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FEENOSEFEBECHCONTOIRFLENE. 2-7T 3 ) -5-AFNRXVE L ANFR B
DR BE RS HERRE . SDR(Cri:CDED)] T v FEMALL 0 (WD | 100, 3006 LTS
1000mg/kg/day AR OZEOREICIORB U, BB 1 B 6ImE L, 6 HEZRT. 43
REBEEMMERTHRERNE., 2HIINRELT1000ag/kgD 4R MEIBREE LT,

BHo—BRE. RELLICHEHRIIEOTE ., BRYEBRSORBRBV S D o1, R
BREBICMEZFRETIE, RILEOHM., RpIOBTEITEIZY V/SBROBIC L 5 Ak
HOBD L. 1000ng/keBtDMEICAD O NTco MBEMERETR . T H1000ng/keBE T, &
AVRTF =)D, CPTOMME L EORP iR o, BIRTR., BEX
BBOWIRN. 1000ng/ ke DL 1 RiIcBY ohic, BHERABIUCHBEAFREICB VT
B, HBRYEOBRESICRETAEEZSNIEAR . Do, INLDHWBRYHERSE
EBEALE . BEBRFOTRRD SN T., TENTH S LhHmERIN,

UEDHRNS . 2-T ) -5-AFNRVEVANVKRVBOS v MADOBBMRERSIZLD
BELSERREBZAOZLHRBD oI, REERIET . 300ng/kg/dayE H#EE X i,
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2-7 3 )-5-AF LR UEY RIVKRVBCAS No. 88-44-8)i3 . FKFT7 VHHOTHWHTH ST
DYT U b A— 3 VEBDEMEFICAVSRTED . A ML IR AL, BHR. B8,
Eh.ERLTHRESINDS, BRKBYSEMAERR ., 1000t LBIS LRI TNS, LD
U ZEOFHEIZOOTIR. Ty M 22RO #D12g/kg L HED TN T B8,
FUHZHHEOFMRIYVISHRINTOLL, TORRE . BAEORELFWHR L SHRE
2O—RE LTEE LI LD TH B, |

AR BN
-7 I -5-AFNIRVEVANKRVBAS v MC2BBBRELORS L. TO—BFBHEHE
HizoWTKRHT 5,

KBk XUk

1. ¥EME (Appendices 1~4)

BRWHE2-7 I /) 5 AFIREVRNKR VBRI, 2 FRI8T.2. BEI00°CL LoM#F R
MERTH D, ABRITE. DHD (o
PES MDD 957%) ZAFL . H8F (4°C) BT TERREL. EH L, XWHODH#
MiiE . Appendix LITR U7z, AW HBRYWEEBRSRTRIZAHIL ., ERAMMPRETH -2
EEFR L7 (Appendix 2) o FYHERKBITMISHEIHITC e — TR EBBBE O H{H N
HEETH->7cDOT. BRELTRA I (EBXERKARE. oy FESBKI0 2RV, i
OREABIKALZEINRECHRHE LTHN L., HAKE TEHH (4°C) BEXETTHRREE
Uleo BBEMPORBRMEIR ., B—, p2 BBEATTIRCE L TERERETHS 2 &2
R T % (Appendix DO T, BEROERMMII 7 BLIARE L, SEITh > THRYE L,
—EAESMARRELABREHOVTRAHTL., HERETERIN TV I LEHRALL
(Appendix 4), HBRME DD S B FED R WWERELTERB UL,

2. #EHWE X HESY (Appendices 5~7)
4 B DSDFH (Crj:CD(SD)) SPF3 o b ABHAF ?V—/DX s YN—BREH (KRB HEEAL



BT K L#6955) oA (HERER4TIE) U, &3 8 B, 3 9 HMHEBRBBEICEXE, ZDOM
ICREEEITL . BE VIR T REBIRRO RIF SR 3604 | 5Bl THBRICHE L7, 156
phEF DIk E (REEH) X, HE176 (168~183) g. 1148 (138~162) gTH » 1,

Ty b, Bl 5B LCRENEE S L BE2E 3°C, BEHSE10% (REEOMTHR
: Appendix 5) | BMEAEMBIOEUL/ B (A—LVT7 Ly Y 22T7—FR) R I2EEH (4176
B~FRO6M) IKRELINYT—VATLABMET., BEMNTRAT 2 VARERT— Y (276¥
X426D% 2000 (mm) J KIRAL. IHWEFRTFVVARESBOS v 7B UTHE Uic, ik (B
FRETEKRNSH ., BEAN S FAMRI by 7, 0y FEF 94.10.77. HRYHADOFFER
Appendix 6) BXUK (1 uakr— Y v P74 V5 —RBBENRRUST UISIRBKEK ., HR
WHOHTHR : Appendix 7) 2. TNTNBRHBHIUABIKKREICS D HRER ST,
MOMEENZ . T v 7 BIOr — I NOBEBIIEF LTSV FRITK DT 70,

BYEOHEE - REMEER. K - kKOBRMEMIBERZEr S BYORMEMM AL
T, BARBEOBFHEEICEBLERIITEZEZAONIMRBERORAR., Hh-cbD LM Zh
120

3. BEROBENFERD) . HBRBOMKL L URE Hitk

BERBERRIS. SBEROSIES v P& I MR 4RE L 0, 100, 250, 500, 10005 5
WM22000mg/kg/day B DO MBI EEOBRSIC I VLR U, B S ORI, JIBRERD IR
Ufco —RUIRAR. R, R, RKIRE ., MBAFRE. OBECFRESIVRFTERIIEOT,
PRVWHEOHUA TR TIECERBDON I - 12, SRR BOTIZ . BBOILIRH2000mg/ kght
OHELFICBD S I,

UEDEKERNS . KPRRICK T SBRERI . MREVA FS 1V TRESNILBRETH S
1000mg/kg/day 2 AR E L. LUTF300% K Uf100mg/ke/dayd 3 FIEZJ/E L,

HBRBOMEIE, (D BEBERGT.. #RED . (D2-7 31/ -5-AFAXVEVRANKR VB
100mg/kg/day % 55 (100mg/kg#¥) « ()[R 300mg/kg/dayi% 58 (300mg/keftt) . (4D 1000mg/ke/
dayi% 5R¥(1000mg/kefE)D 4 8F & U, 1 BRHERER 6 JE%Ht Uiz, 7272 L. WMERESR L TF1000mg/
kgBHZ DV T3, MR T RIMAMOBEBERET > 720 B 1 #HE R 6 lih S5 K56
EWERT 1. ERNOHPORD TR, REHBBOGEICE S BLBEAMBEERL
TiT =1,



BEHEZ. REEREEE kgL DomlE L, BV U/ TEEFH UEHEGEANT, #RY
Bo2w/vE (100 mg/kegB¥) | 6w/vooiE (300 mg/kghE) H B 320w/vo%#k (1000 mg/kght) % .
1818 (FHEP) ( 288@ICb> TEORS Lic, BEKOREGHER . ELEORIEHRKRE
WKEHESOTHEB U, MRBICE.. BARERRICHRSE L,

4. BIEBIURE

BEMPIBSPHOBEMEICEER TR ISICTNICKECEERAROI4BRE L. RO
BRLIUREEERBLUI,
1) —BIRBEE

\H., BYOLIE., SNEL. THEFELHRELL,
2) REBIURERAE

AEIR. B518 (EE5MBOREHEN  SHELUFZO®IIB2EH., 35653487 &,
HOTIKBRBICHE Uz, AR, SE 1R (BIIHRE5, 12, 19, 6B XFRERTHES.
128 #EEHE4, 11, 18, BEBITRERTHRL, 1IB) . 18 (4K OB HERZH
EUl, R, BFLIMEXR (PL3000: # F5—#) 2AVTIT -1,
3) RB&E

HIIBRE2BIUHRERTRIIE .. HBEIBE2H502THE IV RSRT®IZAIC. 93
BMAHy - JICRELTREL . ABOME, LEOME (BF#H : b EHAaH)
pi, i, %7 .y brk, EYAEL wREY /=5 (UL, BBEE: < L
R ZHBARME, INVT 4 RAT4 97 R®) BIURE (K7 YV I I AaNTas s bt
URI-CEL® B THMB) #HE LI,



