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N-E/ (XEY) AF72=m-N-) (RIEYV) AFNVT 2 ZIU-p-T =
SVYIYTIVORBREESRREL. Fr4=—X - N2 2y —-BEEH
(CHL) ZAVTKE Lz, BRE. UTOLSCEHI LS,

1) MFERNHEER

BEECHST 2850% 0EENH L RTEBER 20 w/ml. REERMAETE
68 wg/ml T& -7z,

E->T RBEARESARCEO T, BEETE 25 m/nd. RBEEEIAETE
68 m/ml DUEREFXERELL. ThTNZOYUDOREFXTEE. LOBE
EBEELLTHVR,

2) REEREEAR
EEFICL 0. CHLERZ 2485 R 5 L OMBRFTEALIE Lo R 48R E o
BER (12.5 m/n) 50T 1L.5%0ARCEEROBEEZENERING
HER S, BREETISZENHOADHTH B AEREEREIE SN,
ZOEONEE T, SEAOBERFTCEREEBOFZIRIEA IR D o hiHh
—F. REFEE{LFECSO TR, SOnix FEFSIUEEETONTLO
MEBEHIISOTH, SBEEFOFRIEAIRD onAh ot SSnix JEF
TETD 34 rg/ml Y EDETE., HEUFHOLD. REEASTAIRTETD - /o,
ZIT. MERETS OB LTEMBAREER LT ZA. £ TOLERET
REAREOFZRIBD SNEDI K,
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LicFrA4=—X - N22%—HkD CHLER%Y. BEZERIRLIKTHREIC
Hiniz,
O CHLAERa#R . BaAkREHRORBREIN I CRTV3LDERINT

Wb,

2. BRROHFE

BECE. ERBEM@E (FCS: J.R.Scientific; v v FES C01940TH LT
Bocknek ; o +EBE SF7052D 10%EHRML 7oA — 7w MEMEEER F iz,
MEMBEREIG (. 4 — 270 MEMESHE (= v 2 A | O%RK (HKREF) 9.4g%1 40
CEERICER L, 121CTIONE. SERREFELAD D, L-7 181 v (BFEE
H. BKEE) 300 mg £10% NaliCOs /A% 12.0 mf ZMA THEL 42, 258
BEO MM IZ. FEE oM 9.4g% 500 m OFFKITFE L. EUT MENE

R EERRICHELL /2,

3. BEEKHE
2 X104E o CHL#fax>. BEEEZ Hmix ANy +—L (#Ebcem. Corning) &
BE.31CO (0,4 vFa~x—F— (5% C0.) WTEELL,

4. HBYE
N-2/ (REYV) AFnv72=nw-N-F7 (FY) AFNUT72Z-p-T =

vy U7y (BE{LFEWEES 3-0146, A%/ v 7 vy 7 ADT, BR¥E:
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FIRT. DUSO (U X F AR F Y F) o TE by, SXUE VICHEE. KA
S, MRBICU EOMRT. MERTSXRIEThd 2 GeTiheeeth . &
ERBTE. HBRYEADNSOI 345 mg/ml ETHETH I 0o, BEELT
DMSOX H W7o, HEROZERCE L TRBREE S NN o A, BBFEHRS
T LFMEZTER LA 2 -2 258 GEBRTEES : 1-91-189) (17 2DHS0
HTOREBRB T 3~50 ng/ml DBEHIET 3BBRIRETH > 7o = in
BEEMRL S0 TcoREESRE TIE. 0.850 mg/ml DB OFHEYIE REE
T 3RFEIIIRETH - - (Appendix 1) o

5. #BYE 0

HKEYEOFEIL. FHOOEIT -, FKEDNSO (Sigma Chemical Co.
Dy FED:120F0413) CHRLCERFEEL. DUV TIER ZDHSOTHERFHR
LTIREDBEORSRYEREMAEE L, BRWERLL L. 2 TORRC
BOTERRED 0.5% /v) B2 LIEMA 7, REAEEZRRICS LTI
BiEES LOREEHILFCHEOVARESBEH CBEEEEC O VLT, ¥ YE
FHEROEEATZEBREISITIEFHRZICB N TUT -7, Z0ER. HHE
ROBEIZ. IXTHIEHA (PFHEEIRNEDHRKLL) O0ffTs 517
(Appendixes 2-1, 2-2) .

