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3-7 2 ) RUB U AR EED 500, 1000 KT 2000mg/kg/ B %259 24 BT 2
EROKREL, 2EEREEN 24RHCEHEHREAZER LBE L, £/, B
RBELT 05%INARFIAFAELE—RF MY U AKBRYHRYEREHL
FUCEETEEL, BEMSRBRELTAL b~/ CO Imgkg % 1EFEE L, BH
BHRERZIEM LBEZE2To 7,

TORR, SEBRVEBREHO/IZERE T HHERLEKOHBEEE L., B R
EHBLTRHAFNICEEREMEZ ST, AEEKFNRELLRBRD LN o T,

Eio, FERYERSEICRBT 2 2R MEK 200 B IS & O DHERMLEROHBEEE
X, BEEE LR L TRIFHICEEREE RS R 2T,

2B, BB L BENREO/NEE A T OB RMERO MBBEE L, YRR
WWBITA3E4xDEET—F OEHEL3S.D.OHBENTH-72Z &b, RBITEYI
EpEIhizmbDeEX b,

UEDRERNDL.3-T I /) RUB U R VK VEBRIIAREBRSME T T Crlj:CD1(ICR)SPF
T ADOBFRICBNT, RAFEREFTREREIIEVWEHE L,
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6.1

44 FR

A

B4

CAS &E&
BERATREREE
&R Kk O

ot E
WEEIREE (20°C)
2N

=)

R

oy FEE

B

AFE

RIFEFIE
RIS

ZEM

fift i1 4% o> s B

2 AR

2R

LS

YRARICHER LR mE

nDuy +EES, HEREIROBY THD,
3-TI ) ARUVBUVANK VR
3-Aminobenzenesulfonic acid

m-7 =Y VAR ER

121-47-1

(3)-1971

SOzH

NH,

CsH,NO;S

173.19

&

& sm~1 R

A&~ TWERE

BKIZ AR

45JPG

99.6% (FFIHEE). 98.3% (HPLC)

75g (25gx3 &)

M (EEME : 2~8°C) . ER

HEBBPETT HBRMERFE, & 1 ARERYE
TR A EREEDERFRD

BMRBRR TR, ARZHEE CHEBRYEOREE L
AL EHYRBEP. ZETHD Z AR L (R
&R

YRR THROBERITT X CREELE,

HILVRFIAFALELT— RS FY T A
(BLF CMC-Na &3, )
HARER
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A—H— : A BEKRA

ny FEE : 0507

BRFEFE : =R

RSB : HEGHET £ 1 ARERYEFANE

BIREH : AERWEIIKICEETH D20, H—REBERERN

BoHND CMC-Na ZZEIR LT,

6.1.3 B BRYE

4 % <A b= C (BLFMMC ERET, )

A H— : RS U U HRREH

oy NES : 550AJC

yaLiii : 2mg/vial

REFIE : |, B

RS : MBS £ 1 MEHRBREEYEZRAFTE
wNHEH : MMC iZ/hERBRICES Ao, BT —FBEE

ThHy [FEHRBRITARFRTIA ] K-, TGER LT,

6.2 A BERRUBEECSBEYEDORS
6.2.1 -2 NOEHET]
6.2.1.1 SRS A E

VEEDO CMC-Na ZFR L TINELZEHAK XS RKREHMETEHE, ny v F
B 1CT79 (FIERBR) L 1A82 (AR ) WMX THB S EmHAZIERA L., 0.5%CMC-Na
KEBERE Uiz, £, ARBRTIIRENRA L LTHERYE2FIT 501, 1 B4
FTOLELREOEAS 2 ASBENTZ ARICHELE,

6.2.1.2 REAZE
BEBROFAMIERTHE THBRERN (EBRME : 4.5~6.0°C (FHAR) . 4.7~6.3°C
(FRR) ) KRFELE, BRESBRACSELZEEIRERE ZICREL, AREZ
BARK9BURNIERLE,

6.2.2 BEREORAH

6.2.2.1 HEE RN
ZRECZOVWTHRYEZARL, LHEATHEARIIBBE L THIERIIART YL
oo 1 B TOLERERZ 2 BHBEYT 7 ABICHELE,

6.2.2.2 REARE

AT (ATREN. ZFAME 1 1~10°C. EHE : 4.6~6.4°C (FHRB) . 4.8~6.3°C (&
HE) ) IR L. BRBEKT BN Lk,

11
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6.2.2.3 TEME - H—1%

0.5%CMC-Na KR & K & T 5 X EHRWE D 0.5~200mg/mL & ERITETFT (KB
FEN., FFAE : 1~10°C) 8 BRI+ =B 24 B E CEENOH—TH B Z & AK%RE
HARS VY —F o F—THERERINTWVS (REBREE : A-2446. BAEER2) .