4) MBEFRE

Pl MOERIRII . REMM S L CEEMBRTRBICE 2 BREKRIFICT > 0o BME3N
BOFHROSWIDEBREML., KOs%ERE Lic, M3 =—7I)VERT THB L TR XBkL b
TOVUTOHBZRE L, Bk, BRLAAOEIIFPWL ., TO—id 3.8% 7= BF
'j TARBTHRERLARE L ThEEZE. Yo b0V EVBRBLUERASS P o RS F X
F o RMORIEIC, —#i3 . EDTA-2KIAER L T2 Dt A FHAEICH L7,

HE (&%) [ pt S il yred i 2
O#imEk¥ (RBC) BRI AR 3
QiR E (Hb) FAZANIZ Y Tl N
NESDY VR
@~= 7Yy M (Ht) P 2R FIH H B8l 2RkEHL
@F B MEAR (HOV) B @ (E-4000 : R
®FigHkmekmaRE (MCH) g R} ERABTFW)
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@B M ERE (YBC) BIIEGUR A58
®m/ME3 (Plat.) BRIEGUR AL J
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Rufn o REEAROHEK
OAamIkELE Hay-Griinvald-Giemsa
i # IR (Baso. ) nfs U7 BHEBEOHER
MR (Eosin.)
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iR (Stab.)
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® bUISYVE54F (T.6) Bk (LPL® -GPO* -POD® %)
® #®ILZFo—N (T-Cho.) MFik (CES® -COD” -PODFH)
@ ®WEYNEY (T-Bil.) Jendrassikik
RFEEHR (BUND) Urease-UVik HALZE BT
® ZV7F=v (Crea.) Jaffé L 8 (JCA-VX-
® GOT (GOT) SSCCY’ 100082 vV +
@ GPT (GPT) SSCC i | SA¥—: A%
® 7-GTP (r-GIP) 8SCC & BFW)
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@ AHNUIL (Ca) 0CPC i
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® HEx CD 1% 8RRk JREBRTENR)

L) Znaxr—+€, 2) F)va—26 Y VBEBKRER. 3) VRT o700 ) 13-4,
4) 7V tal) UEBILER. 5) NAFUY—¥, 6) aVAFO—-)LILRFIT—F,
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6) MEERE

(1) WS L UBEERNE

DEDREMMS 5\ S EE AT HORA O THRBRL . REF -0 % /2.
BFLIK (AT200 : 4 b5 —4) EMOT BeoOR BB . IFENE. SR BN BURE 08 26 -
A SIRAERE GEHER) L. EoMAEE GENER) AEM LS,

() FRARTHE

ROBHERIL . 10% ) L REERL< ) VETEEL . B Lk,

Bi. FRbs. B, N~ —B. FRECEBMEZSE) . TR Bl S8, M(AEXZS
£). M. T R . 08 FPRL. FRR. PR, HOB . BERE. BEBC. BB - BEUE L4 - WUNLAR
CHREE/IRM - FE - M. KEIRGEE) . FHOAMAS. BRALR) . LBE. & FUONE.
KEEE) . U o SERCHER Y <0 IS Y o) . BHETCTRS 6D « BOR CIF80) . LI
B

AIRAMERE . AR S £ O 1000ng/kgBIT DUV ThE o M. TRk, BER, PR (LB
aat) | KB DR, S, RI. FFRR. SRR M. M. B, NSt 2B - 6
B) . KIS CER - 4405 - D) . BAML. FBL - RSO EAR - MR WUSIBR BRME - FE - ML B
Bh. UL, TEE. AEME . BEARE Ui, £70. 1000g/kel O THISE B OB 5
BENIDT, BOMBIC VT 1005 X U30002/keBt bIE Uiz, RE . BHITL 0857
AU AR L. AT b ES UL - TAD LR AR LTI Uiz, 25, 10045 X 25300ng/
KEBEOE S X EAE D HEREIC > THE o 10000g/kgBE TIREEAE £ 50 5 ZALH S 5175
o e DT REGTHE LA » 1o o MAGEAIE | HRAAREE  RLRLEH SR S5 CH RO A T SRR
STHISME | BICEELTHAR L.

5. gt

BONTFHED 5 VBRI OLT MRBLOMOFEE (BBMESXLUT) 2RO Kk
THRELIZ, 3B LOBE . ERAMRIZOVLTIE Bartlett OABBEZITO . R —H
RHEAR—CEBOSBRANZET > 7o SEN—HRTRWES, ANKRBIBLE LU RKES
J5EHNTRIIKruskal -VallisDIRNREZT 70 TNOOHRFEELRDIB A
Dunnettd % L idScheffs (MDOKE IXRRILZF[E) OHEICL HHBIIZN T 2 K80 LR



EBETolc, 1. BRI ICREBMBERRICOVWTI., x REERA VI, — . 2HOBE.
EEMFARII VLTI F REETV . TORHRIUN—HIZHE3Studentd t WEZ, —HT
VB 4EE Aspin-Welch @ t REZIT o720 ¥ 7o, BMKESR B IV RBREIZEIT S EHMN
FRRIZDWTIE Mann-Yhitney @ U BEA . #lkE JURBMBFEFR RIS DTG Fisher O E
ERREEZRL,

RRBRER
1. e H L UF—A kB (Tables 1,2, Appendices 8,9)

Z2BOKE S BELIUBEMNAEBELCT. —BIABOZ B LURTCRED SN -
7o

2. tk&E(Figure 1, Tables 3,4, Appendices ld.ll)

i&ﬁ%ﬁ&ﬁ%ﬁo){*ili\ & SRMBERULLHBLETL ., KEHMBIZETHH
RErE W~ FEAZERBOL SN,

3. {Hf{ B (Tables 5,6, Appendices 12,13)

BRYHBSEHOBRERI . L bHRMB LN, FRLEIBD NI T,

4. R R (Tables 7T~10, Appendices 14~17)
FELAILLEOWME X UPHOBE T A, 1000mg/kgBEDiicED Oz, 1000mg/ kgD B EBLIZ B
WTHEH, FREFBICEELELCLZIZD oD -7,

5. M%7 R (Tables 11~14, Appendices 18~21, ¥BF—4 : Appendicés 38, 39)
HMRKOAE LR, 1000ng/keBEOHICRBH S c, BMRMOBA 2. AMEKESRH
AT, ERXY VNROFDIZEIBBDOTH -7, 1000ng/kgdBIEEICH VO TiZ. BMBMIZHE
BUENIBDOSNEN -T2,
1% 1000ng/kgD EIE B OO FHFRMEFRITPOEM., FHAMEMEREREICLEE
ZRU. NBRBECOMICHRESED NI, LML, IThoDMEHE TR 00HBEL



HZRMEBM. MERBBIUAT 7Y v MERBEBERZALRZRADSHKT. 2. WFhoE
HHYSHEFRICBIT 2R T — 4 (Appendix 38)H oA T, FERENTOEHTH -7,

6. ML ¥ P R(Tables 15~18, Appendices 22~25, &5 — % : Appendices 38, 39)
VTN H1000mg/ kgt T, IV AT o—NVOFEEEVIEIC . CPTOFFE LM ESIcE2Y
LNl IHIK. MEOFELMBAHN00E LTF1000ng/kgBDMEICRD SNz, MPEDIEA D
300mg/kg#F TREDH SN T, ARMBEKICRIFZHMR TS - 7ot 1000ng/kgh¥ O il 4 HBE & Lk
NP O PDITRETH - 72, 1000ng/kgDBERICE TR, OL I REACRRDONT, LTh
bEIE LT,
iﬁ&lmmymmﬁﬁﬁnzhf\hfh%ﬁmﬁmm&tﬁﬁHTwﬁU$x779w€®
BMEBLU MY 754 FORPIHIZ, BEYNLE VORI PICRDONIc, ThoDE
iz, WIFhLERFT— 2 (Appendices 38, 3NH S AT, EXRHRNOBELR LOTH -7,

