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SR05382
¥
Eg i

T )RUBURNVKYT I RO in vitro CBITHREREREFREOFTEL. Fv
A == RN BA i B FEHAE (CHL/TU) & AV TR L i, 3RBRIZ, SRR AL o R
EMEIZ K D RVWEE R I OREREMEIC L 25672 b NCEBLEIED 24-0 hRERIZ X
HHAED I RIITERE LT,

FiHRBR GRS TE I &I 3Bk : 6. 72~1720 pg/ul) DEER, WTHhORBRRINIZEB N TH
BT~ DO EBIX D Db oo, WRYWE OIS, RERIRLERKE T I M L2
HEORBEMIC L HHAICB VT 860 pg/ml L EOAETHE SN, HRYHEICLD
B3R pH ~ O EIIBR IR o T,

ARBQaERERB) O AR, FTHAROBELY., #RBRFIL S 10 M HEYE
D 1720 pg/mL ZHEAEICRIRL, LTAK 2 THEZET I ® L3I HEEZRE L

ARBROMBE, RAKOBERERB L OENWRFOMBERIT, ErMQEEDRHTELE
Bz & B2 WEE ., EREELEEORBEELIC L5568 L OEEAEED 24-0 h L
REBBAODWTHORARICBWTY 5% KM TH o,

Bkt ARSI D AR OBERTE OHBRRKIFRBRRAIICE Y THERGEES
AL, ARRBPBEEREZMELZHE LTV Z AR SN,

Pl nd, 7I RV BUAAFCT R Fid, KRBREBFICBOCIELEOEE
MR x LIaRRESEESZE LW LB LT,




SR05382

TIIRUVEBUVRANVKRCT I RO in vitro BT AREHRRESREEOFELRNT
HHMT, Fr A =—XNLRAH—fifi bR (CHL/IU) % A 5 e ik R A BB 2 266 L

7:»
“—o

B2

CAS No.
B#RATEEES
&=

R
ST R

YME(LFERE

MR L Ok

T RUBYVAVEKRYT IR
: 4-Aminobenzenesul fonamide

1 63-74-1

1 3-2179

HzN

. C6H3N2028
: 172. 20
B BRI REREK

& s B
By EE

A : 164.6~166.5C
WA ORONET B L HRT BN, BREIXRRIC V)
PEMRME : AKIZ 0.5% (200), TE FrBX T ¥ /) — )VIZ A,

TxFaor—T ), NP UICRE,

: 100. 0% (Appendix 1)
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A OL L ZOEOEE « BETRS FRERE) ; 0.014%., L4 (CL) ; 0.0005%.
WiBRH (SO,) ; 0.005%. E&B®Eb & LT) ;1 ppm. & (Fe) ;

1 ppm LA T,
AFE 125 g
M P EBRETRIC, ERAUEEBRYEOMBE BT 5 0 REE
AF LERME 0L EMIZ oW CHERR L7 (Appendix 2),
RIFBRT  RBREEB IO REERRBRE
RAERME DK, T ERIGERE ; 1~8°C)
PRAFHIM : 2006 £ 6 H 14 B (%2 A)~2006 4£ 11 A 13 B (B MERB)
Bk EOEE PR, v RAITEEREFRAL, MAE IR, RERB X OKEREICH

nNENE ST LTERE- -,

BEGRMEOLE  RRBIEET %R, —H% DO 0BER ~B L, Bk
RBEARWE L, BEHALNT Bl DI, EEEEEYE LCH
NU7z,

. BBRMWEOAR

WM E AT D EMMEME < | BIEE BRI D ARIE A RV &I =
Niztedh, PAFNAURALFF Y RERREEL L CGRIRL,

TRMEEHEEL, PAFALANVERFV FEAVWTERRZLTIARL, BIEDR
BEWCRRSL L7,

TR TIE 172 mg/nl FAREZ TR L, 172 mg/mL FAEIE ) LA 2 OEMERHRIC
LY 86.0, 43.0, 21.5, 10.8, 5.38, 2.69, 1.34 35 LTr0.672 mg/mL FAELK 2 FEL L
77