. 6.2.2.4 WERBEDRE - H— 1R

FRRICERATIMOFHERBEO L, F. TEXYVZhETh 1omLERL, BER
O —ME2BRASER Y VS —F o & —HBIGHERT CHRAB LEZFBR, BREICX
T 5E|E 1 50mg/mL #HBRIK T 100.4%. 100mg/mL #ZBRIE T 98.9%. 200 mg/mL #E5R
T 100.0%., H—HEIXENEN 0.4, 0.8, 0.5%THY, WTFN LT MERE (FRE
IXITBEIE  100£10%, B : 10%ELF) %z Uiz, 728, HPLC JIEHENY
T a VISRV —F ¥ — (RBRE B A-2446) TEM S iz, HPLC
BIEE OB % LTI R L,

1) E¥YE
3-7 I ) ARUPBUANKUEE
2y hEE : 45]PG

2) WEERREOFH _

UTFRART I, FRERBE~ IR F v 7 RAZ—F —THEHBLZX D n=1 TH
WU, BEEEMACHRL, BIEERRBZHARARLE, 28, 1 KFERTIL,
BERLEZEBL-BRER L,

‘ 1 R&ER 2 RER
(o sk EER LRI AR AR
mL) (mL) (mL) (mL)
50 1 50 1 50 2500
100 1 100 1 50 5000
200 1 100 1 100 10000
B BEM
3) HPLC A7 A
HPLC : 2690 NV —3 3 »F ¥ a— /) (Waters Corporation)
R : 2487 7 = 7V 2 UV/VIS # i 2% (Waters Corporation)
T — & AL : Iv=T AP ruw bS5 T 4 —< Y% — (Waters
Corporation)

4) HPLC HIES&HE

12



BT L : Inertsil ODS-3 (4.6mm L.D. x 250mm, HLF48 Sum,
Vet A = AR

: 40°C

Bt : 0.05mol/L Y YEAKFE_F +V v A (pH 7.0) WK/
7T b=FYURIK (99 :1, v/v)

R E : ImL/min

et : UV (BIEHK K 254nm)

EAE : 10uL

F—= YT —NERERE
10°C

5) AIEHERORKRIE
s HEARUHHIE
BEAERVBREEZLE LT AERI 2T,

6.2.3 5t Y E R &

FRFIZ, MMC @ 0.1mg/mL KEEZRABM L7, T2 H, MMC (2mg/vial) 1k
RS AAKE SmL CEMU7-%, 2mL ZERBL T, ARAEKE % 6mL iz T $mL
L L7,

Bl BARERF [ k) KERETE oy &5 : 1A82)
H2: BARERBF [ (BR) KRESETIH vy bES : K1D%4)

6.3 HRBMERURROEREH
~ U ARAERBRICESAVDLATEY . ZORRICHEA SN IREO~ U AT
HERL<HMbN, ERENVEECHDEZLNDBR L,

6.4 HREREY

ICR % SPF <=7 & [Crlj:CDI(ICR), BHAF ¥ —/L R - U X—R&H, ERAFAE
By ¥—) & THEBT, PHEARE L L THRES 16 IL%°, ARRA & L CHE0 pr=!
ZHBAL, THAR, ARREOLAWELZ 1 B, 8 BRIMRE - BI{LAEF LI,
BRE - BERABTHM P I EERNE (AWR, REKXRTEROHESITR) ROGEAR,
FERE, THREFO—FKREL 1B 1EBEL, TORRELLICEAFEORVEY

(TRBR : MERER 1200, ARBR : #2500) 2BIRL, SEBRTRRICHE L,

FERLESMO 1 EERS R (BEMRBIIRENB) KB 2KEGRMIE. TFE
AERNHE 35.8~41.6g, M 28.7~32.2g, ARBRMPHE 32.1~37.6g ThoTz, BHITHED
BABWII. IBEORERICRBPORIA L, KRBV ABAIZL LY BREIEE (F
ERBROHERES 4 0T, RRBRMBHE S T) ,

13
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3 HERE
iz,

EEICHE, EICHIIMES 15IETh o 7o, ERITIIHES 16 LAMA S
E4: RBREEBICHV., BT 29 Th o 7228, ZEICITHE 30 LA S iz,

6.5 HBESEH

BITIRE BrAHE 23+£3°C) B FHERABR 20~24°C, KRB 21~24°C, HIHBE
(FFrA#PH 50+20%) DS THEERER 46~56%, AR 42~55%., AR EIE 1 BrE% =0
10~15E, BBEA 1 B 12 8/ (07:00~19:00) OfFAF=E (FAEFEEHE : THRABRK 101 &
=, ARBKR 108 5X) THRE (KUA 7L —7 : BEAF ¥ —1 R« Y N—XE4)
EANTETTRAF v 7 —2 (W155x D245 xH150mm : BAZ L7 #RE4) i
1 IEFOIRA L. EFHER CRF-1 (4 Y = VBB T EHRRNESE vy FES:110908
(FRAR, ARB) ) ROEEK (HEBSETEKEK  HBAEER) 2B HICER
SEHEEF L7,