7. BT R (Tables 19~22, Appendices 26~29)

BROAZYEEICL ZBELILRES. 1000ng/kgP O S 1L ICRBD S NI, 1000mg/ kgD [l
HRCR, BERHICERRZDohiih -7,

k. H#RNEORE LMEUNEWEEZ oNIMRE LT MBROKRERAH RO DI Y
DEILIT | ZREH B L O R EADOEREL1000ng/kgDEERFOKRE 1 IKIZBD SN,

8. HER(Tables 23~26, Appendices 30~37)
BRMEOEREILERTLLEA0NIBEEROEAZ ., BHShULd T,
WTRLHE LR 5L UM EROMD 2 100ng/kgB D #IZ . RO HHNERD A0

HEMA&BRYWHBRSEBROBIZED SN, AHEE SARBENLEEATR IO,

9. MM R (Tables 27, 28, Appendices 26~29, Photos 1~8)

PRV EOBREICRATIEEAOCNIEREIBDONE -0z, M. FR. B, B
OBILIR IR 2 2L A5 HBE 30 L TX1000mg/ kg BRI R S 7o 48, B0 . o ABRARBH
BHoNT BRULECEHHINIFERTH -1,



EEL L UHHR

2-F 3 -5-AFIRUE L AR VBOBRIEAWOFRIELT, WFhd S v PEAVE
VWHEOREEOREBFUEHRBR T, 2-7 31 /-5-700-4- XA FARXUE Y 2K VBIZH S50
BHEBETRITD | 3-T I /RVE YRR VEIZ10000g/ kg CRELRBEROEMAEFRTY &
WESINTS,

SEERULI2-T I/ -5-AFIRVEV 2NV AVBOBAMEEEDRSHERARICE TR,
YO —RIRE, AELLUBHER BN T, #RPEREORBEIAD ORI -T2,

R#E . MEPRE . MEELCEREICEOTR., FNH1000ng/keB T, RILBOHM. K
PHOETF . MM LRI VT o - LORD I, CPTOMM ., MIBDFED NHEIEH 5
Nz,

RAEOEAC . IS 5RO BMBEDRENS - 2bn s RIROZTREL | R
PHOEFIZ DWW TH . T K=V ROBBEXIRD oL ENS . BT 5 ( HBRUWHEIBREY
BTHAZEILIABHUENAEZZONS, VTR LTH, HOREICENT, ThoDR
FRREAET ZEARR D ONT . FHAZNERINZI VO LM ENS,

BIMRPOBADIC >0 TR FIZY v KDBAITE D TH -7, HEBHEEMLEEATE
1o 7o b8, 100ng/keB Ot THRERORIBRH SN, V) V3R LA S O E%:
BT3RO EIOoN, L L., BiamMiRs UMk, U 8, BREBED Y 3R H#M
BICIWRBAGFENICREIRD oG-, £, AMRBDOBLOBES . BEL DT
Holo

MBEECFRALRBIIONTIE . EICHBEICHTIERYN I PBONIHATSH 72, L L,
HEASCEHFHEIT . BFRMEOBREICER T HRBEESFENLEARED SNID - T,
FRMBAEAFRNZLCOBREDL . BELLDOTH -1,

T T. EHOIENI00ng/kgBicBHoic, TOFBOWRIZ. BE. o, SR 1T
DRBTH -7, fEFBREARICH T, 2000ng/kgB DML FICED O N TR EN S,
HRYWHORGIRR T b0 LW SN,

BBROIRE . 7y R~ ONEEDERSHII-BRHICZH o N .. BRANMBEEOERMIZL 3
DBOEEZOSNTVAY . FHEBRTRDONLEHOIRORABFEIRHTH 05, THEE
OHABIERPHEEICH T X BEN - THOT | ERCHTIERELTEIBEL b LEX
55,

10



IDEHE BREPMERTRERBY TRAD o N/ ELR, BEHHERTHRERDYICZRD
ond | TN EATH B ENERINT,

BE. BERERTRERDUICSO T, HRMERSEHOBORBOHNERINRE L
e REICHEER LA, ZIeERICARARBESZD SO T, HEMABFZFHICORERR
HoNEholcl &b, BREUTHREMFENI, £72, 1000ng/ kgD B E W% T RERD)
MIBNT, REFRRTERERDY TRDONKEMA LR RT I MEFEN B & Sl BAEFEN
EAARR LA, WIFNLEFBHNTOXE T, HEOHER bRD o NT | BRI EE
RBERETIMATREVEHF XN,

UEDERPNS . 2-T 3/ -5-AFIRVEANKE/BOT y PADWBAMKEREICED |
FUBRERE LT, OThOBELTANREORY B LI BECH T IHENRBIN
ZMBEALERNZATRAL . RERBIVEBICHTIHRIRD o h, BEERI . 300
mg/kg/day LR I N,

BE W

1) Registry of toxic effects of chemical substances, 19§1-1982.
2) feEHE FE RS 1. 339-350 (1994).

) b= AR E . 2. 379-389 (1995).

4) HNEFFRE. " BEURFARE#EL S-BER” ( SEHXE. it R, KO FHE. BWASE.
®il. 1990, pp 37-38.
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Body weight (g)

400

300 4

2004

100

—_—— 0 mg/kg
X100 ma/kg
-=-A--- 300 mg/kg

-~B-- 1000 mg/kg

Fig. 1

1T T 17 7T 1T 107V VY 7T 1T T T7TT1T I 7T 71T FT 1t 17177 rrrrrrvrr7 170 17— 11717 1T1 1
7 - 14 21 28 28 35 42
(0) (7) (14)

Administration period — | Recovery period —

Days of administration (Days of recovery)

Body weight changes of rats treated orally with 2-amino-5-methylbenzenesulfonic acid
in the 28-day repeat dose toxicity test
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LS0-¥6

Table 1 Incidence of clinical signs and death of male rats treated orally with
2-amino-5-methylbenzenesulfonic acid in the 28-day repeat dose toxicity test

Treatment period Recovery period
Clinical signs Dose (mg/kg) 0 100 300 1000 0 1000
No. of animals examined 12 6 6 12 ) )
Abnormalities _ 0 0 0 0 0 0
Death 0 0 0 0 0 0




L50-¥6 "ON APMS

Table 2 Incidence of clinical signs and death of female rats treated orally with
2-amino-5-methylbenzenesulfonic acid in the 28-day repeat dose toxicity test

Treatment period Recovery period

Clinical signs Dose (mg/kg) 0 100 300 1000 0 1000

No. of animals examined 12 6 6 12 6 6
Abnormalities 0 0 0 0 0 0
Death 0 0 0 0 0 0
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Body weights of male rats treated orally with 2-amino—5-methylbenzenesulfonic acid

Table 3
in the 28-day repeat dose toxicity test
C g
Dose Day of treatment Gain ( Day of recovery ) Gain
(mg/kg) 1 3 7 10 14 17 21 24 28 1~28 28(0) 31(3> 35(7) 38(10)42(14)28~42

0 176 180 223 246 280 299 326 346 368 182 3689 384 402 413 434 64
* § £ 6 X 8 10 14 Hx18 =20 =24 =29 £ 27 =39 *£41 =41 =+ 44 £45 £ T,
(12> a2y a2 a2 a2 a2 a (12> (a2 az2> ¢ 6 (6 (6 (6 6 6

100 176 181 225 2489 279 288 324 340 358 184
£+ 4 +* 3 £ 7 £+ 8 £ 9 12 £ 15 *16 =+ 17 =£16
(6 (6 (6 (B (6B (6 (6B (6 6 8B

300 176 180 224 249 282 305 332 351 375 198
+ 5 £ 6 £ 7 £ 7 £ 9§ £ g 13 * 13 *13 =+ 10
(6 (6> (6 (6 6B (6B 68 (6 (6B 86

1000 176 182 225 248 278 301 326 343 361 184 360 375 382 402 416 57
£+ 4 £ 4 £ 7 + 9 11 #+14 %16 =+ 18 +£22 *24 =12 =+ 14 =17 =+ 18 +23 X 12

Ta -

a2z -“(12) -_(12) (12) a2 a2 a2 a2 a2 sy ¢y (6 6> 6 (68

Each value is expressed as mean®*S.D.
(nd: No. of animals
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Table 4 Body weights of female rats treated orally with 2—amino-5—methylbenzenesulfonic acid
in the 28-day repeat dose toxicity test