AR T 172 mg/nL UK A K L, 172 mg/mL FABED 6 A 2 OBFERRIC L
D 86.0 %L1 43.0 mg/ml FHREEZFAM L7,

AR ORZEME T, THRBRB LOARRBRLE bio, KBRMERRURED B RAERIC
BT & oS (BaA, BB BEF)IArbhehoTz,

BRME AT, PRHAR CIZANE 0.8 BN, ARBRCITFARE 0.7 K
RIS A Uiz,

FRIT 7 V) — o R_RUFRTITY, ARIEBLTEAZBLIOCREREEA L, %5
Lz 0 I 20X 29I LT~ 72, BRFANIKIZ, BRLST 50T, E
¥EFEEHL LTEIR LK,
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. i RmE

RUESBME L LT, EROMEORAMBEGETHLI VA TFAALEF Y F(ry N ES
SL045, #RASHFEALZEFZEET 2R Lz,

VAFANANLKEXY RiE, EvFaf—r—72HA0NTHALEZITV., RKKEOE
FHEHALE,

RREBYEIL., 7L — PHOIRIZH L 1 vol%DEIA THM LT,

. Bt RmE

R#FEMCLIORVWEEOEEIBBE L LT, v bvA vy C(ury b ES
448AD], BEFAMIRR 2008 4 10 A, WfEREE TR 2EALE, v~ b=A V0 C
i, BARZRTREL, BARERFEHAK (2 v 1 &5 5088, KRS KFERIET
B)ERNWTE5RBICI0 pg/mL OBREICHB L, BALE~YAS b4 Ci, 14
PIZBR<A =AY CE2mg(MHMB) EF L THY . AROBIZIE 1 mg (Hf) % 1 mg
ELTHRE L,

RBFEHAIC L 2BEOBEFRIE L LT RV [l v [ry FE S KIM1182,
(EFAHIRR 2009 £ 8 A (BEA LY 5 ), FLMEBEIEKASIHIZERA L, <Y [a]
LT BABGBIT Q~8CRE) CTREL. VAFALRLEFY F(a vy &S SL045,
BRARIACFEFER 2 AV T 1 mg/nl OBEICRM L, R, BALEXVY
Al LV DEEIT 101 0% Tho Tz,

Bt BYE O&RBIKIT-20C AT COREMBRE L, FR%E 2 » ANICRRIZ
R U7 (BERBIRITRRAR | ), RAFABIRIIMRE 0. 4 BeRLIRITER Lz,

B BHEIL. ThEFR7 L — MROKICH L 1 vol% DEIA THRM LT,

. RBRR

RERFR L LT, 2005 4 5 A 17 BICKBAREKRNSE I VRS 14 TAFLE
CHL/IU %M L7z, CHL/IU IZ, HEMEDF ¥ f =— A NLZXZ—DfHICHE L, ik
B (E— F) I 25 R (2n=22) , MR ORIEMIT 13.6 B TH 5, ML, HBHEE
B, RICBT 2REKORENE, REFEROBEDOES SBLIUCRNOERFEME
CRTAREZHEEBER L CGRBR U, £, fRMR L RRICHEBRT LMz v
THERAEIZIV M 2T FXvF 2w 72TV, BHETHDIZ L ERER LI,

HBADHRIEICEE L TIE, 10 vol% P A FNAARFY Regieif e AT 1X10°
cells/ml MIBZ K ZFML, 1 oL TOT U INICHELE SO 2 WRAH L CTHk
RIE, REBENICRE L, fRE%IX, 75 o’ %7 7 2 a2 VT 5. 0%C0,,
37, OCIZERRE LT €0, 1 ¥ % =2 ~— % — (MCO-175, SPEBMHAH) N TR L, 3 %
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72t 4 BERBRETo 77, RBRCIE, A 17(FHRR) 5001 21 RRER) O
fazfER LT,