6.6 fH. KHKRVKATOERAYE

k. REIAROCEEFDORBADEIZDWTIE, ABEACKEIIFERL-ay T
L2 Hr L7z — # % Eurofins Scientific Analytics b ZNFNAF L, BREIKIZD
WTIE, KEBEIZERLEZEKEOSHTZERHE LT v 7 BBRESHICERA (4F 4 [=)
WEEL . RRAFMERETEIT—F 2 AR L. ENTREEDO W L 2FER L T,
FOELEZRFELE,

6.7 BYWOHMNKRUVT—ID~DERTR

/INEL B B : FIERBR TiX 470~501, ARBRTIL 798~827 »FEF N
FENEN-BEE L AFRHFICES L,
BES . TR TIX, 100 OALIXEE, 10 DAL (BT 0 &,

HEE 1E) |1 OFLXEEES L Lz, KRBT,
BREEZLE (BRI, K, 7. SRHERKCBHE
SHBREEDNE) 12 4 HTOFE B E D1z, 1000 DALITEE,
100 DALIEHE (HEZ0FE) | 10 & 1 OMLIIBEEERTL
L7z, THAR, ARBRLLEREEX 1 00HES
BEEOT, ERMEr—CICHE () Jliteay
FLer—y o0zt RBRES, BREREK., &
H&, . BWESFRCEEES 2R L, BEICF
HRBRTIIEMABRKLTH., ARBRCTIXEHERR %
AL,

6.8 AT
Biid, % - BMEEIR T, RERO—BRRBICERER L LN R0 o B L

14
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Ali, BoU%A (1 EHERSR) OKREZREC, SHOFHEENTEZLILETY
B2 L BB EHEHR L, BEOEM Tz Pa—Sd 2T ny JERERE
ROEESHHECHEAY (Trny /EBEETHELEZHEE L. ABRBERUCHEAD
FEEESZEELCEYVYTR) LTy, BIVEBERZERL .

6.9 BERK. BEAZRUZTLLDRERIRER
BERET, EHERBRIC—BRNWICAVWLNIROBRE L Lz, #E5EFEIL 10mL/kg
HKELL, VATV TABY U TE2RAVT N 24 REHERETC2EEE L,
BARZEOBREBRERBREBOFRELEBICEH L, 72, BESEEICIX
0.5%CMC-Na KBERZ FRICKE L=, BESBREIZII Y XA EFHMRIC/MEIOFER
BHEIN TS MMC % 25G OERSEFRAWVWTEERNICI1EEE L, B#5EFEIX
10mL/kg A& & L7,

6.10 HBEERVTOXTERMLIE CIZHER

6.10.1 FlEHER
FHERBROBREREI.EEAELHEHERAA FS 4 TED S 2000mg/kg/H & L,
DLTFAK 2 THRLT 1000, 500 RO 250mg/kg/ BD 4 EZFRELE, 1HEY Y O

MEIHERER 3ICE Uiz, £z, 2EBHEESHOKN 24 FER B O EFEHMIZ OV TIL K
PR AMAIC LV ERESE, BRI fTbrol, BERRER1.1ZTT,

R 1. PRABRBEMR

~ 5
¥ (mf/fg;ﬁa) (fg/mﬁ;]t) (ﬁ;i) Eg | BmEk | BNES
G I N N N - I
SN TN IR N N 4 I
sne | om0 [ oo ] fal 5] nan
B AR 2000 200 10 2 ﬁi 3 401~403

6.10.2  AIER

FHARICBW T EHMEI RO~ Y X% AV T 250,500, 1000 & X 2000mg/kg/
HE% 24 BREEIRC 2 BIROKRE LIEHER, RTHEIH OO0z, —KKET
REERYERSHOMBELHICEAR (BRA) AL bhl, KETIK. H#BYWE
DOEREICEHE LB IIRBD oo,

L7BoT, AREBCBITIREGER., BUHARALNT FHERARCBTI2EESH
BETHD 2000mg/kg/BEmAEL L, LFAL 2 TRLU T, 1000 X T 500mg/kg/ B
DIFAEEZRELL, ThIEKEZERET ZRMGRERV MMC 2% 573 2% BExt