C g
Dose Day of treatment Gain ( Day of recovery ) Gain
(mg/kg) 1 3 7 10 14 17 21 24 28 1728 28(0) 31(3) 35(7) 38C10042(14)28~42

0 148 156 168 177 185 195 203 208 217 68 213 222 228 235 242 28
£+ 7 7 £ 9 10 *12 +£13 £13 16 =+£17 =15 *15 =*16 £14 13 =15 £ 6
(12> a2y a2 a2 a2 a2 a2 a2 a2 a2 (6 6y 6y 6 (6 86

100 148 154 168 175 185 184 203 206 215 67
+ 8 £ 8 x£10 *+12 £13 +£13 *16 =14 £16 £ 8:
(6> 6> (6 (B (B (6B (6 (B (6 86)

300 149 154 164 172 179 186 194 199 207 58
+ 8 £ 9 + 8 +11 +£13 +12 +14 =+14 +14 =+ 8
(6 (68 (B (8 (6 (6 (B (6 (68 (8

1000 148 154 163 171 178 188 186 188 207 59 210 214 221 226 231 21
+ 6 £ 6 £+ 9 *+11 +13 *+14 +£13 *x£15 +£15 *x13 =+ 15 *14 16 =+ 18 =*18 * 7
(12> a2 a2 a2 a2 a2 a2 a2 a2 a2 (6 (8 (6 (6 (8 (8

+

Each value is expressed as mean=+S.D.
(n): No. of animals
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Table S Food consumption of male rats treated orally with
2—-amino-5-methylbenzenesulfonic acid
in the 28-day repeat dose toxicity test

( g/rat/day

( Week of recovery )

Dose No. of Week of treatment
(mg/kg) . cages 1 2 3 4 4 (0 51> 6(2)
0 12 25 26 26 27 27 31 32
' + 2 += 2 += 3 + 3 = 4 += 3 £ 3
(12> (12) (12 (12> ( 8) ¢ 82 82
100 6 25 27 26 26
+ 1 += 2 + 4 + 2
¢ B8 C 8 C 8) ¢ 8)
300 6 24 27 28 28
+= 1 + 1 + 2 += 2
¢ 8 ¢ 8 C 8 ¢ 8
1000 12 25 27 28 26 27 31 31
+ 2 = 3 + 2 = 3 x 2 = 4 + 3
(12> 12> (12> 12 C B8 « 6) ¢ 6)

Each value is expressed as meantS.D.
(n): No. qf animals
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Table 6 Food consumption of female rats treated orally with
2-amino-5-methylbenzenesulfonic acid
in the 28-day repeat dose toxicity test
( g/rat/day )
Dose No. of Week of treatment ( Week of recovery )
(mg/kg)d cages H 2 3 4 4 (0 51 6 (2)
0 12 17 17 18 20 19 22 21
= 2 + 2 + 2 + 3 = 2 = 3 = 4
a2 (12> (12 a2 « 8 - B8) « 8
100 6 19 18 18 17
+ 2 + 3 + 1 + 2
C 6 ( 8 « & « 8
300 6 17 16 16 17
+ 1 *x 2 + 2 + 1
« & C 8 C 6 « 6
1000 12 18 17 18 19 19 20 21
‘ + 2 + 3 + 2 += 3 + 2 + 2 += 2
a2 12 a2 (12> C 8 ¢ B6) « 8

Each value

(n): No. of animals

is expressed as mean*S.D.
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Table 7 -1 Urinary findings of male rats treated orally with 2-amino-5-methylbenzenesulfonic acid
in the 28-day repeat dose toxicity test

< Treatment period >

Dose No. of Color Cloudy Specific pH Protein
(mg/kg) animals C PY Y PB — + gravity 5.06.06.57.07.58.0 8.5 — X+ 4+t e
0 12 8 4 8 4 1.037 » 3 3 6 3 8 1
+ 0.014
100 6 3 3 3 3 1.044 3 1 1 1 1 4 1
+ 0.014
300 6 ' 6 2 4 1.046 1 2 1 2 1 4 1
+ 0.017
1000 12 7 4 1 7 5 1.057% 2 4 4 1 1*x 9 3
+ 0.019
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — F + ++ +++ — £  F 4+ 44+ — + + ++ +++ 0.1 1 2 4 = F+ ++ +++
0 12 12 3 7 2 3 4 12 12
100 6 6 ' 2 2 2 6 6 6
300 6 6 1 2 3 5 1 6 6
1000 12 12 8 1 3 9 3 12 12

a) : MeanxS.D.
Color : C(colorless), PY(pale yellow), Y(yellow), PB(pale brown)

Cloudy : —(negligible), + (cloudy)

Protein : — (negligible), =+ (15~30mg/dl), + (30mg/dl), ++(100mg/dl), +++(300mg/dl), ++++(1000mg/dl)
Glucose : — (negligible), *=(0.1grsdl), +(0.25g/dl), ++(0.5g/dl), +++(1g/dl)

Ketone body : —({negligible), = (5mg/dl), + (15mg/dl), ++(40mg/dl), +++(80mg/d})

Occult blood : —(negligible), *=(trace), + (slight), ++(moderate), +++{marked)

Urobilinogen : Ehrlich unit/dl

Bilirubin : — (negligible), + (slight), ++(moderate), +++(marked)

x . Significantly different from control at 5% level of probability
*¥ : Significantly different from control at 1% level of probability
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Table 7 - 2 Urinary findings of male rats treated orally with 2-amino-5-methylbenzenesulfonic acid
in the 28-day repeat dose toxicity test
< Treatment period >
Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(ng/kg) animals — 4+ ++  +++ — 4+ 4+ 44+ — 4+ 4+ — 4+ ++ A+ — 4+ 4+ +++
0 12 12 12 3 4 2 3 12 12
100 6 6 6 1 4 1 6 6
300 6 6 6 1 2 1 2 6 6
1000 12 12 12 3 3 4 2 12 12
Epithelial cells Casts Fat
Dose No. of Sq R N H globules
(mg/kg) animals — + ++ — + ++ — + 4+ - + - 4+ - + - + 4+
0 12 12 12 12 12 12 12 12
100 6 4 2 6 6 6 6 6 6
300 6 1 5 6 6 6 6 6 6
1000 12 11 1 12 12 12 12 12 12
— : Not observed: + : A few in some fields: ++ : A fevw in all fields: +++ : Many in all fields
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq(squamous) G{granule)
Ca(calcium phosphate) R(round) H(hyaline)
Ams(amorphous) S(spindle) W(waxy)
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Urinary findings of female rats treated orally with 2-amino-5-methylbenzenesulfonic acid

Table 8 -1
in the 28-day repeat dose toxicity test
< Treatment period >
Dose No. of Color Cloudy Specific pH Proteln
(mg/kg) animals C PY Y PB — + gravity 5.06.0 6.5 7.07.5 8.0 8.5 R S = A o
0 12 ) 5 2 4 8 1.067 g 4 2 1 1 4 3 8 1
+ 0.019
100 6 4 1 1 4 2 1.068 2 3 1 1 2 3
+ 0.008
300 6 3 3 3 3 1.059 3 2 1 2 3 1
+ 0.018 '
1000 12 5 7 10 2 1.074 3 5 2 2 1 4 6
+ 0.029
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — F + ++ +++ — F + ++ 44+ — * + ++ +++ 0.1 2 4 — + ++ 44+
0 12 12 153 7 10 2 12 12
100 6 6 1 5 6 6 6
300 6 6 3 3 6 6 6
1000 12 12 8 4 12 12 12
a) : MeanxS.D.
Color : C(colorless), PY(pale yellow), Y(yellow), PB{(pale brown)
Cloudy : —(negligible), + (cloudy)
Protein : — (negligible), *(15~30mg/dl), + (30mg/dl), ++(100mg/dl), +++(300mg/dl), ++++(1000mg/dl)
Glucose : — (negligible), *=(0.1g/dl). + (0.25g/dl), ++(0.5g/d1), +++{1g/dl)
Ketone body : — (negligible), =* (5mg/dl), + (15mg/dl), ++(40mg/dl), +++(80mg/d})
Occult blood : ~— (negligible), * (trace), +(slight), ++(moderate), +++(marked)