. 5L

A — 7V MEM 5581 %2 LU F OBIE TIRA LR L,

A — 2V MEM ¥£ 3t (Code 05902, & v b5 50851211 3 L 0150860211, H AKBIKIR
£11)9.4 ¢ ¥ BAERDHFEHAK (2 v hES 5088 B L 6097, #RARHREMIET
VML, &7 =/ =y F(ay b&ES PKF3307, FOLMIE LK) 6
mg FMz. 2@BEF ILELE, A—F7 V—7HER, BRI THAL, BEFHDRK
kRS MY A RESEHZ, vy FES 609F1546, BIRE{LFEMRN ) BT plT7. 2
~T 4L, ABRELE L-IAE I VAR REER, L-7VFIy oy bME
£ EWR5134 35 & Ut SDJ5850, Fn e Mtk TR S4) % 0.292 g/L L 2D X S ICHM LT,
EHICHRBIRME (0 v MEE 1299355, GIBCO) Z B AMFFHRED 10%IcR2D X 5T
oo 723, 4RI ILIEIX 56°C T 30 o MFEEL L= RICER L,

. S9 mix

SOmix ¥y a—<v RSt I VAL (m Y FEE CAM-547, 2006 58 A 11 HE
)., B0OCUTCHBHRELLLOE, BER XY 4 » AN GERHR K& 6 »
A icER Lz, ‘

S9 mix (X, 7= /AL EZ—LBIW 5, 6-X Y T TR OBEENRE CEREE
L7 Slc:SDH&T v b (M, 7EE) OFAREVR—FLVFERLAZSI 1.05 mL i, 27
FI2H—I v/ A 2.45 nl BMZ, RROEBICABE NSO TH D,

S9 mix 1 mL FFOHRK

S9 (F v a—v AL HE RAA-547, SO PEASE 0.3 nl
25. 98 mg/mL)
MgCl, (FnyeptiZE T3 SDN00T75) 5 pmol /0.1 mL
KC1 (Fnepisk T ¥pk\4k WAE3815) 33 pmol /0.1 mL
G-6-P (F ) = I NVEER T ERKSHE 115601) 5 pmol /0.1 mL
NADP Y = 2 VEERF T MR 4E 045601) 4 pmol /0.1 mL
HEPES #2Miik (MRS ALRZ(LFHIEAT FX115) 4 pmol /0.2 mL
HEEK 0.1 nL
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8. MBRFE
(1) T ek B GHE B 163 7 B 1) B BR)
1) HBR#
ERRAEEORBEEL L O RVEAB IORBEERLIC L 2BER DTN
BRI D 24-0 h RBIZ X BHA D 3 RINTHOWTEM LT,
WRYEORE AR, 10 nM FENE HRME O F& 172.20) D 1720 pg/nl &
L. UTFAK2 TIERTS®5 9 & 1720, 860, 430, 215, 108, 53.8, 26.9, 13.4
B L6 72 pg/nl) ORBRBEZRE LTz, BiZ, RBRIIEICEMESREEZRE L,
BRICOX2HOTV— b EFERAL, £7L— MUEBAIESEZHAT L.
2) HHRROREE