15
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BEELMX GFSHELE, 1 BYYOEWEIXSILE L,

BHRBEEIL, 2EIEREBN 24 ME L, £/, EERBICHL M REER
BoNahot-lzd, EORTEmWTIZ L E L,

2B, MMC DBEESEII/IEOFRIB|EIN TS Img/kg & L, BEHZK 24 B
MICEBZER L., BEREREZR 2177,

2 AEBREHERR

\ BE5E BE BERE | &S5 |, o a B R

s (mg/kg/H) | (mg/mL) | (mL/kg) | B | Bk | B0ES (BE%)
Ra M ot BR 0 0 10 2 | = 5 1001~1005 | %7 24 BF
& R & 500 50 10 2 | H 5 2001~2005 | #9724 BRRE
& 1000 100 10 2 | 5 3001~3005 | #2485 9
=R E 2000 200 10 2 1M 5 4001~4005 | #9924 BRR »
B o it FR 1* 0.1* 10 1 HE 5 5001~5005 24 B

*: MMCORS5EBROCEBELZRT, a): 2B EOBREREEM»LEER

6.11 BRRUBEDFE
6.11.1 —RIREBEDEHE

TFTHRABERROARBR L b, REBIRER, REER, BERH 2KH, £, %
DOMOBIX 1A 1B, —fRE (EAER, XERE, TEBROHEDR L) 0BlE:
EhE L7,

6.11.2 ARERE
FHARTIIINEBEREGEE»O2EERERHET1H 1ERE L7 (8:40~10:00),
ARBRTIE, 1HEAREE»D 2HAEREZEHEET (BHESBREICOVWTERESATH
WHEE) 1B 1EEIE L (8:38~10:00) ,

6.11.3 BHEHEREXRDOEH

EAERANICRABES LFVBESORNBREER L NIEOBEO=DDOEERE,
Schmid D& P DIZfE-> TER L7z, Thbb, BEBFEOHEBICRBESIHIC<
DAEZFEHREAICE VEEFESE, MAUOKBRELHE LARLZO L, 0%
ImL 74 AR —F T NVEFEE 236G EHEZH VT, B 0.1~0.2mL OFiE R MF
(GIBCO BRL, vy h&EH :705424) CTEHEMREZELEFICENE LE, KIZ. Z
DERBEROCEHNSZAVWCEEMRLEFBREMELZEML CHERBEZIZES L,
1000rpm T 5 /R LABE (M I —TEKKXSH, 5 ELARERLE LC-220) L,
LEEZBEC, MBWE IV —CIKERL., X54(4 F7 7R ZBK L (BEEX
FTRICSEEARBE»PLOE 1 EER) , BELEERIIRAZIE, 2%/ —1
(Fne#is TEMK LM, vy bEFE  EPF6315) TIHMEE L%, BFOEE L
oo BB, BERICERARES, A7V, REERS, RROBEHEEROEMBZ2HEL
T2~ EMFT (BERE)

16
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6.11.4 BHEHEEXDHE ~
BIRIIERETITHOEORBESTE b LI, BEREORIFRAFA FITR 1K
PRERLE, BHEBHEELRDT7T 7V DALy Vst kea kOB £, Hayashi b D
Fik >N ftot, FH40pgmL 727 Y DU A LU PKBREVBE T LEI A
FRAWCATA KT RA2EHE, IHE 490nm fHEDREE, BER 74 & —L LT
515nm A EOHRZ2F BT 2 OE WA HEEME (VAT LEMBAME BX40 :
F YV U RAKEREH, 2= NP A ERBEHIEE BX-FLA : VU AR BEXEH) %
AWVWT, BRAMEER0ETHELE,
BIERTHROERIIEE L, £, BRICHVW R o HERIT, £ TOERBE
KTHREELL,

6.11.5 HEEROHE

1 EFEIZOWT, 2IRMEK 200 EFOFERME (LT, PCE LiE7) HERTES
PEFRIMEREL & 2000 D PCE T 2/hME 2 H T AHBERMER (ELF, MNPCE ¢ &
1) BEHEL, ThEhoBBAEE (%) 2Kkdik,

Flo, BT LT MNPCE & 2O HBHEE (%) . PCEEREZFOHBEE (%) I
OVWTEHELIZEEFELZEHL, SHBEHEE (%) KOV TEERE L HE/MEIL D
& L7,

INEOHBRBEEICRT2HEEEOHERR., BEXTBEE L B RE O MNPCE O H
BEE (%) BUMAEFTOERT — X OFEHELISDATHIZ L 2HEALLE, &
VEXTRREE L R ERSEH L 2B L., 2B A ICE D < Kastenbaum&Bowman DR
ED (HEAKYE . 1l 5%) 3TN Cochran Armitage DEMKE @ (FEAKY%E : mEl
1 B 5%) 21727, EIZ PCE DHBEBMEIZ DWW TIE, BT RE L S ERWER
L # & O T Bartlett DI E P &EITVES ﬁﬁ(ﬁﬁmﬁ B 1%) ZF, o
¥ —72 57272 % Dunnett DIRE Y (HEBA¥E : Wl 1 RV 5%) 21727,
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7. BHERER