6. HMFSETREIMIHEER I L 2 IERE DRE

FEAEFESRRICHD 2HBRYEOLEERZRET 5720 wBRYE O
TN AR S ok R
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5.0 ml tRBEOBRMEHEG 25 o A, BHHMEL -, RBERL
BCBNTE. Mt A BMERLA0BEEBFRT. v v — Lo, MEMEE
# 2.0 me. SOmix GHERELITWRTY) 0.5 mf & 2REMED VENEEK 0.5 ol
ZMAL B 15 o ORBYERERELMA T ORENEL 2, BE%. Hit
BRERBRIZEL, BECISHHERELL, LEREET. EEE T 3 ~100
pg/mb. NHEHEALETIZ6~200 rg/mi ODHBEITHEREIT - 72,

Ye— LI 1BEZ DT 2/AE T,

SOmix DA%

S9*

20 mM HEPES (pH 7.2)
50 mM MeCl.

330 mM KC1

S50 mM G-6-P -

40 mM NADP

KE K

Pk ek et et BN O

Total 10 mf

% S§ : Sprague-Dawley 2o v M7 =2/ Wby —vE 5 6-RvI 75K
VERBLTHRE LA+ a—< @80 S§ (o FES:RIA-260, 1991F
9 H&El#&, RAA-265, 1991118 &LEH LT RAA-2T1. 19924 2 A&lE) ZBA
L. EHEZ T -80CoBEEENICHEEL ., BL&EROMBRRCERL -,

6.2 BARfEEE
BER TR, BEEEETROL. Y vEEER Car, Mg % E88) THERL.
MRy »— VICRE L AREBTI0XR Rk v =) ViR Z A TREE U7,

THE0.1% 27 Y2FZUNL T L PTHBREL,
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HMROLEAS s TIEEL LT,

ZoEHE. DRESRIVERLAEEFR IS T 2450% 0 A TH 45
TERES 25 m/me. KREFHALETE 68 ig/mLTH -7 (Tables 1. 2 BLT
Fig. 1) .

1. EREOBRT
AFERAHEROSRL ). REAEERBTHY 2RBYE O RSLEE
EE. EEETRE 25 m/nl. REBHLETE 68 w/nl ORBREL 217
NEBEL L. TOUOBELDEE. L OREEEREL L,
1.1 EEE

EEETE. JBROUERERCIBEASD TROUEAR Y-, 5%
DS T EP ARG S FHE S L, SEORO Y r— LER .

it ®E (ug/ml) ALIEEFR (hours)
1) EALEXR — —
2) 1BExXET 0 24
3) DMPD 6.3 24
4) DMPD 12.5 24
5) DMPD 25.0 24
6) BEIE MO ™" 0.05 24
1) BEIRE" 0 48
8) DMPD 6.3 48
5) DMPD 12.5 43
10) DMPD 25.0 43
11) BB (o) ™~ 0.05 48

JREEDMSOE RV, BEEC 0.5% (v/v) ERMLE,
%% MC: Mitomycin C (FUEREBE TXE®. v tFHS T03AJK) QEHH
FEK (BAEREETIS, oy PES KIGT0) AL THEL .,
COMERETRBAREREFRT S LPHONT Y B,



7.2 KEER{E

KEFEEETE. HBEEEL T SOnix ZMAKWELZED. TZO118
TR T, HEBROSRB MRS RIIHRBR L L, RE2HOY+—L
R,

it B (xg/mb) SImix OFE WIFEER] (hours)