Urobilinogen : Ehrlich unit/dl
Bilirubin : — (negligible), + (stight), ++(moderate), +++(marked)
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Table 8 - 2 Urinary findings of female rats treated orally with 2-amino-5-methylbenzenesulfonic acid
in the 28-day repeat dose toxicity test

< Treatment period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca AmS
(mg/kg) animals — o+t 4+t ~ 4+ 4++ — 4+ 4+ +++ — 4+ ++  +++ —  +  ++  +++
0 12 12 11 1 5 3 4 12 12
100 6 6 6 1 2 3 6 6
300 6 6 6 3 2 1 6 6
1000 12 12 12 5 6 1 12 12
Epithelial cells Casts ‘ Fat
Pose No. of Sq R S G H W globules
(mg/kg) animals — + ++ — + ++ — + ++ - + = + - + - + 4+
0 12 11 1 12 12 12 12 12 12
100 6 6 6 6 6 6 6 6
300 6 6 6 6 6 6 6 6
1000 _12 12 12 12 12 12 12 12
— : Not observed: <+ : A few in some fields; ++ : A few in allbfields: +++ : Many in all fields
Crystals Epithelial cells Casts
Mg{ammonium magnesium phosphate) Sq(squamous) G(granule)
Ca(calcium phosphate) R(round) H(hyaline)
Ams (amorphous) S(spindle) W(waxy)
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Table 9 -1 Urinary findings of male rats treated orally with 2-amino-5-methylbenzenesulfonic acid
in the 28-day repeat dose toxicity test

< Recovery period >

Dose No. of Color Cloudy Specific pH Protein
(mg/kg) animals C PY Y PB ~— + gravity 5.0 6.0 6.5 7.0 7.5 8.08.5 — £ 4+ 4+ +++ ++++
0 6 2 3 1 2 4 1.045 a) 1 1 2 2 1 4 1
+ 0.015
1000 6 1 5 4 2 1.047 1 2 3 5 1
+ 0.006
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — X + ++ +++ — X+t s — £+ ++  t++ 0.1 1 2 4 —  + ++  +++
0 6 6 4 2 6 6 6
1000 6 6 3 3 6 6 6
a) : MeanXxS.D.
Color : C(colorless), PY(pale vellow), Y(yellow), PB(pale brown) _
Cloudy : — (negligible), + (cloudy)
Protein : — (negligible), *(15~30mg/dl1), + (30mg/dl), ++(100mg/dl), +++(300mg/dl), ++++(1000mg/dl)
Glucose : — (negligible), *=(0.1g/dl), +(0.25g/dl), ++(0.5g/dl), +++{1g/dl)
Ketone body : — (negligible), *= (5mg/dl), +(15mg/dl), ++(40mg/dl), +++(80mg/dl)
Occult blood : — (negligible), *(trace), +(slight), ++(moderate), +++(marked)
Uyobilinogen ¢ Ehrlich unit/dl
Bilirubin : — (negligible), + (slight), ++(moderate), +++(marked)
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Table 9 - 2

Urinary findings of male rats treated orally with 2-amino-5-methylbenzenesulfonic acid
in the 28~day repeat dose toxicity test

< Recovery period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
{mg/kg) animals - + 44+ 4+ — 4 4+ + 4+ 4+ e = s = o s + ++ 4+
0 6 6 6 1 2 3 6
1000 6 6 6 1 3 2 6
Epithelial cells Casts Fat
Dose No. of Sa R N H globules
(mg/kg) animals — + ++ = + ++ — + ++ - + = 4+ —  +  ++
0 6 6 6 6 6
1000 6 6 6 6 6 6
— ! Not observed; + : A fev in some fields; ++ : A few in all fields:; +++ : Many in all fields
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq(squamous) G{granule)
Ca(calcium phosphate) R(round) H(hyaline)
Ams(amorphous) S(spindle)

F(waxy)
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Table 10 - 1 Urinary findings of female rats treated orally with 2-amino-5-methylbenzenesulfonic acid
in the 28-day repeat dose toxicity test

< Recovery period >

Dose No. of Color Cloudy Specific pH Protein
(mg/kg) animals € PY Y PB — + gravity 5.0 6.0 6.5 7.0 7.5 8.0 8.5 — T+ 4+ttt
0 6 1 2 3 6 1.068 5) 2 2 1 1 1 4 1
+ 0.025
1000 6 1 4 1 5 1 1.056 3 1 1 1 2 3 1
+ 0.016
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — £ 4+ ++ 444 — + ++ 4+ —  + F 4+ 44+ 0.1 1 2 4 - +  ++  +++
0 6 6 5 1 6 6 6
1000 6 6 5 1 6 6 6
a) : MeanXS.D.
Color : C(colorless), PY(pale yellov), Y(yellow), PB(pale brown)
Cloudy : — (negligible), + (cloudy)
Protein : —(negligible), *(15~30mg/dl), + (30mg/dl), ++(100mg/dl), +++(300mg/dl), ++++(1000mg/dl)
Glucose : — (negligible), =(0.1gsdl), +(0.25g/dl), ++(0.5g/dl), +++(1g/dl)
Ketone body : —(negligible), *(5mg/dl), + (15mg/d]l), ++(40mg/dl), +++(80mg/dl)
Occult blood : —(negligible), *(trace), + (slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dl
Bilirubin : — (negligible), +(slight), ++(moderate), +++(marked)
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Table 10 - 2

Urinary findings of female rats treated orally with 2—aninb—5—methylbenzenesulfonic acid
in the 28-day repeat dose toxicity test

< Recovery period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg ' Ca Ams
(lg/Lg) animals —_ + ++ e+ —_ + 4+ A+ — 4+ ++ +++ — 4+ ++ 4+ —_ 4+ 4
0 6 6 6 4 2 6 6
1000 6 6 6 3 2 1 6 6
Epithelial cells Casts Fat
Dose No. of Sa_ R S G H ¥ globules
(mg/kg) animals —~ + ++ — + ++ — 4+ ++ - + - + - + -+  ++
0 6 6 ' 6 6 6 6 6
1000 6 4 2 6 6 6 6 6 [
— : Not observed: + : A few in some fields: ++ : A few in all fields; +++ : Many in all fields
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq(squamous) G(granule)
Ca(calcium phosphate) R(round) H(hyaline)
Ams(amorphous) S(spindle) ¥(vaxy)
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Table 11 Hematologicai findings of male rats treated orally with
2-amino-5—methylbenzenesulfonic acid in the 28-day repeat dose toxicity test
< After treatment period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (104 «1) (g/d1> &9 (f 1D (pg) (%) (%) (sec) (sec)
0 153 761 15. 4 45.0 59 20. 3 34.2 42 12. 7 16.8
* 29 += 0.3 += 0.9 + 2 = 0.6 + 0.5 =13 += 0.4 + 0.8
100 6 775 15. 6 44. 8 58 20. 2 34. 9 29 13.1 17.1
+ 35 + 0.4 + 1.3 = 1 = 1.1 = 1.1 = 4 = 0.4 x 0.9
300 6 755 15. 4 44. 3 59 20. 4 34. 7 35 12. 89 17.0
+ 36 + 0.4 + 1.7 = 2 + 0.5 + 0.8 + 7 += 0.3 += 0.8
1000 6 787 15. 6 45. 5 58 19.8 34.3 29 13.1 17. 8
+ 35§ = 0.6 + 1.9 = 1 = 0.4 + 0.4 = 9 = 0.2 + 0.8
Dose No. of ¥BC D{fferentiél leukocyte counts (%) Plat.
animals Neutro.
(mg/kg) 10%/u ) Baso. Eosin. Stab. Seg. Lymph. Mono. Other 104/« )
0 6 76 0 1 0 10 89 1 0 154
+ 186 +=0 £ 1 =0 = 3 = 2 =1 = 0 = 21
100 6 67 0 0 0 14 85 1 0 - 140
* 9 + 0 0 =0 = 4 = 4 + 1 + 0 + 14
300 6 73 o 1 0 14 84 2 0 158
+ 26 + 0 + 1 += 0 = 6 = 7 + 1 =0 + 16
1000 6 4 9% 0] 1 0 16 82 1 1] 149
+ 11 + 0 =1 + 1 + 4 = 3 + 0 + 0 + 12

Each value

is expressed as mean*S.D.