B 60mm OEFETV— Mo, EFFHABEORBERIIC L 5 RVWEE R X UHE
LRI D 24-0 h A X BBA T 0. 4X10° cells/nl, EHFRLEE ORBNETE
Iz X B BA T 0.6X10% cells/mL OMBITEBER % TN 50l THOHEL.5.0%
€Oy, 37. 0CITRRE L CO A VF a2 X—F —NTHE L,
3) SERFRAEE ORBEEIIC X B RVWESE
MRS 3 BEIC, L — hOBBREREL, BEK 3 ol o8 L TRREZ
30 uL NEIATHREBF 2 — 7N TRAE L, TORAWE I L %7 L— MIHML 6 B
Bk L7z, 6 RREIRIB®HIC, FL— FHOEEKRELT GBIV M7 U —0
Dulbecco YV » ELAREIK CHIME % BV . Fifk/e ks 5 nl 202 CHEIC 18 BFHEE L
7=
4) ERFMAEEORBERICE 256
MBI 3 B HIC, L — b OHBIEERE L, SOnix0.5nl & X UHEHIK 2.5
mL DRFIIEIZ % LRBRIK % 30 pL DEE THRBRF = — 7 A TRA L 59 OEKIRER
5vol%). ZDEAE 3ul 27— MIREMU 6 BefisE® L7, 6 iFfiam%ic, 7
L— MO EBE LT Ca? B L Mg? 7 U —® Dulbecco @ ) »ERIEEIK THIMR %
Tev . HEREEH S nl 20X CEIC IS KRR LT,
5) MEEALERED 24-0 h MBI X D HEE
MBEE%Z 3 ABIC, YL — bOERKEZREL, BEK S5 oL o8 U TRRIEZ
50 uL DEIETRRF 2 —THTRAL., TOBRAK 5 L &7 — MIHEMLT,
Hio, 24 BFREE LT,
6) HERME O HDOEEOHER
REBRIKIC & BB OBRIBK L IR TRIC, HBRMEOHHOFEL BRI L.
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7) WBRWEIC X DHEIR ol ~DREOH EOER
RERIKIC L AR OB L R TRIC, BRKAOEOFEL BHEMEE Lz,
BKEICELRAD DRV BA I, HBYHEIC X 25HIR i ~DOREIEND
D LW LT, '
8) MBI O RIE R I U 50 % WRRETEHHI ¥ K (ICs) DHEH
BRI TH, 7L— FHOEEBRELT Ca?*B L U Mg?* 7 U —® Dulbecco DY v
BAIR IR CHIIE 2 2BV, 10% A< U TR 10~15 RIEE L72%, 0.1 w/v%7 D
AENNRLF Uy FTH 10~15 HEOREBEIT ok, Rfatk. KEKREANTKE
NTTL— M a¥E L CRESEL, SREO7L— % 100%& LT, 7 — |
O 0 B R R % AT 5 3 WM % B R G 36 18 (MONOCELLATER L, SRFIZRHRAA4HE) THI
LT, 28, WTENORBRAINS b AMKSERENHITBIER X3 50 % i 7 i
BE (ICso) IXEH Lo 7z,