1) HEATESTH — — —

2) iBHEER* 0 - 6- (18)
3) DMPD 17 - 6-(18)
4) DMPD 34 - 6- (18)
5) DMPD 68 - 6-(18)
6) EEtHExtER (CPA) ** 5 - 6- (18)
1) BB 0 + 6-(18)
8) DMPD 17 + 6- (18)
§) DMPD 34 + 6-(18)
100 DMPD 68 + 6- (18)
11) B xtE8 (CPa) ** 5 + 6- (18)

% FRIEIEDMSOE L. BERKWC 0.5% v/v) =il i,

%% (PA : Cyclophosphamide (Sigma Chemical Co., © v &S BTF-
0155) WEFAZERK BWAREETIS. vy FES KIGT0) E
BLTHEHEL,:, CcOMEBETYREEAEELFRT I ENHS
nTwna,

7.3 iR
BIE 7.2 Lc s THREBAEERLEZ AL SOnix EFETOREE T
- ZEEH (4 LT 68 sg/m) 2BV T. HEMBIO D BREEDSH
MAHETH e 22T WEERL Snix FEETOEEESE (17.0
vg/md) FEEEELT. UTOBEEBEZRTEL CEMREBELERL /.
REREMEIT T.2LEREE L. SOnix FEFEAETTHIA I Mo BHEE L

THC (0.1 wg/ml) ZHUZ,



B BE (/mf) SOmix OB MR (hours)

1) EAERR — — -
2) BEE" 0 — 6- (18)
3) DMPD 4.3 - 6- (18)
4) DMPD 8.5 - 6- (18)
5) DMPD 17.0 - 6-(18)
6) BSHEXFEE (MC) ™™ 0.1 - 6- (18)

*  JRIEBIIDNSOE B V. BEEWC 0.5% v/v) E&mli,
% % MC:Mitomycin C (IBFIEEETE®. v o FES T034JK) EiEHH
Rk BAEEETIE. vy FES KIGTO) CEEL THE L,
CONEBEETREEAEEEREZERIT I EANHONATN S,

8. pmmikiEATEEE

1) BEXTO2BEEIC. 20t FARREBEMNSG 0.1 m/nl K55k
SRERCNL. ERRTHREROMBEE ) VEESE Cav, N %
FE) TERWLL 0.25% Y Y VIREEEOTEMNLL 10 o OERE!
£, .-

2) 1,000~1,200 rom T 5ARIEL L. FEER T O BITE L @I 3
wW® 0.075M KC1 M@ EIMA 2 & &0 & 0307 BUEERIE 1T - 72,

3) {EEMEE. BEGOLBIAN T @B Ay —nw=1:3 v/v)
MO mAIAZ. TANOEMNIERy T 4 VI LTIRFISETEEL. £0

N
—

[

# 1,000~1,200 rpm T SHfEEKEL 72,

4) Sk PEARE . BEUHRERSH L TREMATHEBEE 5 40 v 7
Xk O EERESYE 1,000~1,200 rom TS5 AREEL 2, - OBRTEEZETE
HR L7,

5) Bt L TiELEBOMBILEYC. 0.2~0.5 nl DA TEEMA TS5

EE SR,



6) WRIEHERODEE. 5ONLOBEBLTENLASAFIS2HCHT
L. ZDEEREEL K,

1) A5 4 FERZE Y »—LiIZDOE 6BFEEL 1,

8) A4 FI7 52070 MEHIHET. BRRENES. BESH LU
254 FESEREALT,

9) BEBLELZRS4 Fid. FAFER (Merck) 4.5 ml % W/15 V vERER
(pH 6.8) 150 mf AN LA RBR TH S HEREE. BEKRTEITTL
TRE L7,

10) BBELAEATA FEAZT. BESHIIASA Fr—RALAN. F—2CH
HRRENES. EXA o BREHRLTREL .