7.1 THEHER
3-7 I ) RVEBUVRAFCBED 250, 500, 1000 X 2000meg/kg/ B 2R E LT,

7.1.1 —R% K 88
R % Appendix 1-1, 1-2IZ;R LT,
—RREBCIEERYERSHOMEEPICEAR (BEA) BAabdbhiz, BLH
XA BNRPo T,

7.1.2 KE
5 H % Appendix 2-1, 2-2ZR LT,
BETIL, #RYEOREGICEELZBMIIR DN o T,

7.2 KHER
3-T I ) ARUEBUVAALRBEO 500, 1000 B TY 2000mg/kg/ B, BRHEXREE LT
0.5%CMC-Na K&K, Bt E LTMMC ® Img/kg %5 LT,

7.2.1 — A% IR B

BRI DORER % Appendix 312, #FEL Table 1 ILFNER LTz,

500mg/kg/ A ¥ 5T S HIH 2 41,1000 B0 2000mg/kg/ B & 5 Ca2FllIcE R (1B
)N B DTz, R FREE R O BRI b —RRIBICE(RII A D 2 h o Tz,

7.2.2 hE
B &R OfEE% Appendix 412, RIE% Table 2 I EHRE LT,
FEMESRELERL T, SERDERGHECTHRERBICRTRX AN o2, B
HEXBEICOVWTIL, BEHEBICEFT XA O o7,

7.2.3 EHBEHREROHBER

BEB DOFE R % Appendix 512, #B¥E% Table 3 ICEFNEFNR L,
WEBRME R 5 TIX MNPCE OHBHEEN 500mg/keg/ B & EE T 0.12+0.08%,
1000mg/kg/ A ¥ 5-8£C 0.14+0.11%, 2000mg/kg/ B R EBE T 0.11£0.04% %R L7z, =
WO DEZEMESRED 0.11£0.05% E LB LR . WTROBBRME R SHD KEH
FRCAERBINIRES T, AEEKFENREL RO O o7z,

T, FEBRYWERERICRIT A ERMER 200 EH IS5 5 PCE O HBMEEIL, &
PEXTRREE L B U CRERHEMIICA B (p<0.05) RZB{bE R 2 olz,

2. BHIEXHEED MNPCE O HBUBE X, B RE & L~BEEF ML, &
Bz, B BER OB BEEO MNPCE O HBHEEIL, YHEFRICBIT 2840
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8. EFE

3-T I IRVEBVALNKRUVBORGHEEETZFREREORELRF T 212D,
Crlj:CD1(ICR)SPF v U A & W7o /MNERBR 2 EhE L 7=,

BEBZRETHEODOTHABRTIL, FHMERE3I LD~ Y X% H\T 250, 500,
1000 1Y 2000mg/kg/ B 25 24 BRI T2 BB OB G LR, —RRE TRE&H
BRMEREHOMESFICERR (BHEA) B’Edbhi, BEMIIAORRNP- T,
KETHE, #RYEORSICHE LBV RBRD bR 1o,

CORRED LI, ARBRTRECHIAONT FHARICRBITI2EEHETH D
2000mg/kg/ B EmAEL L, LTAK 2 TR LT 1000 XU 500mg/kg/ B % %) 24 BRI
MECT2HRORS L, 2HEREEN 24 BECEHEKERLERLBEL,
7o BBt E LT 0.5%CMC-Na KIBIREZ KR EREH LR CHE CRET D8,
BB E LTS b~ CO Img/kg % 1 ERETIHEZREL, RELFTE
OEMICEHBHREAZERN LBERE2To2, 1 HYY0BHEIIHSILE L,