% ¢ Significantly different from control at 5%

level of probability



_LI_

L50-¥6 "oN ApmiS

Table 12 Hematological findings of female rats treated orally with
2-amino—5-methylbenzenesulfonic scid in the 28-day repeat dose toxicity test

< After treatment period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10%x¢1) (g/d1) % D (pg (%) (%) (sec) (sec)
0 6 766 15.0 43. 1 56 19. 6 34. 8 26 12. 8 16. 0
+= 29 + 0.2 + 0.4 + 2 + 0.8 + 0.5 = 7 + 0.5 + 0.8
100 6 768 15.1 43.1 56 19. 6 35.0 28 13.0 16. 5
+ 34 + 0.6 + 1.2 + 2 + 0.6 + 0.4 += 7 = 0.4 + 0.6
300 15 775 15. 2 43. 4 56 18. 6 35.0 26 12. 9 16. 5
+ 42 += 0.7 * 1.8 = 1 + 0.6 = 0.5 = 6 + 0.2 £ 1.0
1000 6 772 15. 4 43. 7 57 19. 9 35.1 24 13.0 16. 8
+ 25 + 0.3 + 0.9 + 1 + 0.6 = 0.5 = 7 + 0.4 += 1.0
Dose No. of WBC Differential leukocyte counts (% Plat.
animals Neutro.
(mg/kg) 102/ 1) Baso. Eosin. Stab. Seg. Lymph. Mono. Other 10*/ 1)
0 6 41 0 1 0 11 88 1 1] 145
x 7 =0 1 + 0 £ 6 = B +1 =0 + 17
100 ) 39 0 1 0 11 88 1 0 140
+ 13 * 0 + 1 + 1 += 2 + 3 + 1 =0 += 17
300 6 48 o 1 0 11 88 0 0 136
+ 19 +0 = 2 =0 + 5 + 5 =0 + 0 + 13
1000 6 43 0 0 0 13 86 0 G 138
+ 7 +0 +1 + 0 = 3 + 3 + 1 =0 + 5

Each value is expressed as mean%S.D.



Table 13 Hematological findings of male rats treated orally with
2-amino-5-methylbenzenesulfonic acid in the 28-day repeat dose toxicity test
< After recovery period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kgd) animals (104 u1) (grdl) %> (f1) (pg) (%) %) (sec) (sec)
0 6 817 15.5 45. 6 56 18. 9 33.9 31 12. 6 18. 5
+ 30 = 0.5 = 1.4 = 1 + 0.6 += 0.2 * 5 += 0.3 + 1.0
1000 6 829 15.3  44.6 54% 18. 5 34. 3% 34 12. 6 18. 6
+ 26 += 0.6 + 1.3 + 2 + 0.7 + 0.4 £ 5 + 0.3 + 1.1
Dose No. of WBC Differential leukocyte counts (%> Plat.
animals Neutro.
- (mg/kg) (10%/ 1) Baso. Eosin. Stab. Seg. Lymph. Mono. Other 104/ 1)
co
0 ] 88 0 ¢] 0 8 g1 1 0 141
+ 28 * 0 + 1 =0 + 3 = 3 +1 + 0 + 16
1000 (] 85 0 1 0 9 89 1 o] 1486
+ 17 +0 + 1 +0 +* 2 + 1 +1 +0 + g

Each value

is expressed as mean*=S.D.

% : Significantly different from control at 5%

LS0-¥6 "oN Apm§

level of probability



Table 14

Hematological findings of female rats treated orally with .
2-amino-5—methylbenzenesulfonic acid in the 28—day repeat dose toxicity test
< After recovery period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10%/ 1) (g/d1> %) f1 (pgd (%) (%e) (sec) (sec¢)
0 ] 8189 15. 4 44, 7 55 18. 89 34.5 32 13.0 16. 5
+ 30 +* 0.8 * 1.7 * 2 + 0.7 * 0.5 = 7 = 0.3 = 0.4
1000 6 803 15. 2 43. 6 55 18. 8 34. 8 28 13. 2 17.0
+ 14 + 0.4 £ 0.9 + 1 + 0.4 + 0.8 + 8 +* 0.3 + 0.7
Dose No. of WBC Differential leukocyte counts (%) Plat.
~ animals Neutro.
. (mg/kgd (10%/ 1) Baso. Eosin. Stab. Seg. Lymph. Mono. Other  (104/#1)
¢ 0 6 45 0 0 0 11 88 1 0 146
+ 21 + 0 *0 +0 + 5 + 5 *1 += 0 + 12
1000 6 51 0 1 0 14 86 0 0] 140
+ 18 * 0 1 += 0 += 7 * 7 +0 =0 + 21

Each value

LS0-76 ‘ON Apms

is expressed as meantS.D.
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Table 15

Biochemical findings of male rats treated orally with

2-amino—-5—-methylbenzenesulfonic acid in the 28-day repeat dose toxicity test
< After treatment periocd >
Dose No. of - GOT GPT ALP r—-GTP T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals (IU/1) (Iu/D (IU/7D (Ius (g/dl> (grdl) - (mg/dl) (mg/d1l)
0 6 61 32 428 Q.19 6. 03 2. 96 Q. 87 a0 83
+ 6 + b *+ 50 +0.12 +0.12 = 0.16 + 0. 09 + 10 + 44
100 6 53 27 - 388 0. 24 6.10 3. 08 1. 00 77 80
+ B = 3 + 70 + 0.15 =0.22 +0.12 += 0. 04 + 8 + 28
300 8 63 31 506 0. 35 6. 30 3. 04 0. 93 85 87
+ 5 + 3 + 77 + 0. 14 = 0. 22 +=0.13 + 0. 07 = 8 + 28
1000 8 58 30 441 0. 36 6.14 2. 89 0. 85 T4% 50
+ 2 + 6 += 77 + 0.21 + 0.09 + 0. 12 + 0. 07 + 10 + 15
.Dose " No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) animals (mgr/dld (mg/d1) (mg/dl) (mg/d1> (mgrdl) (mg/d1) (mEq/1) (mEq/ 1) (mEq/1)
0 6 138 0. 34 15.1 0. 581 10. 0 7.7 141 4.73 103
+ 11 + 0. 04 = 1.8 *+ 0.02 = 0.5 = 0.8 *> 1 + 0.13 * 1
100 6 145 0.35 14. 7 0. 52 10.1 7.5 143 4. 39 104
+ 11 + 0. 04 * 1.8 + 0.04 +* 0.8 * 0.7 * 0 + 0.27 * 1
300 6 148 0. 34 15.9 0. 56 10. 0 7.5 142 4.65 104
+ 16 = 0. 03 x 2.2 + 0. 06 + 0.2 + 0.3 = 1 = 0. 31 = 2
1000 6 137 0. 32 14.9 0.52 9.8 7.3 142 4.58 105
+ 10 + 0. 02 = 1.3 + 0. 04 + 0.2 + 0.3 + 1 + 0.13 * 1
Each value is expressed as mean*zS.D. .
¥ : Significantly different from control at 5% level of probability
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Biochemical findinés of female rats treated orally with

Table 16
2-amino—-5-methylbenzenesulfonic acid in the 28-day repeat dose toxicity test
< After treatment period >
Dose No. of GOT GPT ALP 7 -=GTP T. P. Alb. A/G T-Cho. T.G.
(mg/kg> animals ((JU/D) (IU/D It/ qusld (g/d1D) (gr/dl) (mgr/d1) (mg/d1l)
0 6 57 24 237 0.41 6.47 3. 27 1. 02 101 51
+ 7 + 4 + 82 + 0. 27 + 0. 29 + 0.27 +0.10 + 20 + 37
100 6 60 27 280 0. 20 6. 31 3.23 1. 0§ 8|0 43
+ 4 + 2 + 50 +0.14 +0.19 *0.13 + 0. 05 + 9 += 11
300 6 62 24 271 0. 25 6. 31 3. 22 1. 05 84 59
+ 5 + 5 + 83 + 0.19 + 0. 20 +0.14° £ 0.06 + 14 + 24
1000 6 66 32%x 225 0. 33 6. 51 3.19 0.86 86 36
+ 10 + 5 + 62 + 0. 28 + 0.18 +0.11 + 0.08 + 24 + 12
Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) animals (mg/dl) (mg/d1) (mgr/d1) (mg/d1l) (mg/d1) (mg/d1}1) (mEq/1> (mEq/1> (mEq/1)