9. BeEikST |
TEEIL 7R 54 FIEERDI B 120 v+ — LA oEBONEEEIERL. &
BOBRENZNZNT 54V FORETHIT L, TH80b5. BEEASSEL
TOBENELKEN > B ETHEEEL. EFEZET 2@ O>VTE. 254
FEDZDOEXTEHEOR T — Y ONE CHEFHECTE L7
REEORFIL. BARSEREES. BABWRE (M) HHELLDH
FRICEDOTITO.. BRI D 20 ERESAREDF v o 770 . TR
DEEETOEE L MM (polyploid) OFEIIODWTHELR, 488
EEFEICOOTIE 1 E200 . SEtmic v T 1 #8000 S 2 imEa %
ST Uiz,

10. sos & HE
BAENR. S JOBHNREE SRR ELAEFR I OO TOSITRRE.
HEL/CHRE. BERFOEE LB SHEMROBII DV THEIT L. SEO
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fE % EmEEABCTEA LT

LEAEEEE T AMBORREE I DVLT. 74 v ¥ +—® “Exact proba-
bility test” FIZk DAENIRE L HRYRLEEHM S LUEENBE B
HEHEOEEERTXT -1
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BEEREAET AMBOEEN 5 KRB AR, 5 %ELEI0%RE 4 REH.
10%BL LA B L, |
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DMPD AiMA T2UEBMEB L - REICHS LT, WIThHILBEROEEEE R L
CRESIEERO MEER AR EIRED b, S TOREETRETH -
oo —F5. SBEREORE - EEHTE. BEREHSETECEML. DERE
(12.5 me/nf) TEEFAREO 11.5% (0-8.05X10"7") REHEF + » 7 (gap)
AT BEENEREN. BHIHTI AL, 25 »/nl OBBERTIIL.
SEEH D 72 D+ 5 S BEREAYE 5 NS H - 7.

RABHALEIC L 25BESITTOERE Tabled TRLU,

DMPD #H0A T SOmix FHET T ORBAELAZEBEZFISHLT. ITnbdE
BAOEERES X CEHEHEROEE L HINLED SNk, Snix 3
EFTE. 0 - EEENER TSI O f 5 S BEEREAYE O N -
TEhG. EOIEVEBEARTLTEMRBEERLL (Table 5) , 208
BOMELALTORERICST. REKOEERSS JUREBEROEE
IR D SNEH o, foT REEHLECS Y 2 BRHT IR T
Hotre BH. T—LAAREETIE. TAOB 2RI/ 159 OFRTEHHE LB TS
(M-91-189) A% SOmix HETOD CHLAIFEEH 2 REAEERBTREM T

BB LTHOAEEETO M0 LB, 540 Snix BZEFTO CPA
MR T RESERITE (cte) PRENEUE (cth) KEDEEEES IO
BN EEEC BTSNk,
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Table 1 Inhibition of cell growth treated with N-mono(or di)-methylphenyl-N'-mono(or di)-
methylphenyl-p-phenilenediamine(DMPD) for 48 hours by direct method in CHL cells

Concentration Cell growth (% of control)
of DMPD
( ug/ml) | Average
0 100, 100 100.0
96, 94 95.0
6 94 , 98 96.0
13 32, 90 86.0
25 41, 41 41.0
50 0, 0 0.0
100 0, 0 0.0

Cell growth was counted by Monocellater T™M (OLYMPUS)



Table 2 Inhibition of cell growth treated with N-mono(or di)-methylphenyl-N'-mono(or di)-
methylphenyl-p-phenilenediamine(DMPD) for 6 hours by metabolic activation method
in CHL cells

Concentration Cell growth (% of control)
of DMPD
(ug/ml) | Average
0 100, 100 100.0
6 103, 100 101.5
13 | 103, 97 100.0
25 96, 96 96.0
50 60, 59 59.5
100 25, 22 235
200 - 29, 29 29.0

Cell growth was counted by Monocellater ™ (OLYMPUS)



Table 3 Results of chromosome analysis of Chinese hamster cells (CHL) treated with N-mono(or di)-methylphenyl-N'-mono(or di)-
methylphenyl-p-phenylenediamine(DMPD) by direct method