Z DR, MNPCE OHBEEIZB N T, SERWERGHIIEMESBEICLT
AN AEEREMIRO LT, AERKFHNRELELLRD O o T,

T, BUEBRMEREHICBIT 52RMmEk 200 EHIC S5 D5 PCE O HBEE X, &
PEXTRREE & B U TR ZEMICAE R RELLETR IR o Tz,

2B, BEEREEL B BEO MNPCE O HBMBEEIZ, Y¥HFERICBITAEAD
BRT—FOEHELIS.D.OGANTH I b, RREIEVICERESILEZHO
LEZONT,

UEDRERNS . 3-7 3 ) _UB U AR BRITARBRSEMET T Crlj:CD1(ICR)SPF
v ADOBRICBNWT, RAKEREFREITIENLHELE,

BB, 3-TIIRUVEBEVAVE VBT, BEREAREZEABRCERE, LakBRERAR
TRBEGHEOBERENFTR SN, BHEOKESELATHS > 19,
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Table 1 A micronucleus test of 3-Aminobenzenesuifonic acid in mice
Clinical signs
1st administration 2nd administration
Immediately  About 2 hours Immediately  About 2 hours 1 day after the
Before Before
Group Dose T after after C after after 2nd
administration dmini . dmiini . administration dmini . dmini . dmini .
(mg/kg/day) administration  administration administration  administration administration
. Number of animals 5 5 5 5 5 5 5
Negative control 0 .
No abnormalities 5 5 5 5 5 5 5
Number of animals 5 5 5 5 5 5 5
Low 500 No abnormalities 5 5 5 4 5 5 3
Colored urine (orange yellow) 0 0 0 1 0 0 2
Number of animals 5 5 5 5 5 5 5
Middle 1000 No abnormalities 5 5 5 0 5 4 0
Colored urine (orange yellow) 0 0 0 5 0 1 5
Number of animals 5 5 5 5 5 5 5
High 2000 No abnormalities 5 5 5 0 5 5 0
Colored urine (orange yellow) 0 0 0 5 0 0 5
Positive control ? 1 Number of animals 5 - - 5 5 5 5
(Mitomycin C) No abnormalities 5 - - 5 5 5 5

- : No observation
a) : Administration was done only once for the positive control group.
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Table 2 A micronucleus test of 3-Aminobenzenesulfonic acid in mice

Body weight

Ist ond 1 day after the

Group Dose . . . .. . 2nd
administration  administration s
(mg/kg/day) administration
N 5 5 5
Negative control 0 Mean 33.9 33.9 33.7
S.D. 1.2 1.1 1.0
N 5 5 5
Low 500 Mean 34.0 334 33.7
S.D. 1.0 1.2 1.5
N 5 5 5
Middle 1000 Mean 34.1 34.0 34.1
S.D. 1.3 1.4 0.7
N 5 5 5
High 2000 Mean 344 34.2 34.7
S.D. 1.9 2.0 2.5
.. 2) N 5 5 5
P‘(’::“:t‘(’;‘;"c'::gl) 1 Mean 34.1 344 342
S.D. 1.1 1.3 1.6
Unit: g

a) : Administration was done only once for the positive control group.
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Table 3 A micronucleus test of 3-Aminobenzenesulfonic acid in mice

Observation of bone marrow smears (About 24 hours after the 2nd administration)

Dose No. of MNPCE No. of PCE in
Group (mg/kg/day) in 2000 PCE MNPCE(%) * 200 erythrocytes PCE(%)
N 5 5 5 5
Negative control 0 Mean + S.D. 2 1 0.11 + 0.05 118 = 7 59.2 £ 3.3
Min. / Max. 0.05 / 0.15 57.0 / 65.0
N 5 5 5 5
Low 500  Mean+S.D. 2 2 0.12 + 0.08 117 = 7 58.6 + 3.7
Min. / Max. 0.05 / 0.25 54.0 / 63.5
N 5 5 5 5
Middle 1000 Mean S.D. 32 0.14 + 0.11 11 % 11 55.7 £ 53
Min. / Max. 0.05 / 0.30 49.5 / 61.5
N 5 5 5 5
High 2000  MeanS.D. 2 &1 0.11 % 0.04 116 + 4 58.1 £ 2.1
Min. / Max. 0.05 / 0.15 55.0 / 60.5
N o N 5 5 5 5
Pz’;;:'t‘;‘:ncm.“mc 1 Mean  S.D. 25 & 4 127 + 021 110 £ 22 552 + 10.8
yein C) Min, / Max. 110 / 1.60 430 / 615

a) : Administration was done only once for the positive control group.

b): Proportion(%) of micronucleated polychromatic erythrocytes (MNPCE) per 2000 polychromatic erythrocytes (PCE)
c): Proportion(%) of polychromatic erythrocytes (PCE, including MNPCE) per 200 erythrocytes

No significant difference in any treated groups from negative control group.
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Appendix 1-1 A micronucleus test of 3-Aminobenzenesulfonic acid in mice
Clinical signs (Preliminary study)
1st administration 2nd administration
Immediately  About 2 hours Immediately  About 2 hours 1 day after the
Sex Group Dose I.3e‘fore . after after l.Be.fore . after after 2nd

