5 5 £ 5 S E 5 5 S 5 5 5 5
TCDAM Total E 5 S E 5 E E 5 5 H 5 E E
300
04 normal - 10 10 0 10 lo0 10 10 10 10 10 10 10 E
TCPAM Total 10 10 10 10 10 10 10 10 10 i0 10 10 5
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2’

,3,3’-Tetrachloro-4,4’-diamino diphenylmethane
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Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Male
Group No. i Day of experiment
Dose Finding 2% 30 31 32 33 34 s 36 37 38 39 40 41 42 43
mg/kg - Part
01 normal - 4 4 2 4 4 4 4 4 4 4 4 4 4 4
control Total 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Emaciation - 4 4 4 4 4 4 4 4- 4 4 4 4 4 4 4
+ 1 1 1 1 1 1 1 1 1 1 1 1 o 0 0
Total 5 5 5 5 5 5 5 5 5 5 5 5 4 4 4
Abdominal distention - 5 5 5 5 S 5 5 4 4 4 4 L} 4 4 4
=+ [} [} 0 [} 0 0 0 1 1 1 1 1 1} 0 [
Total 5 S 5 5 5 5 5 s S L 5 5 4 4 4
1 04 normal - 5 5 5 S S 5 5 5 5 5 5 5 5 5 S
w TCDAM Total 5 5 S 5 L 5 S 5 S 5 5 5 5 5 5
hd 1000
'
TCDAM: 2,2’,3,3’-Tetrachloro-4,4’-diamino diphenylmethane
Table 1. -continued Clinical observation Exp. No. 9334 {115-213
Sex: Female
Group No. Day of experiment
Dose Finding 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
mg/kg Part
01 normal - S 5 5 5 5 5 5 5 5 5 5 5 5 5 5
control Total 5 5 5 5 S 5 5 5 5 5 5 5 5 5 5
04 normal - 5 5 S 5 s 5 &5 § 5 5 5 5 5 5 §
TCDAM Total s S 5 5 S 5 5 5 5 L S 5 L 5 S
1000

-0b-

TCDAM: 2,2’,3,3’-Tetrachloro-4,4'-diamino diphenylmethane
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Table 2. ) Body weight Exp. No. 5934 (115-213

Sex: Male

Group No. Day of experiment : Unit:g

Dosge Gain
mg/kg 1 4 8 11 15 18 22 25 28 1-28

01 N 10 10 10 10 10 10 10 9 9 9
. control Mean 151 173 200 220 243 263 285 304 319 168
] S.D. 6 10 14 18 23 26 30 31 33 29

02 N 5 5 5 5 5 5 5 5 5 5
TCDAM Mean 150 172 199 219 246 264 283 300 als 168
100 s.D. 6 10 13 15 21 24 29 33 42 40

03 N S 5 5 5 5 5 5 S 5 5
TCDAM Mean 149 171 138 223 248 272 296 313 333 183
300 S.D. 6 8 14 16 17 18 20 22 22 18

04 N 10 10 10 10 10 10 10 10 10 10

TCDAM Mean 151 172 197 219 240 257 277 292 308 158
1000 s.D. 6 9 13 17 20 22 24 24 27 23

TCDAM: 2,2’,3,3’-Tetrachloro-4,4‘-diamino diphenylmethane

Table 2. -continued Body weight Exp. No. 9534 (115-213

Sex: Female

Group No. Day of experiment Unit:g

Dose Gain
wg/kg 1 1 8 11 15 18 22 25 28 1-28

01 N 10 10 10 10 10 10 10 10 10 10
control Mean 117 131 146 160 169 179 191 197 207 S0
0 s.D 5 6 6 9 10 El 11 10 10 10

02 N S S s 5 s s 5 . S S S
TCDAM Mean 117 132 144 157 164 172 181 187 198 82
100 S.D. 5 7 El 11 12 12 12 15‘ 15 11

03 N 5 S S s 5 5 5 5 5 5
TCDAM Mean 117 129 141 154 162 169 178 187 194 77
300 sS.D. S 7 10 13 16 21 23 25 26 24

04 N 10 10 10 10 10 10 10 10 10 io0
TCDAM . Mean 117 131 143 155 1e3 173 i85 190 196 80
1000 s$.D. S 6 7 7 7 El s B 11 1o

TCDAM: 2,2',3,3°-Tetrachloro-4,4*'-diamino diphenylmethane
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Table 2. -continued Body weight Exp. No. 9934 (115-213)

Sex: Male

Group No. Day of experiment Unit:g
Dose Gain
mg/kg 29 32 36 39 a2 29-42
o1 N 4 4 4 4 4 4
control Mean 339 355 375 390 404 65
[} §.D. 25 24 27 27 29 5
04 N 5 5 5 5 5 5
TCDAM Mean 318 332 346 363 372 54
1000 S.D. 25 26 23 20 13 10

TCDAM: 2,2’,3,3’-Tetrachloro-4,4’-diamino diphenylmethane

Table 2. -continued Body weight Exp. No. 9934 (115-213})
Sex: Female

Gioup No. Day of experiment Unit:g
Dose - Gain
mg/kg 29 32 36 39 42 29-42
01 N 5 5 5 5 S 5
control Mean 210 219 227 234 240 30
0 S.D. 9 12 12 il 9 4
04 N 5 5 5 S 5 5
TCDAM Mean 198 202 209 218 222%* 26
1000 S.D. 13 16 ) 19 16 15 5

Significantly different from 01 group * P = 0.05 (Dunnett)
TCDAM: 2,2’,3,3'-Tetrachloro-4,4'-diamino diphenylmethane

-y -
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