Concent- Time of No. of No. of structural aberrations 4 No. of cells 4) 5)
Group ration exposure cells 2) Others with aberrations Polyploid * Judgement
(ptg/ml)  (hr)  analysed gap ctb cte csb cse f mul total TAG (%) TA (%) (%) SA NA
Controll) 200 1 0 0 0 0 0 O 1 0 1 ( 05) 0 (C 0.0) 0.3
Solvent” 0 24 200 1 0 0 0 0 0 O 1 0 1 ¢ 0.5) 0 ( 0.0) 025
DMPD 6.3 24 200 0O 0 0 0 0 O O 0 0 0 (C 0.0) 0 ¢( 0.0) 025 — -
DMPD 12.5 24 200 30 0 0 O O O 3 0 3 ( 15) 0 0.0) 0.00 — —
DMPD 25.0 24 100 1 0 0 0 O 0 O 1 0 1 ( 1.0) O ( 0.0) 0659 — —
MC 0.05 24 200 25 68 91 0 1 O O 185 0 98 *( 49.0) 86*(43.0) 0.50 + —
Solvent? 0 48 200 0 1 0 0 0 0 0 1 0 1 ( 05) 1( 05) 025
DMPD 6.3 48 200 6 0 0 O O O O 6 0 6* 3.0) 0 ( 0.0) 0.00 — -
DMPD 12.5 48 200 205 3 0 0 0 O 28 0 23*C11.5)  6*C 3.0) 0.00 + -
DMPD 25.0 48 2 O 0 0 0 0 .0 O 0 0 0 (C 00) O ( 0.0) 000D Tox Tox
MC 0.05 48 200 30 55 713 0 5 1 10 174 0 904*(47.0) 82*(41.0) 0.13 + —

Abbreviations : gap : chromatid gap and chromosome gap, ctb : chromatid break, cte: chromatid exchange, csb : chromosome

break, cse : chromosome exchange (dicentric and ring etc.), f: fragment (deletion), mul : multiple aberrations, TAG : total no.

of cells with aberrations, TA : total no. of cells with aberrations except gap, SA : structural aberration, NA : numerical aberration,

MC : mitomycin C. Tox : toxicity 1) Dimethylsulfoxide was used as solvent.  2) More than ten aberrations in a cell were scored as 10.
3) Others, such as attenvation and premature chromosome condensation, were excluded from the no. of structural aberrations.

4) Eight hundred cells were analyzed in each group. 5) Judgement was done on the basis of the criteria of Ishidate et al. (1987).

6) Three hundred and ten cells were analyzed. 7) Three cells were analyzed. * : Significantly different from solvent control at p<0.05



Table 4 Results of chromosome analysis of Chinese hamster cells (CHL) treated with N-mono(or di)-methylphenyl-N'-mono(or di)-
methylphenyl-p-phenylenediamine(DMPD) by metabolic activation method ‘

Concent- S9 Time of No. of No. of structural aberrations No. of cells

Group ration  mix exposure cells 2 Others with aberrations Polyploi(l4)Mgm_r1_t5)_
(tLg/ml) (hr)  analysed gap ctb cte csb cse f mul " total TAG (%) TA (%) (%) SA NA