(mg/kg/day) administration administration  administration administration administration  administration administration

Number of animals 3 3 3 3 3 3 3

Low 250 No abnormalities 3 3 3 0 3 3 0

Colored urine (orange yellow) 0 0 0 3 0 0 3

Number of animals 3 3 3 3 3 3 3

Middle 500 No abnormalities 3 3 3 0 3 3 0

Male Colored urine (orange yellow) 0 0 0 3 0 0 3

Number of animals 3 3 3 3 3 3 3

High 1000 No abnormalities 3 3 3 0 3 2 0

Colored urine (orange yellow) 0 0 0 3 0 1 3

Number of animals 3 3 3 3 3 3 3

Highest 2000 No abnormalities 3 3 2 0 3 3 0

Colored urine (orange yellow) 0 0 1 3 0 0 3
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Appendix 1-2 A micronucleus test of 3-Aminobenzenesulfonic acid in mice
Clinical signs (Preliminary study)
1st administration 2nd administration
Immediately  About 2 hours Immediately  About 2 hours 1 day after the
Before Before
Sex Group Dose e . after after e after after 2nd
administration . . .. . administration .. . .. . .. .
(mg/kg/day) administration  administration administration  administration administration
Number of animals 3 3 3 3 3 3 3
Low 250 No abnormalities 3 3 3 0 3 3 0
Colored urine (orange yellow) 0 0 0 3 0 0 3
Number of animals 3 3 3 3 3 3 3
Middle 500 No abnormalities 3 3 3 0 3 2 0
Female Colored unne.(orangc yellow) 0 0 0 3 0 1 3
Number of animals 3 3 3 3 3 3 3
High 1000 No abnormalities 3 3 2 0 3 2 0
Colored urine (orange yellow) 0 0 1 3 0 1 3
Number of animals 3 3 3 3 3 3 3
Highest 2000 No abnormalities 3 3 3 0 3 3 0
Colored urine (orange yellow) 0 0 0 3 0 0 3
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A micronucleus test of 3-Aminobenzenesulfonic acid in mice

Body weight (Preliminary study)

M-1475

| day after the

Sex Group Dose Animal d .l.St . d .2‘nd . 2nd
(mg/kg/day) number administration  administration administration

- 101 38.5 379 37.0

102 35.9 359 352

Low 250 103 39.9 39.2 39.1

Mean 38.1 37.7 37.1

S.D. 2.0 1.7 2.0

201 40.8 40.1 39.5

202 38.1 38.6 379

Middle 500 203 36.3 37.2 36.7

Mean 38.4 38.6 38.0

Male S.D. 2.3 1.5 1.4

301 36.9 35.8 35.2

302 371 35.8 36.0

High 1000 303 41.6 40.9 40.2

Mean 38.5 375 37.1

S.D. 2.7 2.9 2.7

401 38.7 38.5 389

402 35.8 353 36.0

Highest 2000 403 38.8 39.3 37.9

Mean 37.8 37.7 37.6

S.D. 1.7 2.1 1.5

Unit: g
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Appendix 2-2 A micronucleus test of 3-Aminobenzenesulfonic acid in mice
Body weight (Preliminary study)
. Ist ond 1 day after the
Sex Group Dose Animal C C 2nd
administration  administration .. .
(mg/kg/day) number administration
111 30.0 29.2 29.6
112 28.7 29.0 29.5
Low 250 113 30.6 28.2 28.6
Mean 29.8 28.8 292
S.D. 1.0 0.5 0.6
211 29.3 274 28.2
212 322 326 312
Middle 500 213 29.1 28.5 27.5
Mean 30.2 29.5 29.0
F S.D. 1.7 2.7 2.0
emale
311 317 32.1 313
312 29.0 27.6 283
High 1000 313 29.4 30.5 30.7
Mean 30.0 30.1 30.1
S.D. 1.5 2.3 1.6
411 28.8 28.6 28.2
412 29.7 29.1 28.8
Highest 2000 413 31.6 30.8 30.8
Mean 30.0 29.5 293
S.D. 1.4 1.2 1.4

Unit: g
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Appendix 3 A micronucleus test of 3-Aminobenzenesulfonic acid in mice

Clinical signs

1st administration 2nd administration
. Bef Immediately  About 2 hours Before Immediately  About 2 hours 1 day after the
Group Dose Animal etore after after after after 2nd

(mg/kg/day) number administration administration __administration administration administration _administration administration
1001 - - - - - . R
1002 - - - - - - -
Negative control 0 1003 - - - - - - -
1004 - - - - - - .
1005 - - - - - - -
2001 - - - - - - T
2002 - - - - - - -
Low 500 2003 - - - - - - -
2004 - - - -
2005 - - - T
3001 - - - T
3002 - - - T
Middie 1000 3003 - - - T
' 3004 . - - T
3005 - - - T - -
T
T
T
T
T