0 6 138 0. 24 17. 0 0. 58 10. 2 6.6 142 4. 27 107
+ 6 + 0. 04 + 1.6 + 0. 05 + 0.4 + 0.7 + 1 + 0. 26 *+ 2
100 6 121 C. 24 18.0 0.57 10. 1 6.6 142 4. 30 107
+ 14 + 0. 03 + 2.7 + 0. 04 + 0.2 = 0.6 * 1 + 0. 23 * 2
300 6 126 0. 23 17. 3 0.57 g.9 6.0 142 4. 38 108
+ 11 + 0. 03 + 1.4 + 0. 04 = 0.2 +0.4 *+ 1 + 0. 31 + 1
1000 6 116%% 0.23 17. 4 0. 56 10. 1 6.3 142 4. 33 108
+ g + 0. 03 + 2.6 + 0. 04 += 0.3 + 0.6 + 0 + 0.19 + 2

Each value is expressed as meantS.D.
% : Significantly different from control
X : Significantly different from control

at 5%
at 1%

lJevel of probability
level of probability



Table 17 Biochemical findings of male rats treated orally with )
2-amino~5-methylbenzenesulfonic acid in the 28—day repeat dose toxicity test
< After recovery period >
Dose No. of GOT GPT ALP 7 -GTP T. P. Alb. A/G T-Cho. T.G.
(mg/kg) animals (IU/D> I/ (Ius1) (IU/D) (g/d1) (g/dl) (mgr/dl) (mg/d1l)
0 6 58 26 270 0. 29 6. 34 2. 98 0. 89 101 125
+ 9 + 5 + 32 = 0. 31 + 0.15 = 0. 089 + 0.06 = 14 + 36
1000 6 61 33 332x% 0. 28 6. 32 2. 85 0. 88 g1 76%
+x 6 * 6 * 57 +=0.19 + 0.20 = 0. 15 + 0.09 + 10 += 33
Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl
' (mg/kgd animals (mg/dl) (mgr/dl) (mg/dl> (mg/dl> (mg/dl) (mg/d1d> (mEq/1> (mEq/l) (mEq/1)
(A%
i 0 6 174 0. 26 17.1 0.61 10.1 8.0 141 4. 53 104
+ 19 + 0. 02 += 2.0 = 0. 03 += 0.3 £0.9 + 1 + 0. 35. * 2.
1000 6 161 Q. 28 18. 0 0. 61 9.9 7.6 141 4.41 105
* 17 + 0. 02 x 1.4 = 0. 08 += 0.3 =0.3 * 1 + 0.19 + 1
Each value is expressed as mean+S.D.
¥ : Significantly different from control at 5% level of probability

LSD-¥G "ON Apnmig



Table 18 Biochemical findings of female rats treated orally with
2~amino—-5-methylbenzenesulfonic acid in the 28-day repeat dose toxicity test

< After recovery period >

Dose No. of GOT GPT ALP 7 —-GTP T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals (IU/1) (qusn) (1us (GRIVED] (g7/dD) (g/d1) (mg/d1) (mg/d1)
0 6 65 25 202 0. 46 6. 59 3. 38 1. 07 111 51
+ 9 += 4 + 30 + 0. 43 + 0. 25 + 0. 27 = 0.15 £ 19 * 24
1000 6 65 26 189 0. 31 6. 65 3. 36 1. 03 82 52
+ 12 + 6 + 36 + 0. 28 + 0. 23 = 0. 30 + 0.13 += 18 + 15
Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl
' (mg/kg) animals (mg/dl) .(mg/dl) (mgr/d1> (mgrdl) (mg/dl) - (mgrdl) (mEq/1) (mEq/1). (mEq/1)
o , .v .
«° 0 6 137 0. 29 20.5 0.64 10. 0 6.0 142 4. 39 107
+ 15 + 0. 04 *+ 1.7 + 0. 06 + 0.4 =0.9 + 1 + 0. 11 * 2
1000 6 130 0. 24% 20. 8 0. 62 10. 2 5.8 142 4. 31 107
+ 11 + 0. 03 + 1.4 + 0. 07 + 0.1 + 0.8 =+ 1 + 0. 25 * 2

Each value is expressed as meantS.D.
% : Significantly different from control at 5% level of probability
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Table 19 Incidence of necropsy findings of male rats treated orally with 2-amino-5-
pethylbenzenesulfonic acid in the 28-day repeat dose toxicity test

< After treatment period >

Dose (mg/kg) 0 100 300 1000
Organ : Findings Grade No. of aniwmals 6 6 6 6
ro
- Cecum : Distention + 0 0 0 1

+ : Slight

L50-¥6 "oN Apmis
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Table 20 Incidence of necropsy findings of female rats treated orally with 2-amino-5-
methylbenzenesulfonic acid in the 28-day repeat dose toxicity test

< After treatment period >

Dose (mg/kg) 0 100 300 1000
Organ‘ : Findings Grade No. of animals 6 6 6 6
Cecum : Distention 4 | 0 0 0 1

+ : Slight



Table 21 Incidence of necropsy findings of male rats treated orally with 2-amino-5-
methylbenzenesulfonic acid in the 28-day repeat dose toxicity test

{ After recovery period >

Dose (mg/kg) 0 1000
Organ : Findings Grade No. of animals 6 6

& Testis and epididynis
Unilateral atrophy + 0 1

+ : Slight
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Table 22 Incidence of necropsy findings of female rats treated orally vwith 2-amino-
5-wethylbenzenesulfonic acid in the 28-day repeat dose toxicity test

< After recovery period >

Dose (mg/kg) 0 1000
Organ : Findings Grade No. of animals 6 6
o ‘ B
i Thymus : Red spots + 1 0

+ : Slight
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Table 23 Absolute and relatiive organ weights of male rats treated orally with 2-amino—-5-
methylbenzenesulfonic acid in the 28-day repeat dose toxicity test
< After treatment period >
Dose No. of B. W. Brain Liver  Kidney Spleeﬁ Heart Thymus Adrenal Testis [pidid.
(ng/kg) animals (g) (g) (g> (g) (gl g (mg) (g)
Absolute 0 6 340 1. 88 10. 44 2.48 0.69 1. 21 0.61 53.7 3. 03 0. 87
+ 18 +0.08 £ 1.11 +0.14 +£0.08 =£=0.08 +0.07 = 7.1 +0.18 £0.15
100 6 333 2. 00 10. 23 2. 36 0. 65 1.12 0.51 53.5 3. 27 0. 30
+ 14 +0.08 £ 0.88 #£0.11 +0.10 0. 11 +0.07 £ 2.8 =*0.32 *0.13
300 6 346 1. 86 10. 85 2.58 0.67 1. 21 0. 64 53.5 3. 22 0. 87
+ 13 +0.07 £ 0.76 #0.25 =+=0.04 +£0.08 +0.12 £ 5.8 +0.20 £0.14
1000 6 335 2. 02 9. 83 2.51 0.65 1.12 0.57 56.8 3. 283 0.87
* 2 +0.08 = 1.51 +£0.31 +£0.12 £0.10 +0.14 + 8.5 +£0.21 +0.10
Relative® ' 0 6 340 0. 58 3. 06 0.73 0.20 0. 36 0.18 15. 79 0. 89 0. 26
+ 18 +0.03 +0.18 *£0.04 =£0.02 =£0.02 #0.02 =+ 1.80 +0. 08 +0.05
100 6 333 0. 60 3.07 0.71 0. 20 0. 34 0.16 16. 08 0. 88 0. 27
= 14 +£0.03 *£0.15 =®£0.01 +£0.03 x£0.02 +0.03 %= 1.03 +0.11 + 0. 04
300 6 346 0.57 3.17 0.75 0.18 8. 35 0.18 15. 54 0. 63 0.25
+ 13 +0.03 *0.20 *0.06 =0 01 +=0.02 X0.03 = 2.07 +0. 07 +0. 04
1000 6 335 0.61 2.94 0.75 0.18 0. 33 0.17 17. 03 0.97 0. 26
+ 26 +0.05 £0.24 +=0.07 =*£0.03 =+0.02 +0.03 * 2.71 +0.10 +0.03