(2) AHRER
1) AEREE
FHRBROER, WTFHORRRINC S MEEEMEIIA DN RP T2 L0 b,
HRBRRFIE B 1720 pe/ml B EAE L L LU TAK?2 TET S 877 3 HE (1720,
860 35 X Y 430pg/mL) 3 E L7z,
R B AR S BICRERDEOMRBEE~ORBERRT I LOOYT T
A R EMZTZ AKDO T L — b 2ERAL, BiERETIT 2 o7V — P 2ER
Lz, &7 — MTRBEINESEHL LI,
2) HMOBE
8. REAFEE, () FHRER, 2) MIaOBE L RKOHHETEM LI,
3) ERFREAEEORIEEII L b RVEE
8. REFE. () TR, 3) ERHAEEDRBEEAIC K S RWES L RO
FECER L,
4) ERFEAEEORINEHIC L DBE
8. REAFIE. (1) THRER, 4) ERHABEORBEMRIC L DHE LRKROFIE
TEM LT,
5) MEERAMIEVED 24-0 h I X BHE
8. REBAKFIE. (1) TaBR. 5)EEAEED 24-0 h LTI K256 L RROTIE
CTHEME LT,

._}3_
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6) BRMEOHHOFEDORHR
8. REAFE. () THAR., 6) B EONHOAEOHR L RO FIETERL
7o
) WRWHEIZ X DERIE o ~DREBOH EORER
8. MBRHE., (DFHAR, DERYEICISHHRIE o ~ORBOFEOHR L
FROFETERE LT,
8) FAIEFER DRE
8. BRI, (1) THHER. 8) MM AR ORI TE 33 I T 50 % Ml e 7l il 78 BE (1Cs0)
DEHERBEOFETERB L, ICoxBHLahotz,
9) B EAROIER
BRET O 2 FFEANC, &7V — MCBRKRIEE 0.2 pg/ml DI F(ry b E
% 1335046, GIBCO) &M 7=, HEEMKTRMIZ, 7V — MADKE TN ZhERILEIZ
B L, 7L —hr% 0.02% EDTA—0.25% h U 7L (0.5M EDTA : v v F &S
1118913, GIBCO, 2.5% h U v > my h&EE 1301997, GIBCO) CHLEE L THfE % #
B S, 785 AL ARV EIR % [ L 0> SRR BTN LT 1000 rpm C 5 435 053 B
L, EEZEREL, 0.075mol/L (LA U 7 A (1 FFEB 403F1156, BABALZEER
K 2Nz, BROPICENy T 4 7 EB0IR LN S EIERT 30 oFKE Lisk
PRSI, KOLEAIN ) TEER(AZ ) —0  Bilg=3:1, A& ) —)N:
2y h &S 801W1028, PR b FRRNSth, BElE : o v NES EWGT255, iR T
RS 202 THIMRZ BE L2, 1000 rpm Ty MmLOBE L CRLEZBREL,
LA TEEREMZ T2, MBOEEREL 3EHEVIRL %, MIRFERE
AGARTTZALICHETL, —~RULBREBSEL, FTV— MLV, 2KHORE
RERETERL,
BATA FIL, 2% ¥ LB (F LAWK : 0 v bFS SR04, FitMidk T4,
A ARG BRI ETR 7. 2) : vy FES A636, KA =F(FEY Fr) T
20 yARAE L., AKERBLUCREDOR, H#AK (<) /—A, oy FES 0501201, K
B LFERAHRNSH) THA LK,
10) AKEADE L
BABBOMCAHROE T L— Mook | MOBAZBRLTT 542 FEL
77 |
REEER 600 5 DTMSE BX50, Y RANZETEKRARML) T, 1L KHD 100
BOKRTHGZBR L, KEOKFICH > TRAKREOHUELT o7, HERW
WZOWTIT 2512 ROtk z b o b DR BERIR L LTz,
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D& R E (structural aberration)
» Yefm A5 {AYIWT (ctb: chromatid break)

R 3 EDIT o & Lz REFH S (VL) T, RERBOPLRE
SEDIELA ETH BBE, 55 WVITEIMT A B REs EO R L b4
TWSBA I RES BN & LTHE LT,

o Yufs SRR (cte: chromatid. exchange)

Ry ko 2 T EOYIBRRA AR EIC B (EERIS) LTVWD D

DEGESEZHL UTHE L,
. Yufa K EIWT (csb: chromosome break)

5 DY sy DR CALBICHINAS A U TV B /AT, R kgL

UCHIE LTz, BIBTOYIEEREL, a0 OIBIcHET T,
« B K25 ¥ (cse: chromosome exchange)

W5 DOREHEDOR CMETH L FMICZRBPELTWDIHAIC, B

BEAHmE LCHRE LT,
- % DAttt (others)

FOMOERE L LT, WAk (fragnentation) H 5, —2DOHH
FHB DT L A LETORGEICHIRX v v 7 HRBN  RBRBE O REH
BERTVRWERIH LS LTHRE L,

@* ¥ v 7 (gap)
et 3 B VIR R IT A U SR AL (RBMRR < B HRRY
) T, FERAWHOESRESEDIBL VIRNEEIZX Y v 7L LTH
E L7,
@Y A% (numerical aberration)
« &%k (poly: polyploid)

Mot (B3 (252) BIEM L, SA6HE. MEHESICR o0 b O kKL

U THIZE Lz,
« Z D (others)

ZOMOKHERE & L THEAKBNRS 5, E0LREENsREiTd
WEATIZIE A TV D BA SN (end: endoreduplication) & ¥IE L,
BEEE LT L L,

11) BEREROER Kk .
FL— MMEICU T OMBHESEZ RO, RBREECZOAFEZE L L, EiZ,
BERE (1 HOMBRICBEROEERENDLIHEICH, MERF 2H TSI 1
ELTHE) BLUKHBRERZETHIHMMO total IZoWT, TRENHEE (%) %