4001 . ; -

4002 - - -
High 2000 4003 . . .
4004 . - .
4005 -
5001 -
5002 -
5003 .
5004 .
5005 -

eI G

Positive control ¥
(Mitomycin C)

~ o o~~~
~ N
[
]
+
1

- : No abnormalities

/ : No observation

T: Colored urine (orange yellow)

a) : Administration was done only once for the positive control group.
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Appendix 4 A micronucleus test of 3-Aminobenzenesulfonic acid in mice

Body weight

Ist ond 1 day after the

Group Dose Animal N .. . 2nd
administration  administration e
(mg/kg/day) number administration
1001 35.0 354 35.0
1002 32.1 32.8 32.8
1003 33.7 33.7 328
Negative control 0 1004 35.0 34.5 345
1005 339 33.1 334
Mean 339 33.9 33.7
S.D. 1.2 1.1 1.0
2001 34.1 32.7 319
2002 346 34.0 34.7
2003 35.1 35.1 35.7
Low 500 2004 326 322 33.2
2005 33.5 32.9 33.2
Mean 340 334 33.7
S.D. 1.0 1.2 1.5
3001 34.5 35.0 345
3002 359 35.5 34.8
3003 33.1 32.8 339
Middle 1000 3004 32.7 324 33.0
3005 342 34.5 34.4
Mean 34.1 34.0 34.1
S.D. 1.3 14 0.7
4001 37.6 37.1 38.6
4002 342 34.8 350
4003 343 34.8 34.7
High 2000 4004 32.8 323 33.1
4005 33.0 322 322
Mean 344 342 347
S.D. 1.9 2.0 2.5
5001 34.5 34.2 33.5
5002 35.6 36.1 36.3
. a) 5003 32.7 326 32.1
P‘ﬂﬂve °°'.’“‘(’:' 1 5004 33.5 34.8 34.6
(Mitomycin C) 5005 342 34.1 347
Mean 34.1 344 342
S.D. 1.1 1.3 1.6
Unit: g

a) : Administration was done only once for the positive control group.
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Appendix 5 A micronucleus test of 3-Aminobenzenesulfonic acid in mice
Observation of bone marrow smears (About 24 hours after the 2nd administration)
Group Dose Animal b{o. of MNPCE Mean £ S.D. MNPCE(%) ¥ Meafn + S.D. No.of PCEin  Mean + S.D. PCE(%) © Meén + S.D.
(mg/kg/day) number  in 2000 PCE ( Min / Max ) 200 erythrocytes ( Min / Max )
1001 3 2 £1 0.15 0.11 + 0.05 116 118 =7 58.0 59.2 33
1002 1 0.05 ( 005 /015 ) 114 57.0 ( 57.0 /650 )
Negative control 0 1003 1 0.05 130 65.0
1004 3 0.15 114 57.0
1005 3 0.15 118 59.0
2001 5 2 £2 0.25 0.12 + 0.08 113 117 £ 7 56.5 58.6 +3.7 .
2002 1 0.05 ( 005 /025 ) 127 63.5 ( 540 /635 )
Low 500 2003 2 0.10 122 61.0
2004 1 0.05 116 58.0
2005 3 0.15 108 54.0
3001 1 3 +£2 0.05 0.14 + 0.11 108 111 £ 11 54.0 557 =53
3002 2 0.10 ( 005 /030 ) 99 49.5 ( 495 /615 )
Middle 1000 3003 1 0.05 122 61.0
3004 6 0.30 123 61.5
3005 4 0.20 105 52.5
4001 3 2 21 0.15 0.11 + 0.04 115 116 + 4 57.5 58.1 = 2.1
4002 2 0.10 (005 /015 ) 110 55.0 ( 55.0 / 60.5 )
High 2000 4003 i 0.05 119 59.5
4004 2 0.10 121 60.5
4005 3 0.15 116 58.0
5001 27 25 + 4 1.35 127 + 0.21 89 110 + 22 44.5 552 + 10.8
Positive control ® 5002 22 1.10 ( .10 / 1.60 ) 86 43.0 ( 43.0 / 675 )
(Mitomycin C) I 5003 32 1.60 121 60.5
5004 23 1.15 135 67.5
5005 23 1.15 121 60.5

a): Administration was done only once for the positive control group.

b): Proportion(%) of micronucleated polychromatic erythrocytes (MNPCE) per 2000 polychromatic erythrocytes (PCE)
c): Proportion(%) of polychromatic erythrocytes (PCE, including MNPCE) per 200 erythrocytes
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