Controll) 200 O 0 0 0 O 0 O 0 0 O (C 00) 000 0.38

Solvent” 0 —  6-(18) 200 0O 0 0 0 0 0 O 0 0 O (¢ 0.0) 0 (C0.0) 025

DMPD 17 —  6-(18) 200 2 1 1.0 0 0 O 4 0 4 (1 20) 2 ( 1.0) 0.149 — —

DMPD 34 —  6-(18) 2 O 0 0 0 0 0 O 0 0 0 (00) 0¢(¢00) 000D Tox Tox

DMPD 68 —  6-(18) 0 : Tox Tox

CPA 5 — 6-(18) 200 O 0 0 0 0 0 O 0 0 0O (C 0.0) O (C00) 0.00 — —

Solvent” 0 + 6-(18) 200 2 0 0 0 0 0 O 2 0 1 (05) 0¢( 0.0) 038

DMPD 17 +  6-(18) 200 4 0 O 0 O O O 4 0 4 ( 20) O ( 0.0) 0.25 — —

DMPD 34 +  6-(18) 200 4 0 1 0 O 0 O 5 0 5(C25) 105 013 — -

DMPD 68 +  6-(18) 200 o 0 0 0 O O O 0 0 O ( 0.0) O (¢ 0.0) o0.00 — —

CPA 5 +  6-(18) 200 11 24 39 0 0 0 O 74 0 50*%(25.0) 45*(22.5) 0.50 -+ —

Abbreviations : gap : chromatid gap and chromosome gap, ctb : chromatid break, cte: chromatid exchange, csb : chromosome

break, cse : chromosome exchange (dicentric and ring etc.), f: fragment (deletion), mul : multiple aberrations, TAG : total no.

of cells with aberrations, TA : total no. of cells with aberrations except gap, SA : structural aberration, NA : numerical aberration,

CPA : cyclophosphamide. Tox : toxicity 1) Dimethylsulfoxide was used as solvent.  2) More than ten aberrations in a cell were

scored as 10. 3) Others, such as attenuation and premature chromosome condensation, were excluded from the no. of structural aberrations.
4) Eight hundred cells were analyzed in each group. 5) Judgement was done on the basis of the criteria of Ishidate et al. (1987).

6) Seven hundred and fifteen cells were analyzed. 7) Two cells were analyzed. * : Significantly different from solvent control at p<0.05



Table 5 Results of chromosome analysis of Chinese hamster cells (CHL) treated with N-mono(or di)-methylphenyl-N'-mono(or di)-
methylphenyl-p-phenylenediamine(DMPD) by metabolic activation method

Concent- S9 Time of No. of No. of structural aberrations 3 No. of cells 4 5)
Group ration  mix exposure cells 2 Others with aberrations Polyploid * Judgement
(pg/ml) (hr)  analysed gap ctb cte csb cse f mul ~ total : TAG (%) TA (%) (%) SA NA
Controll) 200 O 0 0 0 0 O O 0 0 0 ( 0.0) O ¢(0.0) 050
Solvent 0 - 6-(18) 200 O 0 1 0 O O O 1 0 1 (05) 1 (05) 063
DMPD 43 —  6-(18) 200 4 0 0 O O O O 4 0 4 (.2.0) 0 ( 0.0) 0.25 — -
DMPD 8.5 — 6-(18) 200 1 0 0 O 0 0 O 1 0 1 ( 05) O (0.0) 013 — -
DMPD 17.0 — 6-(18) 2000 0 0 O O O.0 O 0 0 0 ( 00) O ¢(0.0) 000 - —
MC 0.1 — 6-(018) 200 15 1333 0 2 0 O 63 0 50*(25.0) 38*(19.0) 0.38 + —

Abbreviations : gap : chromatid gap and chromosome gap, ctb : chromatid break, cte: chromatid exchange, csb : chromosome
break, cse : chromosome exchange (dicentric and ring etc.), f: fragment (deletion), mul : multiple aberrations, TAG : total no.
of cells with aberrations, TA : total no. of cells with aberrations except gap, SA : structural aberration, NA : numerical aberration,
MC : mitomycin C. 1) Dimethylsulfoxide was used as solvent.  2) More than ten aberrations in a cell were scored as 10.

3) Others, such as attenuation and premature chromosome condensation, were excluded from the no. of structural aberrations.

4) Eight hundred cells were analyzed in each group. 5) Judgement was done on the basis of the criteria of Ishidate et al. (1987).