- 15._
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KT, HER(%) T, BEL-HMREGRPHBROE) CxtT 2 HBEOESRT
Bl L,
OEERFIZONT
‘ctb: RASEENTE b ORAEK
ccte: RS EREE G OMME
- csb: Bkl & b OMAa Lk
< cse! YA fRRRHL A b OMIBREK
* others: ZDMOBEREZ b oM
 total il & DEERE & b >Mllask
@F ¥ vy Iz onT ‘
cgap: X x v 7% b oMK
OBHIRFEIZONT
- poly: fE¥E DA%k
* others: ZDOMOEKRIRFE 2 b Ol
- total: M H1DORBIERREZ b Ok

9. RBEROFM
BERE E72I3BEIRT O total OMBLE (%) A 10% 2 E#EM L, 20 HEHERICH
BIEBERZONEEA. 55V 5%5 LMY 28 RIC oV CHRARRIC LY BR
ERHONDBELHBME, TS EREE L, HEEHFEIIAW o,
Dyo B (FHRAD 20%ICERFE BB ONDBE) X, WTHhORRRBINCHEERE £
IR D total D 5% ELOHBABRIASN RN ENLEH LN,

_16._
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DA

FRRR
R IEFER DFE R % Table 1 B L UM Figure 112, BERME OH7 Hi3S X UK pH ~
DEBOFER% Table 1 IKRT,

WTNORBRRINCBN TS, MRBEE~OEEIIA NPT,

WBRME O H A, RRIELBK TEOERBAEEORBNEELIC I 3 8EA IR
T 860 pg/mL LA EOHAEBTHEIN:,

WRWEHIC L DR ol ~OEBIIBE SNz h o T,

N

AHRRETER, HRME OWTH B X UHERIK pH ~DOFEOER % Table 2 12, Bfalk
BEFRMEOFME R %L Table 3-1~3-3 IZR7,

REGERFFTRELARICEMLULY T 54 MECRT 5 MEEHE~DREDKRE
Tk, WTFHORBRRINTE W T H M~ DEBIIH b ah o T,

WRYB O A, RBRIEAHEK TREOERBLEEDRBEEILIC X AEAICBW
T 860 pg/mL A LD RAEBETHEINE,

HFRDHE I L DRI ol ~ORBIIEB SR o T,

P ROBERER LOBRR Y O HBIR, EFRABEEORBETERIICL B0
B4 GRH A& : 430, 860 BB3L X 1720 pg/ml), ERFEABEEONRBHNEHILIZ X 254
(430, 860 35 X TN 1720 pg/ml) 72 & UM EREALEE D 24-0 h LI X 254 (430, 860
BLUV1720 pg/ml) OWTHOHEILB W TS 5% KRB TH -7,

BiExt RO RaAkOBERE OHBE R, ARFHEABEEORBITEEIIC L RV
A 36. 5%, EFRI A EDORBTEHEIC L DA N 34. 5% B L OERFAEED 24-0h
MBI LB EMN43.0% Tho T,

_17_
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s 8

TIJIRVPUVRAVEYT I RO in vitro CBITANRBHREEEREORFEL, Fv%
A =— R NH A X — i E MR (CHL/TU) 2 AV TREt L7z,

T RRER G A S FE I IR O RICE S &, ARBR(BREAREERB) ORAEL LT,
ERBRARINE S 10 aMFHYMED 1720 pg/mL ZEFEAE L L, LTFTAK 2 CRTI®725 3
REERE L,

ARBROBRE, REKOBERELRLOCIENEEOHBARIERBRIIOWNTHLOH
BH5%ERMTHY, HERIBRMETH T,

BRI BT D R AKOBERE O HEARIERBRRINC W THERBIEEZ
L, ARBRBANEDLBZMELZ A LTV I L RHER S,

PLEDZ s, TI)RUVPUAALFRYT R Fid, ARBEHFIZBWTIILEORES
MRl LA EEEFREZE Ly L HEr L,

._.18._




Table 1  Effects of 4-aminobenzenesulfonamide on growth rate of CHL/IU with or without
metabolic activation (preliminary test) (SR05382)

Growth rate (% to the control)

S9- S9+ S9-

Group Concentration 6-18h 6-18h 24-0h
(pg/mL) (Mean) (Mean) (Mean)

Control * - 100 , 100 100 , 100 100 , 100
(100.0) (100.0) (100.0)