Each value is expressed as mean =S.D.
@ : Relative organ weight per 100g body weight
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Table 24 Absolute and relative organ weights of female rats treated orally with 2-amino—5-
methylbenzenesulfonic acid in the 28-day repeat dose toxicity test

< After treatment period >

Dose No. of B. W. Brain Liver Kidney Spleen Heart Thymus Adrenal QOvary
{mg/kg) animals €3 (g> (g> (gd (gl g> (g> (mg) (mg)

Absolute 4] 6 205 1.78 6. 33 1. 55 0. 40 0. 80 0.50 57.3 78. 6
+ 16 +0.08 + 0.889 =%£0.12 + 0. 06 +0.05 +0.08 + 7.0 + 5.4

100 I 200 1.84 5. 86 1. 49 0. 43 0.75 0. 37x% 60. 2 77.1

+ 16 +0.08 + 0.50 =£0.21 + 0. 04 + 0. 05 * 0. 0% +10.8 + 11.1

300 () , 182 1.85 5.75 1.50 D.43 0.74 0.47 64.7 83. 8
+ 13 +0.07 + 0.57 x0.14 +0.03 + 0. 05 +0.09 +11.5 + 10.5
1000 6 191 1. 80 5.48 1.52 0. 43 0.75 0.43 55. 2 83. 8
x 15 + 0. 03 + 0.73 =£0.17 *+0.05 +0.10 +0.04 + 8.3 + 20.2

Relative® 0 G 205 0. 88 3. 08 0.76 0.13 0. 38 0. 24 28. 00 38. 4
+ 16 + 0. 06 +0. 25 * 0. 04 + 0. 02 +0.01 +0.02 + 2.67 *= 1.4
100 6 200 0.92 2.94 C.74 0. 22% 0. 38 0. 18%x 28. 85 38. 8
* 16 + 0.08 +0.15 *+0.06 +0.02 +=0.03 +0.02 + 3.3 x 6.2
300 6 132 0. 86 2. 88 0.78 0. 23xx 0. 38 0. 24 33. 70 43. 6
+ 13 %+ 0. 05 +0.14 + 0. 06 +0.01 + 0. 02 +0.04 + 5.51 + 2.6
1000 6 191 0. 85 2. 86 0. 80 0. 22%x% 0. 33 0.23 28. 82 43. 8
+ 15 +0.08 +0.19 + 0. 04 +0.01 +0. 03 +0.02 + 3.76 + 9.8

Each value is expressed as mean +S.D.

@ : Relative organ weight per 100g body weight

% : Significantly different from control at 5% level of probability
% : Significantly different from control at 1% level of probability
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Absolute and relative organ weights of male rats treated orally with 2-amino—-5-

Table 25
methylbenzenesulfonic acid in the 28-day repeat dose toxicity test
< After recovery period >
Dose No. of B. W. Brain Liver Kidney Spleen Heart Thymus Adrenal Testis Epidid.
(mg/kg) animals (g) g (g) (g (g> (gl (g) (mg) (g) (g
Absolute 0 6 399 2.05 12. 01 2.66 0. 71 1.41 0. 48 57.6 3.22 1.11
+ 41 +0.10 = 1.71 +0.29 £0.08 =*£0.17 =*0.08 =+ 6.7 *0.18 £0.08
1000 6 386 2.01 11.42 2.67 0.76 1. 24 0.47 51.1 3.11 1.08
+ 22 +0.09 £ 1.11 + 0. 34 *£0.11 =£0.08 *x0.04 =% 7.1 +0.41 +0.18
Relative® 0 3 388 0.52 3. 00 0. 67 0.18 0. 36 0.13 14. 50 0.82 0.28
+ 41 +0.04 +0.15 +0.02 +0.01 +0.07 +0.03 = 1.50 +0.10 + 0. 04
1000 6 386 0.52 2.95  0.869 0. 20 0. 32 0.12 13. 28 0. 81 0.2
+ 22 +0.04 *0.18 =*+0.07 £0.03 =£0.02 =+0.02 #* 1.93 =+£0.10 *=0.05

Each value

is expressed as mean £S.D.

@ : Relative organ weight per 100g body weight
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Table 26 Absclute and relative organ weights of female rats treated orally with 2-amino—-5-
methylbenzenesulfonic acid in the 28-day repeat dose toxicity test

< After recovery period >

Dose No. of B.W. Brain Liver Kidney Spleen " Heart Thymus Adrenal Ovary
(mg/kg) animals (g (g) (g (g> (g ' (g> (g) (mgd (mg>
Absolute 0] 6 218 1;82 5.98 1.58 0. 47 0. 80 0. 37 56.1 78. 0
+ 1§ +0.10 + 0.60 #£0.13 + 0. 05 +=0.07 +0.10 + 5.7 +13.7
1000 6 214 1. 86 5. 91 1. 51 0. 47 0.78 0. 33 58. 2 78. 2
+ 16 +0.07 + 0.55 *£0.06 + 0. 04 + 0. 04 += 0. 06 + 6.6 +14.6
Relative@ 0 6 218 0. 83 2.74 0.72 0.2 0. 37 0.17 25. 64 35. 6
+ 15 +=0. 04 + 0. 25 + 0. 06 + 0. 03 + 0. 03 +0.04 + 1.46 X 5.3
1000 6 214 0. 88 2.77 0. 71 0.2 0. 37 0.186 27. 24 . 36. 8
+ 16 + 0. 08 + 0. 05 + 0. 07 +0.02 +0.02 +0.02 + 2.32 £ 7.8

Each value is expressed as mean *S.D. :
@ : Relative organ weight per 100g body weight
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Table 27 Incidence of histopathological findings of male rats treated orally with 2-amino-5-
methylbenzenesulfonic acid in the 28-day repeat dose toxicity test

< After treatment period >

Dose (mg/kg) 0 100 300 1000
Organ : Findings ‘ Grade No. of animals b6 6 ) 6
Pancreas: Atrophy of parenchywal cell and
ductal proliferation + 0 — — 1
Kidney : Tubular basophilic change + 3 — - 2
Eosinophilic bodies in
proximal tubule + 0 — —_ 1
Interstitial cell infiltration + 2 - - 0
Prostate: Interstitial cell infiltration ¢+ 1 — — 0

+ Siight: — : Not examined
No abnormalities detected in the heart, lung, trachea, liver, stomach, small intestine, large intestine,

urinary bladder, testis, epididymis, seminal vesicle, pituitary, thyroid, parathyroid, adrenal, brain,
spinal cord, sciatic nerve, thymus, spleen, lymph node, bone marrov and eye ball from animals of control

and 1000 mg/kg groups.
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Table 28 Incidence of histopathological findings of fewmale rats treated orally with 2-amino-5-
methylbenzenesulfonic acid in the 28-day repeat dose toxicity test

¢ After treatment period >

Dose (mg/kg) 0 100 300 1000

Organ : Findings Grade No. of animals 6 6 6 6
'Lung : Foam cell accumulation in

alveolar space + 2 — — 0
Liver : Hepatocellular fatty change + 1 - - 0

Microgranuloma + 0 —_ —_— 1
Kidney : Tubular basophilic change 4 3 —_ —_ 3

Interstitial cell infiltration + 1 — — 0

Tubulaf dilatation with hyline

casts t 0 - — 1

+ : Slight; — : Not examined

No abnormalities detected in the heart, trachea, pancreas, stomach, small intestine, large intestine,
urinary bladder, ovary, uterus, vagina, pituitary, thyroid, parathyroid, adrenal, brain, spinal cord,
sciatic nerve, spleen, lymph node, bone marrov and eye ball from animals of control and 1000 wg/kg
groups and in thyous from animals of control and all treated groups.
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