* . Significantly different from solvent control at p<0.05
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Stability of test article in the preparation

Date on preparation: Jun. 29, 1992

Test article @ N-mono(or di) methylphenyl-N -mono(or di)- Date on determination
methylphenyl-p-phenylenédiamine A : Jun. 29, 1992

Lot No. : ARB B Jun., 29, 1992

Carrier : DMSO Condition for storage :

cooling in the dark area

A (0 hr) B (3 hr)
Indicated - —— e
formulation Sample Found-1 a) Sample Found-2 ‘ b)
(mg/mf) No. (ng/mf) Content (¥ No. (mg/ml) Content (%
0.850 1 0.8745 103 4 0.8490 98.3
, 2 0.8680 102 5 0.8580 994
— _ - { —
” 3 0.8480 99.8 6 0.8465 98.0
______________ S S S | N - __
’./ ; //
| mean _9:8635 B _~}02___ ?S?P _— 98.6
2 . Found-1/Indicated Formulation X 100 b . Found-2/mean Found-1 X 100

Investigator

Director, Chemistry Dept.

I Xipuaddy
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Appendix 2-1

Content of test article in the preparation

t article : N-mono(or di)-methylphenyl-N'-mono(or di)-
methylphenyl-p-phenylenediamine

Lot No. : AR8B Date on preparation : Apr. 17, 1992
Carrier : DMSO Date on determination : Apr. 17, 1992
Indicated
Sample | Formulation (A) Found (B) B/AX100 | Mean
No. (mg/mf) (mg/mf) %) (%)
1 1.25 1.182 94.6
2 ” 1.189 9.1 93.6
3 # 1.140 91.2
4 5.00 4.660 93.2
5 ” 4.592 91.8 91.8
6 # . 4.514 90.3
7 3.40 3.150 92.6
8 ” 3.114 91.6 91.9
S # 3.115 91.6
10 13.6 12.14 89.3
11 # 12.14 89.3 88.6
12 # 11.85 87.1
Investigator

Director, Chemistry Dept.




Appendix 2-2

Content of test article in the preparation

Test article : N-mono(or di)-methylphenyl-N -mono(or di)-
methylphenyl-p-phenylenediamine

Lot No. : ARS | Date on preparation : Jun. 24, 1992
Carrier : DMSO Date on determination : Jun. 24, 1992
Indicated -
Sample | Formulation (A) Found (B) B/AX 100 | Mean
No. (ng/ml) (mg/ml) - * (%
1 0.850 ) 0.8275 97.4
2 ” 0.8120 - 95.5 96.0
3 ’ 0.8075 %.0
4 3.40 5.240 9.3
5 ” 3.282 96.5 95.8
6 # 3.248 . 95.5

Investigator
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3. S9 Mix

(1) SODPAFESESE (FHLT2ES*OCHA, LEFHELATAI L, )

2

1 B ¥ % % A H PR £ A BRE
k2 & JT Fya—<v
@% A|M % £ A H 1991498130, @ 1991411 8228, @ 199242521 B 2%
M A % A 8 19914104186, D 1992424278, @ 199243 A3A A
Lot No. DRAA-260, @ RAA-265, D RAA-271
(2) SINRIFIRESF
®HE B E ~80T REBBERUBRE |2%7 - 74—F7Y—¥—

(3) SONFBAKHE SI¥BALLEAIR, broTWAEHR*¥ETHATEI L, )

i5d H B W Eil - L) "
7 x /X)VE & — V(PB)
g - % Sprague-Dawley® J v + & * 5.6-XV /75 KVBF
#% HE ¥ 5 5 B BENES
18E8 : PB 30 mg/kg
pi: | # 7 A |58 MR UK S5E|268E : PB60 mgkg
(g / kg b &) 3B H : PB 60mg/kg+BF 80 mg/kg
.3 Y 183~235 g 488 : PB 60 mg/kg
(4) S9 Mix DAL
5% 2 S$9 Mix ImlHoE & 2 $9 Mix Iml HDE
S9 03 ml NADP 4 p mol
Mg CI 2 5 W mol NADPH — K mol
KCl 33 u mol|{ KW (HEPES) 4 u mol
2 a— 2 % D b
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(] [MRRKEHGER] GERMEROKE (WK, Bk, Relk) *ZATIZE,




(2) MfaigFER (BFEMEFLHER]1IO0%E L. BEDEVIHICEAT %, )