4-Aminobenzenesulfonamide 6.72 101 , 94 98 , 104 100 , 103
( 97.5) (101.0) (101.5)

134 103 , 97 99 ,104 101 , 102

(100.0) (101.5) (101.5)

26.9 104 , 98 96 ,100 99 105

(101.0) ( 98.0) (102.0)

53.8 102 , 95 94 , 96 99 , 105

( 98.5) ( 95.0) (102.0)

108 102 , 96 91 , 95 99 102

( 99.0) ( 93.0) (100.5)

215 103-, 99 90 , 92 92 , 96

(101.0) ( 91.0) ( 94.0)

430 105 , 93 89 , 91 89 , 95

( 99.0) T (90.0) ( 92.0)

860 97 , 97 88 %, 927 94 , 97

( 97.0) ( 90.0) ( 95.5)

1720 98 , 95 87*%, 90* 8 , 85

( 96.5) ( 88.5) ( 85.5)

ICso (ug/mL) - . -

a : Dimethyl sulfoxide

* . Precipitation at the end of treatment

Change of pH in culture medium was not observed.

The figure in parentheses represents mean value of two plates.
- : Blank
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Growth rate (% to the control)

120 ¢
100 ¢
80 |
60 F
—0—89-6-18 h
40 1 —e—S9+6-18 h
—A&—S89-24-0h
20
0 1 1 1 1 1 3 1 1 . |

0 672 134 269 538 108 215 430 860 1720

Concentration of 4-aminobenzenesulfonamide (pg/mL)

Figure | Effects of 4-aminobenzenesulfonamide on growth rate of CHL/IU with or
without metabolic activation (preliminary test) (SR05382)

Each point represents mean value (n=2).




Table2  Effects of 4-aminobenzenesulfonamide on growth rate of CHL/IU with or without
metabolic activation (chromosomal aberration test) (SR05382)

Growth rate (% to the control)

S9- S9+ S9-
Group Concentration 6-18h 6-18h 24-0h
(ng/mL) (Mean) (Mean) (Mean)
Control * - 100 , 100 100 , 100 100 , 100
(100.0) (100.0) (100.0)
4-Aminobenzenesulfonamide 430 95 , 97 95 , 99 97 , 98
( 96.0) ( 97.0) (97.5)
860 103 , 96 9% *, 97°* 91 , 93
( 99.5) ( 96.5) ( 92.0)
1720 9% , 92 95*% 94% 83 , 86
( 94.0) ( 94.5) ( 84.5)

a : Dimethyl sulfoxide

* Precipitation at the end of treatment

Change of pH in culture medium was not observed.

The figure in parentheses represents mean value of two plates.

_22_.
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Table 3-1 Results of the chromosomal aberration test of 4-aminobenzenesulfonamide (6 hours treatment without metabolic activation) (SR05382)

Time schedule ® Concentration| Growth | Number of Structural aberrations Numerical aberrations
(hours) S9 Group (ug/mL) | rate (%) | metaphase Gap Judgmentd
observed ctb cte csb cse | others | total (%) poly | others | total (%)
100 1 0 0 0 0 1 0 0 0 0
Control ° — 100.0 100 0 0 0 0 0 0 0 0 0 0 -
-~ 200 1 0 0 0 0 1 (05] 0 0 0 0 (0.0
100 0. 0 0 0 0 0 0 1 0 1
430 96.0 100 1 0 0 0 0 1 0 0 0 0
200 1 0 0 0 0 1 (05]| © 1 0 1 (0.5)
100 0 0 0 0 0 0 0 1 0 1
6-18 - Test substance 860 99.5 100 0 0 0 0 0 0 0 0 0 0 -
200 0 0 0 0 0 0 (00)] O 1 0 1 (0.5)
100 0 0 0 0 0 0 0 0 0 0
1720 94.0 100 0 1 0 0 0 1 0 0 0 0
200 0 1 0 0 0 1 (054 0 0 0 0 (0.0
100 12 23 0 1 0 |33 0 0 0 0
Mitomycin C 0.1 100 12 30 1 0 0 |40 0 0 0 0 +
200 24 53 1 1 0 |73 (365 ] O 0 0 0 (0.0
ctb, chromatid break  cte, chromatid exchange  csb, chromosome break  cse, chromosome exchange  poly, polyploid