# K (ug/ml) oM ox (%)
0 100.0
RO E S 3 95.0
bRViHE 6 96.0
13 ' 86.0
25 41.0
50 0.0
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N-mono(or di)-methylphenyl-N'-mono(or di)-methylphenyl-p-phenylenediamine
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k2 REBARFNABER (MHERLEEC L3288
#HEBWHE:  N-monofor di)}-methylphenyl-N'-monolor di}-methylphenyl-p-phenylenediami

% B 45 = o 4 MG R EM B oM BB H B OHE (M
S 9 LRAE 4| ¥ryv 7 PR B & 4 B 04 & it |
nh ®B Mix BEMKEY (008 (fragment, muliple]
H & (ug fml) pELk) i g ctb cle csb cse abcrmation etc.) —g +g ®
100 1 0 0 0 0 0 0 0o 0 .
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b3 w 200 2 ( 025 ) 0 ( 000 ){0 ( 0.00 )[|0 ( 0.00 )[0 ( 0.00 )0 ( 0.00 )|0 i ( 0.00 )jo ( 000 )0 ( 000 )
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100 2 3 0 0 0 0 0 0 3
17 100 0 - 1 0 0 0 0 0 0 1 -
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(#p0#27131 ) 100 |2 £ 8 18 0 0 0 24 27
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200 4 ( 050 ) 10 ( 500 )19 ( 950 ){32z ( 16.00)|0 ( 0.00 )]0 ( 0.00 )0 ( 0.00 )[45 ( 2250 )}50 ( 25.00)

SINAR (5%) HSPRREESR (6h) BERWELRHOMASEINESES (18h)
FHE~NDRARKICHET S,  Tox: Toxicity



HE3 ROFCRFABERE RBEHLCECIIHRE
B H: N-mono{or di)-methylphenyl-N'-mono(or di)}-methylphenyl-p-phenylenediamine
" B &5 MY YT EEEN BN EEREREREN NIO
S REHE £ ¥rv7 e 2 KB | R SR S L 22 & it #
A Mix BmEMma% (sooM ¢
H B {ug /ml) ‘BB & g ctb cte csb cse aberration etc.) —g +g E
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100 1 1 0 0 0 0 0 0 1
4.3 100 1 - 3 0 0 0 0 0 0 3 -
200 2 ( 025 ) 4 ( 2.00 )j0 ( 0.00 )j0 { 0.00 )0 { 0.00 )0 { 0.00 )0 ( 0.00 )]0 ( 0.00 )4 ( 200 )
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17.0 100 0 - 0 0 0 0 0 0 0 0 -
ERWRA 200 0 ( 000) 0 (000)o (o000)o (o000)o (o000 (00030 (0000 (000)o ( 000)
+
100 1 6 5 12 0 0 15 20
- 0.1 100 2 - 8 6 19 0 2 0 23 30 +
Bt PR 200 [3  ( 038) 14 (700 )11 ¢ 550 )131 (1550)Jo (000 )2 ¢ 100 )0 ¢ 0.00 )38 ( 1900)[50 ¢ 2500)
(v{13492C)
+

SonHE (5%) MEBRWRLEHME (6h) KBORLBEOMBEIEEE (18h)
HEHBE~ORARERIUHES 2,




50
* == treated for 24 hr
S —— treated for 48 hr
= 40 - ==J==: treated for 6hr without S9 mix
- ==fll== treated for 6 hr with S9 mix
2 ]
©
30 1
=
E
2 20 -
o
o
©
R

Concentration (pg/ml)

Fig. 1 Induction of chromosome aberration treated with
N-mono(or di)-methylphenyl-N'-mono(or di)-methyiphenyl-
p-phenylenediamine in CHL cells



	表紙
	目次
	要約
	緒言
	試験材料及び方法
	試験結果
	考察及び結論
	参考文献
	表
	図
	Appendix

		2024-03-08T15:45:04+0900
	National Institute of Health Sciences