a : Time schedule ; treatment time-recovery time

b : Dimethy! sulfoxide

¢ : 4-Aminobenzenesulfonamide
d : Judgment was made according to the total (%) of structural aberrations and numerical aberrations; -, negative -+, positive
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Table 3-2 Results of the chromosomal aberration test of 4-aminobenzenesulfonamide (6 hours treatment with metabolic activation) (SR05382)

Time schedule ®
(hours) S9

Group

Concentration

(pg/mL)

Growth
rate (%)

Number of
metaphase
observed

Structural aberrations

Numerical aberrations

ctb

cte

csb

cse | others

total (%)

Gap

poly

others

total (%)

Judgment d

6-18 +

Control °

- 100.0

100
100

200

( 0.5)

( 0.0)

Test substance °

430

97.0

100
100

200

( 0.5)

( 0.5)

- 860

96.5

100
100

200

( 0.0)

( 0.0)

1720

94.5

100
100

200

Ol OIC|C OIC|C Do ©

WIN =IO O|=|C =|m=|C =

( 1.5)

(0.0)

Benzo[a]pyrene

10

100
100

N NWIIN = OO Oi=|O = |Clo O

N W
N

W W
D 0

200

—
(=]

64

=IO =IO|C OIC|IC OIC|C QiIQ|Io ©

== O = OO OO DO OO -
QIO OIOIC C|O|C O|Q | |0 ©

A
0

(34.5)

OO OIQO|IC OO |C Do |@ ojo|o ©

—_—l—- OO0 OO0 O =iojo ©

IO IO |C COIQ|IC IV |C O|IQ|Ce O

i QIO QOIQO|Q OO —|O|C O

( 0.5)

ctb, chromatid break

cte, chromatid exchange

a : Time schedule ; treatment time-recovery time

b : Dimethyl sulfoxide

¢ : 4-Aminobenzenesulfonamide
d : Judgment was made according to the total (%) of structural aberrations and numerical aberrations; -, negative -+, positive

csb, chromosome break

cse, chromosome exchange

poly, polyploid
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Table 3-3 Results of the chromosomal aberration test of 4-aminobenzenesulfonamide (24 hours treatment without metabolic activation) (SR05382)

Time schedule ®
(hours)

59

Group

Concentration
(pg/mL)

Growth
rate (%)

Number of
metaphase
observed

Structural aberrations

Numerical aberrations

ctb

cte

csb others

[¢]
w
[

total (%)

Gap

poly

others

total (%)

Judgment d

24-0

Control °

100.0

100
100

200

( 0.5)

( 0.0)

Test substance ©

430

97.5

100
100

200

( 1.5)

( 0.0)

860

92.0

100
100

200

(0.0

( 0.0)

1720

84.5

100
100

200

—l— QOO S{WN =[O —

( 0.5)

( 1.0)

Mitomycin C

0.05

100
100

- OO |0 OO SN OO r

b

w .
— e OJOIO QIO = |([O|1QC O

£y
<

O O|OIC OO0 Q|o|c oo ©

HOW
= e

200

&
(=]

71

(o]

OO CIO|O CIO|O Qoo DIQo|ICe ©
OO CIOIC OIQCIC OO0 O ©

0
[=}

(43.0)

olo o|lojc olo|lo oo ojo|o ©

=IO mIN— =00 O|IC|C DT O

OO OO0 QOO IV | Ojo |0 O

—_IO =N = =O|C OO0 O|O|O0 O©

( 0.5)

ctb, chromatid break
a : Time schedule ; treatment timerecovery time

[« s I -

: Dimethy! sulfoxide
: 4-Aminobenzenesulfonamide
: Judgment was made according to the total (%) of structural aberrations and numerical aberrations; —, negative +, positive

cte, chromatid exchange

csb, chromosome break

cse, chromosome exchange  poly, polyploid
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